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A. Plenary Conferences 

I 
Cell Cycle Control by TGF-~ Signals  
Joan Maasagu4. Howard Hughes Medical Institute, Memorial SIoan-Kettering Cancer 
Center. New York, USA 

TGF-~ and I~e releteq factors, ac~vins and bone morp~ogenetic proteins (BMPs) ere 
pivotal regulators of many cell functions dormg embr~ogenasis and in the adull. These 
lectors ere widely multifuncdonal, elioiting different gnne responses end, in turn, 
different cellular respormas depending on the type end status of the cell. Altereb~ons of 
this signaling network undedle several inherited end enmatio disorders. Work in our 
laboratory he= led to the elucidation of s TGF-~ signal traneductino system involving: 
(i) • ltgand-indnced membrena receptor complex that phocphoryfates SMAD proteins 
et the cell surface, and (iS) a SMAD-induced transcriptional complex that antlvatss 
target genes in the nucleus. Distioct repertoires of receptors, SMAD proteins and their 
DNA-binding partners seemingly undedle, in a cell specific manner, the 
mutlifunctlonel nature of TGF-t~ sad related fsctom. Bmmcl o~ the crystal structure of 
the TGF-~ type I receptor (in collaboration with M. HLBe end J, Kurlyan) and the 
crystal structure of the Stand N- and C-terminal domains (in collaboration with Y. Shi 
and N. Pevletich), we have iden "trSed structural elements ~ t  dictate the selective 
interantione of Smade with receptors end DNA, end how turner-derived Stand mutations 
inactivate Sm~:l signaling, 
Some of the most important germ responses elicited by TGF-13 in epithelial cells are 
devoWd to arresting cell cycle prograssk:~, TGF-~ plays • dual role in tumorigenesis. 
On one hand, TGF.~ entlmitogenio signaling is lost in soma cancers by mutational 
inacUvat/on of the TGF-~ type II receptor (T~R-tI) or its subtrates and mediators, 
Smad2 and Smad4. On the other hind, TGF-~ can exaced~te ~ maligrmnt phenotype at 
later stegso of tumorigenesis by fostering tumor levesinn and the development of 
metestlums. These effects becoena manifest in sells harboring Ras mutations. We found 
that oncogenio Rss inhibits TGF-I~ signaling by lehibR~lg TGF~ induced nuc~asr 
accumuial~n o4 Smads. Our nmults suggest • mechanism for the o0unterbelenced 
regulation of Salads by TGF-~ and Res signals in normal cells, end for ~e silencing of 
anlimitoganio TGF-~ functions by hypersctlve Res in cancer cells. Likewise, TGF- I] and 
interferon.,y{IFN-¥) have opposite effects on diverse functions of bematopiatio and 
immune systems. We found that IFN-'/acting via its Jakl/Stetl pathway induces the 
prssaion of the antagonistic Smad, SmedT, which inhibits TGF- I] signaling through the 
Smed pathway. These emerging principles of TGF~ signal transduction and its 
regulation may help in the search for agents to modify the activity of these pathways, 
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II 
SIGNALING BY MAP KINASES 
Piaro Creeps 
CSIC-Departamento ~e Biologia Molecular. Unlversidad de Cantabrle, Santender 
Spain. 

Mitogen-acUvatsd Protein Kinseas (MAPKs) have been shown to be pivotal 
elements in the processes that govern cell destiny upon ~'~ reception of an external 
stimuli, Either promoting prol~feration, switching on the genetic guidelines that will 
lead to terminal differentiation or dimofing cells into apoptoeie. MAPKs activation is a 
key step in the ¢oavay'ance of eigeale from sudece receptom to the nucleus through 
signaling routes that include a small GTPese, • cascade of esrine/thmordrm kinasss 
(MAPKKKI), and a dual specirmity kinase (MAPKK) ms upstream components, and this 
pathway pattern le strictly conserved throughout the eucariotic evofutlonery scale. 

To date, more than sixteen different MAPKs have been described, These, however, 
are grouped into four main families: Extrscetiuiar-eignal Regulated Kinasas (ERKs), 
Stress-Activated Protein Kinesss (SAPKs), Osmotic Strses-reguiated kinasas (p38 
/HOG) and Big MAP Kinasee (BMK / ERK5). Although these MAPKs are regulated 
through well defined pathways, far from being isolated and indspendent circuits, there 
is a constant crete.talk and intsrocnnsotion among many of the components that 
constitute the different MAPKs pathways. As is the case of the Ras exchange factor Ras- 
GRF that, as we have shown, requires the partiolpation of cdc42, a component of the 
SAPK= pathway, to activate ERK2, Another charscterisEc of the MAPKs pathways is its 
extreme redundancy. Mo6t MAPKs and their upstream regulators have at least one 
iso4orm, and although Ihsse ir, o~rms are eimoat identP..ei in ~ e  cases, this does not 
imply that they are equally regulated end that they serve the same purposes, as we 
have found is ~ case with p38 and its splice isoform Mxi2. These two proteins show 
marked differences in their regule6on and substrata specificity. It is now becoming 
apparent that these differences may be explained in part by the role played by a novel 
component: scaffold proteins. These proteins seem to serve as structural anchors that 
bring about the assembly of a signaling complex in • highly specific fashion. 

As far as their role is concerned, one or another MAlaK is activated by almost every 
stimuli know so far. On a very general basis, ERKs mediate an "all is walt" signal and 
are mainly involved in proliferation and differentiation, while SAPKs end p38 mediate 
inflammatory and apoptotic responses. ERKs ere also found to be constitutively 
activated in some human neoplssias, for this mason they have been recently viewed as 
pofenliei antineoplestic therapy targets. However, this is not a general role, as 
rnyeloid leukemia cell growth and differentiation is completely independent of ERK 
acifvetion . So a careful scrutiny of the exact role played by the MAPKs on the different 
neoplasias is required prior to any therapeutic approach. 
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Ill 
Mecbaulsms  of Apoptosis 

Guido  K r o e ~ e r  

CNRS, UPR-420,  19 rue Guy M6quet, F-94801 Villejuif, France 

Several memli¢~ ofa gl~wmg muhigene family of bcl-2 homolege 0Bcl-2, BcI-XL, etc.), as well as a 

whole seru~ of addittc~d on(~[en~ (e.g. c-myc, tar-l) and aali-oa::oge:l~ (e& bax. pJ3) ~ m 

canc~ de~loplz~l at lwo diffen~ levels. At a f t m  level. ~ in the exl~esmon level and/or 

prima~ stl~cture of apoptosi~regulatoly gel~  may interveae in uncogenesis ab tmt~o by favoring the 

pors~c~c of nmut~l c~s  thal, in normal ¢m:umstanccs, wmld. be © ] i ~ i , ~  by a~ooptosis. A l a  

second level, the Darwiman ~le~l¢~l Of ¢~o~ef oells by advesse mffimic ¢on~oc,.s (limited tmphi¢ 

mppiy, oxygen ~ormp) and/co therapeutic ageats (chemothemw, nt~imim'apy) favors the survival of 

proliferal~ cells which ~ all in~-est n 8 ~ to apoptoJt ileductinn. 

The pt~cem of a p ~  can be mbdivided into three functionally distinct phases: (i) the initiation 

phase, ,-t-ring which a nmmber of ~¢ivate" sisnal ~ o u  Or damage pathways ate aclivated in a 

s l h ~ m l ~ t  fachic~; (ii) the ommmon effector/decitiem idwse dmuring which the cell "decides" to 

die and (iii) the degmdetina pha~ beyond reg~aficm, dm~g which the c4dis a~ltmre the morphological 

biochgmi~tl h=llmdgs of apo~ltCqlJ~ ~ of the avaiis~¢ data a l l  ¢30~UaU~O~ With the iqOtiOI1 thal 

the dismpsion of m i ~  membrane ~ fimchon co~titotes the decisive even! of apopto~. 

This iu f , ~  a u==mxto in which the mil~iation phase is mainly pre-mitochomifi~d, the effe~tor/decisinn 

phase is essentially mitochondrial, and the degradation plut~ is po~-mitochondrial. 

R~enl fimi~ngs havc ~ id~lified a numbex of molecules which intervene al precise levels of 

the above ~enarlo Thur~ a number of endogenous sig~d tram~li~ing molecules (e.g. reactive oxygen 

specks, NO, calcium, amhilpa~c peptides, pfo-apopto~ "BH3-enly" membm's of the Bcl-2 family) and 

some expermaental clzmetherapemic agents (e.g Ionidamine. betulmic acid, arsemte) ~rec'tly act on 

m i ~  to incnase th¢~ memb~aoe pennmbility. Toe bamer fitoctioa of mitochomirial 

membranes is regulated by the "penme~lity mtmdtinn pore coutplex (PTPC)" wi~ch contains sessile 

omex and tuner membrene pmmins ~ with promim fiem the Bd-2/Bax family within the 

inner/outer membrane contact sites. The final result of PTPC.me,'llatod ~ permeabilizatinn is 

the non-specific ~elm~e of mhitd¢ imenmmmbraac pmtein~ Such ix~mcms indnde cytochi~m¢ ¢ (which 

intefltcls with Al~f-| to activate c~[~s:) ,  mitochondrial ~ 2 .  -3 and-9 (which are activated 

during the traeslocatine into the ,~Vtoml). as v~ll as "apopto~ iaducin$ fa¢,of" (A£F. which transincates 

into the nucleus and 4 m i ~  celt death). 

This scenario has impommt implications for the unden~*vli.e of cancer-~Amed dysregulations in 

apoptosis, as well as for the design of therapeut~ stralegies aimed*t overcoming apoptosis r~istance. 
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B. Scientific Topics 

1. Genetic Alterations and Tumoral Pathology 

m 

INACTIVACION OF p161NK4A IRb and pS31p21Waf1 PATHWAYS IN THE 
PROGRESSION OF HUMAN TUMORS 

E Camps, Dept. of Pathofogy, Hospital Clinic, IDIBAPS, University of Barcelona, 
Bamalona Spain 

Malignant transformation of celia is associated with progressive alterations in the 
regulatory mechanisms of ce;I cycle control, p161NK4A/Rb and p53/p21Wafl 
pathways ere considered to contn~ important checkpoints in call division. Alterations 
in different elements of these pathways are conaidemd the most frequent genetic events 
in the development Of human tumors. However, the cooperative or alternative effects of 
these alterations are not clear and may play different roles in different tumor models. 
In squsmoua cell ceminomas of Heed and Neck, deregulation of p53 and gane rnutetlons 
seem to occur in early steps of tumor development end they are independent of the stage 
of dieseminetk>n, p21Wef1 expression in these tumors is independent of tha status of 
p.53 gene end is associated wi~ cell ddferentietion. These changes are not associated 
with the prognosis ol the patients. Similarly, inactivation of p161NK4a by homozygous 
deletions, mutations and concomitant heterozygous deletions, end hypermethylation 
also seems to Occur early in the development of the tumors and is not related to the 
stage of dissemination. However, amplification and overexpreasion of cyclin D1 is e 
late event in the prograasion of these tumors clearly essociatsd with advances stages. 
Contrary to this model, Inactivation of plSlNK4A/Rb and p53/p21Wofl pathways in 
human non-Hodgldnfa lymphomas seam to ha late events associated with 
development of primary aggressive ~mors and the prograstdon from indolent to high 
grade tumors. Furthermore, inactivation of INK4a locus end p53 occur alternatively 
in these neoplasma. Contrary to laryngeal carcinomas, oncogenic activation of cyclin 
D1 is en early event in the pethoganusis of a particular lymphoma of virgin B.<:all 
lymphocytse. Deregulatsd ovarexprsesion of cyclin D1 may overcome the negative 
regulatory effect of Rb and p27 in thaas tumors. In conclusion, these observations 
auggset that genetic altsretions in regulatory elements of p161NK4A/Rb and 
p53,,'p21Wafl pathways may oocur in different moments of the evolution of the 
tumors and they may have different idgnificance depending on the lineage of the tumor 
cell. 

ENDOMETRIAL CARCINOMA: MOLECULAR ALTERATIONS RELATED WITH 
TUMOI:I PROGRESatON. 

Jaime P/at, L/uh; Catasds, Xavier Metias-Guiu. Department of Pathology. Hospital 
Sent Pau. Barcelona, Spain. 

Introduction; Accocding to the dualistic model proposed for endometrial 
carcinogenesis, andome~oid carcinomas (EC) present molecular changes different 
tram those of non-endomettold carcinomas (NEC). 
Materials: Genomic DNA from tumor and normal tissues of 42 patients with 
eedometrial carcinomas and 97 patients with endometdal hyparplseie (EH). 
Methods: PCR ampHfical~on u~rtg dinuclatide repeat markers in chromosomes 5, 10, 
12, 17, end 18; SSCP-PCR end sequencing for BAT-26. BAX, TGFJoRII, IGF-IIR, 
hMSH6, end hMSH3. 
Results: Mioroaatetiits instability (MI)was more frequent in EC (11/33, 33%) 
than in NEC (1/9, 11%). MI was found in only two of the 97 EH; both of them were 
complex hypeq)laslas associated with EC. There were framashiff mutations in the 
polyG tract of BAX in 7 of the 13 MI+ EC, but in none of the MI* EC. 
Conclusions: EC present MI more h'equently than NEC. Tha finding of MI in EH 
adjacent to EC suggests that MI is an early event in endornetdsi carcinogenesis. The 
high1 frequency of BAX POfyG muts~ns in MI+ EC indicates that these altaratiorrs are 
important for tumor progression. 

rl 

SELECTIVE USE OF CDKla AND CYCLINS BY DIFFERENT CELL LINEAGES IN SPECIFIC 
TISSUE MICROENVIRONMBqTS 

Miguel A Pids, F Cemacho, JF Gamia, JC Martinez-MontJro, AI Ssez, M Sanchez- 
Beats. 

Cell cycle progression is regulated by the balance between complexes formed by 
Cyclins, Cyctin-dapandant Kinaaes (CDKs), and CDK Inhibitors. 
Most of the studies on these carl cydia regulators have bean performed in cell lines or 
using knockout models, yielding some conflicting results about the role these proteins 
play in cell cycle control, both in normal and tumoral tissue, 
Studies based on Immunohistochemical studies fail to confirm some of the predictions 
performed after in vitro axperiments, and add relevant pieces of information to the 
overall scheme of cell cycle regulation. 
This study has been performed trying to characterize the pattern of expression of some 
of these proteins in lymphoid tissue, using for comparison the distribution in a 
restricted array of epithelial tissues. Immunohlstochemical data were confirmed by 
using FCM or WB, end expanded by using double staining with coofocal microscopy. 
Thus, most of the CDKla and cyctine are expressed by different normal cell types. 
p21ANAF1 appears to be stn:mgly expressed by epithetiai calls along a differentiation 
pathway, coinciding with cell cycle stop, and frequently in paralati with I)53. 
Lymphoid normal tissue express low or undetectabla level of p21, with ~ exception 
of a relatively poorly characterized B-cell subpopulation, the monocytoid B-calls 
(MBCs), which are the only normal lymphoid subpopulation expressing p21. In 
contrast lymphocytes show high expression of p27/KlPl, always in • pattern opposed 
to cell profiferation. MBCs express only a weak level of p27/KIP1, unexpectedly 
taking into account the low level of proliferation. 
p16/INK4A is expressed by most Of normal lymphocytes, being the level of expression 
upregulated along cell cycle progression, 
Cyclin E is just weakly expressed by lymphoid cells, contrasting with a stronger 
staining in trofobiastic placentaly cells. 
Cyctin D1 expression is not detected in normal lymphocytes, although some neoplastic 
types show high (MCL) or medium (HCL) level of CyctinDf expression. Higheats level 
of expresion of this protein ere usually associated to 11;14 transiocation, 
Cyclin D2 is just weakly detected in normal and tumoral lymphocytas, with association 
to proliferation, 
Cyclin D3 is expressed by proliferating lymphocytes, either benign or tumoral. 
Cyclin A is only very weakly expressed, as fine nuclear dots, by the nuclei of normal 
lymphocytas, in contrast with a stronger expression by endothelial cells, macrophagas 
and epithetial tissues. MBCs show a stronger staining by CyclinA, which parallels that 
seen Jar p21 in this cell subpopulation. 
Cyctin B is detected as a cytoplasmic protein present in a subset of proliferating cells, 
consistent with cells in G2-M phases. 
Some o/ the strongest deviations of this psttem were found in specific lymphoma types. 
Thus the relation between CycllnD and p27 protein appears to depend of the specific 
type of CyclinD used, since CyctinD1 pusitive neoplasiec (ManlJe Cell Lymphoma) tend 
to show anomalous low level of p27/KIP1, while CyctinD3 overexpreasion (detected in 
a subset of Diffuse Large El-carl Lymphome) associates with a stronger aberrant 
p27/KIPt staining p21 high level of expression is found more characteristically in 
EBV postitve neoplasms, such as Hodgkin's Disease (HD) and lymphomas in 
immunocompromlsed patients. 
p16 level in tumours is inversely regulated with Rb expression. HD is a propolype of 
neoplasm with tow or undetsctabla level of p16 expression (usually as consequence of 
gene methylstion), which is paralalled by an increase in Rb staining. 

As general conclusion, it seems that COKIs and Cyclin use is dependent of specific cell 
types and tissue microenvironments, being at the same lime regulated in a cell cycle 
dependent pattsrn. 
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A011 
KEY ROLE OF THE RET GENE IN RADIATION-ASSOCIATED 

THYROID TUMORIGENESIS 
A. Bounacer, R. Wicker, M. Schlumberger, A. Sarasin and H.G. Suarez 

IFC 01,94801, Villajuil, France 
Introduction: In order to have a more conclusive data about the role 
played by different genes in radiation-associated thyroid tumorigenesis, 
we have studied 39 malignant and benign thyroid tumors trom patients 
with a history of external radiation for benign or malignant conditions. The 
results obtained with these tumors concerning the ras, gsp, ret and trk 
oncogenes, were compared with data obtained by us screening 39 
malignant and benign ,,spontaneous,, thyroid tumors and by others, 
studying post-Chemobyl tumors. 
Materials and methods: tumoral DNA or RNA prepared from paraffin 
included or fresh tissues, were screened using the RT-PCR, XL-PCR, 
hybridization with synthetic probes (mutated or not), Southern blot and 
direct sequencing techniques. 
Results and conclusi0n~: Our results showed that the overall frequencies 
of ras, gsp, retandtrk alterations in the radiation-associated tumors were 
14%, 3%, 64% and 9% respectively, while in the ,,spontaneous- 
samples they were 25%, 7%, 8% and 6% respectively. All Ret alterations 
were RET/PTC rearrangements. Most RET/PTC rearrangements were 
due to an intra-chromosomal inversion (RET/PTC 1 and PTC 3). Although 
the overall frequency of RET/PTC rearrangements was similar in papillary 
carcinomas occurring alter therapeutic irradiation and in the Chernobyl 
area, the predominant type of chimeric gene was different: RET/PTC 1 
and PTC 3 respectively. In conclusion: 1 ) our results show and/or confirm 
the crucial role played by the ret proto-oncogene activating 
rearrangements in the development of radiation-associated thyroid 
tumors appearing after therapeutic or accidental radiation and 2) suggest 
that RET/PTC 1 may be associated with tumors with aJong latency period 
(average 15 years in our patients) and a typical histology, while 
RET/PTC 3 may be associated with tumors with an agressive behaviour, 
a short latency period (average 3 years in the Chernobyl tumors) and a 
particular histology. The -break-points- of the different RET/PTC 
chimeric genes have been characterized. 
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DCC A N D  SMAD4 A L T E R A T I O N S  IN H U M A N  
C O L O R E C T A L  A N D  P A N C R E A T I C  T U M O R  
D I S S E M I N A T I O N :  

Tarafa, G., ViUanueva, A., Farrr, L., Rodriguez, J., Musulen, E., Reyes, G., 
Puig, P., Seminago, R., Olmedo, E.; Paules, AB., Peinado, MA., Bachs, O., 
Capellit, G. 
Hospital de Sant Pau. Facultat de Medicina UB. Institut de Recerca 
Oncolrgica. Institut Catal~t d'Oncologia. Barcelona. 

Background:Chromosome 18q is lost a high proportion of colorectal and 
pancreatic c, aneers. Three candidate tumor suppressor genes, DCC, Smad4 
and Smad2 have been cloned and identified from this chromosome region. 
DCC and Smad4 aberrations have been previously identified in paneroatic 
and coloreotal tumors. However, its biological significance remains 
controversial. Aim: To compare the presence of concurrent genetic 
aberrations in DeC and neighboring Smad4 and Smad2 genes during 
eolorectal and pancreatic distal dissemination. Material:We have used a 
panel of orthotopically implanted colorectal (n=13) and pancreatic (nfg) 
xenografts and corresponding metastases (n=35). In some cases, 
corresponding primary tumors and synchronous adenomas (n=16) were also 
studied. The analysis of DCC aberrations were studied by inWagenic and 
flanking LOH, RT-PCR, western blot and IHC and the analysis of Smad4 
abenations by STS markers, one microsatellite and RT-PCR. 
Results" We have shown that while LOH at DCC locus occurred at a 
similar frequency (50%) in both tumors; 5/10 in colorectal and 2/4 in 
pancreatic, diminished DCC expression was exclusively present in 
colorectal tumors (5/13) harboring intragenic DCC LOH. In contrast, loss of 
DCC expression occurred more often in metastases of pancreatic xenografls 
(10/17) than in those of colorectal xenegratts, even in the absence of 
concomitant LOH. Stand4 gene aberrations were detected at a similar 
frequency in colerectal (4/13) and pancreatic (2/8) xenografls and were 
selected for during distal dissemination of both tumors. Acquisition of 
alterations in both genes occurred independently and may (3/35) coexist in 
the same tumor cell. Conclusions: Our results suggest that genetic 
heterogeneity at 18q21 is high in colorectal and pancreatic cancer cells. 
However, its molecular basis may differ between both tumors. 
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Expression of a new isoform of tumor s u s c e p t i b i l i t y  

protein, TSG101, lacking the transcriptional repressor 
domain, in Burkitt lymphomas 
Mila.qros Ferrer,  S u s a n a  L6pez -Bo rges ,  Ped ro  A Lazo  
Unidad de Gen~tica y Medicina Molecular, Centro Nacional de 
Biologia Fundamental, Instituto de Salud Carlos 111, 
Majadahonda; lnstituto de Biologia Molecular y Celular del 
Cfncer. C. S. L C. - Universidad de Salamanca, Salamanca 

The tumor susceptibility gene, TSGI01, has been identified as a 
putative new class o f  tumor suppressor genes. We have studied its 
expression in twenty-two Burkitt Lymphoma (BL) cell lines. 
Several aberrant messages were detected in all cell lines. The 
aberrant splice donor sites are located within exon ! at positions 
132, 154,  172 y 284 in the mature eDNA. Aberrant splice acceptor 
sites are located within exon 5 at positions 847 y 1054. All the 
aberrant messages  are coexpressed together ~vith a normal message, 
suggest ing that the aberrant forms might result from further 
processing of  the mature transcript. The normal transcript codes for 
a protein of  46 kDa (TSGI01A).  One o f  the aberrant messages  
maintains the open reading frame by joining nucleotides 283-1055 
and codes for a protein of  17 kDa (TSGI01B),.  The coding 
potential o f  these two transcripts has been demonstrated by in vitro 
transcription-translation experiments. The TSG101B isoform has 
lost its leucine zipper that functions as a transcriptional repressor, 
and retains its N- terminus that appears to function as an inhibitor 
o f  the E2 family of  ubiquitination enzymes,  and also has homology 
to the CROC-1/UEV-1 gene product. The TSG101B isoform was 
detected in seventeen out of  twenty-two (72 %) BL cell lines, but 
not in normal lymphoid populations. The detection o f  two isoforms 
o f  TSGI01 with different dimerization properties opens up a new 
level o f  regulation o f  these proteins that possibly are implicated in 
cell cycle control. 
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ALLELIC LOSS OF THE PTEN GENE REGION (10q23) AND POOR 
PROGNOSIS IN BREAST CARCINOMAS. 
Garcia JM, Silva JM, Dominguez G, Gon~alez R, Sancbez A, Jarefio E, 
Provencio M, Espa~a P, Bonilla F. 
Department of Medical Oncology. Clinica Puerta de Hierro. Madrid, Spain. 

Aim: Loss of heterozygosity (LOH) in loci of the 10q23 region, that harbor 
PTEN gene (phosphatase and tensin homologue deleted on chromosome 10), 
and mutations in the sequence of this gene, have been found in several primary 
human tumors including breast carcinomas, suggesting that this gene could be 
implicated in their pathogenesis. 
Methods: We investigate allelic losses in the 10q23 region, and their 
correlations with age and eight pathologic parameters (tumor size, lymp node 
metastases, presence of oeslrogen and progesterone receptors, histologic type, 
peritumoral vessel invasion pathological stage and histologic grade) in 105 
breast carcinomas. The LOH analysis was performed amplifying DNA by 
PCR method, using five markers of the 10q23 region (D10SI687, D10S541, 
D10S2491, D10S583 and D10S571), the products were run in 12% 
nondenaturing polyacrilamide gels and stained with a commercially available 
silver method. 
Results: After analyze tumor and normal tissue of all patients, LOH in at least 
one marker of the PTEN region was found in 29.5% of tumors. The statistical 
analysi~ between carcinomas with and without LOH respect to the pathologic 
parameters shows a significant diference with age (p=0.03), lymph node 
metastases (p=0.02) and higher histologic grade (p=0.02); a tendence to 
significance was found for progesterone receptors (p=0.05) and tumor size 
(p=0.06). LOH in an individual marker and relation statistically significant 
with tumor characteristics was observed in locus D10S541 for lymph node 
metastases (p=0.04), in D10S2491 (intragenic to PTEN gene) for lymph node 
metastases (p=0.02) and for tumor size (p=0.03), and in D10S583 for 
progesterone recetors (p=0.01) and for high grade (p=0.03). 
Conclusions: These results suggest that PTEN gene, or other genes of 10q23 
region, could be related functionally with breast cancer, and probably 
influencing the developing of poor tumor histologic characteristics that 
ussually predict a poor prognosis of the disease. 
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G E N E T I C  S T U D Y  O F  T H E  R E T ,  G D N F  A N D  G F R A I  
G E N E S  IN M E N 2 A  F A M I L I E S  
Laura  Gil ,  M a r i a  ATafledo,  Eva  Cris tobal ,  Begof ia  At r ibas ,  
A n t o n i o  J. T o r t e s ,  J av ie r  Men~irguez and Jose[ Mar i a  Rojas.  
U n i d a d  de  B io log i a  Celular .  C N B F .  ISCIII  

Multiple Endocrine Neoplasia type 2 (MEN2A) is 
an autosomal dominant cancer syndrome characterized by 
medullary thyroid cancer (MTC), adrenal 
pheochromocytoma, and parathyroid hyperplasia. Physical 
and genetic mapping data and biological assays have 
involved ret gone (coding for Pet a receptor tyrosine 
kinase) in this syndrome. Rot ligands have been recently 
identified as Glial Derived Neurotrophic Factor (GDNF) 
and Neurturin. Pet activation seems to be mediated by 
differem GPI-linked co-receptor proteins, named GFRAI, 
A2 and A3. 

We have analyzed, by SSCP and direct DNA 
sequencing, the genes ret (exons 10,11,12,13,14,15 and 16), 
gdnf(exons ! and 2) and gfral(exons 4,5,6 and 7) fi'om 25 
individuals of five families with MEN2A. All cases of 
MEN2A showed the oncogenic mutation on the codon 634 
of ret (exon 11): 50°/, of families displayed the mutation C- 
R and the other 50°/, C-Y. Furthermore, we detected a 
mutation of codon 691 (also in rot) changing G-S, with a 
similar frequency in unaffected individuals than in MEN2A 
patients. Several polymorphism were detected on different 
exons, including gfral gone, and we are interested to 
compare the germline genetic data with the situation on 
tumor samples. 

A123 
INCREASED NUMBER OF CHROMOSOMAL IMBALANCES AND 
DNA AMPLIFICATIONS IN MANTLE CELL LYMPHOMAS 
Silvia Bea. Maria Pdbas, Jesus M Hemandez, Francesc Bosch. Magda PinyoL 
Lais Hemandez. Juan Luis Garcia, Teresa Flores, Marcos Gonzalez, 
..~mando L0pez-Ouillermo, Miguet A Piris, Antonio Cardesa. Emilio 
Montserrat, Rosa .~firt, Elias Campo 
Departments of Pathology and Hematholo~, Hospital Clinic, University of 
Barcelona 
Mantle ceil  lymphomas are characterized by I 1 q 13 chromosomal 
translocations and cyclin D! overexpression The secondary genetic and 
molecular evems involved in the progression of these tumors are not well 
known, in this study, we have analyzed 45 mantle cell lymphomas, 32 typical 
and 13 blastoid variants, by comparative genomic hybridization To identify 
the possible genes included in the abnormal chromosome regions, selected 
cases were analyzed for p53, P]6, RB. C-:'v.qT', N-M~'C. BCL2, BCL6. 
CDK.¢ and B.'t[l.l gone alterations. The most frequent imbalances detected 
by CGH were gains of chromosomes 3q, 7p. 8q, 12q, lgq, and 9q34 and 
losses o£ chromosomes. 13. 6q, Ip. l lq14-q23, 10pl-t-pl5, ~Tp, and 9p 
High-level DNA amplifications were identified in I I different regions of the 
ganome. The CGH analysis allowed the identification of regional consensus 
areas in most of the frequently involved chromosomes. Cluomosome gains, 
and losses and DNA amplifications were significantly higher in blastoid 
vanams The significant differences between blastoid and typical minors were 
gains of 3q, 7p, and 12q, and losses of 17p. CGH Josses of ITp correlated 
with P53 gone deletions and mutations Similarly, gains of 12q and high-level 
DNA amplifications of 10pl2-pl3 were associated with c'DKJ emd BMI-/ 
gone amplifications, respe~ively. One of 2 cases with 8q24 amplification 
showed C-:WYC amplification by Southern blot .Mterations in 2p, 3q, I3. and 
18q were not associated with ,V-.W?~, BCL6, RB or BCL2 alterations, 
respectively, suggemng that other genes may be the targets of these genetic 
abnormalities in MCLs Increased number of gains, gains of 3q, gains of 12q 
and losses of 9p were sigmficantly associated with a shorter surnival of the 
patients. These results indicate that an increased number of chromosome 
imbalances are associated with blastoid ',ariams of XlCLs and may !',a~e 
prognostic s~gnificance 

A099 
TUMOR SUPPRESSOR GENES IN 18q21: INVOLVEMENT IN 
GASTROINTESTINAL TUMORS. 
Victor M. Barberd t~, M. Marlin 2, L. Madttoso 2, A. Munn(~ 2, A. Carrato 1, 
F.X. Real 2, and M. Fabre 2. 
i Lab. Biologfa Molecular del C.~ncer, Hospital Universitario de Elche 
(Alicante) and z U. Biologia Cel.lular i Molecular, Institut Municipal 
d'lnvestigaci6 Mtdica, Hospital del Mar, Barcelona. 

Backaround. The 18q21 region is frequently involved in 
gastrointestinal tumors. Two putative tumor suppressor genes have 
been identified in this region, DPC4 and DCC. The mechanisms 
involving the inactivation of these genes have not been completely 
elucidated. 
Aim. The aim 0fthe study was to analyze genetic losses at 18q21 and 
expression of DPC4 and DCC in cotorectal tumors (n=10) and cell 
lines (n=22) and in pancreatic cell lines (n=17) using: 1) micro.satellite 
analysis at 4 marker loci flanking these genes, 2) RT.PCR, and 3) 
direct sequencing in selected cases. 
Results. HomozYgous losses at 18q21 were not found in any of the 
colon cancer cell lines examined; by contrast a higher proportion of 
apparent homozygosity than expected was found, indicating common 
loss of one allele. DCC mRNA was detected in all but one cell line. In 
colorectal tumors, apparent homozygous losses were detected in 3 
cases and DCC mRNA was detected in 10/.10 cases. 

Similarly, no homozygous losses at 18q21, and a high rate of 
apparent homozygosity, were detected in pancreatic cancer cell Ilines. 
DPC4 mRNA was detected in 12/17 cell lines, cDNA from 11 of these 
pancreas cancer cell lines was sequenced and 3 non-conservative 
mutations were identified. 
Conclusions. These results indicate that homozygous deletions at 
18q21 are infrequent in ¢olorectal and pancreatic cancers while LOH 
is a common event. In pancreas cancer call lines, the proportion of 
homozygous deletions and mutations is lower than that previously 
reported in the literature. It remains to be determined if other 
mechanisms of gene inactivation, such as methylation, may be 
involved. 

A001 
ALTERATIONS IN THE 1q31-1q32 REGION IN MAMMARY TUMORS 

O. Hehle-Sutler, M.A. Oiaz-Guilldn, B. Martinez-Delgado, S. Rodr{guez de C.dldoba, J. 
Ben[tez 
U. PetologJa Molecular, Dpto. Genetics, Fundecidn Jirndnez Dfaz 

Frequent amplification or alterations have been described in a wide range of 
tumors including breaBt cancer, in human chromosome region lq31-32. Previously. 
a female-specific recomNnation hotspot within this region was shown to coincide with 
s minimal comm(~ region of allalic imbalance (AI) in mammary tumors, suggesting s 
possible relationship between those two observations. 

We have analyzed with a pennel of 18 microute41its markers the minimal 
common region of AI in the 33 mammary tumors and we have narrowed down the 
region to 2.5 cM. Within this region we have ldenthd severoJ genes that could be 
positional candidates to have s role in tumor development. STS markers of these genes 
have been used to detect '~alr possible amplification or deletion within the genome. 
These studies that have been performed using a PCR multiplex technique together with 
Comparative Genomic Hybridization (CGH) have shown that the critical region appears 
to be amplified. 

In addition, we have analyzed expression levels of the candidate genes and thus 
defined their possible implication in the tumor phenotype. 



$6  Sc ien t i f i c  T o p i c s  

AO03 
G DP-L-FUCOS E:ASIALO VETU IN It U COSY LTItA N S FI':RAS F. 

ACTIVITY IN IIUMAN COLON ADENOCARCINOMA 

VSzquc'z Martin C.. Gil Marlia E. & Fcrnfindev.-Bricra A. 

Department of lIiochemi.vlry. Genetic and lnmunolo~t,. University of Vise. 

Malignant transformation is frEquEntly accompanied by a drastic altcratim~ in 
surface oligosaccharidE expression. Glycoconjugales on cell surfaces 
conlaining fiJcose exisl in a wide variety of IIII1|1;111 cancers, specially in 
;h(Icuocarcinomas derived fiom g;istroi.teslinal anti rcsl)iralo Q, cpilhclilml 
Carbohydrate determinants wcre suggested as cancer associatcd antigens and 
it has been proved to bc ligands for adhesion molecules related to mclastasis 
processes. 

In this sl.dy we have dclermincd Gl)P-fucosc:;tsialofclt~in 
fi]cosyllr;insfenlse aclivily risings, lolal celhdar mcmbrancs oblaincd I?onl 
human colon adenocarcinoma and norm;ll ;idjacEnl lissne. Thc activity was 
;isy;aycd Ilk;ins corlclitions prcviotlsly e~;l;lblishc(I in our work ;Ind rcstllls 
indiealE a slatislically significant incrEmEnl of the activity m tnmond tissue 
wilh respect to Ihe healthy tissne for fucosyltransferasE activity acling on total 
acceptors in asialofctnin prescnc¢ (p<ODOI). Oll asialofetuin (p<t}.O5) or on 
endogenous accepto~ (p<O.O{)l) (according to Wilcoxon's test), OthEr reports 
have shown that. acting oil asialofctuin, lhe majority of the transfcrasc aclivily 
corresponds Io c~.(I.3)filcosyltrm~sferasc. This cnhanEEd fiJcosyltransferase 
activity could give an CXldanalion. al least parlially, Io the presence of altered 
glycocon_iugatcs on celhdar surface. On the olhcr hand, fiJcosc incorporation 
on endogenous acccptors was ~bout 27"/. fronl Ihe IOUII. Wc haven'l find 
corrclalion between enhanced aclivity ;rod clinical stages of the Itnnours. ]11 
addilion. Ihc Km dclcrmination (for GI)P-fucosc) ;rod Vmax of 
fucosyllransferasc aclivily in I)rescncc or absence of asialofcluin was 
undertaken. Results point ottl no slatistically.significanl differences bct,.vccn 
hc;lllhy t issllc afld the ttlmoral one 

This work was supporlcd by ;I granl from Xunla de Galicia (XUGA- 
301 O6A97). 

A015 
DIET AND GENETIC ALTERATIONS IN COLORECTAL CANCER. 
Interim Analysis of a Genetic Epidemiology Case-Control Study. 
Moreno V*, Bosch FX, Peinado M, Gonzalez I, Marti J, Navarre M, 
Cambray, Benasco C, and the Bellvitge Colorectal Cancer Study Group. 
Cancer Epidemiology Service. Catalan Institute of Oncology. CSUB, IRe. 
Gran Via km 2,7 I'Hospitalet, 08907 Barcelona, Spain. 

Background: A hospital based case-control study of colorectal cancer is 
being conducted to assess the relationship between diet and genetic 
alterations found in the tumours. 
Methods: Cases and controls are interviewed with a structured 
questionnaire on risk factors and dietary history. For operated cases, 
samples of tumour and normal tissue are collected and frozen, After DNA 
extraction, mutations in K-ras, codons 12 and 13, and p53, exons 5 to 9, 
were detected by SSCP and cyclic sequencing. Microsateltite instability 
was analysed by PCR amplification of 5 different loci. Only exploratory 
food group analysis has been done. Classification of cases according to 
genetic alterations allows different logistic regression modelling for risk 
estimation, Beyond classical analysis (all cases vs controls), a case-case 
comparison is done, and the risk of cancer related to food groups is 
estimated for tumours with and without mutations in K-ras and p53. 
Results: Currently, 380 cases have been interviewed out of 446 
identified and 362 controls out of 396. Tumour tissues of 201 cases have 
been analysed for mutations in K-ras (41% of them mutated). 178 cases 
have been analysed for p53 (59% mutated). High total caloric intake is a 
mayor risk factor for colorectal cancer (average of 49% increase in risk 
per 1000 kcal, 95%C1= 18% to 87%). Analyses of associations of food 
groups with colorectal cancer show expected resulls of a protective effect 
of vegetables, especially those consumed raw in salads (OR=0.86 per 
100 grams daily, 95%C1= 0,76 to 0.98). Initial screening of differences in 
food group consumption between cases with mutations in K-ras or p53 
and cases with wild type genes has not shown very strong associations, 
Conclusions: The analyses done so far based on food groups show 
results consistent with previous work (Bautista et al. CEBP 1997;6:57- 
61 ). Detailed nutrient analysis is ongoing. 
Project funded by Marato TV3 95/48 and FIS 97/0787 

A040 
DISTRIBUTION OF GENETIC ALTERATIONS OF TUMOR 
SUPRESSOR GENES IN DIFFERENT SUBTYPES OF NON 

HODGKIN LYMPHOMAS 

B. Martinez-Delgado 1, M. Herranz 3, M. Urioste 3, J. Santos 3, 
E. Arranz I, A. Osorio 1 C. Rivas 2, J. Fernandez-Piqueras 3, J. 
Ben[tez 1. 
Dpts. Genetics 1 and Pathology 2. Fundacidn Jimdnez D[az. 

Lab. Human Molecular Genetics 3. Dpto. de Biolog/a. U.A.M. 

Non Hodgkin's lymphomas (NHL), as well as the rest of 
human neopiasias, arise after the acumulation of genetic lesions 
that deregulate cell division. It is known that the pathogenesis of 
human lymphomas is heterogeneous, and a great number of 
genes are involved in the development 

We have analyzed in a group of 40 NHL, belonging to the 
main histologic subtypes, some of the most commonly tumor 
suppressor genes involved in different tumors, p53, p16, p15, 
and the recently described p73 y PTEN, to investigate their 
implication in NHL. We analyzed the presence of LOH in 9p21, 
using 6 polimorphic microsatellite markers, to probe the 
involvement of p16 and p15 genes. We have also studied 4 
markers on lp36, where the p73 gene is located; and 3 
markers on 10q23 to detect LOH affecting PTEN gene. Mutations 
in p53 and p16 genes have been analyzed by SSCP technique. 
Abnormal methylation of 5' CpG island of p16 and p15 genes, as 
an alternative mechanism of inactivation, have also been 
studied. 

The analysis of the distribution ~of these alterations 
showed that abnormal methylation of p16 gene is the most 
important alteration detected in low grade B-cell NHLs. P53 
gene mutations, and LOH at p16, p73 and PTEN regions have 
been detected exclusively in high grade B lymphomas. Abnormal 
methylation of p16 gene in high grade B lymphomas was found 
in an important proportion of tumors. Multiples alterations of 
these genes only appeared in agressive lymphomas. Alterations 
of these genes were very rare in T-cell lymphomas, suggesting 
the implication of other genes in this type of tumors. 

The knowledge of all the genetic lesions that appeared in 
lymphomas could help to the establishment of a model of 
development of these tumors. 

A041 

C-MYC ONCOGEN AMPLIFICATION IN HUMAN 
GLIOBLASTOMA CELL LINE XENOGRAFTS IN NUDE MICE 
Cende B.;Sinu~ E.;Gase6n A.; Aleall A. 
Biologia (Depto. Cieneias Morfol6giem). Fse. Medicina. Univenddsd de 
Zarageza. 
The average survival of patients with multiform glioblastoma is 
approximately one year, registering a survival of just 5 % in a period of 5 
years. The cell lines provide very important material to study the biology and 
new therapies of the glioblastomas. 
The cell line Rl97 has been established from a human glioblastoma kept in 
vivo by means of xenografls in athinu'c nude mice. The original tumour 
belonged to a patient diagnosed as having a mulKform glioblastoma and 
without medical treatment. The tumoral sample, obtained through surgery, 
was disintegrated using a solution of Tripsina/EDTA obtainln 8 a cell 
s ~ i o n  whose viability was determined with Tripma blue. In fight from 
thorax of nude mice (Swiss, un/nu of 6 weeks) were inoculated 10 ~ tumoral 
cells subcutaneously. The developed turnouts were processed Kunilarly to be 
reinoculsted in nudes, which facilitates the survival and adjeslment of the 
tumoral stem cells in the host. From xenografls u°4l cellular cultures, which 
present a stabillsation of their biological pemmeters, were established. 
The phenotype of R197 has been studied according to morphological, 
inmunocytochemical, kinetic and cariological parameters. R197 behaves like 
an oncogen in athirm'c nude mice. In the developed xenografls the tumoral 
kinetics-curves and fraction of growth-m well as the histopathological pattern 
and the tumoral indicators have been distinguishing features. 
The gene analysis of R197 (cellular culture/xenograR) has focused on the 
expression of the oncogenes erb B 1 and c-myc and the suppressor genes p53 
and pRb. A case of  c-myc amplification has only been de~-'ribed in a cell line 
derived from a human infantile glioblastoma. In RIT"/ this amplification 
could suggest a selective advantase for the tumoral 8rowth attributed to the 
environment of the host nude. The amplification of erb B! has been 
correlated with the progression and invasive capacity of the oncogenes. 
Proteins p53 and pRb, involved in the conlzol of the regular cycle, act as 
tumoral suppressors. The cell line R197 constitutes valuable material to get to 
know the genes involved in the development of these turnouts and also to 
evaluate new therapies in rive on an experimental basis. 
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DNA AMPLIFICATION ON CHROMOSOME 6p12 IN NON-SMALL 
CELL LUNG CANCER 
C. de Juali (1), P. Ini~ta (1), M.J. Masse (1), R. Gonzalez.Quevedo (1), A. 
S,~htchez (2), A.J. Tml'es (2), J.L. Balibrea (2) and M. Benito (1). 
(1) i)¢patlmnento de Bioqutmica y Biologta Molecular I/. Facuitad de 
Faramcia. U.C.M, (2) Servicio de Cirugla H. Hospital Universitario "San 
Carlos'. U.C.M 28040 Madrkt 

INTRODUCTION: Gene am#ilicalion is crearly all important aspect of 
tumor growth and development, and has prognostic significance in certain 
t umo~  Ia the lxesem work, Arbitrarily primed.PCR (AP-PCR) has been 
applied to deA__,y2t_ and ~ s ¢  amplified DNA fragmeats m human non- 
small cell lung macer (NSCLC). 
PATIENTS AND METHODS: Genomic DNA from 65 NSCLC patients 
under$oing radically mrgety was analysed by AP-PCP.. Amptified tumor 
bands wa r  isolated from the gel, cloned into a pGF.~-T vector, sequenced 
and mapped to m ~ m c s .  
RESULTS: Our results revealed that gems o f  Bcaomic sequences occur at 
high fi~lUeacy (64% of  all gcaomic ~ analysed) in NSCLC tumors. 
Moreover, we succeed in detecting a gmoauc UXlUeaO~ which was highly 
amplified in one of the tumors analys~. In addition, inlm~ty of this DNA 
fragment was also inmeas~l in 29 (45%) of the 65 paticnLs from this 
study.The ampl i f~  DNA fragnmm was id~tifiod as a 600 bp soqucnce 
m a p l ~  to human chromosonm locus 6p12. Close to this locus is locat~xi 
pim-l, an omoBme that caa ~ with c-myc in lymphomagcnesis. 
When the amplified ~qaence was compared to the GeaBank ~ h a s e ,  no 
significant homology with known heman sequences was found. Interestingly, 
survival studies mvaaled that fie¢ disease interval of NSCLC patients was 
shorter in those p a ~  I P ~  the ampl~¢d sequence (P--O.05 by the 
Breslow test). 
CONCLUSION: Our r~ults suggest Ih¢ ~cscnce of an amplified sequence 
on chromosome 6p12 which is likely to be implicated in the pathogenesis of 
human non-small cell lung cancer. 

A 0 7 1  
THE PTEN TUMOR SUPPRESSOR GENE 18 FREQUENTLY ALTERED IN MOUSE 

THYMIC LYMPNOMAS INDUCED BY ,pRAYS 

Michel Herranz, Javinr Santos, Mboica Fem~indez, Ignacio P~ez de Castro, Betrbara 
Meldndez, Janet Reyes, and Joe4 Ferntlndez-Piquerss 

Dpto. Biologla. Lab. Geruttica Molecular Humane Fsc. Cienciss. Univemidad Autbnoma de 
Madrid. 28049-Madrid. Spain. 

PTEN, also named MMAC1, wu rsusntiy idenlJl~d all S tumor suppresser gene lOCated 
st 10q23.3, s region which it frequently deleted in a wide variety of human tumors. 
Somstic mutations or homozygous deletions of this gone have been found in breast 
cancer, glioblsstoms, prostatic cancer, endometrial ¢lmcer, skin cancer and kidney 
tumors. The protein ancodnd by PTEN i as  dual-epecifloity phoephataae that can 
dephotphorylats satins, three,line and tyrosins residues. Loss of PTEN phoaphetase 
activity results in the loss of its putative tumor-suppressive activity. 

We have developed an animal model for the ldantitie.ation of tumor suppressor genes 
involved in T-call lymphomegsnesis by detecting significant ~ of hstsrozygesity 
(LOH) for pofymorphtc markers in tumoral DNA. The LOH analysis of 83 primae/ T- 
cell tymphomas, induced by g.irredlation in (C67BL/eJ x BALB/cJ) F1 hybrid mice, 
demonstrated frequent allele loam in s region of mo~e chmmmoms 19 wntenic to 
the human band 10(123.3. Structural and functional anatyaes revealed frequent altered 
exoression and, at leas extend, somatic mutstions of Pten in tumoral aamples. 

These results clearly support the involvement of altsrationa of Pten in the progression 
of mouse primary T-cell Iinphomas 

A 0 8 0  

VERY LOW RATE OF PTEN/MMACI MUTATIONS IN EPITHELIAL 
OVARIAN CANCER. 
E. Jimenez(%. I. Okroujnov, S. AngeleRi, E. Andi6n, ML Martinez, M. 
Huarriz, M. Guzrn~in, A. Brugarolas, J. Schneider (*), J. Garcia-Foncillas. 
Lahoratorio de Oncologta Molecular, Universidad de Navarre and 
(*)Departamento de Especialidades M~dico-Quin~rgicas, Universidad del 
Pals Vasco. 

INTRODUCTION: The PTEN/MMACI gene (10q23) has been recemly 
isolated related to advanced stages of cancer with a potential role as tumor 
suppressor gene. Considerable differences in the frequency of 
PTEN/MMACI mutations have been described in different types of tumor 
from endometxial carcinoma with a high rate (50%) to prostate cancer with a 
very low incidence (2%). 
AIMS: In this work we have studied the frequency and type of 
PTEN/MMACI mutations in epithelial ovarian carcinoma from different 
stages and histological types. 
MATERIAL AND METHODS: Forty-four tumor samples have been 
analyzed: 28 were advanced stages (Ill and IV) and 16 early stages (]a/Ib). 
Histological classification was: 24 serous papillary, 7 undifferentiated, 5 
endometrioid, 4 mucinous, 3 mixed and 1 clear cell type. DNA isolation was 
performed by phenol-chlorophorm extraction. PCR amplification of the nine 
exerts was done by using intronic primers and further sequencing analysis 
with dye terminators on an automated DNA sequencer ABI-377. 
RESULTS: Only one P.T'EN/MMAC1 mutation (1/44, 2.27%) has been 
detected in an advanced ovarian carcinoma (stage IV) with endometrioid 
differentiat;on. This mutation has been found in one of the putative tyrosin 
phosphatase site producing a truncated protein lacking a significant number 
of potential functional sites located downstream exon 7. 
CONCLUSIONS: These data suggest that the incidence of PTEN/MMAC l in 
epithelial ovarian carcinoma is very low (2.27%) and in our series the results 
hint a greater relation with advanced stages of the disease. 
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7q31-32 ALLELIC LOSS IS A FREQUENT FINDING IN SPLENIC 
MARGINAL ZONE LYMPHOMA 

&M. Sol Mateo, #Manuals Mollejo, &Raquel Vi/luendas, &Patrocinio A/gara, 
&Margarita Senchez-Beato, &Pedro MartRnez, #Miguel A Piris. 
&Department of Genetics and #Department of Pathology, "Virgen de la 
SaMd" Hospital, Toledo, SPAtN. 

Introduction: Splenic Marginal Zone Lymphomas (SMZL) has been 
recognised as an entity defined on the basis of its morphological, phenotypic 
and clinical characteristic features. Nevertheless, no characteristic genetic 
alterations have been described to date for this entity, thus making an exact 
diagnosis of SMZL difficult in some cases. As initial studies showed that 
chromosome region 7q22-32 is deleted in some of these cases, we analysed 
a Mrger group of SMZL and other lymphopro~ifarative disorders which may 
partially overlap with it, 
Material and methods: To better define the frequency of 7q deletion in 
SMZL and further precise the deleted region, polymarase chain reaction 
(PCR) analysis of 13 microsatellite loci spanning from 7q21 to 7q36 was 
performed on 20 SMZL and 26 non-SMZL. 
Results: The frequency of allelic loss in SMZL (8/20; 40%) was higher 
than that observed in other B-call lymphoprolifsrative syndromes (2/26; 
7.7%). This difference was statistically significant (p<0,05). The most 
frequently deleted microsatellite was D7S487 (5/11; 45% of the 
informative cases). Surrounding this microsatallite the smallest common 
deleted region (SCDR) of 5cM has been identified, defined between D7S685 
and D7S514. By comparative multiplex PCR analysis, we detected an 
hornozygoue deletion in the D7S665 (7q31.3) marker in one case. 
Conoluslonl: These results suggest that 7q31.q32 loss may be used as a 
genetic marker of this neopluia, in conjunction with other morphologic, 
phenotypic and clinical features. A correlation between 7q allelic loss and 
tumoral progression (death secondary to the tumour or large cell 
transformation) in SMZL showed a borderline statistical significance. The 
observation of a homozygous deletion in this chromosomal region may 
indicate that there is a tumour suppressor gene involved in the pathogenesis 
of this lymphoproliferative neoplasie. 
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P271KIP l - -CYCLIN  D3 COLOCALIZATION IN A SUBSET OF 
AGGRESSIVE B-CELL LYMPHOMAS. 

M S~nchez-Beato, FI Camacho, JC Matffnaz, AI S~ez, R Villuendas, L S~nchez- 
Verde. JF Garcfa, MA Pirfs. 
Departments of Genetics & Pathology, "Virgen de la Salud" Hospital, Toledo. 

p27 cyclin-dependlmt kinase inhibitor down-regulation is essential for transition to S- 
phase of cell cycle. Proliferating cells in reeofive lymphoid tissue (RLT) show 
undeteclable p27 expression. In contrast with this observation, an anomalous high 
p27 expression has been previously shown in a group of aggressive B-cell 
lymphomas (BCL) with high proliferation index end adverse clinical outcome, thus 
suggesting that the abnormally accumulated p27 protein has been rendered 
functionally inactive. 

We have analyzed the causes of this anomalous presence of p27 in a group of 
aggressive BCL including 54 cases of diffuse large B-cell lymphomas and 20 Burkitt 
lymphomes, studying simultaneously p27, cyclin D3, cyclin Dt and cyclin E 
expression, since it has been described thai high levels of expression of cydin D1 or 
E leads to increase in p27 levels in some cell types. Double immunostaintng and 
Laser Scanning Confcoel Microscopy study was performed in 5 tonsils and 15 BCL 

An statistically significant association between p27 end cyclin D3 expression was 
found for the overall group. Additionally, it was observed that cases with stronger 
Cyclin D3 expression show also higher p27 expression. The relation between both 
proteins was also demonstrated at a subcellular level, by laser confocal studies, 
showing that in cases with high expression of both proteins there was a marked 
colocalization. 
These results could suppod the existence of complexes Cyclin D3-p27 in a subset 
of aggressive B-cell lymphoma cases, where p27 lacks the inhibitory activity found 
when bound to cyclin E/CDK 2 complexes. This interaction between both proteins 
could lead to an abnormal nuclear accumulation, detectab~ by immunohistochemical 
techniques. 

A l 1 0  

DETECTION OF t(2;S)(p23;q35) AND ALK PROTEIN 
IN CD30÷ LYMPHOMAS 

MJ Garcia, B Martfnez Delgado, M Cattameto, MC M6ndez, C MorneD, C Sanz, J Benftez, 
G Rives. Opts Pathology arid Genetics, Fundacion Jimenez Diaz, Madrid. 

The t(2;5) (p23;q35) generates a chimeric transcript NPM-ALK encoded 
by the nucleophosmin (NPM) gone fused to the anaplastic tymphoma kinasa gone 
(ALK). This chromosomal alteration is recurrently detected in Anaplastic 
Large Cell Lymphoma (ALCL CD30+) of T or null phenotype, though some authors 
describe the t(2;5) and/or ALK protein posttivity in c m s  of Hodgkin's 
Disease (HD) and in other high ~ade lymphomas of different hletofogyc 
subtype that tack the activation marker CD30. 

In this study the presence of t(2;5) is analyzed in a group of 25 
lymphomas, which includes T, B and null ALCL, HD, ALCL-HD bordedine 
entities and non- Hodgkib's T-cell lymphomas CD30+ , all of them with frozen 
material available. 

The study was carded out using nested RT-PCR assay and perfotmiog 
hybridization wifh a NPM-ALK radiectiva labeled junction-specific probe, The 
existence of chimeric transcripts was correlated with the expression and 
cellular distribution of ALK protein detected by immunohistochemletry using 
ALK-1 antibody. 

The results show and Increased sensitivity for nested RT-PCR 
compared with that of RT-PCR standard. This fact suggests that nested RT-PCR 
may be specially indicated to study paralfin-embedded specimens. A low 
percentage of positive cases for t(2;5) was observed in our series. These 
cases are mainly extranodal ALCL-T. 

The present study contributes to clarify the function of 1(2;5) in 
ALCL pathogenasis and its role as specific marker for this neopla6m. 
Furthermore, this work helps to determinate the utility of ALK-1 antibody in 
the analysis of ALK gone disregulation mechanisms and in the possible 
definition of new entities. 

A 1 2 2  

c-myc mlLNA EXPRESSION AND GENO.MIC ALTEIL-t.TIONS IN 
MANTLE CELL LY.MPItOMAS AND OTHER NODAL NON- 
HODGKLN"S LYMPHOMAS 

Luis Hernandez*, Sitvia Hernandez*. Silvia B~*, Magda Pinyol*, Aria 
Ferret ", Francesc Bosch', ?dfons Nadal :, Pedro Luis Ferna.ndez*. Antonio 
Cardesa*, Ermli Montserrst ", Elias Campo* 
From the Laboratory of Anatomic Pathology*, and Department of 
Hematology*, Hospital Clinic, Institut d'[nvestigacions Biomediques "'August Pi 
i Sunyer" (IDIBAPS), University. of Barcelona, and Hospital Casa de 
Matemitat:. Barcelona. Spain 

Cvciin D1 is a weak oncogene that cooperates with c'-mtc activation in the 
development of B-ceU lymphomas in transgenic animals. Cyclin D I is constantly 
overexpressed in human mantle cell lymphomas (MCL) However. the status of 
c-m.vc gene in these tumors is nol known We have examined the c-myc mRNA 
expression and the 8ene configuration, including a mutational analysis of exon 
1, intron I. and exon 2 regulatory elements, in a series of 33 MCL. 22 typical 
and I 1 blastoid variants. In addition, c-myc alterations ,>,'ere also examined in 
56 additional nodal non-Hodgkin's lymphomas (NHL). c-myc mR.NA 
o'.:twexpression was found in 38%(11/29) MCL with-a slight higher frequency, in 
blastoid variants (5/10. 50*/0) than in typical cases (6/19, 31%). This 
overexpression did not correlate to the proliferative activity of the tumors or 
the clinical characteristics and survival of the patients Only one bJastoid MCL 
showed c-myc gene amplification. No rearrangements or mutations in exon 1, 
intron 1, or exon 2 were detected in any case In other nodal .",~L c-myc 
overexpression was found in 24%(7/29) indolent tumors but in 70%(19/27) 
aggressive variants. Gene rearrangement was only tbund in one Burkitt's 
lymphoma and it was also associated with numerous mutations in regulatory 
regions of the gene. Point mutations in intron I or exon 2 were also detected in 
8 of 35(23%) additional nodal Nq--[L. 1/19(5%) indolent and 7:10(44%) 
aggressive variants. No gene amplifications or rearrangements were detected in 
any of these tumors. These results indicate that c-rove is overexpressed in a 
subset of MCL vAth a relative higher incidence in blastoid than typical variants 
However, structural gene alterations are rare events in these tumors, c-rove is 
also overexpressed in a simi]ar number ofo~her nodal NqqL Point mutations in 
reguiato%, regions are more frequent in zhese tumors than in MCL and the,,' are 
nc~t assoc:ated v, qth gene rearrangements 



2. Apoptosis and Cancer 

i 
Funct ional  iaternetions between oneogenes and  tumor  supressor genes: inhibition by e-My¢ 

of apoptosis media ted  by p53 in leukemia cells. 

Jsvier Le6n 

Departamento de Biologia Molecular, Facuhad de Medicina, 39011 Santander. 

Mutations and deletions of the p53 tumor suppressor gene is the most common genctlc alteration 

in human cancer and, as a general rule, tumors ~ilhout wild-type p53 are more aggressive and have worse 

prognosis, p53 is a transcription factor whose lalget genes are involved in cell cycle axrcst (p21 w~#, gadd45) 

or apoptosis (bax, IGF-BP3) c-Myc is a nucleal protein ol'the bebx-loop-helix/le~cine zipper (bHLHLZ) 

filmily involved in the control of cell proliferabon and differentiation. Paradoxically, c-Myc overexpr=lsion 

also mediates apoptosis in cells subjected to sub-optimal growth conditinp.s, as deprivation of gro'~h 

literati. 1"he c-Mye-me6ialcd apoplOSis requires wiid-typ¢ p? ] in fibroblasls. The chronic my¢loid leukemia 

(CML) is usually diagnosed in a benign chronic phase, characterized by a c[onal granulocylosis. Alter 1-3 

years, the disease progresses Io a rapid fatal blast crisis. Alterations in the p53 gone arc very rare dining 

the chronic phase of the disease, but progression to the acute form of the disease (blast crisis) is 

accomp=mied by alterations hi the p53 tumor suppressor gene in a signJ•canl number of cases. Moreover, 

overexpressinn ol" c.myc is a common z~nding in blastic phase CML. We have studied [he functional 

ir~craction between pS3 and c-Myc in K562, a p53-null cell line derived from a chronic mycloid leukemia 

in blast crisis. We first constructed a K562 cell iine Irar~fected wRh the mutant p53Va1 ~ ,  which encodes 

for a termosensitive protein thai adopts a "mutated" conformalinn at 37~C and wild-type conformation at 

32°C. These cells undergo apoplosis begirming aiier 24 h of exposure at 32°C. ]'he shift to 320C was also 

accompanied by up-regulation of p 2 [ ~ l  and Etax (consistent with the wild-type conformation of p53). 

This apoptosis was irtinbiled by ectopic expressinr~ of Bcl-2 and by the caspa~s inhibitor Z-VAD. 

To explore the relatinnshJp ber,,veen p53 and c-Myc in K562 cells we constructed double 

warmfected cell lines with conditional expression or both wlJd-lypo p53 and c-Myc. We used an exprecsinn 

vector with the c-myc driven by the metallotinoncm promote=, wh3ch is induced by zanc. We generated two 

cell lines w~th conditioual expression of c-Myc 311d wild-type p53: by electroporation of the c-myc gene 

in p53.rransPected cells and by retroviral transdt!ction of the p53 gene in c-myc-transt¢~;tcd cells. In both 

cell lines the coexpressior, of wild-t3.'pe p53 and ~ Myc was achieved b? incubating the cells at 32~C in the 

presence of 50-100 gM ZnCI?. Using these cell lines we /bund that: (i) c-Mye expression significantly 

inhibited the apOplosis mediated by p53, as assessed by different morphological and biochemical criteria, 

as DNA fragmentation, annexin V binding and t?action of apoptotic cells in the cultttre; (ii) c-Myc 

expression also abrogated the p53-mediated upqegulation of p21 ~:" mRNA and protein, while no effect 

was detected on Bax expression; and (iii) e-Myc also reduced lhe tra*lsaclivatinn of human p2] w~ 

promoler by wild-type p53 under conditions where the apoptt~sis inhibition was datected. The reducion on 

p21Wan promoter aclivity hy zinc was abom 60% in both double transl;cctant cell lines. In K562 this 

reduction was dependenl on the amoullt ofc-Myc cxpresion vector rz'ansfected. Taken together, ~hes¢ data 

suggest that c-Myc overexples~ion in ~ome tumoJ> may antagonize the prn apoplodc function of wild-type 

p53. Tllus the results conlrihute to explain why u/any tumors show overexpression of e-Myc despite the 

pro-apoptotic effecl of this protein in some cell cuhlu'e modal~ 

J 
Cytokines resistance contdbutas to metastatic lymph node 

specificity of breast cancer cells 
A. Sierra, Y. Fern~,ndez, L. Espafia, S. Mahas, A. Torregrosa and A. Fabra  

Institut de Recerca Oncoldgica, Hospital Duran i Reynals, autovia de 
Caste/Idefels, Km 7,2 LHospitalet de Llobregat 08907, Barcelona 

Metastasis is a highly complex process involving the survival of 
tumor cells, both in the blood stream and within specific organs. 
Cell-death and survival are determined by a number of gene 
products from an expanding family of the Bcl-2 gene, either 
promoting or preventing apoptosis. 
To examine whether the prevention of cell-death influences the 
metastatic behavior, we transfected a human breast cancer cell 
line MDA-MB-435 with the Bcl-xL cDNA and then studied 
metastatic ability of the selected clones in viva, and followed 
tumors and metastasis from consecutive in vitro-in viva 
implants. Our results show that Bcl-x:clones had a decreased 
tumor growth latency and an increased metastatic ability. After 
three in viva-in vitro passes the metastatic behaviour of 435/Bcl- 
xL exerted a new lymph node metastatic affinity. Apoptosis- 
resistance to cytokines was induced in 435 cells by Bcl-x~- 
expression with minor modifications in their proliferation rates. 
These cells also showed diminished adhesion to extracellular 
matrix proteins and a survival advantage in suspension over 
435/Neo cells. Moreover, to determine survival in blood stream 
and in cells lodged in the lungs, we injected 4351Bcl-x L and 
435/Neo cells at 1:3 proportion i.v., and animals were killed at 
intervals of 15' to 12h after injection. Tumor cells were recovered 
from the lungs and Southern-blot analysis revealed the presence 
of exogenous Bcl-x L cDNA. These results showed that 435/Bcl-x L 
cells had a survival advantage in circulation over 435/Neo cells. 
This advantage in viva was attributable to BCl-XL expression. 
We conclude that Bcl-x L expression in breast cancer cells can 
increase metastatic activity and lymph node specificity. This 
advantage could be created by inducing resistance to apoptosis 
against cytokines, increasing cell survival in circulation, and 
enhancing anchorage-independent growth. 

$9 
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A024 
PRO-APOPTOTIC THERAPY OF In vlvo HUMAN MELANOMAS 
USING VITRONECTIN RECEPTOR ANTAGONISTS 

Francesc Mitians. Carme Calv[s, Mireia Feu, Elisebet Rose//, Pi/ar Ant6n, 
Si/via Paniagua, Jaume Piu/ats. 
Laboratorio de Bioinvestigacidn, Merck Farina y Qu(mica, S.A. (Barcelona) 

The ctv integrin family has an important role in neovascularization 
processes and in the progression of several malignant cancers such as 
melanoma. In our lab some av intsgrin antagonists have been developed. 
One of them, the Mab 17E6 has a high activity in vitro as well as in vivo 
models. These preliminary results encouraged us to study the molecular 
mechanisms involved in the blockade of the vitronectin receptor (avl~3) 
by the Mat) 17E6. 
With tbe aims el t) investigating the molecules aseociated to the 
transignaling mediated by the av integrins and 2) to obtain new 
therapeutic drugs, we studied the activation of the pathways that trigger 
apoptosis in this model. 
The Mab 17E6 was able to significantly block tumor progression in 
several models of human melanoma growth grafted on immunosuppressed 
mice. Dose-response studiee showed a better efficacy of such monoclonal 
compared to the reference one (LM60g). 
Using the TUNEL staining technique we observed an increase in the 
apoptotic labeling in tumor sections from the 17E6 treated mice. In the 
models where a tumor regression was detected after the treatment with the 
antagonists, we also observed an increase in the bax levels and a decrease 
of the bcl-2 levels by means of western and northern blot. In vitro 
experiments of melanoma cell culture within 3D collagen gels also 
provided further evidence of the apoptosis triggering. 
In conclusion, in the used therapeutic models the Mab 17E6 can inhibit the 
growth of pre-established tumors, probably by means of the activation of 
apoptotic mechanisms. The Mab 17E6 could have a.therapeutic potential in 
the treatment of several tumors. 

A037  
PROLIFERATIVE DEFECTS 
TRANSCRIPTION FACTOR 

IN MICE DEFICIENT FOR E2F-! 

Murga j, M; Alvarez 2, A; Fernandez-Capetillo I , O & Zubiaga I , AM 

I Dept. Biol. Animal & Gen6tica; Fac. Ciencias and 2Dept. Biol. Celular; 
Fac. Medicina; Universidad del Pais Vasco/Euskal Herriko Unibertsitatea. 
Leioa. 

E2F transcription factors play an important role in cell cycle control 
regulating the expression of genes in G~ phase, such as DHFR, TK, N-Myc, 
c-Myc. E2F activity is controlled by the pRB family members. The E2Fs can 
either stimulate or inhibit transcription depending on their association with 
pRB, which is regulated by phosphorylation. It has been suggested that the 
phosphorylation of pRB and the subsequent release of E2F triggers the 
progression through the cell cycle by activating and/or derepressing E2F- 
regulated genes. The E2F family consists of five closely related proteins 
(E2F-I to E2F-5), of which E2F-I is the best characterized member. 

To analyze the role of E2F-I in cell cycle progression we have used 
E2F-I knockout mice previously generated by us (Field, SJ et al (1996) Cell, 
85:549-561). We have found proliferative defects in mature T cells purified 
from lymph nodes and stimulated in vitro with the mitogens concanavalin A 
and interleukin-2 for several days. At several times during the treatment, cells 
were pulsed with BrdU, followed by staining with anti-BrdU and propidium 
iodide. The cell cycle distribution analysis showed a significant delay in S 
phase entry in E2F-I'J" T cells compared with E2F-I ÷/~ T cells. This delay is 
acompanied by apoptosis at 24-48 hr. of cells unable to enter the cell cycle. 
These results show that E2F-1 is required for efficient proliferation, and 
could explain why E2F-I -:" mice are smaller than wild-type littermates. The 
analysis of the molecules involved in cell cycle control as well as in DNA 
replication in this experimental system will reveal E2F-1 gene targets that are 
critical for its function as a cell growth regulator. 

A014 

e-MYC [NBIBITS APOPTOSIS AND p21 "'n TRANSACTIVATION 
MEDIATED BY WIIJ~TYPE p53 IN HUMAN MYELODIDE 
LEUKEMIA CELLS 
Eva Ceballos j, M.Dolores Delgado', Plier Gutierrez j, Cellos Richard z 
and Javier Le6n 1 
IDI~o. de Biologia Molecular, Facoltad de Medicine. 39011 Santander, 
Spaln.XServieico de Hematologla, Hospital Universitafio Marquts de 
Valdeeilla, Santander, Spain. 

The progression from the chronic phase of chronic myaloid leukemia 
to the acute form of the disease (blast crisis) is accompained by alterations in 
thep53 suppressor gene and c-myc overexpression in a significant number of 
cases. We have studied the functional interation between p53 and c-Myc in 
K562, ap53-nuli cell line derived from a chronic mydoid leukemia in blast 
crisis. We first constructed a K562 cell line transfceted with the mutant ,o53 
Val JJJ , which encodes for a termosensitive protein that folds as a "mutated" 
coat'on'nation at 37"C and wild-type conformation at 32"C, as assessed by cell 
morphology, DAPI staining and gcnomic DNA fragmentation. The p53- 
mediated apoptosis was accompanied by up-regulation of p21 ~p and Bax 
and by down-regulation of c-myc. This apoptosis was inhibited by ectopic 
expression of Bcl-2 and by the caspasos inhibitor Z-VAD, indieanting that pJ3 
mediates s "dasical" apoptodc pathway in K562 ceils. 

To explore the relationship betweenp53 and c-Myc in K562 cells we 
constructed double transfected cells lines with conditional expression of both 
wild-typ* p53 and c..Myc. We used an expression vector with the c-myc 
driven by the nmtallothionein promoter, which is indoced by zinc. We 
generated two types of double-transfectant cells lines: by electroporation of 
the c-myc germ in p53-transfected cells and by retroviral transduction of the 
p53 gene in c-rayc transfected cells. In both cell lines the coexpression of 
wild-typep53 and c-Myc was achieved by incubating the cells a 32"C in the 
presence of 75 laM ZnSO4. Using these cells lines we found that: (i) c-Myc 
expression significantly inhibited the apoptosis mediated by p53; (ii) c-M),c 
expression also abrogated the p53-mediat~ up-regulation ofp21 "¢r mRNA 
and protein, while no effect was detected on Bax expression; and (iii) c-Myc 
also reduced the transactivation of human p21 "~n promoter by wild-type p53 
under conditions where the apoptosis inhibition was detected Taken 
together, these data suggest that c-Myc overexpression in tumors may 
antagonize the pm-apoptotic function ofwild-typep53. 

A021 

BAX GENE MUTATIONS IN BREAST CANCER. 

Olga M~ndez, Sandra Mafias, M. Angel Peinado, A. Escobedo x, A. 
Moreno:, A.Fabra y Angels Sierra. 
Dept. de cgmcer i metastasis, lnsatut de Recerca OncolOgica, Sere. 
d'Oncologia, lnst~tut Catalgt d'Oncologia(l), Hospital Duran i Reynals, 
Sere. d'Anatomia Patolbgica(2), Ciutat Samtdna i UniversiMria de 
Bellvitge, Barcelona, Espa~a. 

Bcl-2 family proteins are implicated in regulation of cell death by 
apoptosis. Deregulate apoptosis could lead the accumulation of genetic 
alterations necessary for metastatic progression of breast cancer. We 
reported previously that lymph node met~_~asis in breast cancer are related 
with overexpression of Bel-2 and loss of apoptosis in primary tumor. 

The aim of this study was to explore Bax gene in the context of loss of 
apoptosis related to metastatic progression in breast cancer. 
We studied 106 ductals breast carcinomas, at TI and T2 (<Scm.) stage, 46 of 
them had lymph node metastasis. Frameshift mutations in a microsatellite 
in the third exon of Bax gene have been studied. Moreover, we analysed 
microsatellite ~ b i l l i t y  with three sequences tqMS2948, D21S415 and 
Bat 26) in 87 specimens which we had tumor and normal breast. 

We detected one mutation of Bax gene in a TIN0 tumor with loss of 
apoptosis and no expression of Bcl-2. 7%(n=6) of tumors shown instability 
at least for two of the analysed sequences, 3 of them had lymph node 
involvement. 

The low frequency of Bax mutations and genomic instability of breast 
cancer argue that this mechanism might be tmrelevant in metastatic 
progression of small ductal breast carcinomas. Bax mutations are not 
implicated in the loss of apoptosis observed in metastatic ductal breast 
carcinomas. 
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A022 
BcI-&. p romote  breast cancer cel ls survival  in c i rculat ion 

~ ,  Yolanda Femlndez, Sandra Maflas, Angels 
Fabra and Angels Sierra 

Instltut de Recerca OncolOglea, Hospl~l Duran I Reynals, Autovla de 
Castelldefels, Km 7,2 L'Hospitalet de Llobregat 08907, Barcelona 

Metastatic cell behaviour reflects a combination of many 
gradually acquired phenotypes each contributing to progression. 
Thus deregulated expression of genes that prevent cell death could 
increase survival of tumor cells leading the accumulation of genetic 
alterations, and ultimately promote metastasis. 

We have reported previously that BCl-XL overexpression in 
breast cancer cells promotes metastasis. Since programme cell 
death can be a factor of rapid elimination of tumor cells, the 
antiapoptotic protein Bcl-xL could increase metastasis by increasing 
survival. In order to charecterise the effect of Bcl-xL in breast cancer, 
we study in MDA-MB-435/Bcl-xL and MDA-MB-435/Neo calls the in 
vitro migration and adhesion, and the in vivo viability of blood 
circulating cells. To determine survival in circulation we injected i.v. 
435/Bcl-xL and 4351Neo cells at 1:3 proportion, injected animals 
were sacrificed at various time intervals after injection, 15' to 12h. 
DNA from cells recovered from lungs was analysed by Southern- 
blot. 

The results of in vivo experiments showed that 435/Bcl-xL 
cells had a survival advantage in cimulation with regard to 4351Neo 
cells. Moreover, 435/Bcl-xL cells had a diminished adhesion to 
Laminin and Collagen IV, without modification in cell migration. 

In concluaion, in breast cancer cells suppression of 
programme cell death by overexpression of Bcl-xL might facilitate 
metastasis by inducing a survival advantage in cimulation and 
enhancing anchorage independent growth. 

A023 
RESISTANCE TO APOPTOSIS INDUCED BY BCL-2 AND/OR 
BCL-XL FAVOURS METASTATIC PROGRESSION OF BREAST 
CANCER 

Yolanda Fern/mdez, Sandra Maflas, Laura Espafla, Angels Torregrosa*, 
Angels Fabra and Angels Sierra 
Departament de C/racer i Metitstasis, Institut de P, ecerca Oncol6gica (I.R.O), 
*lnstitut Catal/t d'Oncologia, Hospital Duran i geyna]s, Ciutat Sanit/tria i 
Universit~h'ia de Bellvitge (CS.U.B.), Barcelona, Esp~a 

Bcl-2 and Bcl-xt are cell death-related genes from Bcl-2 family that act as 
antidotes of apoptosis. Overexpression of these proteins could favour the 
accumulation of genetic alterations involved in metastatic progression. 

To assess the role that Bcl-2 and Bcl-xL can play in metastatic phenotype 
of human breast cancer we transfected MDA-MB 435 cells with Bcl-2 or 
Bcl-XL gene. We studied the in vitro proliferation and apoptosis of selected 
clones: 435/Bci-2, 435/Bcl-XL and 435/Neo. Besides, we explored the in vivo 
tumorigenicity and metastatic behaviour of cells implanted orthotopicaly into 
the m.f.p, of Nude/Balb-c mice. To study the putative accumulation of 
genetic alterations we also followed tumor development and metastasis from 
consecutive in vitro~in vh, o implants. 

435/Bci-2 and 435/Bcl-x~ clones had acquired in vitro resistance to 
apoptosis induced by growth factor without modification in proliferative 
index. The two clones had increased tumorigenicity and lung metastatic 
ability. After three in v&o/in vitro passes the metastatic behaviour of 
435/Bcl-x, exerted a new lymph node metastatic affinity. 

These results suggest that Bcl-2 and Bcl-xu in 435 breast cancer cells 
increase metastatic ability and induce tumorigenicity by loss of apoptosis. 
Moreover, anti-apoptotic genes may be implicated in organospecifity by 
acquired resistance to apoptosis induced by growth factors. 

A035 
A P o i r r o s E g  AND MITOTIC ARREST ARg  INDEPENDENTLY 
INDUCigD BY TH]g PROTglN PIIOSPBATASES INHIBITOR 
OKADAIC ACID IN ~ LEUKEMIA C~LLS 

~ P O m "  Car lm l~chard  ~, M. Dolores Delgado 1, Matilde 
~rede I , M. A n ~ e s  Cusdrado ~ and Javier  l . ~ n  j*. 

~Gmpo de Biologia Molecular dcl ~ ,  D e p a n a m e ~  de Biologia 
oltm~ar, Facultad de Medicim, Univcrsidad d~ Cantalxia, 39011 
Santand~, .Spain ~S¢=~io de Hematologia, Hospital Universitario 
M~qu~sdc v ~  Santan~, Spam 

Treatment of the human myeloid leukemia K562 ceils with the 
lxute/n phospha~ inh~tor okadmc acid induced 

mitotic arrest followed by apolXods in a synchroniz~ manner. The 
was ~ at drag ~ac (aW~ons  kaown to i n h ~ t  only the 

type 2A in K362 cells. Morn than 50% of the cells showing 
figtmm ¢xxfld be observed 1624 hours ~ "  tim addition of 

15 nlvl okadaic acid. The drag inducod a nonml miuxis raffler than 
~ chromosome ~mdmsafion. After the peak of metaphasi~ ~ l l s  
an i n ¢ ~ - ~  n m n l ~  of ceils with ry~cal morphological and 
10/ochem/cal f_~,~es of Woptosis was detec~t, reaching 80°/. of colls 
aflea" 72 hours. We investigated whether apoptosis was a consequence of 
the t l ~ e d i n g  ~ arrest or was i ~ y  ~ by ckadaic 
acid. We found that (i) okadaic acid-mediated apoptosis was 
signflicafively reducedin cells with high ~ e  exxon of Bcl-2 
(ob~n~ by nmm, iral transdu~on), but the drug still in~__,:o~_ the 
mit~ic arrest; (ii) ~ of cells with the DNA sy~he~<i~ inh~' tor  
hydmxyurea did not i x c c h ~  the apolXo=s mediated by okadaic acid; 
ftii) c-myc down-n,~,~on was clq:~u~_nt on apopmsis and not on 
mitotic a n ~  and (iv) while mitos/s was abrogated by the protein 
synthe,,~.s i~al~tor cyCJ.ohc~mide~, t l~ cc[l$ still =mdfrgO apO[2tO~iS. The 
results suggcst that inlu~tion of l~otcin phosphatasc 2A by okadaic acid 
lxovo~ miu~ic arrest and ~ by i ~ t  n~:.h~i,~ 
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A042 
EFFECTS OF PCl (POTATO CARBOXYPEPTIDASE INHIBITOR) ON BREAST 
CARCINOMA. 

Marts Si~. Carmen Blanco, Miguel A. Mo/ina y Rafael de L/orens 
Unidat de Bioqu[mica. Facultat de CiiJncies. Universitat de Girona. 17071-Girona. 

Epidermal growth factor receptor (EGFR) traneduction pathway seems to play a 
prominent role in the development of carcinomas, and constitutes a target 
for antitumor therapy. We have previously dessdbed(1) that potato 
carboxypaptidase inhibitor (PCI), a 39-amino acid proteaae inhibitor, can 
block binding of EGF to its receptor and inhibit activation of receptor 
protein tyrosin kirmaa. The experiments presented here demonstrate that 
protracted treatment of tumor cells with PCI down*regulatss EGFR expression 
(A431 and MOA-MB--453 cells). Our previous results involving ceil cultures 
and nude mouse xenograffs demonstrated the capacity of PCI to inhibit the 
growth of human pancreatic call tines. To find more about the potential of 
PCI as a new therapeutic agent, we have tasted if it has any effects on 
human breast carcinoma cell lines (MCF-7 and MDA-MB-453, EGFR expressing 
cells), finding thai protracted treatment with the inhibitor reduces cell 
proliferation. All these results suggest that PCI has a potential for 
therapeutic application in the treatment of carcinomas. 

(1) C.Blanco-Aparioio et al. Potato Carboxypeptidase Inhibitor, a T-knot 
Protein, ia an epidermal growth factor antagonist that inhibits tumor cell 
growth. J.BioLChem. 1998, 273(20): 12370-77 

A073 

CULTURE OF DENDRITIC CELLS FROM CANCER 
PATIENTS FOR IMMUNOTHERAPY. Jl Mayordomo, P. 
Lasierra, L Palomera, D Isla, L Larraz, MD Garc[a, A Tres, 
Oncology Medical, Inmunology and Hematology Divisions. 
Hospital Clfnico Universitario. Zaragoza, Spain. 
Background: Dendritic cells (DC) are the most potent antigen- 
presenting cells. The development of methods to generate large 
numbers of mouse DC from hematopoietic progenitors cultured in 
GM-CSF and interleukin-4 has made testing of in vivo 
immunization with DC pulsed with tumor peptides capable of being 
recognized by T lymphocytes possible. This strategy has been 
showhn to inducide regression of established tumors in routine 
models (Mayordomo et al, Nature Medicine 1995, h 1297) Aimst 
To check if large numbers of DC can be generated in cancer patients 
from peripheral blood mononuclear cells. Patients and Methods: 
Peripheral blood mononuclear cells have been harvested from 24 
cancer patients undergoing leukapheresis after movilization with G.- 
CSF=/- chemotherapy have been. After separation of mononucear 
cells, they were cultured in GM-CSF (1000 U/ml) plus interleukin-4 
(100 U/ml) for 7 days before phenotypic assessment. Resul ts :  
Patient diagnoses were: breast cancer (ITL non Hodgkin's 
lymphoma (4), germ cell tumor (2) and rhabdomyosarcoma (1). The 
phenotype of cultured cells was consistent with dendritic cells: 
intense positivity for HLA-DR and DC86. plus negativity for 
markers of other lineages, including CD3, CD4, CD8 and CD14. 
The identity of dendritic cells was confirmed by their typical round 
morphology with cytoplasmic projections by light microscopy and 
their immunocytochemical positivity for HLA-DR. Although the 
number of cells generated varied from patient to patient, more than 
109 DC cold be generated from a single leukapheresis in >50% of 
patients. Conclus ions-  It is possible to generate sufficient 
numbers of Dc for immunization trials from cancer patients through 
culture of peripheral blood mononuclear cells in GM-CSF plus 
interleukin-4.(FlSS Project 98/0662 and DGA) 

A060 
THE ANTINEOPLASTIC ACTIVITY AND GENOME REPLICATION OF THE 
PARVOVIRUS MVM CORRELATE WITH A OIFFERENT PHOSPHORYLATION 
PATTERN OF THE VIRAL NS-1 PROTEIN 

S. Guerra, M.-P. Rubio, B. Maroto y J.M. Almandral. Centro de Bioiogla 
Molecular Severs Ochoa (UAM-CSIC), Cantoblanco, 28049 Madrid. 

Parvovirus multiplication is tightly regulated by functions expressed during 
cellular proliferation at specific differentiation stages, which determines 
that these viruses display selective cytotoxic and cytoliUc activities against 
neoplastic grow~, and that they are currently considered as potential 
anticancer agents. We have studied the molecular bases of the oncolitic 
activity of ~ strains of the parvovirus Minute Virus of Mice (MVMp and MVM 0 
interacting with the human glioblsstoma cell lines U-87 MG and U-373 MG. 

MATERIALS AND METHODS. The tumor cell lines were infected with MVMp and MVMi in 
the presence of [32P]orthophosphata. 32P-labeled NS-lp and NS-ti purified 
proteins were trypsin digested and their ph<~phopaptide maps analyzed. 
Recombinant vaccinia viruses with the NS-1 protein gene from each MVM strain 
were prepared and used to infect the two tumor cell lines. The vaccinia 
expressed NS-1 was similarly labeled and subjected to phosphopeptide analysis. 

RESULTS AND CONCLUSIONS. Whereas the U-373 MG cells were completely 
susceptible 
to MVMp but not the U-87 MG cells, both cell lines infected with MVMi tolerated 
high levels of viral RNA and protein synthesis, although no sign of DNA 
amplification was detected. We verified the conversion of the input virion 
single stranded DNA to a duplex raplicative form, indicating that the 
replicativa arrest occurred at a subsequent step. This suggests that the NS-1 
phosphopmtain, a protein implicated in transactivation, viral DNA 
amplification and cytotoxicity, has altered soma of its activities (nicking, 
binding and halicase) in these tumor cells. Phosphopeplide maps of NS-1 
immune-purified from U-87 MG and U-373 MG cells infected with MVMi were 
similar, but differed from the NS-t map obtained in the MVMp infected U-373 MG 
cells. This different phosphorylation correlated with the viral replication 
capacity. Interestingly, the NS-lp and NS-li proteins purified from infections 
with recombinant vaccinia viruses displayed phosphorylation maps similar to the 
ones of the MVM infections. These recombinant vaccinia viruses are currently 
being used to test the biochemical activities of, the NS-1 proteins purified by 
affinity chromatography. 
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A077 
Antineoplastic effect of a farnesyl-transferase inhibitor in N-Ras 
overexpressing tumors. Ramon Mangues (l), Teresa Corral (2), Nancy E. 
Khol (3), Jackson B. Gibbs (3), Allen Oliff (3), Silvia Guerrero (1), lsolda 
Casanova (l), Lourdes Farr6 (1), Gabriel Capelhi (4) y Angel Pellicer (2). 
Lab. lnvestigaci6 Gastrointestinal, lnstitut de Recerca, Hospital de Sant Pau 
(I), Department of  Pathology, New York University Medical Center, New 
York (2), Department of Cancer Research, Merck Research Laboratories, 
West Point, Pensylvannia, USA (3), y lnstitut Catald d'Oncologia (4). 
Introduction. Ras proteins should be famesylated on their CAAX box at the 
carboxy terminus of the protein to be transformant. Peptidomimetics of the 
CAAX box are potent inhibitors of the farnesyl-transferase in vitro and 
inhibit transformation by Ras in cells in culture. Objective: To evaluate the 
antitumor effect o fa  farnasyl-transferasae inhibitor, L-744,832, in mammary 
carcinomas and lymphomas in tmnsgenic mice overexprassing the N-ras 
proto-oncogene and to study the effect of the compound on the level of Ras 
protein farnasylation in cultured cells. Methods: Six I0 month old transgenic 
mice were injected with 40 mg/kg of L-744,832 for 5.5 weeks. Six non- 
trangonic littermatas were injected with vehicle over the same period. 
Mammary tumor volume was monitored and the presence or absence of 
linfomas was recorded at the end of treatment. We measured the expression 
level of N-R~ and H-Ras proteins in tumor tissue and the inhibition of the 
Ibis protein famesylation in extracts of cells exposed to the compound by 
Western with N-Ras and H-Ras specific antibodies. Results: We observed a 
reduction in mammary tumor mean growth rate (-0.7 (experimental) vs. 28.2 
(control) mm3/dia, p<0.001, t test). We observed lymphomas in 3/6 mice in 
the control group and in 0/6 mice in the experimental group (p<0.05, test 
ChiZ). The level of N-Ras expression in tumor tissue was about 20 fold the 
endogenous N-Ras protein level. L-744-832 inhibited the H-Ras 
farnesylatiun but did not significantly inhibit N-Ras famesylation in cultured 
cells exposed to the compound. Conclusions: 1) The farnasyl-transferase 
inhibitor, L-744,832, is effective in treating N-Ras overexpressing mammary 
carcinomas and lymphomas in this transganic model. 2) The antineoplastic 
effect is not associated with the inhibition of the N-Ras protein farnesylation; 
other pharmacological targets should exist that explain this activity. 

AIO1 
THERAPEUTICAL APPROACHES BASED ON ADENOVIRUS- 
MEDIATED SUPPRESSOR GENES(pS3 ANO pPlSlNK4A) 
INTRODUCTION IN HUMAN EXOCRINE PANCREATIC CANCER. 

A097 
C H A R A C T E R I Z A T I O N  OF BLEOMYCIN  HYDROLASE , A 
CYSTEINE PROTEINASE INVOLVED IN C H E M O T H E R A P Y  
RESISTANCE.  

A.A. Ferrando #, A.M. Pendds #, G. Velasco #, E. Campo*, C, 

L~tzaro Q, E. Serra Q and C. Lbpez-Ot|n #. 

#DpL Bioqu[mica y Biolog[a Molecular, Fac. Medicina, Univ. 
Oviedo.*S. Anatom(a PatolSgica, Hosp. Cl[nico, Barcelona, 

QI.R.O., Hosp. Dur~n i Reynals, L'Hospita/et de Llobregat, 
Barcelona. 

Bleomyc ins  are g lycopep t id i c  ant ib io t ics  used as 
chemotherapeut ic  agents in the t reatment  of human 
malignancies. Despite their antitumoral activity, the use of 
bleomycin in clinical practice is hampered by pulmonar 
toxicity and the development of tumoral resistances. These two 
complications have been related to the metabolic inactivation 
capacity of this drug by normal and tumoral tissues. In the 
present work molecular cloning and characterizat ion of 
bleomycin hydrolase are shown, Bleomycin-hydrolase cDNA 
sequence isolated from a brain cDNA library contains an open 
reading frame coding for a peptide of 455 amino acids. This 
sequence resembles that of cysteine proteinases and is widely 
expressed in human tissues. Northern analysis of head and neck 
squamous cell carcinomas showed a slight overexpression in 
these tumors when compared with that of normal adjacent 
mucosa. Besides this, human bleomycin hydrolase Shows 
variable levels of expression in lymphomas (low in Hodgkin's 
d isease and higher in Burkitt 's lymphoma).  Bleomycin 
hydrolase gone contains 12 exons and its promoter sequence 
shares common features with those of other ubiquitously 
expressed genes. Moreover, this promoter sequence contains a 
polymorphic CCG tandem repetition sequence. Bleomycin 
hydrolase gene has been mapped by FISH in 17q11.2. Detailed 
analysis of this region and data from loss of heterozygosity 
studies in neurofibromatosis type 1 tumors place this gone in a 
position telomeric with respect to NF1, but in close vicinity 
with this tumor suppressor gone. The existance of loss of 
he te rozygos i t y  of this drug inact ivat ing enzyme in 
neurofibromatosis type 1 tumors could be associated with a 
higher sensit iv i ty of these mal ignancies to bleomycin 
chemotherapy. 

J.CalbS, 114. Caecatld, M. Gironella y A. Maze. Departament de 
Bioqugmica i Biologia Molecular. Universitat de Barcelona. 

Introduction: The development of new therapeutic approaches is 
particularly urgent in pancreatic tumours duo to the scanty 
effectivenese of the ones presently in use. Gone therapy approaches 
based on the reintroduction of v/t-genes of p53 and p16 appear as 
very promiseing because of the key role o! those proteins in the cell 
cycle control and the response to DNA damage together with its high 
incidence of mutations in pancreatic tumonrs. 
Materials and methods: The reintroduction of wl-p53 and/or wt-p16 
genes in cell lines derived from human pancreatic adenocarcinomas 
(NP-9, NP-18, NP-29 and NP-31) has been euccasfully assayed by 
infection with defective recombinant edenovituses (AdSCMV-p53 end 
Ad5RSV-ptS). Effects on cell proliferation, variations on cell cycle 
profiles and apoptosis induction have been determined. 
Results: The reintroduction of wt-p53 gone in pS3-mutant cells (NP-9, 
NP-18 and NP-31) elicited high growth inhibitions and marked 
increases in apoptoaia. In contrast, the overexpraeaion of p53 in 
endogenously-expressing wt-p53 (NP.29) does not induce apoptosis. 
The presence of wt-p16 contributes synergically to the apoptosis 
induction. This effect has been observed in the wt-p16 cell line (NP- 
18) and in mutant-p16 cells (NP-9, NP-31) when wt*p16 is 
overexpresead. 
Conclusion: Our results point out that the effects provoked by 
overexprassion of p53 and/or pt6 are clearly dependent on turnout 
genetic alterations pattern, The knowledge of these alterations is 
neccessary to develop efficient therapies based on the reintroduction 
of turnout suppressor genes. 

A006 
NEW ASSOCIATION SCHEDULES WITH OXALIPLATIN, TOI:K)TECAN 
AND 5-FU IN SENSITIVE AND 5-FU-RESISTANT CELL LINES. 
AI. "/aron. C ]ffa.~ncia, ,4. ,4bad, Af Guillot. ( '  Martin. ,4 Font. A Barnadctv. 
R. Rose/I. Medical Ontology Service and Laboratory of Molecular Biology 
Ho.Wilal Germans Trias i PujoL CV Canyel s/n. 08916 Badalona (Barcelona) 
Spain. 
Topotecan (TPT) and Oxaliplatin (OXA) have shown a high therapeutic 
potential. Objective: to analyze induced cell toxicity by TPT, OXA and 5-FU 
combinations in sensitive and resistant 5-FU cell lines. The 5-FU resistant cell 
line, generated in our laboratory, showed a 5-FU resistence six times higher 
than the sensitive cell at IC 50. Material and Methods: we used 4 sequential 
models of administration: OXA-TPT, TVI'-OXA, OXA-5-FU and 5-FU-OXA 
The citotoxicity was analyzed by means of cholorimetnc MTT-test and the 
response rate using the combination index CI (CI following the Chou and 
Talalay method). Results: The 4 sequential models demonstrated to be very 
sinergistic, being besides independent from the 5-FU resistance fenotipe. (See 
summarized in the chart below the results of CI for different survival 
fractions). In the OXA-5 FU combination we can also see that the inclusion of 
OXA circunvexes the res'istance to 5-FU. 

OXA-TPT TPT-OXA OXA-5FU 5FU-OXA 
HT29 0.86 0.64 092 0.50 

IC70 HT29R 059 0.46 0.27 053 
HT29 0.77 0.79 0.58 040 IC50 

HT29R 0.65 0.55 024 0.47 
HT29 0.73 0.96 0.37 0.31 

IC30 HT29R O. 72 0.66 0.24 0.47 

Conclusion: The OXA/TPT and OXAJ5-FU combination demonstrated to 

have a l~gh therapeutic potential in sensitive lmes as well as m 5-FU resislanl 
lmes. This feature should be on mJnd to design new schedules for advanced 
colorectal cancer treatment. 
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A027 
KINETIC ANALYSIS OF A COMBINATION OF GEMCITABINE 
WITH VINORELBINE IN HUMAN BREAST ADENOCARCINOMA 
MCF-7 CELLS IN VITRO 
M.M BarbaOd. S Montero. d.A Men#ndez. H Corrals-furies. R ('o/omet 
Oncologia Mtdica. Hospital 12 Octubre Madrid Espafia 

The new cytotoxics agents gemcltabine (GEM) and vmorelbme (\;NE) are 
being tested clinically in breasl cancer We have evaluated the cytotoxlc effect 
of GEM in combination with VNR m a smauhaneous ola sequenHal trearmenl 
against MCF-7 human breast adenocarcmoma cell hne Fhe cells weie pre- 
cultured for 2'* hr in 96 wells plates. In the tirst expenmetu tuey ~ete rreateO 
with GEM and VNR in simultaneous exposure during 24 or 48 hr ht the nex~ 
experiment, cells were examined on a sequential treatment with GEM for 24 Jar 
followed by another 24 hr exposure to VNR or the inverse combination of drugs 
(VNR followed to GEM) After these treatments, the cultures were washed and 
replaced in drug-free medium The analysis of growth-inhibitory activity was 
showed in plots with a steep slope between 1 to 6 days. ]'he cells were counted 
the employing MTT assay. Our results show that the growth-inhibitory effect 
with simultaneous GEM/VNR exposure was similar to that obtained with GEM 
alone. We have studied also the effect of GEM/¥'NR or ",/NIL, GEM in a 
sequential treatment and we showed that the two combinations had an equal 
growth-inhibitory activity. 
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-~ tO0o0 - -Or - -  GEM GE~,~ 
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Preliminary experiments were performed combining GEM/Taxo] When GEM 
was used simultaneously with taxol the growth:inhibitory effect was higher than 
obtained when the drugs were used individually Also we have studied the 
effect of GEM/Taxol or TaxoI/GEM in a sequential treatment and we showed 
that the two combinations had an equal growth-inhibitory effect. Our results 
have implications for clinical trials of GEM with V'NR becanse of the potential 
fnr ~ thnn mdHlrive effect O.f the rnmhinaHnn 

A028 
EFFECT OF OLEIC ACID ON THE CHEMOSENSITIVITY OF 
BREAST CANCER CELLS 
d.A.Mendndez, M.M.Barbacid, S.Montero, H.Cortds-Funes and R.Coloraer 
Medical Oncology Division, Hospital Universitario 12 de Ocmbre. Madrid. 

Recent studies have postulated that fatty acids may increase the efficacy of 
anti-cancer drugs in ceU culture. Thus, we used the MCF-7 human breast 
cancer cell line to investigate whether exogenous oleic acid (OA) could 
enhance the citotoxicity activity of navelbine (NVB), a semysinthetic vinca 
alkaloid that is a potent inhibitor of mitotic microtubule polymerization. First, 
to determine the 'cytotoxic effect of  NVB, dose effect experiments were 
performed employing the MTT-test and the results were expressed in terms of 
the drug concentration required to inhibit the 24 hr. cell growth by 50% 
(ID50). Next, to test the effect o f  OA on the drug sensitivity, cells were co- 
incubated with 40 taM N~'B (ED50) and various concenWations of  OA (0.5, 5, 
50 and 500 p.g]ml) for 24 hr. Both 50 lag/ml and 500 p.g]ntl OA were most 
potent at enhancing the cytotoxic action of NVB. CeU viability decreased 
from 50-+2% (NVB alone) to 30Z6% (NVB+50 p.g/ml Ok,) and to 21+3% 
(NVB+500 lag/ml OA). This trend was also aparent after a 48 h. co-exposure 
but was confined to the most significant interactions observed in the shorter 
co-exposure period. Interestingly, this interaction was not due to the toxicity 
of the fatty acid itself. OA alone at concentrations of 50 lag/ml and 500 lag/m] 
resulted in an increased proliferative response (7+2% and 23_+4% higher than 
untreated cells, respectively). One of the mechanisms that may explain the 
enhanced chemosensitivity to NVB resulting from OA supplementation, is the 
possible modification of the fatty acid composition of cells leading to 
increased membrane fluidity and drug transport. To validate this hypothesis, 
MCF-7 ceils were co-incnhated with 500 lag/ml OA and Gemcitabine (GEM), 
a pyrirnidine analogue, at concentration of 14 mM (ID20). There was, 
however, a weak increase in the cell viability from 80_+3% (GEM alone) to 
87+3% (GEM+500 lag/ml OA). Preliminary results employing OA and taxol, 
an anti-neoplastic agent that obstructs disasssembly of microtubules, have 
indicated a increased sensitivity to drug on MCF-7 ceils. These observations 
would suggest that the effect of OA on the chemosensitivity in bre=st cancer 
may be related to the mechanism of action of the chemotherapy drugs. 

A050 

MITOCHONDRIAL GLUTATHIONE DEPLETION POTENTIATES 
TNF-INDUCED CYTOTOXICITY IN TUMOR CELLS IN VIVO. 

E.Obrador*, J.Carretero*, .I.A.Pellicer*, A.Pascual**, F.Perez +, 
~ * .  *Dpt.Fisiologfa & **Dpt.Medicina, Univ.Valencia; 
+Fundacitn Instituto Valenciano de Oncologia. Spain. 

High intracellular glutathion¢ (GSH) levels associate with 
tumor resistance to TNF. Reactive oxygen intermediates (ROSs) 
produced in the mitochondria mediate TNF cytotoxicity, and the 
mitochondrial GSH (mtGSH) may work as a possible scavenger. We 
used Ehrlich ascitcs-tumor (EAT) cells to study whether TNF- 
induced cytotoxicity depends on the mtGSH levels, and if these can 
be manipulated in vivo to improve the efficacy of the ¢ytokine. Over 
a period of 2 weeks between inoculation of the cells and severe 
cachcxia in the host, the mtGSH content remained constant. ATP (I 
mmol/kg per day)-induced tumor growth inhibition was 
accompanied by a selective decrease (50%) in the cytosolic 
(cyt)content of GSH within the cancer cells in vivo. ATP adm., when 
combined with diethylmaleate (DEM; 0.2 mmol/kg), further depleted 
the cytGSH to 6% of controls and, in addition, depleted the mtGSH 
to 47% of controls. Adm. of sublethal doses of recombinant human 

TNF-ct (10 6 O rhTNF-cdkg per day) or recombinant routine TNF-0t 

(0.5 x 106 U rmTNF-cdkg per day) to EAT-bearing mice promoted 
oxidative stress (increases in intracellular peroxide levels, O2". 
generation and mtGSSG) in the cancer cells, which associated with a 
decrease in the mtGSH content and the mitochondrial membrane 
potential. Adm. of ATP, DEM and TNF-a further increased these 
effects, induced tumor necrosis, resulted in a marked reduction of 
viable EAT cells (approx. 90% with rhTNF-ct and 80% with rmTNF- 
a) and extended host-survival. We applied this strategy to two solid 
tumors with metastatic capacity, the BI6 melanoma (BI6M) and the 
Lewis lung carcinoma (LLC), and found that treatment with ATP, 
DEM and rhTNF-a promoted tumor necrosis and reduction in size. 
and lead to a complete cure in approx. 60 % o f  the B I 6 M  and "/0% 
o f  the LLC.  The % o f  cures fo r  both tumors was much lower (10- 
15%) when rmTNF-a  was used instead o f  rhTNF-a. We demonstrate 
that mtGSH depletion decreases tumor resistance to T N F  and 
potentiates TNF-induced cancer regression in vivo. 
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SUBCELLULAR O R G A N I Z A T I O N  OF []-CATENIN AND 
PLAKOGLOSIN AND ITS RELATION 'WITH E-CADHERIN 
EXPRESSION AND T U M O R  P R O G R E S S I O N .  
David Olmeda 'and Amparo Cane. 
Institute de Investigaciones Biom6dic,x~ "Alberto Sols" CSIC-UAM. Anum 
Duperier, 4. 28029 Madrid 

INTRODUCTION. Cell adhesion mediated by the cadherin-catenin complexes is 
fundamental [or the establishment and maintenance of cell-cell interactions el 
multicellular organisms with an essential role daring embryogenesis. In mammals, 
the epithelial E-c,.',.'adhenn (E-CD) plays an essential role in the homeostasis and 
architecture of all epithelial tissues. Significant alterations in expression/f section of 
E-CD occurs during tumor progression, especially relevant for tumor invasion. 
Alert  from their role in 'adhesion complexes, ~catenin and plakoglobin arc 
downstream effectors of the Wnl signaling pathway, an are endowed with 
transcriptional activation after their translocation to the nucleus. 
MATERIAL AND METHODS. The relation between E-CD expression and 
signaling activity of ~calcnin and plakoglobin has been analysed in a cell system 
based on the highly tumorigenic and metastatic HaCa4 cell line (E-CD-), derived 
from a squamous cell cannoma, and cell clones derived after transfcction v.'ith E-CD 
eDNA (E62, E24). Additional cell lines were derived from E2.4 cells after blocking 
E-CD expression with anti-sense E-CD eDNA (PI-5), as well as from a metastatic 
loci of E62 (E62M)~ The expression and localization of the catenins in the various 
cell lines was analysed by immunoprecipitation, western blot of different cell 
extracts and immunofluorescence of cells fixed in methanol or 3.7% formaldehyde 
+/- permeabilization in NP-40, as well as in isolated nuclei. 
RESULTS. The biochemical analysis performed in the different cell lines showed 
increased cytoplasmic levels of ~catenin and/or plakoglobin in cell lines deficient in 
E-CD and showing invasive and metastatic properties. On the other hand, the 
immunofluoreseence analysis indicated a significant l:¢nnnclear accumulation of (~- 
catenin and/or plakoglobin in E-CD- deficient cells whereas no such pcnnuclear 
staining was observed in E-CD+ cells. 
CONCLUSIONS. Our results indicate lhat loss of E-CD during tumor progression 
and invasion induces cytoplasmic stabilization of ~catenin and plakoglobin, which 
can led to activation of the signaling activities of both molecules. In addition, our 
results suggest a potential represser mechanism of ~catenin and plakoglobin 
signaling, apparently involved in their nuclear translocation. 

A 0 9 8  

EXPRESSION AND REGULATION OF COLLAGENASE-3 IN HUMAN 
MALIGNANT TUMORS 

M. Balbrn. J.A. Url'a, M.J. Jimdnez, A.M. Pend~s, J.P. Freije y C. L6pez-Offn 
Dpt. Bioqu[mica y Biolog/a Molecular, Facultad Medicine, Univ. Oviedo. 

Collagsnase-3 is a matrix matalloprotainase first identified in breast 
carcinomas and potentially involved in fetal ossification. Biochemical 
characterization of this proteinaee has shown that it is a very potent enzyme 
with ability to degrade different fibrillar collagens as well as a wide range of 
axtrecellular matrix components like fibronectin, tenaecin or type IV 
collagen. In this work we present a study of collagenase-3 expression in 
different types of human carcinomas and we analyze the mechanisms 
regulating its expression. First analyses performed in breast carcinomas 
showed that coliagenase-3 gane is mainly expressed by stromal tissue 
sorrounding tumor cells, specially in tibroblastic cells immediately adjacent 
to islands of cells present at the invasive edge of the tumor, but not by the 
epithelial tumor cells. A series of coculture experiments using human 
fibroblaats and breast cancer cells led us to conclude that epithelial tumor 
cells produce difussible factors that up-regulate collagenaae-3 transcripts 
in stromel fibroblasts. Additional studies have revealed thal collagenase-3 is 
also overexpressed in other malignant tumors, like squamous cell 
carcinomas of the larynx, chondrosarcomas, basal cell carcinomas of the 
skin, some melanomas and ovarian carcinomas. Production of this proteinase 
is always associated with advanced local invasion of the tumors, suggesting 
that this protein may contribute lo the progression of aggrasivs carcinomas, 
although the mechanisms confroling its expression may vary depending of the 
tumor type. Thus, IL-11~ and TGF-I~ induce expression of collagenase-3 in 
breast carcinomas, and bFGF is a mediator in the expression of this 
protainaee in chondrosarcomas, while TNF-ct and TGF-a would be the 
inducers in larynx carcinomas. We have preliminarly analyzed the signal 
transduction pathways that could be involved in the expression of this gsne in 
response to the different cytokines and growth factors and performed a 
structural and functional characterization of the promoter of collagenase-3 
gane identifying sequences that could mediate its expression in different 
tumors. 

$ 1 5  
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A108 
IDENTIFICATION BY RAP.-PCR AND CHARACTERIZATION OF 
METAIrrASl8 CANDIDATE GENES IN A MOUSE MAMMARY 
TUMOR MODEL 
P.Alia. M.Adrover, A.Vinyals, A. Llorens, M.Gonz~lez-Gerrigues, A.Fabra 
D e p e r t ~  de ~ i Met=lBtasi. InstJtut de Recerca Oncologica. 
Barcelona 

The melastalic p _roc~___s is complex and many genes are thoght 
to be involved in it. The aim of our work was the idantifica~on of some of 

genes. We used ~ RNA Arblbadly Pdmed PCR (RAP-PCR) 
method to End germ expression d ~  between several cell donas 
of a m0J__,e~_ ~ tom0r ~ ~X'13. This is a s u i ~ l e  system 
studying metastasis, as the cliff, front clone= have different abilities to. 
invade~the-lbasemant ~ :and alS~exhibit_differont 
ability end honnorm-depandency, lout are genetically related because 
they derive from a unique parental cell line, The mRNA flngerpdnls 
obtained by RAP-PeR from each clone were compared regarding 
specific bands which showed marked differences. After selection and 
cloning of several bands, the isolated cDNAs were used as probes in 
Noflhem blot to verify the differences in the corresponding anonymous 
mRNAI. Sequence analysis of the selected bends and the use of these 
probes to =~'asn a cDNA library from MXT-S15 clone allowed us to 
identify several mudrm cDNAs. One of them was identified as ADAMTS- 
1, a recently ~ germ encmding a novel ADAM family protein with 
t h r o m ~ i n  type I molffs. A higher expre~on of this gene was 
observed in highly rnetastaUc donas. We also identified a eDNA 
presenlJng a 100% homology wi~ rnoesin, a protein that is thought to 
wock as croas-linker between plasma membrane and actin-besecl 
cytosk41teb~ and involved in signal lraneduclion. Differences in mrmsin 
~ were also deteK:~ld among the donas with different metasta~ 
ability. The whole cDNA of these genes was obtained by the same library 
screening and was dormd (Nnse and enl~sanas) in the pZeoSV2 
exlxaslkm vector and their role in metaldasis is under invasligatJon in the 
transfeotant ceils. Moreover, the ADAMTS-1 germ p r o ~  is being 
studied to detmmine putative regions involved in transcriptional 
sutJvity.Our results support the hypsthasis that metastasis candidate 
genes in breast cancer can be detectad and isolated by RAP-PCR when 
their expression differs among the metastatic and non-metastatic clones. 
This work is supported by grant SAF-95-o53g and 57/95 from Marato de TV3. 
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MELANOMA- INDUCED ENDOTHELIAL PRODUCTION OF 
T N F ¢  AND IL-lp INCREASES V C A M - 1 - D E P E N D E N T  
ADHESION AND METASTASIS IN LIVER. 

Mendoza L., Carmscal T., De Luca M., Fuentes A.M., Beasooechea J, 
Anasagasti M.J., Martin J.J., Dinereilo C.A. end Viclal-Vanaclocha F. 
University of the Basque Country, Leioa, 48940.Vizceye, Spain; San 
Sebastian Technological Perk INBIOMED Foundation, G~ouzkoa 20009, 
Spain; Universily of Colorado Health Sciences Center, Denver, CO 
80262. 

Non-lL-l~3 mRNA containing B16 melanoma (B16M) ceils were used 
to study whether tumor cell capacity to upreguiste host production of 
TNFa end IL-I~ contdbutas to metastasis progression. Pdmary cultured 
mouse hepatic sinusoidel endothelium (HSE) cells were treated with 
B16M ceil-conditioned medium (CM), and their secretion of IL-I~ end 
TNFa and their adhesiveness for other B16M cells determined along 
treatment. In vitro B16M-CM-treated HSE cells significantly (P<0.01) 
increased their production of TNFa (4-fold) end IL-I~ (3-fold) by the 2nd 
and 8th hour, respectively, and their adhesion (3-fold) for other B16M 
cells by the 8th hour. There was a significant (P<0.01) increase of B16M 
cell adhesion to HSE cells isolated on the 12nd hour from B16M cell 
intrasplenically-iniacted mice compared to HSE from saline-injected mice, 
which correlated with enhanced HSE expression of VCAM-1. AntFVCAM- 
1 antibodies suppressed B16M-CM-induced HSE adhesiveness for 
B16M cells in vitro, end 70-80% reduced hepatic metastasis. 1055 TNF 
soluble receptor (TNFbp) 50% reduced HSE cell adheaivecsss for B16M 
cells (P<0.01), without being affected HSE cell production of IL-113. HSE 
cell treatment with IL-1 receptor antagonist (IL-1Ra) 75% decreased 
adhesion-stimulating activity of B16M-CM (P<0.01), without affecting 
HSE production of 11.-113 or TNFa. Moreover, complete abrogation of 
B16M-CM-dependent adhesion was found when HSE cells received 
TNFbp plus IL-1Ra together with B16M-CM. Production of TNFa- and IL- 
l~-stimulating factors, which subsequently increased VCAM-1- 
dependent adhesion in HSE, constitutes a key phenotypic property of 
non-lL-l-producing melanoma able to metastasize in liver by IL-1- 
dependent mechanism. 

A029 
LOCALIZATION AND FUNCTION OF ANGIOGENIN IN HUMAN 
ADENOCARCINOMA BREAST CANCER CELLS 
S. Montero, MM. Barbacid, B. Lloveras s, 1-t. Cortds-Funes and R. Colomer. 
1Pathology Division, CSUB, Barcelona and Medical Oncology Division, 
Hospital Universitario 12 de Octubre, 28041 Madrid, Spain. 

We have previously demonstrated that the expression of 
angiogeinn in breast carcinoma extracts is significantly associated with a 
favorable patient prognosis. The results of our clinical study suggested that 
angiogenin might be a substrate for the adhesion of breast carcinoma cells. 
To test tl~s hypothesis , we performed in vitro adhesion studies with 
angiogenin using MCF-7 and MDA-MB-231 breast cancer cell lines and 
fibronectin and collagen IV as adhesion controls. We found that angiogeain 
is an adhesion substrate for these cells. Cell adherence correlated with the 
concentration of angiogenin used to coat the plastic surface. Additional 
experiments showed that the adhesion ofMDA-MB-231 and MCF-7 cells to 
angiogenin-coated wells was comparable to that obtained with fibronectin 
or collagen IV coating. The specificity of the angiogenin-dependent 
adhesion was tested using an anti-angiogenin antibody (50 ~tg/ml). 
Angiogenin (10 ~tg/ml) induced a 60% to 90% increase in MDA-MB-231 
and MCF-7 cell adhesion, which was completely blocked by the anti- 
angiogenin antibody. We have also studied the tissue expression of 
angiogenin. Tissue sections were obtained from some of the breast tumors 
in which cytosol angiogenin had been studied. These sections were 
subjected to immunohistochemical studies using a polycional anti- 
angiogenin antibody and the avidin-biotin complex method. An intense 
staining was observed in most of the tumor cells. The subcellular analysis 
revealed a cytoplasmic staining pattern. In addition to tumor cells we found 
a weak number of stained stromal cells (fibroblasts and inflammatory cells) 
in the vicinity of the malignant cells. Our studies show in breast carcinoma 
that angiogcrtin is produced by the cancer cells, and that angiogenin plays 
an important role in the in vitro adhesion'of breast carcinoma cells, which is 
consistent with its favorable in vivo prognostic value in patients with breast 
cancer. 

A051 

GLUTATHIONE CONTENT OF CANCER CELLS REGULATES 
THE POTENTIAL FOR INVASION AND PROGRESSION OF 
LIVER METASTATIC MELANOMA. 
J.Carretero*, E.Obrador*, J.Navarro*, M.J.Anasagasti +, J.J.Marlin +, 
J.M.Estrela*. 
*Dpt.Fisiologla, Univ.Valencia. +Dpt.Biologia Celular y Ciencias 
Morfol6gicas, Univ.Pais Vasco. Spain. 

Malignant melanoma is highly resistant to radiotherapy and 
chemotherapeutic drugs. Glutathione (GSH) regulates the sensitivity 
of  tumor cells to drug and radiation-induced cytotoxicity. We used 
BI6  melanoma (BI6M) to study reg. of  intracel. GSH levels in 
malignant cells with metastatic capacity. GSH increases in B I6M 
cells during the initial period of exponential growth in vitro, to reach 
a max. of  37:t.3 nmol/106 cells 12 h after plating, and then gradually 
decreases to control values (l(h:2 nmol/106 cells) when cultures 
approach confluency (72h). On the contrary, intracel. GSSG levels 
(0..%:0.2 nmol/106 cells) and the ,rate of  GSH+GSSG efflux 
(2.5-~0.4 nmol/106 cells x h) remain constant as Bt6M grows. 
Changes in enzyme activities involved in GSH synthesis or the 
glutathione redox cycle do not explain shifts in the glutathione 
status. Two facts can explain changes in GSH levels: a) high levels of  
GSH induce a feed-back inhibition of its own synthesis in cells from 
cultures with low cell density (LD); b) transport of  Cys, whose 
availability is the rate-limiting step for GSH synthesis, is limited by 
cell-cell contact in cultures with high cell density (HD). Buthionine 
sulfoximine (BSO)-induced GSH synthesis inhibition depicts GSH 
and inhibits BI6M cell proliferation in vitro; however, a BSO 
concentration of a 100 /~M or lower results in a transient GSH 
depletion followed by a rebound effect of GSH recovery. After 
intrasplenical inoculation, BI6M cells with high GSH content (LD 
cells cultured for 12 h) show higher metastatic activity in the liver 
than cells with low GSH content (HD). BSO administration to 
B 16M-bearing mice can provoke rebound effects in GSH synthesis 
within the tumor cells, enhance their survival and increase metastatic 
invasion of the liver. Our results demonstrate how changes of GSH 
levels in malignant melanoma cells can regulate their metastatic 
behaviour. 
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A069  
HLA CLASS II A N T I G E N  E X P R E S S I O N  IS I N V E R S E L Y  
C O R R E L A T E D  WITH M E T A S T A T I C  P O T E N T I A L  IN M D A - M B - 4 3 5  
H U M A N  B R E A S T  C A N C E R  CELL L INES 

B She 1 , Alia p1, Vinyals A 1, Gonzalez M 1 , Fomas 02, Fabra A 1 

1 Department of Cancer and Metastasis, 2 Department of Criobiology 
and Cell Therapy, Institutut De Invastigaci0n Oncologica, Barcelona 

The MDA-MB-435 human breast cancer cells, designated as Parent 
cell line, and its two vadants 435-Lung2 and 435-Brain1 showed 
different metastasis abilities in tumor beadng nude meuse. The ability to 
produce lung and lymph node metastases were the highest in 435- 
Lung2, median in 435-Parent and the lowest in 435-Brain1 cell bearing 
nude mice. To search genes involved in tumor metastasis processes, 
we use mRNA arbitrarily pdmered PCR method (RAP-PCR) to find out 
genes showing differential expressions among ~ree MDA-MB-435 call 
lines. A single bend enhanced markedly in 435-Brain1 from RAP-PCR 
fingerprint was cut out and cloned. The sequence confirmed that this 
cDNA is HLA class II DP-~. Northern blot using human HLA class II DP- 

as a probe exhibited a strong signal in 435-Brain1, ve~  weak signal in 
435-Parent and almost no signal in 435-Lung2. The expressions of the 
cell surface antigens were examined by flow cytometry and indirect 
immunofluor--mcence using monoclonal antibodies against HLA class II 
DP and DR. The percentages of 435-Parent, Lung2 and Brain1 cells 
expressing HLA class II DP and DR antigens were 7.8%, 2,0%, 38.7% 
and 20.5%, 4.0%, 57.5% respectively. Thus, the antigen expressions 
were consistent with their mRNA expression levels. However, an equal 
signal among the three MDA-MB-435 cell lines was detected by 
Southern blot and this suggests that up or down regulation of HLA class 
II DP expression is controlled at the transcription level in these cell 
lines. Histocompatibility antigen II plays an important role in the 
immunoresponses. Our results showed that HLA class II antigen 
expressions among three MDA-MB-435 breast cancer cell lines were 
inversely related to their metastatic potential. HLA class II antigen might 
present tumor peptides to and activate immune effector cells and 
subsequently resulted in low metastasis in lung and lymph nodes in 
435-Brain1 bearing mice. Supported by a grand SAF 98-049 to A. 
Fabra and a grand to B Shi from Agencia Espafiola De Coopracibn 
Internacion. 

A107  
SPARC'S mRNA IS OVEREXPREaaED IN METASTATIG GELL LINES OF MOUSE 
MAMMARY ADENOCARCINOMA. 

M. Adrow~. p. Alia, A. Vinylla, M. GonzeleZ-Glrrlguea, A. LLorlnl, and A. Fibril 
Dept. Cancer i metastasis, Institut de Raceros Oncelbgice, Hospital Duren i Reynels, Barcelona. 
Spain 

In order to identify genes involved in metastasis, we used a mouse mammarf tumor model. We 
isolated different clones with different cellular propeilies, metastatic ability and hormone- 
debendenc~, but geneUcelly related because they come from the parenterel cell line MXT-S. 
To investigate the genes dllferenlially expressed by MXT derived clones, we used the RNA- 
Arbdtelly Primed PCR ( RAP-PCR ). mRNA fingerprints fTom each clone were obtained, 
compared and we found some differences in specif¢ bands. After selection and cloning of a 
number of bends, the isolated DNAs were used as probes in Nothem blot analysis to verify 
differences in messenger RNAs levels between the clones. The sequence enelysls of a selected 
band was identified as SPARC ( Secreted Protein Actdlo and Rich in C/mine ), a glycoprotsin 
that has been r a t e d  with celkmatdx interactions during remodelling, r r ~ n e s i s ,  
migration and prolilarettve processes. This germ was found overexpmssed in the highly 
metasta~c cell line MXT-CI.1 respect to the perentelal cell I ~  MXT-S, which exhibited a high 
proliferative but low matesle~ properties. The full langlh n~NA has been obtained using a 
MXT.-S 15 ¢ONA library end SPARC eDNA was cloned { sense end antlsense orientation) in 
pZecSV2 expression vector to know its role In meteetasis in the Vansfectant cells tn other way 
we hive cloned the promoter region of SPARC Into Lucthmme eo~'Qsslon reporter vector 
reporter in order to Jtudy It's transcription regutatlon in MX'r's clones. 
Our results suport the hypo~esla that genes differentially expres~KI in metastasic cells that 
could be detected and identified by RAP-PCR. 
This work was supported by grant to AF SAF 98-049. 

A112 

TGF:-~I AS A MODULATOR OF EPITHELIAL DIFFERENTION AND MALIC-,NANCY IN MOUSE 
SQUAMGL~ CN:ClNOMA CBJ.S. 

P. Frontelo, M Ig~aiaa, JF San~b44ez, A. Fabra* and M. Quintanilta. 
CSIC-UAM., Madrid; *Dept. Cancer Metastasis. Institut de Recerca Onco/dgica, IRO, 
Barcelona. 

TGF-IB1 is a negative regulator of basel keratinocyte proliferation. 
Immortalized keratJnocytes reupocd to TGF-{51 by inhibiting cell 
proliferation, while carcinoma cell lines ere insensitive or less 
raspo~iue to the factor, • phen~nenon is associated with later stages of 
tumor progression. 

We have studied the effects of TGF-~t on proliferation and 
differentiation of immortalized keratinocytes, benign papilloma derived 
cells and carcinomas cell lines, representative of different stages of 
mouse skin carcinogenesis. TGF-I~I blocks cell growth end induces cell 
death on immortalized keratinceytee end papilloma derived cells. However, 
on carcinoma ¢eh that scape the growth mrset, TGF-I~I induces an 
epithelial-mesenchymel tranedifferentiation (EMT). This phenotypic change 
is emmciated In vitro with a vast cy'loekekltal diseorganization, loss 
of call adhesion mediated by E cadhedn and expmselon/secretion of 
extracelular matrix proteases (MMP-g end u-PA). In rive , TGF-~,I-induced 
EMT is associated with a transition to a morn invasiva and metastatic 
undifferentiated carcinomas (Frontalo st el, 1998). 

These results confirm out previous hipothesis (Cacll'n et si, 1995), 
suggesting that TGF-I~I has a dual role in epidermal carcinogenesis, acting 
as • tumor suppressor at first stages and also as a promoter of malignancy 
at late stages of carcinogenesis. 

Frontaio P, Gonzalez-Garrigues M, Vilaro S, Gamallo C, Fabra A, 
Quintanilla M, 1998. Trar~form'ing growth factor beta t induces' squamous 
carcinoma cell variants with increased metastatic abilities and • 
disorganized ¢ytoekeiaton. Exp Cell Res 244(2):420-32 
Caulin C, Scholl FG, Frontsio P. Gamallo C, Ouintanilia M. 1995. Chronic 
exposure of cultured transformed mouse epidermal cells to transforming 
growth factor-beta 1 induces an epithelial-mesenchymal 
tranndifturentiation and a spindle tumoral phenotype. Cell Growth Differ 
6(8):1027-35 

A l 1 5  

l iNI.)()  I ( ) X I N  INCI,1EASES I . IVER ME I A S ] A S I Z I N G  
I ' ( ) I F N I I A L  ( ) r  MURINE ( 'OI.ON ( 'ANI 'ER CELLS. Mar ia 
(-~:~rcim[:~:~tcina, Miretl .~(')laull, .h','=;el):~ Ri(lalllraza(la and Fernando 
Vi{lal..Vanacloclla 
I )e l )a l tment  of Cell Biol,agy ,"v I',,lorph,~)h:,~_!ic~l Sciem:es, Universi ty 
of lhe Basque (.'Otllltly, Sch(~()l of  Mmli{ in c" :~nd l')erltistry, Leioa, 
Viz(:~ya 48940 ,  S|)aitl. 

HOl n la l  am.I l l eo l ) l as t  ic c , ) ton ic  cel ls p r o d u c e  
proi l l l ' lanl lnatt) ly cytokir)es ill response to l ipopolysaccharide. 
Some s teps  in t i le  m e t a s t a t i c  process are fac i l i ta ted by  
pr(, ir l f lammatoty cytokines. Since augmentat ion of LPS frequent ly  
occurs ill sys temic  and pmta l  blf}od of colon cancer pat ients 
fol lowing surgery, the iole of LPS in the metastat ic  progression 
of  colot~ cancer was studied in an artimal model of colon cancer 
metastas is .  H igh l y -me tas ta t i c  nmrine S1BLiMS cells were  
intrasplerfically in jected and hepat ic metastasis studied in both 
no lmal  mice rece iv ing  un t rea ted  and LPS-pret~eated cancer 
cells, and I_PS-treated mice leceiv ing old Jested cancer cells. The 
ef fec t  ol'(_FS on colon cancer cell prol i ferat ion, adhesion to  
syngenic hepatic sinusoidal endothel ium, and migration in v i t r o  
was also assessed. In t ravenous LPS inject ion prior to inoculation 
or s 1BLiMS cells produced a signil'icant increase metastasis that  
was  u n a f f e c t e d  by  i n te r l euk in -1  r e c e p t o r  a n t a g o n i s t .  
P re t r ea tn l en t  of  5 ] B L i M S  cells w i th  LPS for 24 h prior to  
in jec t ion also s ign i f i can t ly  enhanced hepat ic  metastas is  in 
u n t r e a t e d  m ice  by  a mechar f i sm i n v o l v i n g  t y r o s i n e  
phosphori lat ion, since gerfistein - -a  tyrosine kinase inh ib i to r - -  
abrogated this effect.  In addition, LPS t reatment  or 51 BUNS cells 
s i g n i f i c a n t l y  e n h a n c e d  the i r  p ro l i f e ra t i on ,  adherence to 
endothel ium and migrat ion. Auto logous mouse serum increased 
LPS binding to  51BLiMS cancer cells 2-fold. LPS increased the 
hepatic metastasizing potential of S 1BLiMS colon cancer cells by  
a mechanisrn which depended upon tumor  cell response to LPS, 
suggest ing tha t  increased levels of LPS in serum may promote 
progression of hepat ic metastasis during dissemination of  co/on 
cancer cells. 
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Enhanced expression of ct(l,3)-Fucosyitransferase genes is related to 
E-select in-mediated adhesion and metastat ic potent ia l  o f  human lung 

adenocarcinoma cells 
Mireia Martin-Satue t Rosabel Marrugat t, and Jer6nimo Blanco ~': 

Institut de Recerca Oncol6gica. Barcelona. Spain. 
-" Conseio Superior de Investigaciones Cientificas. Barcelona. Spain 

ct(1,3)- and c~(l,4)-fucosylated oligosaccharides such as siaM- 
Lo.wis ~ (sialyl-Le ~) and sialyl-Lewis ~ (sialyl-Le") have been reported to 
participate in tumor cell adhesion to activated endothelium. We examined 
by c~olluorometry the expression of Le x, sialyl-Le ~, sialyl-Le ~ dimeric, Le" 
and sialyl-Le" on the surface of two human lung adenocarcinoma cell lines 
with difli:rent lung colonization potential. Metastatic HAL-8Luc cells 
expressed higher levels of all of these antigens than the closely related 
nonmetastatic HAL-24Luc cells Synthesis of these side chain 
oligosaccharides is dependent on the activity of one or more specific 
ct(1,3)-fucosyltransferases (ct(1,3)-Fuc-Ts) and, to date, five a(l,3)-Fuc- T 
genes have been cloned: Fuc-Tlll, Fuc-T1V, Fuc-TV, F.c-rl.7 and F.c- 
TVII. The expression of these five genes was also higher in the metastatic 
cells than in the nonmetastatic counterparts, as was shown by Northern blot 
analysis 

In vitro static adhesion assays showed that only the metastatic cell 
line adheres significantly to interleukin-1 [3-stimulated human endothelial 
cells. From adhesion inhibition ex'penments using mAbs we concluded that 
the main molecules implicated in this binding are: sialyI-Le ~ expressed on 
tumt,r ce!ls and E-selectin present on endothelial cells 

To analyze the role of each o~(1.3)-Fuc-T in the synthesis of siaM- 
Le" determinant and their implication in the E-selectin adhesion capacit 3 of 
these cells, we have stably transfected HAL-24Luc cells with the cDNAs 
for the five known ct(l,3)-Fuc-T enzymes We have perforTncd 
cvtofluorometric analysis, endothelial celt adhesion experiments and 
experimental metastasis assays with these stably transfecled clones 

A 0 3 2  
DIAGNOSTIC EFFICACY OF THE HEPATIC ECOGRAPHIC GUIDED RNE 
NEEOLE ASPIRATION (FNA). CL IN ICAL-CYTOHYSTOLOGICAL 
RELATIONSHIP IN A SECONDARY HOSPITAL REVIEW. 

M Castro-Fores, M Bolede (*), M/ Moreu , JA Garc[a-Conasa(**), Cararach 
I. Pathology, Oncology(*) and Radiodiegnosis (*') Services. Hospital- 
Residencia Sent Carol/. Sent Pare de Ribas. Barcelona. Spain. 

INTRODUCTION. For the diagnoeis of hepatic lesions (HL), FNA is a fast and 
effective diagnosis method with a low morbidity (0.1%). We review the 
cytological diagnosis and the clinical end hystological relationship using the 
FNA under ecographic control in patients (p) with a clinical suspicious of HL 
melignance in a secondary hospital with 180 beds. 
MATERIAL AND METHOD. A total number of 40 patients were studied. The mean 
age was 65.1 (range 49-87) and 60% of them were male. The clinical 
orientation was hepatic metastasis in 20 p, previously neoplasm in 8 p and in 
the remaining 12 p was an unexpected finding. The mean of stains per case was 
6 (2 Giemsa, 2 HE and 2 Pap.). A cellular block was perfooned in the cases 
with enough material. A total number of 49 cytologic studies were performed. 
RESULTS. 1. In 17120 of the patients with the clinical orientation of 
metastasis, the cytologic study was positive end in 12 (70%) of them the 
primary neoplasm could be diagnosed (2 rectum, 2 pancreas, 2 lung, 2 bile 
duct system and 4 digestive non localized) and in 3 cases the material was 
insufficient (clinic diagnosis of pancreatic source). 2. In the patients without 
neoplasm previously diagnosed, in 10 clinical hepatocarcinoma the cytological 
diagnosis was performed in 9, and 2 more cases were benign. 3. In the cases 
with previously known neoplasm, in 7 of 8 cases (87,5%) the diagnosis of 
metastasis was performed and in t case the diagnosis was no-malignance. 
COMMENTS. We obtained a good correlation among the cytological diagnosis by 
FNA and the final diagnosis. No false-positive were obtained, although in 10% 
of the cases the material was insufficient. The survival was low in the cases of 
metastasis without no previously known neoplasm and no yatrogsnic 
complications were observed. 

A 0 4 8  
A MODEL STUDY OF PEDIATRIC TUMOR CELL PROLIFERATION: SPECIFIC 
CYTOTOXIC ACTION AGAINST NEOPLASTIC CELLS AND PROTEOLYTIC BALANCE 
MODU LATION. 

Fajardo, I.; Quas~Kla, A.R.; C-amia de Yeas, R.; Sinchez-Jim6nez, F. y 
Medina, M.A. 

Laboratorio de Bioqulmica y Bioiogla Molecular. FasuItad de Ciencias, 
Campus de Teatinos s/n, 29071. Univemidad de M&iaga. 

INTRODUCTION: Two complemental'/strategies in cancer treatment are the 
direct actions against tumor cell proliferation end Indirect actions to 
avoid invasivenase and metastasis. The seemh for specific cytotoxic 
compounds beiocgs to the first strategy end the use of antiangiogenic 
agents belongs to the second one. 
In this work, with diverse pediatric tumor cell lines cultures, oxidative 
damage by asoorbic acid, as well as cytotuxicUy of ~ antiangiogenic 
compounds genistsin end 2-ms~loxyestredfol have been studied in several 
pediatric tumor cell lines. In addition, the modulation of the proteolytic 
balance by these two anlJangiogenic compounds has also been studied. 
METHODS: Neuroblutoma, (~tsoasmoma, rhabdomyoeamome end retinoblastoma 
cel( lines have been used. Cytotuxlcity of the compounds was evaluated by 
cell counting an<For by MTT assays. MMPs, TIMPs, uPA and PAl activities 
were determined by using zymogrephy. 
RESULTS AND CONCLUSIONS: The three assayed compounds are markedly cytotoxic 
for the pediatric tumor cell lines studied. Genistein induced a shilt 
towards antiproteolysis. On the other hand, 2-matoxyestrediol did not 
produce any clear net shift of the proteclytic balance. 

This work was partially supported by Grant of the UnivsrsRy of M&laga 
(M.A.M), SAF98-0150 Grant and funds lrom CVI-0114 and CV1-0179 (PAl, Junta 
de Andaluc~'a). IF is recipient of a fellowship from the Plan Nacional de 
Formaci6n de Profesoredo. 

A1 14 

LEUKOCYTE RECRUITMENT IN AN EXPERIMENTAL MODEL OF COLORECTAL 
CANCER. X. Bessa, J.l. Elizalde, A. Castelta, F. Mitians =, A Salas, A. Sodano, J. 
Pan6s, J. Piutats s, J.M. Piqu6. Department of Gastroenterology, Institut de Malalties 
Digestives, Hospital Clinic i Provincial, y =Bioinvestigation laboratory Merck Farms y 
Quimica. Barcelona. 
Background: The infiltration of tumoral tissue by the immune cells, depend on their 
ability to interact with the endothelium of angiogenic blood vessels, it has been 
suggested a deficient leukocyte--eodothelium interaction in differents models of 
experimental cancer, but the elJology hasn't been studied. 
Aims: 1) Characterize the leukocyte-endothelium interactions and its molecular 
determinants in the angiogenic blood vessels in this model of coturectal cancer 2) 
Study if the alteraUon of leukocyte recruitment can be related with a deficient 
expression of certain cell adhesion. 
Methods: A subcutaneous injection of 2 x l0 s cells of the cellular line HT29 (human 
colon adenocarcinoma) in Swiss nude mice produced after 4 weeks a 
macroscopically tumor with evident vasculadzation. Intravital microscopy was used to 
characterize the leukocyte-endothelium interactions in the angiogenic blood vessels 
respect to the non-tumoral vessels, in control animals and after the administration of 
LPS. The participation of ICAM-1 and VCAM were established with the administration 
of the corresponding monoclonal antibodies at blocking doses. The endothelial 
expression of ICAM-1 and VCAM were assessed using the duakradiolabeled mAb 
technique and were corrected for the endothelial surface. 
Results: In control animals, the leukocyte ro#ing in the angiogenic blood vessels 
were significantly lower than the nontumoral vessels (1,2+2 vs 30,8+14 cells/30 seg.; 
p<0,05), without adhesion phenomens in any localization. LPS estimulation produced 
a less adhesion in the tumoral vessels respect to the nontumoral vessels (4,2+_2 vs 
16,3__.3 cells/50 ram; p<0,05). A monoclonal antibody against ICAM-1 completely 
reverted the increment of adhesion in the tumoral and nontumoral vessels (0,1+0,2 
and 0.4+0.9 calls/50 ram, respectibly ), but the immunoneutralization with VCAM.1 
didn't produce any significant effect, However, no significant differences were 
observed between the endothelial expression of ICAM in the tumoral and nontumoral 
vessels, in control animals (0.35+0.01 vs 0.34_0.01, respectibly) and after LPS 
estimulation (0.64+0.05 vs 0.63+0.01 respectibly) 
Conclusions: The leukocyte adhesion after the administration of LPS is markedly 
reduced in the colorectal tumor vessels. Although ICAM-1 is the principal molecular 
determinant of leukocyte adhesion, the less recruitment in the tumoral vessels isn't a 
consequence of a minor expression of ICAM-1. 
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EXPRES~ON OF C1~4 va ~ RESPONDS TO EX(:~ V3-SE-GIFIC 
CIS~AC'rlNG ELEMENTS IN BREAST TISSUE 

X,,vler Rote, Elene Vats. Aria M. Mu ~c¢-M.rmol, Aumlio Adz-,, Jose L. Mate and Marc 
learnat 

Selvel d' Anetomia Patologiclt, Hospital Universited Germans Tries i Pujol, Ctra. Del 
Cam/at i/n, 08916 Bsdalona and Fundecion Echavarne, ProvanJ~t 312, 08037 
Barcelona, Spain. 

The repertoire of distinct CD44 protein i=otornuJ l= generated by means of alternative 
pr4PmRNA spUcing of ten variable axons (from exon vl  to vl0) located in the central 
region Of the CD44 gone. We have Idantltied two altemsUvo sp~cing pathways of the 
CD,14 pra.mRNA variable raglan which account for the genenttton of all the CD44 
I=ololms described in bmeet tlesua. An *,ltema~ve splicing psthway that reflects 
Inok~k~ of variable axons In I gradual 3" to 5' fe, Chlon is avldlmeed in bmext ductal 
cardn,ama and its lymph node mematuu. This pathway is compatible with a 
mldlanism that genemtN the atlmdird form Of CD44 (devold of v-'r'ons) and is 
dletingul~lable flora an altomatlvo splicing pathwiy that Involves exclusively v-exon 
3 and le observable in both normal and cm~.lnoma breast ~ua, Cis-acting elements of 
CD44 v-exco 3 Imve been mapped In the context of exogenous ¢onatitotlve axons using 
a t.mslectJon m a y  In human breast cell lines. A fun¢lonal map oi the splicing control 
of CD44 v..exon 3 In these cell lines is provided, 

A 1 2 0  

HYDROGEN PEROXIDE ENHANCES M E T A S T A T I C  
POTENTIAL OF MURINE MELANOMA IN LIVER. 

Mar t fn  J.J.. Anesagas t i  M.J,, Mendoza L. and VidaI-Veneclocha F,, 
Department of Cell Biology & Morphological Sciences, University 
of the Basque Country, School of Medicine and Dentistry, Leioa, 
Vizcaya 48940 

Background: In previous reports, we have shown that hepatic 
metaatasizing ability of B16 melanoma (Bt6M) cells decreases when 
cataiase is administered 10 rain before their intrasplenic injection, 
suggesting that hydrogen peroxide released during melanoma cell 
lodgement into the liver has pro-metastatic effects. In addition, 
factors enhancing reactive oxigen intermediate (ROI)production in 
liver, such as endotoxins and pro-inflammatory cytokinea, also 
increase melanoma metastasis in liver. Purpose: In the present work, 
we test the effect of H20 2 -at different incubation times and 
concentrations- on the hepatic metastasizing ability and in vitro 
adhesiveness to hepatic sinusoidal endothelium. Results: A 
proliferation assay was used to finis analyze in vitro the B16M cell 
response to H202 . We found that 10pM for 24h significantly 
(p<0.05) increased proliferation when compared to untreated cells, 
while 50pM or higher concentrations decreased proliferation. 
Intraaplenic injection of H202 treated B16M cells into C57BIJ6J 
mice significantly (p<0.05) increased the hepatic metastatis 
development with respect to untreated B16M cells. This effect was 
time- and concentration-dependent, end the maximum effect was 
reached when B16M cells were treated with H202 10pM for 8h. In 
vitro, B16M cell treatment with 10pM H202 for 8h significantly 
(p<O,01) enhanced (30%) B16 melanoma cell adhesion to HSE 
compared to untreated B16M. Anti-VCAM-1 antibody (10 Itg/ml) 
did not significantly alter untreated B16M cell adhesion to HSE, while it 
completely abrogated (p<O.01) H=O= (IOIIM 8h)-medieted 
adherence to HSE. Conclusion: Our results reveal that H=O= increases 
hepatic metastasis potential of B16M cells and suggest the possible 
involvement of B16M cell activation of very late antigen-1 (VLA-4), 
which mediate their adhesion to hepatic endothelium via vascular 
cell adhesion moleeule-l(VCAM-1). 

A125 

TRAFFIC OF PROSTATE ADENOCARCINOMA TUMOR CELLS 
TO LYMPH NODES VISUALIZED USING THE LUCIFERASE 
GENE AS A LINEAGE MARKER 
Rubio N ~, Martinez M 2 and Blanco j3. 
'lnstitut de Recerca Oncoibgica :Institut Catala d'Oncologia 3Conscjo 
Superior de lnvestigaciones Cientificas. Barcelona. Spain. 

Tumor cell traffic between intramuscular tumors experimentally 
induced in nude mice and lymph nodes was studied using PC-3.1uc 
prostate adenocarcinoma cells permanently transfected with tile 
luciferase gene as a tumor cell marker. 
This sensitive approach allowed tlze detection of 1 luminescent ttnnor 

7 cell mixed with 1-10 unlabeled PC-3 cells and of 1 ttunor cell/l.vmph 
node. PC-3.1uc cells inoculated in nude mice showed a 1000 fold 
expansion, accompanied by a 4.5 fold increase in tumor cell density 
(tumor cell number/gram of tumor), during the first 90 days of primary 
tumor growth. No macroscopic secondary tumors were found in organs. 
other than lymph nodes, by the end of the experiment. 
Tumor cell spread to lymph nodes was detected at Day 21. when there 
were 2.105 tumor cells at the inoculation sites, before discrete primary 
tumors could be identified. The total tumor cell burden in the tested 
lymph nodes was modeled by a power function of primary tumor cell 
number (determination coefficient R 2= 0.9472). By the end of the 
experiment, on Day 110, there were 1.8 metastatic cells in the studied 
lymph nodes for every 1000 primary-tumor cells. 
Tkese results suggest that empirically obtained ttunor specific indexes 
could be used to characterize the invasion of lymph nodes by tumor 
cells. 
The path of spread for PC-3.1uc cells from intramuscular sites appears to 
follow the lymphatic sy. stem and at no time during the experiment were 
tumor cells found in blood. An upper limit of no more than 16 blood 
circulating ttunor cells was established for ~hese experiments 
The observation of tumor cells that were invading the l.vmphatic S) SlCm 
from the onset of tumor growth but unable to establish seconder). 
tumors in other organs emphasizes the potential of this procedure in 
sludying the multi-step nature of metastasis. 
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A017 
IDENTIFICATION OF THE 185delAG BKCAI MUTATION IN 
SPANISH GYPSY POPULATION 
M, Baiget. O. Diez, J. Cortes, M Domenech, E. Del Rio, J. Brunet, 
M.C. Alonso. 
Servei de Gen6tica, Servei d'Oncologia Medica, Hospital de la Santa 
Creu i Sant Pau, Barcelona, Spain. 

Inherited mutations in the BKCA1 gene confer a predisposition to 
breast and ovarian cancers. A single BRCAI mutation, 185delAG, has 
been detected in approximately 1% of  the Ashkenazi Jewish 
individuals. In an extensive study carried out in Spain (90 at risk 
families and 160 women with early-onset breast cancer without family 
history), the BRCAI gene was screened by SSCP. This mutation was 
found in two women with breast cancer associated with the haplotype 
(four polymorphic markers) described in Ashkenazim. Surprisingly, 
we identified this mutation in three unrelated Spanish Gypsy 
chromosomes. In the first case, it was found in a high risk family of  
breast/ovarian cancer. The mutation also appeared in a young woman 
with breast and ovarian cancer whose family history was not 
available. In the third case, it was detected in a woman without cancer 
belonging to a control group of  Spanish Gypsies (n=25). To our 
knowledge, this is the first time that the 185delAG mutation has been 
identified in a non-Jewish, well defined ethnic population. 

A038 
CLINICAL AND MOLECULAR ANALYSIS OF SPANISH 
FAMILIES WITH SUSPECT OF MULTIPLE ENDOCRINE NEOPLASlA TYPE 1. 

A, Cebri~n(1), A. Osorio(1), B. MarKnez-Delgado(1), J,J. Dfez(2), J.L. Herrera- 
Pornbo(3), J.L Late(3), J. Ben[taz(1), M, Robledo(1). (1) Dpto. Gendtica (3) 
SelYick~ de Endocrinolog[o. Fundaci6n Jim6nez O[az. (2) Servick) de Endocrinologfs. 
Hospital La Paz. Madrid. 

Int roduct ion:  Multiple endocrine neoplasia type 1 (MEN 1) ia characterized by Ihe 
combined presence of tumors of the parathyroid, pancreatic and pituitary glands. The 
gone responsible of this disease hss been recently isolated and mutations have been 
observed in aproximately 90% of MEN 1 patients analyzed, Ws present the study of 14 
patients with clinic characteristics suggestive for MENI and one patient with primary 
familial hyperparathyroidiam (FPHPT). 
Matertal and M l thod i :  We analyzed 15 patients with clinic suspect MEN 1 or 
FPHPT by automatic sequencing of the entire coding sequence of the gene. In the cases in 
which a mutations was detected and there was DNA available from other family 
members, we performed a segregation analysis to confirm thar the change was 
responsible of the disease. 
R e l u l t l :  We detected germline mutations in the gene in 9/14 (64,3%) of the 
patients with suspect of MEN 1, 5 el them have not been previously described. Most of 
the alterations consisted on deletions and insertions which caused a STOP codon and 
were more frequently localized in exona 2 and 10. The segregation analysis in 4 of the 
families, allowed us to detect 9 carrier individuals, of which 33% were asymptornatic 
at the moment of the study. As in previous studies, we could not establish a genotype- 
phenotype correlation for any o! the mutations detectad. Wa did not detect any mutation 
in the FPHPT case. 
C o n c l u s l o n l :  1.- The localization of the mutations allow us to define two "hot" 
regions in the MEN 1 gone. 2.- For the moment, it is not possible to establish a 
ganotype-phenotype correlation. 3.- This study, in adittion to previous studies, 
suggests that other gone, d~fferant from MEN 1 must be implicated in the development 
of FPHPT, 

A095 

FOUNDER MUTATION IN FAMILIAL ADENOMATOUS 
POLYPOSIS (FAP) IN THE BALEARIC ISLANDS. 
Gonz~lez S, Esteve B, LIompart A, Cabezas E, Llins F, Blanco I, 
Obrador A, ~ G. 
lnatimt de Recerca, Hospital de Sam Pau, Ba~.elona; Hospital Son 
Dureta, palma de Mallorea; Regislze del C.Rncor de les llles Balears; 
Programa COLONCAT, Fundeei6 Catalana de Gaslxocmcrologia. 
Institut C~t~l~ d'Oncologia. 
Backgronnd. Incidence ofF.initial Adenomatons Polyposis (FAP) is 
approximately 2.29 xl0 "5 habit~m~ APC gene mutations have been 
found m 60-70% of all FAP f~milies being codons 1309 (20%) and 1061 
(8%) lmown hotspots. No founder effects of APC gent matafions have 
been reported so far. Aim. To search for mutations in the APC gone in a 
population-based reg~xy ofFAl). Patients. Fifty four Spmi~  patients 
of 11 FAP famille; registered in the Balearic RegisUy for FAP were 
studiecL One of the cases analyzed occurred in the absonce of family 
history. Method¢ C-~omic DNA was prepared from PBL Mutations at 
exons 8, 11 and f r~mne~ A to K of the exon 15 of the APC geae were 
analyzed by SSCP/PCR and sequencing using an AI~express DNA 
Sequencer, Pharmaeia Biotech. To establish the haplotype, five 
intragenie polymorphisms (nt 1458, nt 4479, nt 5037, ut 5880, Sspl) and 
4 mierosatellite markers (D5S299, D5S82, D5S346, D5S318) were also 
studied. ]Results. Mutations in tbe APC gene were detected in 7 out o f l l  
(64%) families analyzed. Six f~rnilies shared the same mutation, a 5"bp 
deletion (ACAAA) at mxlon 1061. The ren'mining one, the case without 
family history, harbored a 5trp deletion at codon 1309. Five of the 
families containing the 5bp deletion at codon 1061 shared the same 
haplotype. Moreover, they originated in the same geographic area within 
the Majorica Island Conclusion. Our restflts are consistelat with a 
founder effect of  the Yop deletion at codon 1061 in FAP Parnilics of the 
Balearic Islands. 

A009 
MUTATIONAL ANALYSIS OF THE BRCA2 GENE IN SPANISH WOMEN 
WITH EARLY ONSET BREAST CANCER . 

Martfnez-Ferrandis JI t, Maria P, Chaves FJ I, Arroengod ME 1, Chirivella 12, 
Sastre JM 2, Lluch A 2, Garc[a-Conde j2, Cervantes A 2. 

1. Institute de Invastigaciones Citolbgicas 46010. FVIB Valencia 
2, Hospital Clinico Universitario 46010, Valencia 

Inherited mutations in the BRCA1 and BRCA2 genes are responsible for 
about 5-10% of ovarian and breast cancer. These mutations confer up to 80- 
90% lifetime risk of breast cancer, We have screened 57 out of a sample of 228 
women with early-onset breast cancer for BRCA2 mutations. This sample was 
unselected for a family history of breast or ovadan cancer. This study can help to 
estimate the prevalence and penetrance of the BRCA2 mutations in the Spanish 
population. 

Screening for BRCA2 mutations was performed by using PCR-SSCP 
analysis of multiplexes and DNA fragments resulting from digestion of 150g-bp 
long PCR products with restriction endonucteases, Sequencing of abnormal bands 
was used to identify mutations. 

We have detected 8 abnormal SSCP patterns. Four of them were due to 
polymorphisms. Two were missense mutations which change Proline to Argibioe 
in exon 11 and Valine to Isoleucine in oxen 18. Finally, two were Iocalised in 
the splicing consensus sequence of intron 2. One of these splicing mutations 
makes an exon skipping of exon 2 in the mature RNA. Since this oxen contains the 
translation start signals, synthesis of BRCA2 should be blocked in the mutant 
allele. The second splicing mutant found in our study makes an oxen skipping of 
exons 3,4 and 6,7 and presumably produces a truncated protein. 

$20  
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A018 
MUTATION SCREENING OF THE BRCAI GENE IN 90 SPANISH 
BREAST CANCER FAMILIES 
O. Di~,, M. Dom6nech, J. Cort6s, E. Del Rio, J. Brunet, MC. Alonso, 
M Baiget. 
Serv©i de Genetica, Servei d'Oncologia Medica, Hospital de la Santa 
Creu i Sant Pan, Barcelona, Spain. 

A019 
BRCA2 GERM-LINE MUTATION SCREENING IN MALE 
BREAST CANCER PATIENTS 
J. Co~ts, O. Die, z, M. Domenech, E. Del Rio, J. Brunet, M.C Alonso, 
M Baiget. 
Servei de Genttica, Servei d'Oncologia Medica, Hospital de la Santa 
Creu i Sant Pau, Barcelona, Spain. 

Inherited mutations in the BRCA1 gene confer a predisposition to 
breast and ovarian cancers. DNA testing for BRCAI germline 
mutations was carded out, by SSCP and PTT, in 60 "high risk" 
families (three or more cases) and 23 "small" families (two eases) and 
in 7 families with males affected. Ovarian cancer cases were 
diagnosed in 20 families. We detected BRCAI germline mutations in 
7 (8 %) families and 12 polymorphisms and rare variants. Five 
mutations were frameshifl and three were missense (two mutations 
were present in one family in the same patient). Evaluation of the 
family cancer histories shows that 6 of  the mutations appeared among 
the high risk breast or breast/ovarian families. The results show that 
BRCA1 is implicated in a small fraction of  Spanish breast/ovarian 
cancer families, suggesting the involvement of  another susceptibility 
gene(s). 

Breast cancer is a rare disease in men, affecting less than 0.1% of  the 
male population. The breast/ovarian cancer genes BRCAI and 
BRCA2 are responsible of  the majority of  multiple-case breast cancer 
families. Unlike BRCAI, mutations in the BRCA2 gene have been 
associated with a predisposition to male breast cancer development. In 
this study, the entire coding regions of  BRCA2 were screened by 
SSCP and PTT for mutations in 16 male breast cancer patients (8 of  
them without family history). Two different truncating mutations were 
identified in two families, with male and female members affected: 
3374delA in exon 11, and 9254delATCAT in exon 23. The low 
frequency of'the mutations detected (2/16= 12.5%) agrees with other 
studies, and could be due to the existence of  somatic or germ-line 
mutations in other genes, responsible for male breast cancer. 

A 0 2 0  

MUTATIONS IN BRCAI AND BRCA2: A STUDY OF FAMILIAL 
BREAST CANCER IN THE REGION OF CASTILLA Y LEON 
E. Vazouez. P. Alarctn, B. Diosdado y C. Miner. 
Unidsd de Oen6tice. IBGM, Fecultad de Medicina, Universidad de Valladolid, 
47005- VALLADOLID. email:esthervg@ibgmuva.es 

BRCAI and BRCA2 are two major genes involved in hereditary breast and ovarian 
ear~r. The goal of this study has been, first, to identify carriers of mutatiens in these 
genes and, secondly, to characterize the most frequent mutations in the geographical 
environment of Castilla y Le6n. Forty patients fulfiiling the high risk criteria for 
farmlial breast cancer are being analysed for mutations. Methods employed are the 
ProtemTnar, atedTest(PTT)forexons 11 (BRCA1) and 10and 11 (BRCA2). and 
heteroduplex analysis of PCR multiplex by CSOE for the remaining exons. 
Mutations are eenfimaed by direct sequentiation. Fifcy-per-cent of patiems have been 
studied up to now, covering 60% of BRCA2 and the most frequent mutations in 
BRCAI in cxons 2, 20 and [l. We found two identical mutations in BRCA2 
(1536dc114) in two patients with no familial relationship. The presentation will 
show the complete analysis of the population selected. We will illustrate also the use 
ofPTT + CSOE multiplex far rapid so-eening of new mutations oceumng in a given 
population. Identification of mutatinns will allow to help local health anthorities to 
develop preventive programs on carriers and to develop faster mutational analysis 
in high risk populations, once the most frequent mutations are described 

Acknowledgements: Tiffs work is supported by the Consejeris de Sanidad y 
Consumo, Junta de Castilla y Letn. We want to thank the Servicio de Oncologla y 
Radinterapia (Hospital Universitario) and Unidad de Mama ( Hospital Pio del Rio 
Hortcga), Valladolid, and to the Servicio de Oncologia ( Hospital General Yagae) 
Burgos. 

A 0 3 9  

MOLECULAR ANALYSIS OF THE BRCAt AND BRCA 2 GENES 
IN 32 BREAST/OVARIAN CANCER SPANISH FAMILIES 

A.Osorio (1), A.Barroso (1), B.Marffnez (1), A.Cebri~n (1), JM.San Roman 
(2,1, F.Lobo (3), M.Robledo (I), J.Benftez (I). ( I )  Opto.Gendtica. (2) 
Servicio Cirug/a de Cuello y Mama (3) Servicio Onocolog(a. Fundacidn 
Jimdnez Dfaz . Madrid. 

Introduction: Mutations in the BRCA1 gene are responsible of about 45% 
of familial breast cancer cases and most of the breast/ovarian cancer 
families. BRCA2 is responsible of the other 45% of the cases and is 
implicated in the families with male breast cancer. Direct genetic studies 
show that these percentages may be different among populations and that the 
proportion of carrier families is not as high as linkage studies suggested. In 
the present study we try to estimate the percentage of cases due to each gene 
in Spanish population. 
Material and Methods: We selected a total of 32 families containing three 
of mote cases of women affected with breast and or ovarian cancer (at least 
one of them diagnosed before 50 years) or at least a case of male breast 
cancer diagnosed at any age. We performed a complete analysis of the BRCA1 
and BRCA2 genes using SSCP, PTI" and sequencing methods. 
Results: Until now, we have analyzed the entire sequence of the BRCA2 gene 
and part of the BRCA1 gene. We have found 5 distinct mutations in the BRCA2 
gene in 6 families, three of them with male breast cancer. We have detected 
only one mutation in the BRCA1 gene, in one family with three women 
affected with ovarian cancer, one with breast and ovarian and one with breast 
cancer. 
Conclua lona:  The percentage of mutations is low, suggesting that a third 
susceptibility gene could be responsible of a high proportion of our familial 
breast cancer cases. 60% (3/5) of the families with male breast cancer 
showed mutations in the BRCA2 gene, which supports the relationship 
between this type of cancer and the gene. 20% (1/5) of the families with 
breast and ovarian cancer showed mutations in the BRCA1 gene. it seems that 
the proportion of mutations is low in families with only breast cancer, 
which is in agreement with the results reported in recent studies. 
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A049 
IDENTIFICATION OF THE SAME BRCA1 MUTATION IN A 
L A R G E  FAMILY AND ITS IMPLICATION IN BREAST AND 
O V A R Y  CANCER.  Javier Romgn Garcia t, Carmen Montoriol 
Sabate 3, Inmaculada Morer 3 , Josep Mafia Hilafi Serra a, Jesds Garcia 
Foncillas 2, Femando de Cueviilas Matozzi ~. I Clinica Ruber 
Intemacional; 2 Clinica Universitaria de Navarra; 3 Laboratorio 
Echevame. 

INTRODUCTION.  
BRCA1 is located in the chromosome 17q21. This gene is most 
associated with familial breast and ovary cancer syndromes. Women 
with the BRCA1 mutation have an 80 to 90% lifetime risk of  
developing breast cancer and a 40 to 50% risk of  ovary cancer. A 
deletion or alteration in just one copy of the BRCAt gene 
predisposes to breast and ovary cancer, and potentially colon and 
prostate cancer. 
M A T E R I A L  AND METHODS. 
We have analyzed DNA samples of  four very well studied patients. 
Three sisters had breast cancer and one ovary cancer. At the moment 
only one is alive. In addition, we are studying another sister, three 
brothers and eight sons and daughters. We are sequencing the entire 
gene by an ABI-377. 
RESULTS.  
In the four samples analyzed we have found the same mutation at the 
1294 codon in the exon 11. 
CONCLUSION.  
The mutation found originate and STOP codon and an alterated 
protein which is related with an early ovary c~ncer. We are studying 
the rest o f  the family in order to asses the risk of  breast and ovary 
cancer. 

A 109 
us[~ OP "r(;~;l; v e t  s r l a w i n ( ;  or, (;grM-U!Ne mu' r^ r ,onS 

M.d¢ [a Hoyn, P.Poroz Scgura, E. Diaz P, ubio y T. C'akl~s. Laboratorm de 
Oncolog[a Molecular. hospital CIh,eo "San Carlo,~". bladrid. 
Apart I}'om I)NA seqlzcaclng, the only melhod w[th lheorctical i,-¢dlcted 
sensibility o f  virtually 10(P~ is denaturati,g g, adicnl got ¢leetrol'orcsis 
(DGGErl'GGF.). 
A compreJlellsive illutallollal seallu|g teSL f'or the BRCAI coding sequence 
a.d exert/briton bouadari¢, was designed -,,1(I evaltmt¢fl. 
in a two-step [g.'R, the BRCAI re8io, enconlpasing c~.oas 1-24 were 
amplified as seven fial~meats of : 9899 bp (exons I-3 ), 9730 bp ( cao.s 
5-9 ), 4753 bp ( exous 10- I I ), 8934 bp ( exoL=s 12-13 ), ! 0674 bp ( ¢xo.s 
I.I-17 ), 7194 bp ( exo.slE-20 ) a .d  I D95 bp ( exoas 21-24 ) in step oae 
"[llese fragmmlt sewed as templates tot Ihe stl~sequellis anll)lifientloa|s o f  
individual exerts, ¢xo. I I was divided hi 16 overlaplng fi-agmeals in step 
tWO. 
All target I?agalc.nts, d-'stgned tu have optimal melting charactoristic~ 
wore prepared by PCR, using specific prime|s, Followed by 
heteroduplexing. *the resulting PCR products v,-el¢ i~¢solvcd h~ a 10% 
polyacrylamide ( 37,5:1 ) gel with an iacresing (1°C40 tcmp~alura 
gradietR (TGOE). Melti.t,, oF IDNA occms in Ihe " mellh|g domaias ", 
mutational (liferences among different fragments arc revealed as 
migratiotml difti:rencc~ in Ihc gel '['h*: resultiag uf TGGE test was 
evaluated by scfcc]iing ( ill a hiinded filshiott ) of 23 DNA samples from 
Ihrcc I~lmdios with brea~.t catlcer history ( v,'id~ previoasly idelttificd 
gennli=,e lltLlh"ltl.Ol}S )~ 
Saalplcs witit a i}at(ert= of hetcruduplex were seq.c=~ced. All mtdatiolts 
were correctly detec ecl [)y he two itlell~ods ] GGE atld sequencing 
"l'lt i¢ assay provides a,  accurate cos-cfl~ctive m~d ao=~-radiactlvc methud 
tot me|arterial soaning ofati BRCAI codiag exons. 
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Ant i - tumoral  responses mediated by the INK4e-ARF locus. 

Manuel Sergano, Marts Barradas, Frank Bringold, Cristina Pantoja, Ignacio Palmero. 

Department of Immunology and C~cology, National Center of Biotechnology, Madrid, 
Spain 

Normal, healthy, cells pOBBeBS mechanisms that protect them from becoming 
neoplesicalty b'ansformed by the Btmp~e action of oncogenes. Another characteristic of 
normal cells is their inability to grow indefinitely in cuflurs. Indeed, upon 
accumulation of a certain number of doublingB, normal cells enter into a permanent 
arrest known as senescence. 

The INK4a-ARF locus encodes two tumor suppressor, p161NK4a and plgARF, 
that regulate two different tumor suppressor pathways: p161NK4a activates Rb by 
inhibiting the CDK4 and CDK6 kinaseB; and plgARF activates p53 by inhibiting the 
destabilizing affects of MDM2. The cell-cycle inhibitor p21 mediates somB of the 
effects of p53 in arresting prolifBration. 

We have reported thBt OCCogBnic Ras triggers an anti-profiferafive reBponse 
mediated by both p161NK4a and plgARF, thus resulting in hypophospho~71ation of Rb 
and in stabllizatio~ of p53. We regBrd this response as an anfi-tumoral mechanism. 
Indeed, rodent cells genBfically deficient in either p161NK4a or plgARF are efficiently 
transformed by oncogenic Res. 

We have Blsc compared senescence in flbroblasts derived from mice deficient in 
p161NK4a, p53 or p21. We have confirmed previous reports indicating that 
p161NK4a and p53 are essential for senescence in murine fibroblaBts, and we have 
found that fibroblasts derived from p21-deficient mice seneece in B manner 
indistinguiBhable from wild-type cells. Moreover, p2t-deficient cells are refractory 
to transformation by oncogenic Res, which is in contrast to p53-deficient cells that 
are efficiently tranBformed by Res. We conclude that the p161NK4a/Rb and 
p19ARF/p53 pBthways are essential for senescence and for resistance to 
transformation, but p2t is dispanBable for both processes. These data correlate well 
with the tumor phenotypo of the corresponding knock-out mice. 

Our data are cornpa~ble with a model in which p161NK4a and plgARF Banss thB 
aberrant effects of some oocoganes and the accumulation of an excessive number of cell 
divisions. This model would be conBistsnt with the fact that p161NK4a end plgARF are 
inactivated during the late stageB of tumorigenesis in many tumors. 

A070 
EVIDENCE FOR TWO NEW TUMOR SUPPRESSOR LOCI ON MOUSE 
CHROMOSOME 4 AND INVOLVEMENT OF PfE/ARF GENE IN THE 

DEVELOPMENT OF g-RADIATION-INDUCED THYMIC LYMPHOMAS 

Blid:,are Meldndez, Javier Santos, Ignscio P6rez de Castro, Mdmica FBrmtndez, Janet 
Reyan, Michel Herr(u~z and JoB6 Femttndez-Pk;lueres 

Dpto. de Biofog[a. Lab. Gen6tica Molecular Human& Fsc. Ciancies. Universided Aut(~oma 
dB Madrid. 28049-Madrid. Spain 

Recent studies in our laboratory reported frequent loss of heterozygosity (LOH) on 
mouse chromosome 4 in g-radiation-induced Ihymic lymphomBs of F1 hybrid mice. 
These studios allowed to identify th ree  candidate tumor suppreBsor gene regionB: TLSR1 
(located between D4WBml and D4Mit9), TLSR2 (cantered at D4Mit2OSb), and TLSR3 
(encompassing Mom-t and D4Mit68). 

To determine the posBible existence of other tumor suppressor gBne loci on the 

proximal-mid part of chromosome 4, and to clarify whether the p16/NK4e (a and b) 

end p15/NK4b are the inactivation targets of deletion at TLSR1, we have performed 
additional analyses in 83 primary T-ceti lymphomas. We identified two distinct 
regions of BigniFlw.ant allelic losses in the proximal-mid part of chromosome 4, defined 
by the markers D4Mit116 (TLSR4) and D4Mit21 (TLSR5), and confirmed that the 
INK4a and/NK4b loci are the candidatBs for TLSRt. Furthermore, LOH analysis and 

expression studies with plg ~RF- indicate that this gone is frequently altered in these 
tumors. 

Taken together, this evidence and previous data demonBtrBte the existence of at least 
five different candidate sites for tumor suppressor genes on chromosome 4, thus 
revealing a main role for this chromosome in the development of mouse tumors. 

C 

Rqpr ha|on otodl cycle imtry sod e~dt 

Xavier U a ~  Xavi~- Mayol, Aria Lim6n, Matild¢ ~ o  and Jodit Gltmp. 

Fels Institute for Cancer l~se~rch and blolccullx Biology, I~pl. of Biochemistry. Temple University School of 

Medicine. 3307 N. Brond SL, Philndelphia. PAl9140. U,S.A. 

p130, a protein stixlcturltlly and functionally related to the product of the retinoblastomlt mleeptihility gune (pRB) 

and to pl07, is a nuclear phosphoprotein, which exhibits growth suppressor capabilities (1-4). We hive shown that 

pI30 exists in at least three phosphorylatnd forms (p130 forms I, 2. lind 3) and an unpholtphorylatnd form in 

malxLmaliln cells that can he resolved by SDS/PAGE Moreover, we hive shown that the pho~photylation status of 

pl3O is regulated in a cell cycle.dependent manner and that phosphotylation of p130 to specific forms regulates 

pI30/E2F-4 interactxon (5). This and the dalll from othexs indicating that p130 is the main pRB-rellled Wotcth in E2F 

complexes in quthscenl cells, suggested ~ll pl30 plays a critical role at specific transitions of the celt cycle by 

negatively controlling E2F transcnptlon factors. O.r results have demonstrated that specific phosphorylatnd forms of 

p130 (forms I and 2) accumulate when ceils exit the cell cycle resulting in accumulation of pI30/E2F-~ complexes (6L 

p130 forms I and 2 are the fct'ms of p130 that associate with EIA, a viril oncoprotein that targets pock.el proteins to 

force quiescent cells to entez the c¢11 cycle I.nd replicate DNA, suggesUng thai p130 forms 1 |nd 2 are the p130 fornm 

with growth suppressor capabilities. We have also investigated the relltlon between the protein levels and the 

phosphorylation status of the pRB family of protems. In this regard, pRB and pl07 ch,Rgus in protein levels are 

independent of their state of phosphorylaUon. However, while p130 pho~phorylation to forms characteristic of 

quiescent/differentiated celts results in accumulation of p130 protein, phosphorylation of p130 to form 3 (¢hlractefistic 

of cycling ceils) is accompanied by down-regulation of ils protein levels (6-7). We hive lifo shown that p130 and pl07 

ptlospholylauon status and protein levels ate regula~d in in rive models of celhUtr proliferaUon as in caltornd cells 

Moreover, tegulaUon of p130 forn~ dtmng diffenentiation is in striking con k-lxt with the chlages obt, er'¢ed for p107 (7), 

The modulation of p130 pbosphorylation and protein levels during skelelll muscle differentlatie~l B well its during 

granulocytic differentiation of 32Dcl3 cells is consistent with o.r previous analysis of p130 regulation in cells exiting 

the cell cycle to quiescence (6-7). In both differentiation models, the accumulation of [3130 forms 1 and 2 correlates 

with growth arrest and initiation of terminal differentiation High level~ of there forms are maimathod m terminllly 

differentiated myotubos and adult mouse t~ssues, consistent with a role for p130 in differentiated celH. 

I Gratis. X and Reddy, E.P. (1995) On¢ogene I I. 211-220, 
2. Mayol, X, and Grat3a, X, (1997) Progre.tl in Cell Cycle Research. t~is. Meljier, L.; Grader. S and Philippe, M 

Plenum Press, New York, USA. VOl 3 Chapter I3, pp, 157-169. 
3. Gratis, X.. Gatrigu, J, and Mayo[. X. (1998) Oncosene Reviews 17, 3365-3394. 
4, MayoI, X. andGrafia, X (l~g) FrOlIL BIoI~L 3, 11-24 
5. MayoL X.. GamES. J, and Gratis. X. (1995). Oneogune 1 I. g01-81g. 
6. Mayol, X,, Garrlgu, J and Grabs. X, (1996) Or~ogerte I3, 237-246. 
7. Gsrrigu, J.; Lim6n. A.; MayBe. X.; Rane, S.G.; Albrecht. J.H.; Reddy, E,P; AndrOs. V and Gentile, X. {199g) 

Biochem J. 333, 645-654. 
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A087 
P27/KIP1-CYCLIN D3 COLOCALIZATION IN A SUBSET OF 
AGGRESSIVE B-CELL LYMPHOMAS. 
M Sdnchez-Beato, FI Camacho, JC Martinez, AI S~ez, R Villuendas, 
L S~mchez-Verde, JF Garc[a, MA Piris. 
Departments of Genetics & Pathology, "Virgen de la Salud" Hospital, 
Toledo. 

p27 cyclin-dependent kinase inhibitor down-regulation is 
essential for transition to S-phase of cell cycle. Proliferating cells in 
reactive lymphoid tissue (RLT) show undetectable p27 expression. In 
contrast with this observation, an anomalous high p27 expression has 
been previously shown in a group of aggressive B-cell lymphomas 
(BCL) with high proliferation index and adverse clinical outcome, thus 
suggesting that the abnormally accumulated p27 protein has been 
rendered functionally inactive. 

We have analyzed the causes of this anomalous presence of 
p27 in a group of aggressive BCL including 54 cases of diffuse large 
B-cell lymphomas and 20 Burkitt lymphomas, studying simultaneously 
p27, cyclin D3, cyclin D1 and cyclin E expression, since it has been 
described that high levels of expression of cyclin D1 or E leads to 
increase in p27 levels in some cell types. Double immunostaining and 
Laser Scanning Confocal Microscopy study was performed in 5 tonsils 
and 15 BCL. 

An statistically significant association between p27 and cyclin 
D3 expression was found for the overall group, Additionally, it was 
observed that cases with stronger Cyclin D3 expression show also 
higher p27 expression. The relation between both proteins was also 
demonstrated at a subcellular level, by laser confocal studies, showing 
that in cases with high expression of both proteins there was a marked 
colocalization. 
These results could support the existence of complexes Cyclin D3-p27 
in a subset of aggressive B-cell lymphoma cases, where p27 lacks the 
inhibitory activity found when bound to cyclin E/CDK 2 complexes. 
This interaction between both proteins could lead to an abnormal 
nuclear accumulation, detectable by immunohistochemical 
techniques. 

A121 
CDCZ$A AND CDC25B2 CELL CYCLE ACTIVATING 
PHOSPHATASES ARE OVEREXPRESSED 1~ HIGH GRADE NON- 
HODGKIN'S LYMPHOMAS. 
Sihia Hernindez, Lluis Herninde~ Silvia BeA, MaRe Cazorla, Alfons 
Nadal, Magda Pinyoi, Pedro L. Fe~'nindez, Emifi Montserrat, Antonio 
Cardesa, Elias Campo. Departments of Pathology and Hematology, 
Hospital Clinic, University of Barcelona. 

The cdc25 ceg cycle activating phosphatases trigger the CDK-cyclin 
complexes by remo¢ing the thrl4 and tyrl$ phosphates, cdc2FA and B bu~ 
not cd¢,25C am-overexpressed in some human-tumors and have been shown 
to have trufforming potential in cooperation with. other oncog=a~ic factors. 
Three different spli¢'m S variants of the cdc25B have been identified with the 
resulting cdc25B2 being more active m wvo than cde25B3 and BI. To 
determinate the role of cdc25 genes in the pathogenesis of NHLs we have 
analyzed the expression of cdc25A, B1, B2, B3 and C mRNA in peripheral 
blood lymphocytes from 3 normal blood donors, 8 non-neoplastic lymphoid 
tissues and 89 non-Hodgkin's lymphomas (NHLs) (19 SLL/CLL, 3 HCL, 12 
follicular, 19 typical MCL, 10 blastic MCL, 22 large cell [ymphomas, l 
lymphoblastic, 2 Burkitt's and 1 ALCL), by semiquantitative RT-PCR. No 
expression of these pho~phatascs was observed in the normal peripheral 
blood lymphocytas. In reactive tissues, c, dc25Bl and B3 expression was 
observed in all cases. However, cdc25"B2 and C were negative and only very 
low levels of cdc25A were detects'd. Overexpression of cdc25A and 
cdc25B2 was found in the 35% and 38% of the ramors, respectivdy, being 
more frequemdy found in aggressive (67% and 64% respectively) than in 
indolent lymphomas. Only the 13% and the 21% of the indolent tumors 
overexpressed cdc25A and cd¢25B2~ respectively cdc25B! and B3 splice 
variants were detected i~ virtually all tumors and no differences were found 
between high and low grade lymphomas, cdc25C was not detected in any cd" 
the tumors. In conclusion, these findings suggest that cdc25A and B2, bu~ 
not cdc25BI, B3 and C~ are overexpressed i~ a #elatively larae number 
NHLs and may participate in the pathogenesis of aggressive variants. 

A124 
UpregulL~i~n d c)~.lim TI/CDKJ comp l~a  during T cdl  s~llvatloL 
J~lJt Calmgal,2, MaCi~ PlmrcAol.2, Junmm s Pens3, Dcborlh F. Wiisk~l,2, David H Prise3, Earl E 
Henderson 1,4 md  Xavier Cca~ 1,2. 
IFels Institute for Canc~ ~ h  ~ d  Molecular Biology and 2 ~ t s  of Biochemistly and 
4Microbiology gad Immumolo~, Temple Univefsisy School of Medicine, Plfiladelghin, PA 19140; 
3Depa[1me~ of Binchemi~y, U ~  of lowa, Iowa City, lowa 52242 O.S.A_ 

Cydin TI was idlmfifted as t reigultooly subunit for CDK9 and as a component of the ~ p t i o n  
cloagr~on factor P-TEFb that phosphe~latcs the C-tcrnnntts domain (CTD) of RNA potymeras¢ It 
(I~AP ID in vitro, p-~Fb pz~vcly ~ tran.u:riptimal dmgatica ~d it is >helieved to ~ulate 
the ~ of a nmnher of geues. In this regard, a nmllber of regulatory genes invoived th the gez~ls 
of ~ ~ ,  md~ing Om ~ ¢-a~c, L-myc, N-myc, c--myb md ~-fos among others, are 
known to he reguinte.4. ,a Ic~t in imP. by mmlaiptiomd do=jpsmn-C~p..,~t:,~ mectmmms. 
pTEFb has also bc~m impficated in the rqp£~on  of pmdnc*iw elongation of HIV- I ~a~m~ripts, whlr.h is 

by the HIV-I protein Tat. Receatly, it has been tepo~d t l ~  a CTD-Idna~ activity that 
assooates with GST-Tat bt pull down may= from protein extmcu of peripbeud blood >lymphocytes 
(PBLs) is upr¢~d*ted dmmg T-&,.ll ilcfiva~on. ~ CDK9 and cyclin T] have b~m f~md to assocaate 
with Ta/in vilTo md  ia tnauk=,, trmxs.re~in¢, Cxperimu~k it is lik-=y that indv~im of the Tat assoctawd 
kinas¢ (TAK) upon ~w~on of P~I.a m~ht ~ from acfiva~ of the cyclin TI/CDK9 pmr. 
However, the e ~  medumism for TAK ac~vatioa ~ i n ~  uakaow~ 
Here we mpon thet the levels of cycfin TI are dramatically wxegulated by two independent sigmling 
palhways u i g ~ z e d n ~ = i v ¢ l y b y  pMA ~ d  PHAin RBLs. Upcegalstie~a ofcycJin TI m =timuh,te.d 
PBLs r=;u3ts in ittdm:bo~ of the CTD ]d~as¢ a c d ~  of the cyclin TI/CDK9 cernp~cx, wluch >in turn 
correlates 0J/ectly with phoq~oaylatiola of RNAP II in vivo. These resudts provide a ~ to 
explain indl~ion of the GST-Tat asaoc~ttod ~ ac~Avity during T cell ac6vaticm, lrltefestingly, 
stimulation of a ~ mitoa~ic IWhway, no~ ~ fox PBI.a to ~ through S I~R~, is 
sufficiem for activation of the cyclln TI/CDK9 c o n v e x  However, the expresmon of cyclin TI is not 
growth and/ox cell ~yde rcgl~ltod in oth~ human ~ type~ s u g g e s ~  Ihat legulation of cyclln T1 
c x [ ~ l o n  is dep~dent olI t i ~ l e ' ~ l l ¢ ~  simnaling l~l~way~. In ~OB, we 1"¢130[1 ~ 
endogenous CDK9 and ~ Tl c o ~  ar, sceinle with HJV-] gr~erated Tat in T celJ~ 
demonstrating that Tat ma'~ts the cy¢,lth TI/CDK9 ~ in relevant cells and under physiological 
con~tions (H1V-I in~ctodTcell$). Thirb tosether without mmlisr, howingthat HIV.I mpficallonin 
~imuin~i PBLs ~ with the l e v ~  of cyclin TI Im~ein and zssocm~l CTD kinase activity, 
s~?~Z¢~'~¢ thai the cydin TIlCDK9 pair is one of the HIV-l-req=dred host c¢lltdar cofactors generated 
during T cell ax'tivatinn. S~dies ~ the consequences of dis~pting cyclinTl/CDK9 function in cells arc 
underway 

A059 

CELL CYCLE REGULATES THE NUCLEAR TRANSLOCATION OF MVM 
PARVOVIRUS MVM 
CAPSID PROTEINS. 

E. Hernando y J.M. AlmendraL Centro de Bic~og[a Molecular Severo Ochoa 
(UAM-CSIC), Cantob/anco, 28049 Madrid. 

Parvoviruses are icosahedric viruses with SSDNA that replicate and 
mature in the nucleus. Parvoviruses infection requires cellular 
functions transiently expressed during the S phase of the cell cycle. 
These requirements may explain the oncosuprassion ability of these 
viruses, rsflected by the specific killing of transformed cells infected 
in vitro and by the supression of turnouts in inoculated experimentation 
animals. It.s not known which steps in the viral cycle depend on the S 
phase. We have analyzed whether the subcellular location of VP1 and VP2 
capsid proteins of MVM is cell cycle dependent. 

MATERIALS AND METHODS. MVM VP gene was transient or stably transfected 
in a stablished mouse fibroblast cell line (A9) or in human transformed 
fibroblast cells (NB324K), both susceptible to MVM infection. Cells 
received different syncronization treatments, and the subcellular 
location of VP proteins was analyzed by indirect immunofluorescence with 
anti-MVM antibodies. 

RESULTS AND CONCLUSIONS. VP proteins from confluence arrested A9 or 
NB324K cells (G1 phase) were exclusively localized in the cytoplasm. 
Similar results were obtained when syncronizing by serum starvation 
(quiescence Go) in AS, or by isoleucine starvation (Gt/S transition) in 
A9 and NB324K cells. As the cells were released from the arrest 
(respectively: subculture, serum edition or inhibitors removal), VP 
proteins progressively translocated to the nucleus correlating with the 
entry in the S phase (monitorized by PCNA expression), and independently 
of the syncronization method followed. However, a double block with 
timidine keeps the VPs in the cytoplasm, despite of a normal PCNA 
expression. Therefore, the nuclear transiocation of MVM structural 
proteins proceeds simultaneously with cellular DNA synthesis. 
When independently expressed, VP2 but no VP1 is translocated into the 
nucleus in a cell cycle dependent manner, corresponding with the 
presence in this protein of a nuclear location motif (NLM) dependent on 
conformation. This cell-cycle dependent signal can contribute to the 
dependence of MVM multiplication for the S phase of cell cycle, and 
perhaps to the mechanisms underlying the oncosuprassive phenomenon 
mediated by the parvoviruses. 
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A074 
PIS/INK4B/MTSI, A CDK INHIBITOR PROMOTER, METHYLATION 
STUDY IN METASTATIC CUTANEOUS MELANOMAS. 
Okrouinov I., Angeletti S., Martinez MJ., Jimenez E., Andi6n E., Guzman M., 
Huarriz MS., Brugarolas A., Garcia-Foncillas I. 
Molecular Ontology Laboratory, University Clinic, University of Navarra, 
Pamplona. 

INTRODUCTION: pl5 is 44% identical to p16 over the first 50 aminoacids 
(aa) and 97% identical over the next 81 aa and is located 35 Kb centromeric to 
the p16 gene on the 9p21. Deletion of this locus inactivates almost always pl 5 
together with p16, providing greater selective advantages, than only p16 
deleted. When activated, p15 inhibits CDK4/CDK6 complex, thus releasing 
p27 to inhibit other CDKs, promoting cell cycle arrest, p15 mutations seem to 
be a late event in melanoma natural history, suggesting this gene role rather for 
melanoma progression than initiation. 
Methylation of cytosines located 5' to guanosine is known to have a profound 
effect on the expression of genes. Aberrant methylation of CpG islands is a 
frequent event in malignant cells and is associated with inactivation of 
suppressor genes in different types of cancer. 
Methylation of p16 promoter region, that is also a melanoma predisposition 
locus, as has previously been reported is not a common mechanism of this cell 
cycle regulator gene silencing. 
AIMS: In the present study we have studied the p15 promoter methylation, 
using a methylation specific PCR. 
MATERIAL AND METHODS: As a material for the present study we 
employed immediately frozen cutaneous and lymph-node biopsies of patients 
with sporadic metastatic cutaneous melanomas and 3 melanoma cell lines and 
normal melanocytes, obtained from healthy donors as an internal negative 
control. Previously modified in bisulfite reaction DNA is "hot-start" amplified 
with specific sets of primers, allowing distinguishing methylated from 
unmethylated DNA. 
RESULTS: We report that none of 20 tumor samples have presented p15 
promoter region methylation, neither have done melanoma cell lines examined. 
CONCLUSIONS: Thus our findings permit to conclude that this type p15 gene 
inactivation is not a common event in sporadic melanomas. 

A075 
INACTIVATION OF PI6 IN PROSTATE CANCER: MUTATIONAL AND 
METHYLATION ANALYSIS. 
~ ,  E. Jim~nez(*), I. Okroujnov, S. Angelelti, M. Guzm~in, MS. 
Huarriz, A. E. Andi6n, Brugarolas, J. Garc|a-Foncillas. 
Laboratorio de Oncologia Molecular, Clinica Universitaria, Universidad de 
Navarra y (*)Departamento de Especialidades M~dico-Qui~rgicas, 
Universidad del Pals Vasco. 

BACKGROUND: pl6 plays a role in the control of cell cycle. It was observed 
that deletions of the locus 9p21 determine both p15 an p16 loss conferring a 
greater selective advantage for tumor cells than only pl 6 inactivation. Aberrant 
methylation of CpG islands is a frequent event in human tumor cells and it is 
associated with tumor suppressor genes inactivation; methylation of p16 
promoter region has been described yet in same types of cancers. Inactivation 
of p16 has been described by different causes (mutations, methylation or 
homozygous deletion). The role of pl 6 in prostate cancer remains unclear. 
AIMS: In this study we have analyzed the different ways of p16 inactivation 
and its role in prostate cancer. 
MATERIAL AND METHODS: Tumor samples from 50 patients diagnosed of 
prostate cancer have been evaluated. DNA isolation has been performed by 
using phenol-chlorophorm extraction. PCR amplification of exons 1 and 2 of 
p16 was done with further cycle sequencing analysis with dye terminators. 
Bisulfite DNA modification was performed and specific primers for top- 
methylated and unmethylated sequences were used. 
RESULTS: From 50 tumor samples only one sample with early stage showed 
p16 mutation at codon 84 (GAC, Asp->TAC, Tyr). This low frequency 
conf'trms previous reports (1-2%). The incidence of p16 methylation detected 
in our series is very similar to the literature (13%) showing that these ways of 
inactivation are uncommon. 
CONCLUSIONS: These data suggest that p16 inactivation by mutation or 
methylation is very unfrequent event in prostate carcinoma. 

A083 

CELL CYCLE EXIT AND 1N VITRO DIFFERENTIATION 
OF HUMAN COLON CANCER CELL LINES 

Xavier Mayo_gJ,l Malta Red6n, and Francisco X Real 
Unitat de Biologia Cel-lular i Molecular 

lnstitut Municipal d'lnvestigaci6 M~dica (IMIM) 
08003 Barcelona. 

INTRODUCTION: HT-29 colon cancer cultures contain >95% 

undifferentiated cells; by contrast, HT-29-derived subpopulations 
designated M6 and M3 display, after confluence, mucus-secreting and 
absorptive phenotypes, respectively. Our aim is to analyze cell cycle 
exit mechanisms in cells with variable capacity of differentiation and 

to evaluate the putative involvement of cell cycle exit pathways in 
this process. MATERIALS AND METHODS: The process of cell 
cycle exit and differentiation was studied by cell proliferation 
analysis, expression of cell cycle proteins, and presence of 
morphological and biochemical markers of differentiation. 

RESULTS: The kinetics of  cell cycle exit were similar, regardless of 

the ability to differentiate. Cell growth arrest by contact inhibition 

ocurred early, as cells reached confluence, and was associated with 
the induction of  CKIs and acquisition of a pattern of pocket protein 
phosphoryiation characteristic of cell quiescence. Upon cell cycle 
arrest, cells gradually formed either undifferentiated multilayers or 
differentiated monolayers. Both cell cycle arrest and differentiation 

were reversible if the contact inhibition constraint was relieved. 

Moreover, intercellular contacts were calcium-dependent and low 
calcium medium concentration blocked differentiation. 

CONCLUSIONS: 1) HT-29 cell differentiation involves prior 

negative signalling in G1 progression pathways, 2) at least in part, 

common mechanisms are involved in cell cycle arrest and 
differentiation, and 3) unlike normal colonic epithelium, HT-29 cells 

do not undergo terminal differentiation and apoptosis. 
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INTERACTION OF THE NUCLEAR STEROIDtFHYROID HORMONE RECEPTORS 

WITH THE MITOGEN-ACTIVATED PROTEIN KINASE (MAP]k) PATHWAYS. 

Carme C aellen 

Dtp, de Bioquimica i Bioingla Moleodaz, Divial6 IV, Umvers/tet de Barcelona, 08028. 

Barcelona, Spain. E-mall: caellas@farmacla.far.uh,eo 

Lipophilic hormones such as steroids, retlnoic acitL thyroid hormone or vitamin D x~gutate 

many ~pacta o~ vertebrate development, cell differentiation and homenstasis by binding to 

intraea[hilar receptors which are members of the nuclear hormone receptor (HR) 

auperfamily, HR are ligand-activated trmmm-iptlon factors, which regulate gone expres~fian 

by binding to specific DNA-renponse elements or by intexqering with the ac~vity of other 

transcriptional activators, such as AP-I (Jun/Fen). The latter mode of ta~macriptional 

regulation is known as trarmrepre~mon and, among othar, mutual competition for 

coactivators such as CREB-blnding protein (CBP) have been p~opoand as a machanimn to 

explain it at molecular level. Recently, we have shown that HR inhibit the induction of the 

Jun N.terminal Idnaes (JNK), a MAPK which is the ma#zr medintor of c-Jun N-terminal 

pheaphacylation. Since N.termmal phusphorylation of c-Jtm is a requislto for AP.1 to 

interact with CBP, interference with the ,INK pathway rspresente a uoval mechanism by 

which HR antagonize AP-1. Inhibition of the J'NK cencade by dexamethanone takes place 

shortly after hormone add/t/on and even m presence of actinemycln D, In addition, 

denamethasone induces accumulation of the JNK in]fibitor p21 w°/-I by activating waf-1 

trtmsctiption. Therefmee, interference with the JNK pathway by dexamethanone is likely to 

occur by alternative modes inve]ving both ~ t i o n a l . d e p e n d e n t  and .independent 

macb=.i.ms. HR may alan negative regtdate activation of other MAPKs pathways such as 

the Extracellular-regtdated kinase (F2,.K) pathway and, in consequence, antagonize ERK- 

targeted transcriptional activators such as Elk-l. Regulation of the activity ~f different 

MAPK pathways constitutes an alternative mode whereby hormones such as steroids and 

retmoide may control cell fate and conduct their tmmunusupreceive, anti-lnflammatory and 

antinanplantie actions. 

e 

Gfl prote/us In development and enacer 
Nadia Dabmene and Ariel Ruiz i Altaba 

Developmental Genetics Program 
Skirball Institute, New York University School of Medicine 

The first part of the presentation will focus on the rote ofGli pmteies as mediators of Hedgnhog 
signals, in neural patterning in the early embryo and in follicular development. Specifically, the 
role of Shh signaling and Gli gone function will be discussed in the comext of basal cell 
carcinoma development. In the second p.rt of the presentation, the role of Shh signaling in the 
development of the cerobellum will be presented. We have investigated a possible endogenous 
role of SH]-I in cerebellar development. We find that SHH is produced by Purkinje neurons. The 
results treating chick cerebelisr explents or purified mouse cells with SHH or a blocking anti- 
SHH antibody show the requirement of SHH in the proliferation of grenule neuron precursors. In 
addition, glial differentiation is induced by SHH. Blocking SHH signaling in vivo leads to the 
development of hypoplastic cerebella with abnormal foliation, in which Purkinje neurons are 
abnormally positioned and Bergmann gila and differrntiated granule neurons are abnormal or 
absent. Together, these in vivo and in vitro results demonstrate previously unknown functions of 
SHH in the elaboration of pattern in the maturing central nervous system and provide a 
molecular model for the coordinate regulation of cortical development in the cerebellum. The 
implications of out work to an understnadiag of meduUoblastomas will be discussed. 

Brewster, R., Lee, J. and Ruiz i Altaba, A. 1998. Gli/Zic factors pattern the neural plate by 
defining domains of cell differentiation. Nature 393,579-583. 

Dahmane, N., Lee, J., Robins, P., Holler, P., end Ruiz i Altaba, A. 1997. Activation of the 
transcription factor Gill and the Sonic hedgehog signaling pathway in skin tumors. Nature 389, 
876-881. 

Dahmane, N. and Ruiz i Altaba, A. 1999. Shh regulates the development of the cerebellum. 
Submitted. 

Lee, J., Plait, K.A., Censullo, P. and Ruiz i Altaba, A. 1997. Glil is a target of sonic hedgehog 
that induces ventral neural tube development. Development 124, 2537°2552 

Ruiz i Altaba, A. 1997. Catching a Gli-mpse of hedgehog. Cell 90, 193-196. 

Ruiz i A]taba, A. 1998. Combinatorial Gli gene function in floor plate and neuronal inductions 
by Sonic hedgehog. Development 125, 2203-2212. 
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A010 
TIIYROII) IIORMONE INHIBITS THE PROLIFERATION AND AFFEC'I'5 
TI IE PItENOTYPE OF MAMMARY EPITHELIAL CELLS. 
J p~d M. (~3~qz~lez-Sall¢~O, M6nica L6pez-BaralRma I, Anq~am Cano anti All~rto 
Mufic~z. 
Institnto de Invustigacion~ Bioln6dicas "Alberh) S,Is", Arturo Dnperier 4, 
28029 Madrid, Spain, and ICentro Univemitario Francisco de Vitoria, CalT. de 
Pozaeh~ a Majadahonda km 1.8, 28223 Medrid, Spain. 
INTRODUCCION 
Multiple data suggest a relationship I~tween thyroid hormones (tnic~dothyronine, 
T3 and thyroxine. T4) aral carcinogenesis. Studies on breast cancer are 
inconcl,sive, suggesting contradictcn'y effects of thyr~fid stares and di~..ases on 
Inmor progres,sion. However, and despite that alterations in the erbA kx:i have 
been detected in haman tumors, very little is known al~mt the molecular anti 
cellular Imsis fi)r the pro~. 'naxl effects of "1"3 on manmh, try epithelial cells. To 
define this intexaction, we have examined the effect ofT3 on the gl'owth cspacity 
and phenotyv¢ of nomml, non-tumorigenic EFH4 mammary epithelial cells. 
MATERIALS AND MEH-IODS 
EpH4, EpH4 + TRot- 1 (owr-¢xpressing thyroid hormone receptors (TR~ 1 ), and 
EpH4 * v-erbA (oveP-expmssing the v-~rbA (mcogene encoding a mutatexl 
recept*~r unable to bind hormone) were used. 
3H-thymidine i n c o ~ t i o n ,  FACScan, Iramunofluore~ence, northern and 
western blot analysis wm'¢ performed. 
R ES ULTS 
T3 inhibits in a dose-dependent manner the proliferation of EpH4 cells 
expressing appropriate receptors (EpH4 + TRot-l), whereas had no effect on calls 
which express the v-e~bA oncogene (EpH4 + v-erbA). In addition, T3 ]x~tentiated 
the growth inhibitory activity of transforming growth factor I~ (TOFIb). We have 
found that T3 inhibits cyclin DI expression. In addition, 1"3 cause phenotypic 
changes in EpH4 + TRct-I cell monolay~n's grown on porous filters leading to a 
rapid decrease in the transepithdial electrical resistance. This indicates that T3 
affects intercelhdar adhesiveness. In line with this, hormone treatment cansed a 
partial internalization and/or reduction of proteins involvexl in cell adhesion such 
as fi~tlrin, vinculm and E.-cadherin. 
CONCLUSIONS 
Our data demonstrate thai T3 n~,dulates the proliferation and phenotype of EpH4 

cells suggesting thai it amy play a role in the biology of mannn~y epithelial 
cells. 

A012 
IDENTIFICATION AND CHARACTERIZATION OF PROTEOGLYCANS 
FROM NEUROECTODERMAL TUMOR CELLS 
M Touab, J. Villena, M Romaris and A Bassols. Dept. Bioquimica t 
BIologia Moleculot: Facultat de Veterinaria. Universitat AutCmoma de 
Barcelona. 08193 Bellaterra. Spain. e-mail: anna.bassols@cc.uab.es 

Little is known about proteoglycans in the nervous system, 
although an increasing number of them are being identified and cloned 
Thus, for example, we can find the neurocanlbrevican family, which is 
related Io the large proteoglycan (versican/aggrecan), the phosphacan, 
which is the soluble form of a tyrosine phosphatase, or the NG2/MCSP 
family of integral membrane proteoglycans. These molecules are 
involved in modulating cell interactions by interacting specifically with 
several ECM components, as hyaluronan or tenascin-C o by binding 
growth factors. Their distribution suggests that they act as an 
extracellular network that contributes to the heterogeneity of the neuronal 
microenvironment and can be altered in tumors, contributing to the 
abnormal behavior of tumor cells 

In this work, we have identified a high molecular weight 
proteoglycan in several cell lines of neuroectodermal origin, such as 
melanoma, astrocytoma and neuroblastoma. This proteoglycan, which 
we have named PG-L, is produced into the extracellular medium. It has a 
molecular weight higher than 1000 kDa, bears chondroitin sulfate chains 
and shows a protein core composed of two bands of 350 and 400 kDa 
This proteoglycan is different from the well-known melanoma-specific 
proteoglycan (MCSP) since it does not react with monoclonal antibodies 
against MCSP and they can be separated after gel chromatography in 
dissociative conditions We have purified PG-L from U251 human 
astrocytoma conditioned medium after concentration, ion exchange 
chromatography and gel chromatography. The characterization of PG-L 
shows that the CS chains have an average molecular weight of 12 kDa 
and that the protein core is a glycoprotein as shown after digestion with 
glycosidases. PG-L can be related to some of the isoforms of vers=can, a 
chondroitin sulfate proteoglycan originally isolated from fibroblasts Using 
the purified preparation, we have raised potyclonal antibodies which react 
specifically against PG-L in western blot and immunocytochemistry The 
~mmunolocalization of PG-L shows that it can be found in the membrane 
as well as in Golgi-related structures. 

A079 
HLH TRANSCRIPTION FACTORS IMPLICATED IN THE 
DEVELOPMENT AND DIFERENTIATION OF EXOCR.INE PANCREAS. 

Teresa Ad¢ll, Alicia Gomcz, and Francisco X. Real. U. Biologia Cel.lular i 
Molecular, Insfimt Municipal d'Investigaci6 M/~dica, 08003-Bareelona. 

The exocdne pancreas is composed of acinar cells, involved in enzyme 
secretion, and dactal ¢¢11s wifich produce mucus and bicarbonate. Ducts] cells 
are involved in the most common pancreatic pathologies, i.e. chronic 
pancrcafifis and more than 90% of exocrine tumors. Tic expression of acinar 
enzymes is controlled by PTF-I, a transcriptional complex composed of tlu'ce 
HLH (he]ix-loop.helix) factors : E2A and HEB. which arc ubiquJmous, and 
I)48 being excrhle pancreas specific. 

We have previously shown that, in normal human exocrin¢ pancreas 
cultures (NPC), a switch from acinar to ductal phenotype occurs in the first 
days of culture. Based on their ultrastroctuml features and marker expression, 
N'PC arc undistinguishable from ductuiar complexes in du'onic pancreatitis. In 
this work, we have examined the mechanisms involved in this phenotypica] 
switch and their relatiouship m the phenotyp¢ of pancreas cancers. 

We have railed a p48-specific antiserum which recognizes exclusively 
normal acilmr cells. Using EMSA, RT-PCIL and western blotting we have 
shown thaL in NPC, loss of the acinar pheaotype is associated with loss of 
expression of p48 and disappeamace of the PTF1 complex. Shn/]arly, p48 
expression is absent from ductal pancreatic adeaocareinomas and is absent 
from ductular complexes in dwonic panereatitis. Similar results were obtained 
using an araserin¢-indaced rat I~acreas cancer model from which both acinar 
and ductal variants am svailablc : p48 is present in acinar tumors but not in 
ductal tumors. Tmnsfection of 1>48 cDNA into cells with a ductal phenotype 
does not induce an aeinar phenotype nor the expression of a reporter eDNA 
(hGh0 under the control, of the PTFl-binding sequence. By contrast, 
transfection into mnylase-¢xpressing AR42J cells induces an increase in lhe 
levels of I)48, mnylas¢, and the reporter construct. 

These results indicate that p48 expression is necessary, but not sufficient, 
for the acquisition of the acinar cell phenoty~. Farthermore, p48 down- 
regulation may play a role in chronic pancreatitis and in pancreas cancer. 

A l 1 8  

P h o s p h o r y l a t i o n  of Notch2 by Casein  K inase I 
(CKI): Possible implications in Hematopoietic 
d i f f e ren t i a t i on .  Ingles-Esteve J, Espinosa LI, Garcia J, Bigas 
A. Department of Cell Therapy. Inst~ut de Recerca Oncolbgica. 
Barcelona,Spain. 
Several mammalian Notch molecules and ligands are 
coexpressed in many differantiating tissues including 
hematopoietic calls. However, It is still unclear the unique role 
that each hornolog may have in the process of controlling cell 
differentiation in the different contexts. 
We have previously demonsb-ated that truncated Notch1 and 
Notch2 specifically inhibit myaioid differentiation in response to 
G.CSF and GM.CSF respectively, indicating a connection 
between Notch function and cytokine network in Hematopoietic 
differentiation. 
We formedy described the Notch ~ytokJne J~egulatory (NCR) 
domain as responsible for the gpeclfic response of these 
moleculas to G-CSF and GM-CSF. 
We now have studied proliferation and differentiation of 32D 
cells expressing Notch2 NCR mutant molecules. Deletions in the 
NCR region eliminate Notch2 specificity, resulting in inhibition of 
differentiation by G-CSF and G,-M-CSF; and enhanced 
proliferation in the presence of IL-3. This deletion contains 2 
putative CKI phosphorylation sites (SXXS) which are not 
present in any other Notch homolog. 
The truncated Notch2 molecule is highly phosphorylated when  
expressed in 32D cells. In addition, recombinant CI<] is able to 
phosphorylate truncated Notch2-GST fusion protein in vitro. We 
are currently investigating further connections between Notch2 
regulation and CK] phosphorylafion. These results suggest that 
regulation of Notch2 function in hematopoietic differentiation 
may involve phosphorylation by CKI. 

Funded by : CICYT SAF98-0052 
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A036  
S T O C H A S T I C  S I M U L A T I O N  O F  L O G I S T I C  G R O W T H  O F  A C O L O N  

ADENOCARCINOMA CELL LINE 
Ruiz-G6mez A, Ruiz-G6mez M J, Pastor JM, De la Pefla L, Martinez M 

Grupo de Radiobiologia. Dpto. Radiologia y Medicina bTsica. Universidad de Mdlaga, 

Teatinos, s/n. 29071 Mdlaga (SPAIN). 

Introduction.- Simulation models (deterministic and stochastic) can show the cell 

growth characteristics by predicting temporal changes happened in the population. 

Deterministic model does not consider environmental factors, whereas the stochastic 

one shows the cause-effect relationships and the adaptive phenomenon. 

Materials snd Methods.- Cell culture Colon adenocarcinoma cells were cultured in 

DME/F12-HAM medium (Ca *÷ and Mg ~ free, with L-GIn and hepes) and 

supplemented with NaHCO3 7.5 % (28 ml/L), 10 % FBS and 1% PSF 100X; at 37 °C 

in a 5 % CO2/air atmosphere. It was obtained a growth curve by daily cellular re-count. 

Simulation "K" value (maximum cellular density) was obtained from the experimental 

growth curve, and "r" value (renovation ratio) was calculated using the lining of the 

logistic deterministic model: Ln(K-N/N)-c-rt. Stochastic simulation was performed by 

the Pielou simulation, where time between events (cellular birth and death) is also 

stochastic It has been developed a computer software that performs the simulations. 

Results and Couelusions.- Tbe deterministic model showed a cellular growth similar to 

experimental one, reaching the "K" threshold without oscillations. Different surviving 

curves were obtained after stochastic simulations, where it can be observed an 

oscillating growth of the cell number, due to the influence of random on cellular birth 

and death The growth interval up to "K" threshold depends on both values, birth and 

death. The stochastic model makes a better prediclion of the cellular growth, due to the 

incorporation of so biiXh, growth and deasodependence rates, as the time and kind of 

event. This model can be used 1o study the growth of in vitro cultured cell lines under 

different conditions In the same way it could be used to predict the effects of citostatic 

drugs and radiation on cellular growth 

A043  
ADENOOAROINOMA PANCREATIC CELLS PRODUCE ANOMALOUS 
GLYCOSYLATION IN HUMANPANCREATIC RIBONUCLEASE 

Gloria Tabars, Rosa Peracaula & Rafael de Llorens 
Unidad de Bioqumica. Facultad de Ciencias. Universidad de Girona. 17071 
Girona. Spain 

Our group is studying human pancreatic ribonuclease as a possible tumor 
marker of pancreatic adanocarcinoma. Firstly, we described that 
adenocarcinoma pancreatic tumoral cells express and produce this enzyme 
and, using immunohystochemical and in situ hybridization techniques, we 
have also detected dbonuclease expression in pancreatic adanocaminoma 
tissues. The protein produced by tumoral cells has the same aminoacid 
sequence and enzymatic parameters as the produced in normal situation. 
However, monosacharide analysis of its glycorydic chains shows a different 
pattern in the tumoral dbonuclease. 
The main goal of this work is the characterization of the different 
glycosylation pattern between the ribonuclease produced by cultured 
pancreatic odenocarcinoma cells and the produced by normal pancreas, by 
using monoclonal antibodies against specific glucidic antigens. 
We used cultured adenocarcinoma cells of different degrees el 
differentiation: Capan-1, MDA-Panc 3, IBF-CP3 and Paec-1. The cultured 
media was stored and concentrated by tangential filtration. On the other 
hand, normal pancreas from a healthy donor was homogensized and 
precipitated with acetone to isolate the protein fraction. By aandwich 
ELISA with enti-ribonuclease polyclonal antibodies and monoolonal 
antibodies against glucidic antigens we analyzed the different pattern of 
glycosylation among them. 
The monoclonal antibodies used are against blood group related antigens, 
in parlicular, aialyl lewis X and sialyl lewis a, which are usually 
expressed in tumoral cells from the digestive system. , 
Our preliminary results show that ribonucleaee |ram Cupan-1 and IBF CP3 
presents sialyl lewis X antigen and ribonuclease from MDA-Panc 3 presents 
sialyl lewis a. In pancreatic ribonuclease both antigens are not 
detectable. 
These results open the possibility to differentiate the tumoral from the 
normal ribonuclease, which could allow the use of this enzyme as a tumoral 
marker for pancreatic cancer. 

A047 
ROLE OF DCC (DELETED IN COLORECTAL CANCER) IN ADHESION OF 
INTESTINAL EPITHELIAL CELLS. 

M. M~ffn, F. ~ F.X~ Reel, ,IA,~ Fabre 
Untmt de ~ Cel.lulat i Molecular IMIM. Dr Aiguader, 80. Batcelon~ 

The Deleted in Colorectel Cancer(DCC~ gene was identified as tunlour suppressor gene in 
human colorentst cercinorrms {Featon el el., 1990), e~.oding e 170-190kOa protein tmffl the 
Immunoglc~ulin sUperfamity. However, regarding to its function, DCC was shown to be inlp~iceled in 
the development oi nervous system as receptor of Notrin-1 (Cben st el.. lgg6; Kelno.Masu st e l ,  
1996; Kelodziej el el., 1996). Furlbermore. studies on Dcc knocked-out ndce {Fazsii el el., 1997) 
serioutJy questioned its implcation in mucesecrelory daferentiation, as it was previously proposed 
(Hedrick el el, 1994) 

Our results from the analysis el: t } DCC rnRNA expression by RT-PCR in 14 cx)ion cancer cell 
lines presenting various pbenotypes, 2) DCC protein expmssk~ by ~'11unohistocbemist~j on frozen 
seotions of human normal colon, and 3) full length DCC4raesfected HT-29 cells, indicated thai DCC 
was no( selectively involved in the mccosscretoty differentiation pathway, and that if was neither 
sufficient nor essential tor normal intestinal differentialion. However, functional studies on our 
ttansfect~ntl demonelreled that OCC was ~nplicaled in cell-to-substrata inleraotion. Indeed, DCC,,HT- 
29 cells presented a decreased adhesiveness to the extreesllulsr matrix comparing to control 
transtentants. Moreover, when inoculated subcutaneously in nude mice, DCC/HT-29 cells were less 
tumorigenic than the control ~ms, thus confirming its role in tumour suppression. Nonetheless, the in 
vitro analysis el their ptollferelive prof)edies did not show any effect of DCC expression. This was 
suggesting that our cellular model was lacking/n vitro of one necessary component, such as a legend, 
to generate a cellular response, in order to investigate this pouibiBy, wa analysed the effect of 
293~EBNA-Net-1 cells (secreting Nettle-I, DCC ligand in neP/ous system), as well as mesenchyrnal 
cells isolated from human intestine biopsie6 (C9 and C20 clones), On Our DCC/H'r.2g ceils. To this aim, 
either condilioned media f¢om tbees cells were used, ot co-culture experiments were pedormed. The 
effect obscured on HT-29 moq)heiogy and proliferation, as well as mobility and tumorigenicity, was 
apparently not specific. However, in cocuiture exbedments, DCC expression decreased specifically 
Ihe interaction between HT-29 and C9/C20 mesenchymst cells. Moreover, conditioned media from 
C9/C20 cells iucreased specilicstly the adhesion of HT*29 cells to the exlmcellular matrix in presence 
of DCC. 

In conclusion, our studies indicate that DCC is ImpIP..,aled in cellular adhesion and turnour 
suppress~n, but not differentiation, of intestinal epilhelal cells Finally, the analysis ot the effecl of 
293/EBNA-Nel-1 and C9/C20 messuchymal cells on DCC/HT-29 transfectants demonstrated to be 
specllio when misted to their adhesive properties towards the extracelluisr matrix. 

References: 
Cben, S. eta/ (1996) Ce//87: 187-t95, 
Fearon, E. R. eta). I1990) Science247:49-56 
Fazsii sial, (1997) Nature388:796-803 
Hedr}ck, L et el. (t gg4) Genes & Day. 8:1174-1183 
Keino-Masu, K. elel. (1996) Ce1187: 175-185. 
Koiodzlsj, P. A. etat. (1996) Cell87:197-204 
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In vitro DIFFERENTIATION OF EMBRYONIC STEM CELLS INTO 
PANCREATIC CELLS 

A. Skoudy and FX. Real 
Unitat Biologia Cel.lular i Molecular. IMIM. 
Dr Aiguader  80- 08003 Barcelona- Spain 

Mouse embryonic stem cells (ES cells) are continuously growing cells 
derived from the inner cell mass o f  the 315day blas!ocyst. ES cells can be 
cultured in an undifferentiated state in vitro for extended periods of  time. In 
some in vitro conditions they retain the ability to generate differentiated 
progeny. For instance, they can form three-dimentional aggregates called 
embryoid bodies (EB) from which they differentiate spontaneously into a 
large variety o f  cell types. The pancreas develops from an evagination o f  
the foregut o f  the embryo, early in gestation. In adults it is composed by an 
exocrine and an endocrine compartment that originate from the endoderm 
of  the primitive gut, as evidenced by the expression o f  the genes 
responsible for the production of  the acinar enzymes and pancreatic 
hormones, respectively However, the early pancreatic cell precursors are 
poorly characterized and have still not been isolated. The aim of  this study 
was to establish an early pancreatic differentiation model using ES cells as 
an experimental system. For this, ENS-26 cells (P.Savatier, Lyon, France) 
were differentiated into EB by culturing them in suspension during 21 days. 
Putative precursors o f  pancreatic cells were clearly identified as early as 4 
days. 1) Transcripts o f  p48, a transcription factor o f tbe  HLH family that is 
exclusively expressed in the exocrine pancreas, were detected by RT-PCR, 
showing a maximal expression at 21 days. Immunocyto.chemical analysis 
indicated that less than 5% o f  cells were positive for p48 staining and the 
location o f  the protein was mainly nuclear. 2) some of  these cells were 
positive for insulin and glucagon staining, two markers o f  the endocrine 
pancreas that are firstly detected in the pancreatic diverticulum during 
mouse development. This pattern o f  expression was in accordance with the 
correspondant results obtained by RT-PCR analysis.3) HNF-313, a winged 
helix transcription factor, expressed in the exocrine pancreas during mouse 
development was also detected after 4 days. In conclusion, because o f  the 
restrictive expression o f  p48 in the pancreas, these data indicate that the 
system of  ES cells provides a suitable model to study early steps o f  the 
pancreatic differentiation. 
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A084 
THE INTESTINAL DIFFERENTIATION PROGRAM ACTIVATED 
DURING GASTRIC CARCINOGENESIS DOES NOT FULLY 
RECAPITULATE A DEVELOPMENTAL PHENOTYPE. 
A. Ldoez I=errer, M. Garddo, C. Ba~anco, F.X. Real, C, de Bol6s. 
Institut Municipal d'lnvesfigacib Miklica. Dr. Aiguader, 80. Barcelona. 

Gastric apomucins, MUCSAC and MUC6, and Lewis antigens 
show a characteristic pattern of expression in the epithelium of the 
normal stomach: MUCSAC is detected in the superficial epithelium 
associated to type 1 Lewis antigens whereas MUC6 is expressed in 
the deep glands associated to type 2 Lewis antigens. Theappearance 
of cells with intestinal phenotype and mucins with different histological 
features dudng gastric carcinogenesis, may implicate alterations in the 
mucin gene expression and in their pattern of glycosylation. 

We have analysed the expression of gastric, MUC5AC and 
MUC6. and intestinal, MUC2 and MUC4 mucin genes, and association 
with Lewis antigens during gastric carcinogenesis, and to relate them 
to the developmental expression pettems. Indirect and double 
labelling immunoassays with specific antibodies, and in situ 
hybridization techniques have been used. 

Our results show that in incomplete (n=13) and complete 
(n=4) intestinal metaplasia, gastric mucin expression is down- 
regulated whereas intestinal mucin expression is activated, All these 
mucin genes are detected associated to both type 1 and type 2 Lewis 
antigens. In gastric turnouts (n=35), there is an up-regulation of 
intestinal mucin expression compared to the decreasing expression of 
gastric mucins, MUCSAC and MUC6, which are coexpressed at the 
single cell level, In foetal storpach (n=30), MUC2, MUCSAC and 
MUC6 but not MUC4, are detected. MUC5AC and MUC6 are 
coexprassed and associated with both type 1 and type 2 Lewis 
antigens. 

Conclusions: 1) The alterations in rnucin gene expression and 
the loss of association with Lewis antigens are eady events in gastric 
carcinogenesis. 2) The pattern of mucin gene and Lewis antigen 
expression in gastric tumours does not fully recapitulate a foetal 
pbenotype, 

A0127 
UV Irradiation Induces the Murine Urokinase-type Plasminogen Activator 
(uPA) Gene Via the cJun N-terminal Klnase (.INK) Signaling Pathway. 
Requirement Of an APl-enhancer Element. 

F Miralles I, M Parra*, C Caelles 2, Y Nagamino a and P Mufioz-Cinoves I 

I Departament de Receptor; CeLlulars, [nstitut de Recerca Oncolbgica (1RO), 
Barcelona, Spain; 2Unitat de Bioquimica, Univendtat de Barcelona, Spain; 3~,Friednch 

Miescher Inuitut, Basel, Switzerland. 

Ultraviolet light (U~  inad~6on leads to severe damage like culaneons 
inflanm~on, immunopre~ion and cancer, but also results in a geno induc~en 
protec~e r e s p ~  mined the UV r~pome. The sigMl u~g=~g the U'v' 
reqxm~ wa= thought to originate from DNA damage; recent flndin~, however, 
have evidenced that it is initiated at or near the cell me~beane and ~ammitted via 
cytop]a~c kinase cascades to induce gone tnmscr~tion, Uro]dmlse-typ¢ 
plasminogen activator (.PA) was the tint protein shown to be UV inducible in 
xefodenm pigmentosmn DNA repair-deficiem human cells. However, the 
undedy/n8 moleonbr m e ~ h , , ~  respondble for the induction were not 

We have found that the endogenous murine uPA gone product is 
~ ' e n a l l y  up-regulated by UV in NIH3T3 fila~blast and F9 
t e r a t m  ceils. Th/s induction required an A.Pl-enh~ne4n" clemont located 
at -2.4 kb, since deletion of this site abrogated the induction. We anelyT.ed the 
¢ o n ~  of the three differont type= of UV-inducible mitogawact/vated 
protein (MAP) ~-~=-~ (ERK. JNK/SAPK and p38) to the activation of the 
routine uPA pronmt=r by UV. MEKKI, a specific JNK ~va ~r ,  induced 
transcription from the uPA promoter in the absence of UV trceemcnt, whexces 
coexpre~on of c.ataiyficalIy inactive MEKK 10C432M) and of cytoplasmic JNK- 
inhlhitor JIP-I inldbited UV-induced uPA Uran~riptional activity. In con~ust, 
noithe¢ domina~ negative MKK6 (or SB203580) nor PD98059, which 
specifically inhibit p38 and ERK MAP idnase ~pathways, respectively, could 
abrogate the UV-'ir,~--~ed effect. Moreover, our resul= indicated that wild type 
N-termiml cJun, but not nmmted cJun (Ala63/73), was able to mediate UV- 
induced uPA uanscriptional activity. Taken together, we show for the first time 
that kinases of the JNK family can activate the uPA promoter. This activation 
links ext~nal UV ~m.!=t~on and APl-depondent uPA transcription, providing a 
~-anscfiption-onupled signal Wansduction pathway for the induction of the murine 
uPA gone by UV. 
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A026  
EPIDEMIOLOGY OF BREAST CANCER IN THE HEALTH REGION OF GIRONA. 

A Izquierdo 1,2 R Marcos I, JM Cornelia 2, R Fuentes 2, L Vilardell 1, P Viladiu 1'2 
1 Unidad de Epidemiologia y Registro de Cancer de Girona. tnstitut d'Assiatancia 
Sanitaria. 2 Sarviclo de Oocologia Hospital Santa Caterina y Hospital Josep Trusts. 
Girona 

AIM. To analyse the incidence, mortality, prevalence and survNal of breast cancer in 
the Health region of Girona. 

MATERIAL AND METHODS, The information was obtained from the population-based 
cancer Registry of Girona. The incidence and mortality corresponding to the new cases 
of invasive breast cancer diagnosed in the period lg94-1995, Cases detected by death 
certificate were included. IARC recommendations were used in the case of multiple 
tumours. Survival was calculated from the patients diagnosticated between 1980-89. 
The average time or follow up was 10 years. Observed survival was calculated by 
Kaplan Meier method and relative survival was calculated using a procedure described 
by Ederer, 
RESULTS. During the period 1994-1995 were diagnosticated 539 cases in Girona 
Health Region. 
The crude incidence rate was 102.9, the age standardised incidence rats was 65.4 new 
cases per 100.000 women/year. 
One of each 3-4 cancers diagnosed in women w~s breast cancer, one of each 13 women 
will developed breast cancer before the age of 7S. The number of death for breast 
cancer was 180 cases. The crude rats of mortality was 34.4 end age standardised 
mortality rate was 18.9. The average years of life lost because of breast cancer was 
13.3. The estimate number of prevalents cases is about 5.000. 
The observed survival of the 1406 cases corresponding 1o the period 1960-1989 at 5 
and 10 years was 60.5% and 40.7%, the relative survival at 5 and 10 years was of 
65% and 48.9%. 

CONCLUSIONS. The incidence of breast cancer in Girona is high in relation to the 
incidence in Spain although is situated in an intermediate level when is compared with 
international registries. The stendardised rate has increased from 43.1 cases 
100,000/year for the period 80-84 to 65.4. At the present time the survival is 
similar to the European average. 

A090 

FOLLOW-UP OF A COHORT OF HBsAg.POSFFIVE BLOOD 
DONORS IN CATALONIA 
J. Ribes, FX Bosch, V. Moreno, G. P~rez 1, C. Ferr~n 2, E. Argelagues 3, 
E. Ribb 4, A. Ordina s. 
Servei d'Epidemiologia i Registre del C~ncer. Institut Catalb d'Oncologia. 
Autovia de Castelldefels, KM. 2,7. L'Hospitalet de Llobregat, 08907 
Barcelona. Spain. 

Registre de Mortalitat, Generalitat de Catalunya, 2 Blood Bank, Ciutat 
Sanitbria i Universit~ria de Bellvitge. 3 Blood Bank, Hospital de la Valle 
de Hebrbn. 4Blood Bank, Hospital de la Creu Roja. 5 Blood Bank, 
Hospital Clinic i Provincial de Barcelona. 

Background: In Catalonia, Spain, the prevalence of HBsAg in a random 
sample of the general population is 1.7% among males and 1.6% among 
females. 
Objective: i) to quantify the risk of death among HBV carriers, and if) to 
determine risk factors for progression to liver cancer. 
Methods: In the period 1970-1985, a cohort of 2228 HBsAg carriers 
(1772 males, 742 females) was identified among voluntary blood donors. 
Passive follow-up has been conducted by a record linkage with the 
mortality files for the period 1985-1996. An active follow-up of the cohort 
is being conducted (medical interviews). 
Results: For males, an excess mortality due to liver cirrhosis (SMR= 
281.5, CI95%: 172.5-459.5) and to liver cancer (SMR=431.8, CI95%: 
206.1-904.7) has been demonstrated. The estimated attributable fraction 
for liver cirrhosis is 3% and 5.3% for liver cancer. For females, two 
cases of liver cirrhosis (SMR=195.4, CI95%: 49.0-778.9) and no cases 
of liver cancer have been found. 
Conclusions: Among males, HBsAg positivity increases three-fold the 
risk of death due to liver cirrhosis and four-fold due to liver cancer. HBV 
accounts for a minor fraction (<5%) of the liver cancer cases observed. 
Implications: In Catalonia, the low HBV attributable risk estimated 
for cirrhosis and liver cancer suggests a non significative Iong-terme 
mortality decrease for these causes after the hepatitis B, vaccination 
programme. 
This work was partially funded by FIS 94/1635. 
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SMOKING AND DRINKING HABITS'  CHARACTERIST ICS AND 
RISK OF E S O P H A G E A L  CANCER IN MEN AND WOMEN 

X, Castellsagu(~, M.J. Quintana, N. Mufioz, E. De Stefani, C .G  
Victors, R. Castelletto, P,A. Rolbn. 

Institut Catal~ d'Oncologia, L'Hospitalet de Llobregat 

Background: The knowledge of which aspects of alcohol and 
cigarette consumption most strongly influence esophageal cancer risk 
has important public health implications for a tumor that depends on 
prevent ive strategies for its control. In particular, the assessment of 
these exposures among women and the impact of cessation taking 
into account the exposure history of  the individual have been poorly 
assessed. Methods :  Data from a series of 5 case-control studies of 
squamous-c, eil carcinoma of the esophagus conducted in high risk 
areas in South Amedce, were combined and analyzed using 
mult ivariate logistic regression procedures. The studies were designed 
and coordinated by the IARC using the same research protocol and 
data collection procedures. A total of 830 cases and 1779 control 
subjects were  included in the analysis. Resu l ts  and conclusions: All 
exposure measures of  alcohol and cigarette consumption and 
cessation were  strongly related to esophageal cancer risk in both men 
and women. Women had the same exposure profile than men, but the 
magnitudes o f  the associations were somewhat  lower than were those 
among men. The specif ic exposure characteristics that most strongly 
influenced the risk of  esophageal cancer were: the average amount of 
alcohol consumed per day, the lifetime duration of cigarette smoking, 
the type of  tobacco smoked and the time since quitting either habit. 
The relative risk for black tobacco smoking was about two times 
higher than was that for blond tobacco smoking and a synergistic 
interaction was identified with amount of cigarettes smoked. Strong 
inverse dose-response relationships were identified with time since 
quitting either habit. The risk reduction after cessation was 
consistently observed regardless of  the previous duration and intensity 
of  the habit and the type of tobacco or alcoholic drink consumed. 

This work was partially funded by IARC and FIS 97/0662. 

A 0 9 4  

Prevalence of cancer in relatives of young women with 
breast  cancer 
S|lvia de Sanjos~ (1), Langnhr K (1), Viladlu P (2), Borr ts  J (3), 
Izquierdo A (2), Villardell L (2), Bellve M (3), Font R (1), Galceritn J (4), 
Moreno V (1), Bosch FX (1) 
(1) Institut Catal~i d'Oncologia, Hospitalet de LL, Barcelona, (2) Hospital 
Universitari Sant Joan, Reus, (3) Servei d'Epidemiologia i Rcgistre de] 
CAncer, Girona, (4)Rcgistre de C/racer de Tarragona. 

Of all cases of breast cancer, 4-5% are atmbutable to the inheritance of a / 
several gene/genes. Ovarian cancer, Colon cancer, and, probably, pancreatic 
and prostatic cancer are associated with breast cancer. The data presented are 
part of a study whose purpose it is to estimate the prevalence of BRCA1 and 
BRCA2 mutations in women with breast cancer. 
Objectives: To investigate whether there is an e}evated number of cancers 
for different types in relatives of women with breast cancer younger than 45 
years as compared to that observed in the general population of Catalunya. 
Methods: Pedigrees were obtained from 147 women younger than 45 
consecutively diagnosed with breast cancer in the population of Tarragona 
and Girona. Population-based cancer registries cover these two areas. For 
every first and second-degree relative of these 147 women with breast cancer 
the cumulative risk of developing cancer is calculated. The sum over all 
probabilities gives the expected number of cancers, which is done for each 
cancer type. These numbers are compared with the observed numbers in the 
study population by means of the Standard Mortality Ratio (SMR). 
Cumulative risks for developing cancer of Tarragona and Catalunya are 
used. 
Results: 270 cases of cancer are observed including 59 breast cancers, 30 
stomach cancers and 22 liver cancers. The global SMR for the whole 
population is less than I, but differences are observed for different 
generations, e.g. 1,523 for sisters, 1,553 for mothers and 0,555 for 
grandfathers. The SMR for breast cancer in the female population amounts 
to 1,373. It is 2,488 for sisters, 2,373 for mothers, 1,563 for aunts and 0,788 
for grandmothers. 
Financially supported partially by Marato TV3 49/95. 

A025  

CANCER INCIDENCE AND MORTALITY IN THE HEALTH 
REGION OF GIRONA, 1994-1996. 

R Marcos 1, A Izquiardo 1,2, L Vilardalt 1, M Be/tren 2, E Canals 2, P Viladiu 1"2 
I Unidad de Epidamiologia y Ragiatro de C~Jncar de Girona. tnstitut d'Assist~ncia 
Sanitaria. 2 Servicio de Oncologia Hospital Santa Caterina, Hospital Josep Trusts. 
Girona. 

AIM. To calculate cal'K~r incidence and mortality at the Health Region of Girone. 
MATERIAL AND METHODE. The data ware obtained from the population-based 
cancer registry of Girona. The area covered by the registry is the Health Region of 
Girona with a population of 509.458 inhabitants. (Census of 1991) 
The data corresponding to the registered cases during the period 1994-95. The 
parameters of quality ware a percentage of histological verification of 88.7% in men 
end 88.9 % for woman and the cases accepted as death ce~ficete only, were 4.1% for 
man and 4.5% for women. 

RESULTS. During the period 1994-1995, 4.383 cases of cancer (excluded skin no 
melanoma and cancer in situ), ware registered. 
The di=tributlcn according to =Nix was 2.543 cases in men with a crude incidence rate of 
495.3 cases par 100.000/year, and an age stenderdised incidence rate of 291.0. 
The number of cases in woman were 1840 with a crude incidence rate of 351.3 and an 
age etandardisad incidence rate of 197.S. 
Lung, colon.rectum, bladder, larynx and stomach were the 5 more frequents sites in 
men in the age range of 15 to 65 years. In the women the 5 more frequents sites were 
breast, colon-rectum, uterus, cervix uteri and ovary, 
In men older than 65 years the 5 eites more frequents were, prostate, lung, colon- 
rectum, bladder and stomach. 
For women older than 65 years the 5 sites more Irequents were, breast, colon- 
rectum, unknown primary site, stomach and corpus uter i . 
Mortally. During the period 1994-95. the number of cancer deaths were 2.42& That 
supposed a crude mortality rate for men of 292.4 and an age standardised mortality 
rate of 161.1. For women mortality rates were 176.6 and 78.8 respectively. 

Lung cancer has been the first cause of mortality in men, and breast cancer was in 
women. 

CONCLUSIONS. The cancer incidence in the Health Region stands at an intermediate 
level when we compare with the rest of cancer registries in Spain and Europe. The 
cancer more frequent in man is lung cancer and in women is breast cancer. These 
tumors are also the first causes of mortality for cancer, but in men older than 65 
years old the tumor more frequent is prostate cancer and in women the breast cancer. 

Cancer mortality in the Health Region of Girona is placed in an intermediate-low level 
compared with the rest of European registries. 

A 0 4 4  

TITTLE: ANTIOXIDANT MICRONUTRIENTS AND BREAST CANCER: 
A STUDY OF THE PLASMA CONCENTRATION-TIME CURVE 

AUTHORS: M' Sande Meiiide t'2, JM. Barros- Dios 1'2 , M. Macla Cortifias 3'4 
JArea de Medicina Preventiva y Salud ]~blica; 3Area de Obstetricia y 
Ginecologta: Facultad de Medicina. Universidad de Santiago de 
Compostela)Servicio de Medicina Preveativa;4Servicio de Obstetricia y 
Ginecologta: Complejo Hospitalario Universitario de Santiago de Compostela 
INTRODUCTION: Experimental studies show the defensive role of [3- 
carotene, vitamin E and vitamin C from oxidative damage caused by free 
radicals with mutagenic properties. SUBJECTS AND METHODS: 
Transversal epidemiological study that includes an intervention 
(administration of a single oral dose of 45 mg of 13-carotene, 225 mg of 
tocopheryl acetate and 450 mg of ascorbic acid) to compare the plasma 
concentration-time curve in two groups: breast cancer patients whit local o 
regional extension of the neoplasia (cases) and patients never been diagnosed 
of cancer (controls). Plasma levels of [~-carotene, c~-tocopheml and ascorbic 
acid were determined by a high performance liquid chromatografy (HPLC) 
method. Ascorbic acid was measured using a fluorometric technique. Samples 
were collected inmediatly before capsules ingestion and 2, 6, 8, 24 and 48 
hours after dosing. Tbe'statistic analysis of data is based on repeated measures 
analysis of covariattce. RESULTS: Plasmatic levels curve for J3-carotene and 
for vitamin C shows differences (p--0.036 and p=0.007 respectively) between 
cases and controls, being the mean levels of cases lower than controls. 
Plasmatic response for a-tocopherol is analogous in both groups. 
CONCLUSION: There are differences in plasmatic levels curve for 13- 
carotene and for vitamin C. It is also observed for these two vitamins a 
probably greater absortive efficiency. It is considered important to study the 
metabolic lutes of antioxidants micronutrients in organism's defense 
antioxidant system. 
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A052 
SPANISH MULTICENTRIC STUDY ON BLADDER CANCER: GENETIC AND 
ENVIRONMENTAL FACTORS (EPICURe STUDY) 

Sale M, Malals IV, Kogevinaa M, Real P, Tot& It#, Tardon A, Serra C, Gamia-Closas R, 
Carramo A on behalf of the Spanish group of the E, oiGUro study, 

Introduct ion: Sledder cancer is one of the most frequent cancers in Spain among 
men. Tobacco end ocoupaticnal exposures are the main dlk sectors. The role of other 
sxposuree such as chlorinated water consumpticn, pmmve smoking, air pollution and 
diet is unclear. Interaction of gonelle po;ymoq)hisms (e.g. NATt, NAT2, GSTM1) with 
environmental ranters has been scarcely examined. The importance of p53 as an 
independent prognostic factors has been suggested but evidence is still inconclusive. 
There is little information on the dl=gnoltio or prognostic importance of other 
molecular alterations (p21, RB) particularly for superficial tumors. We present the 
first Spanish multinentric study which evaluates environmental exposures, genetic 
factor=, dinlco-psthologic and molanuier characteristics of the tumor using valid and 
state<)f-tho-art epidemioicgicel and laboratory methods. 
~ .  Multlcentlic hcapltal- based cnse-control and survival 

study. Approximately 1500 incident bladder cancer cases diagnosed between 1998- 
2000 in 20 hospitals of Alicanta, Asturias, Cataluna and Tenarita and a similar 
number of controls are included in the study. Patients are interviewed for 
approximately 90 minutes using a computerized qussticnnake with detailed questions 
on occupational and resldant!,ld histoW, smoking habits, coffee coosumplion, medical 
and family hietory, diet, quality of llfe and disease symptoms. Information on urinary 
pH are obtained from al~ subjects as well as Paraffin block= from cases. Blood samples 
(40 ml) are shipped daily end processed at • central laboratory. Genetic 
polymorphiems, DNA repair assays and tumor markers are evaluated. Treatment is 
rec(xded end cases are foflowed for ranurmnce, progression and mortality. 
~ l .  This is the iirat muhicantric study on bladder cancer 

carried out in Spain using state-of-the-art methodology in both the epidemiological 
and the moiocuier biology part. Due to its large size, it will be possible to evaluate 
gone-environment interactions. Participation rate is between 90-95% for 
questionnaire end blood samples. Results of this study will bring innovative 
information on the etiology, diegnusis, natural history and prognosis of one of the 
most frequent cancers in Spain. 

A082 
EPIDEMIOLOC[CAI, STUDY ON P53 AND K-RAS MUTATIONS IN 
I)iVEILqE HUMAN CANCERS IN THE BALEARIC ISLANDS 

INTRODUCTION 

'['he cancer mortality rate in the Balearic Islands is one of the highest in Spahx. 
N¢vc~heless, at a genetic level, there is no st~idy of molecular alterations in this 
pathology in the Baleario population. Mutations in ,¢,uppre~sor genes such as the 
p53, and oneogenes snob as the K-re.% play aa important role in the onset and 
deve[opment o1" human cancers, so their study would be usefid from both 
epidemiolosica[ and clinical points or' view. 

MATERIAL AND METliODS 
The preseac¢ of mutatiom at exons 5-9 of the p53 geno and at co, don 12 of the K- 
ras oncogene was studied in 72 sample.of tumoral tb.q~ nf diver~ origin (38.9°/, 
colon, 29.2% bladder, 13.9% breast. 18.0% other origins) proceeding from patients 
resident in the Baleeric lslattde, The PCR-SSCP method was nsod to screen p53 for 
mutations. Nested PC'R-Hphl digestion-gel was the strategy used to detect K-ras 
tnutqtions, 

RESUI,'['S 
I [ samples 05.3%) were identified with mutationtt ill l or 2 of the p53 axons. No 
ease was observed of simultaneous mutation in 3 or more exoas. Exon 6 showed a 
higher percentage of alteration, 42.9%, whereas only 7.1% of the mut.alloas were 
ob,,~orved on oxorLs 7 or 8 .  Brok¢lt down by patholo#¢t, molecular alteration was 
seen in colon and bladder turnouts of 17.9% and 9.5% respectively. K-ras codon 12 
mutation was detected in l0 samples (13.9%), half of which were homozygotts. 
Mutatioa was more I~quant in colon tlanours, 9 out of 28 samples 02.1%). 
Motntions were present simultaneously in p53 and K-ras in 5,6% of all cases, 75% 
uf which were adonocarcitmnms of the colon. 

CONCI,USIONS 
'['ho study hishlights the low frequency of mutations iu the p53 gene in contrast with 
the results of other studies. At the same time, the low frequen~:y of sim=dt,'meoas 

mutations in p53 and K-ms would appear to suggest that these changes occur 
independently in the majority of tumorigenesis. 

A092 

SIMULTANEOUS EXPOSURE TO TOBACCO AND ALCOHOL 
CONSUMPTION AND ESOPHAGEAL CANCER RISK 

X. Castellsagu6, N. Mufioz, E. De Stefani, C.G. Victora, R. Castelletto, 
P.A. Rolbn. 

Institut Catal8 d'Oncologia, L'Hospitalet de Llobregat 

Background: Because many individuals are simultaneously exposed 
to cigarette and alcohol consumption, estimation of the joint effects of 
these habits' characteristics on esophageal cancer risk is important for 
health promotion and disease prevention strategies. Methods: Data 
from a series of 5 case-control studies of squamous-cell carcinoma of 
the esophagus, conducted by the IARC in high risk areas in South 
America, were combined and analyzed using multivariate logistic 
regression procedures. A total of 830 cases and 1779 control subjects 
were included. Results and conclusions: A history of simultaneous 
exposure to cigarette smoking and alcohol intake had a strong, dose- 
response, multiplioative effect on esophageal cancer risk. Among 
women, a synergistic interaction was found between smoking and 
alcohol. Among men, the synergistic interaction was only detected 
among moderately exposed subjects. Alcohol and tobacco alone were 
strongly related to the risk of esophageal cancer, even in the absence 
of exposure to the other risk factor. Moderate cigarette smoking 
without ddnking and moderate alcohol drinking without smoking had 
little or no effect on esophageal cancer risk. However, the 
simultaneous exposure to the same moderate amounts increased the 
risk 13- to 19-fold in men and women, respectively. Combined 
exposure tc heavy alcohol ddnking and black tobacco smoking was 
associated with a 107-fold increased risk, identifying thus the 
subgroup with the highe,st risk for esophageal cancer. Highest risk 
reduction was observed when both habits were stopped. Quitting 
cigarette smoking was associated with a subsequent risk reduction for 
both current and ex-alcohol drinkers. The risk reduction effects 
associated with alcohol consumption cessaiion were modest and long 
term unless there was a few years of concomitant cigarette smoking 
cessation. Implications: Priority should be given to smoking 
prevention and cessation programs. 

This work was partially funded by IARC and FIS 97/0662. 



9. Genomic Instability in Cancer 

K 
Overall deregulation in gene expression as a novel indicator 
of tumor aggressiveness in colorectal cancer 
Silvia T6rtola t, Rosa Ana. Risques 1, Eugenio Marcuello 2, Gabriel 
Capell~ n and Miguel A. Peinado 1 
1Inst. Recerca Oncol6gica (Dept. Cancer & Metastasis), L'Hospita/et, 
Barcelona. 2S. Onco/ogia, Hosp. Sant Pau, Barcelona. J/nst. Cata/~ 
d'Oncologia, L'Hospita/et, Barcelona. 

Malignant transformation of the cell is accompanied and 
characterized by disruption of genetic material and aberrant 
expression of multiple genes. Systematic analysis of differential 
gene expression in human tumor samples may provide with an 
estimate of the degree of genetic and epigenetic deregulation in 
neoplastic cells. We have assessed, by means of a RNA 
differential display technique, the overall gene expression 
deregulation in a prospectively collected series of 68 human 
colorectal carcinomas. An index of differential expression has 
been calculated for each case. A similar proportion of the 
displayed sequences (23%) was under- and over-represented in 
the tumor respect the normal tissue. An increased variation in the 
expression profile was observed in advanced Dukes' stages 
(P<0.02) and correlated with lymph node invasion (P<0.05). 
Furthermore, a diminished overall survival was associated to 
increased rates of deregulation (Log-rank, P<O.02) and specially 
down-regulation (P<O.O01). When Cox multivariate analysis was 
performed in front of Dukes' stage, both indexes of differential 
expression were independent indicators of a worse outcome 
(P=0.05 and P<0.01 respectively). We conclude that estimation 
of the fraction of differentially displayed tags by RNA 
fingerprinting may have relevant applications in the prognostic 
assessment of colorectal cancer. 
This work was supported by grants form CICYT and Maratd de TV3. 

L 
TRAN S CRIPTI ON~A SSOCIATE D GENETIc INSTABILITY IN THE E UKAR¥OTE S. ~ i s f i u  

A. A_~uiterA. S. ChJlvez, J.l. Piruat and P. Huer~s 

Departamento de C, en~tica, Faculted de Biologta, Universided de Sevilla, 41012 Sevilla, Spain. 

One common characteristic of many tumor cells is their high levels of genetic instability. 

This is observed as increased mutation rates, structural alterations of microsatellite DNA, ganomic 

rearrangements (translocations, deletions or inversions) and changes in chromosome number 

(aneuploidy or poliploidy). Imporlamt clues to understand the molecular basis of genetic instability 

in humans have been provided by studies in simple eukaryotic organisms such as the yeast $. 

cerevisiae, This is the case of microsatellite instability associated to some HNPCC tumors. The 

identification and genetic analysis of yeast genes revolved in DNA mismatch repair has been 

essential to establish an association between such tumors and defective mismatch repair. 

Our interest is to understand genetic instability associated Io long dispersed DNA repeats in 

ettkaryotes. These repeats may be a source el chromosomal rearrangements such as large deletions, 

inversions and translocattons. We have devised genetic systems to identify genes and molecular 

mechanisms involved in the instability of large DNA repeats. Our study clearly shows that the 

impairment of RNA pol ll-dependent transcHptlonal elongation may be a new SOurce of genetic 

instability, as measured by DNA repeat recombinalion and plasmid instability (L2). We have 

identified two eukaryotic genes, HPR1 and TH02, whose null mutations corder a strong increase of 

recombination between DNA repeats, in contrast to known mutations leading to increased genetic 

instability, these new genes seem not to be aftected in either DNA replication or repair. Instead, 

the hyper-recombinetiort phonotype ot the mutants is absolutely dependent on transcription. The 

inability of the mutant cells to elongate transcription is linked to the plasmid instability 

phenotype and to the induction of r~combination at the regl<m where elongation is impaired (2,3). 

One of the genes identified, THO2, has homologs ha S. pombe, C. e/egans, mice and humans. 

Therefore, it is likely that transcription impairments could be a general source of genetic 

reammgarnents in eukaryotes. 

I. Prado F, Piruat Jl, Agui[era A 0997) EMBO J.16: 282@2835. 

2. Cl~vez S, Aguilera A (1997) Genes Dev. II: 3459-3470 

3. Piruat Jl, Aguilera A (1998) EMBO J. 17:4859-4872 

$33 



$34 Scientific Topics 

A 0 1 6  

M U T A T I O N S  AT  K-ras AND p53 AND MICROSATELLITE 
INSTABILITY,  A L T E R N A T W E  GENETIC P A T H W A Y S  IN 

C O L O R E C T A L  CANCER 
Gonz~ilez-GarGla I, Peinado MA, Moreno V, Benasco C, Navarre M, Martl 

J, and the Bellvitge colon cancer study group. 
ICO, IRO, CSUB, Gran Via km 2.7 rHospitalet, Barcelona. 

Introduct ion.  Mutations in K-ras oncogene and p53 tumor supressor 
gene as well as microsateilite instability (MIN) are frequent genetic 
alterations in colorectal cancer and represent 3 different mechanisms in 
carcinogenic process. 
Aim. To analyze the relationship between these genetic alterations and 
different clinical and pathological parameters. 
Methods. Two hundred and ten patients who have undergone surgical 
resection were prospectively included in this study. Mutations in K-ras, 
codons 12 and 13, and p53, axons 5 to g, were detected by SSCP and 
cyclic sequencing. Mlcrosatellita instability was analyzed by PCR 
amplification of 5 different loci, 4 (CA)n and 1 An, and electrophoresis in 
sequencing gels. Also we have analyzed the microsatellite sequence 
(G)8, present in the coding sequence of BAX, an apoptotic gene. 
Results.. 43% of the tumers.(8g/205) displayed K~ras mutations, 50% 
(79/157) had mutations at p53 and 9% (18/206) were MIN+, with two or 
more unstable microsatellites. Among the MIN+ tumors 55% (10/18) had 
mutation in BAX but none of the 60 MIN- tumors analyzed had BAX 
mutated. None of the tumors had the 3 alterations simultaneously. 
Tumors with K-ras mutated were frequently MIN-, had less mutations at 
p53, usually were Dukes A o B and were more frequent in individuals 
under 73 years. Tumors with mutations in p53 were higly invasive (most 
of them were pT3), also displayed a low percentage of mutations in K-ras 
and almost all were MIN-. MIN+ tumors were right sided, poorly 
differentiated and eady onset (under 50 years), they rarely had mutations 
in K-ras or p53 and had a high percent of mutations in BAY,. 
Conclus ions.  The 3 genetic alterations analyzed in this study represent 
alternative pathways in colorectel cancer and tumors harvoring each of 
them have different clinical and pathological characteristics. 
Project funded by MaratO TV3 95/48 and FIS 97/0787 

A061 
INACTIVATION OF DNA REPAIR GENES BY PROMOTER HYPERMETHYLATION 
IN HUMAN CANCER, 

Mane/Entailer, Stave B. Bayfin and James G, Herman. 
Tumor Biology, The Johns Hopkins Onco/ogy Center, Baltimore, USA. 

The main function of DNA rnethylation is the organization of the chromatin 
in regions with and without transcriptional activity. In cancer, gene 
silencing induced by hypermethylation affecting the CpG islands located in 
the promoters is observed. The epigenetic event causes abrogation of gone 
function like a classical genetic mutation. In contrast, we can reverse in 
vitro the lesion by the use of demethylating drugs. The target genes are 
usually key elements in cancer, including tumor and metastasis suppressor 
genes (p16, p15, Rb, VHL, E-cadherin). Our recant data provide three new 
targets: 

-hMLHt: gone involved in the DNA mismatch repair pathway, hMLHt germ line 
mutations (in addition to hMSH2) cause the Hereditary Non-Po~yposis 
Coldrectal Carcinoma (HNPCC). The tumors (colorectal, gastric and 
endometrial) observed in these patients display the microsatallite 
instability phenotype (MSI). MSI is also observed in the corresponding 
sporadic tumors, but somatic mutations in hMLH1 or hMSH2 are found only in 
tess than 10%. We strongly suggest that the mechanism accounting for the 
MSI in the vast majority of sporadic tumors is hypermathylation-associatad 
inactivation of hMLHt. Thus, hMLH1 promoter hypermethylation observed in 
approximately 20% of coiorectal, gastric end endometrial tumors, leads to 
MSf and to genetic defects in targets genes like BAX, TGF~tRll or IGFIIR. 
-MGMT: O6-Methylguanine DNA Methyltranslerase. MGMT is a DNA repair gene 
involved in removing alkyl groups in the base Guanine. This lesion is 
promutaganic and should be corrected to avoid mutations in oncogenas and 
tumor suppressor genes. It had been reported loss of MGIMT activity in 
cancer cells, but now our results demonstrate that MGMT is inactivated by 
promoter hypermethylation in across several tumor types. Brain tumors and 
coiorectal carcinomas ere the most common targets. 
-GSTPI: Glutathione-S-translerase PI. The GSTP1 gone is involved in the 
dotoxilication of several carcinogens. GSTP1 binds electrophilic compounds 
to the gfutathione allowing their easy excretion, Overexpressed in several 
tumor types, it is ions in others. GSTP1 inactivation may lead to DNA 
alterations induced by hormone metabolites. We report that GSTP1 is 
inactivated by promoter hypermathylagon in prostate, breast and renal 
carcinoma, where careinogenic products derived from estrogen and 
testostarone would cause DNA adducts. 

A 0 7 6  

TGF-fl RECEPTOR (RII) MUTATIONS AND MICROSATELLITE 
INSTABILITY (MI) IN SPORADIC COLORECTAL CANCERS. 
Angeletti S °. Okroujnov I °, Martinez MJ °, Jimenez E °, Huarriz MS., Dicuonzo G*, 
Andidn E., Guzmln M., Brugarolas A., Gareia-Foncillas jo, 
°Molecular Oneolegy Laboratory, University Clinic, University of Navarre, 
Pamplona, Spain. *Area di Medicine di LaboratorioCampus Blamed/co, Rome, 
Italy. 
INTRODUCTION: TGF-[3 is a multifunctional polypeptide that regulates different 
cellular processes such as cell proliferation, cell migration, differentiation and 
extracellular matrix deposition. It exerts its effects by binding to specific cellular 
receptors. Three major types of receptors have been identified: type 1 (RI), type II (RII) 
and type III (Rill). 
It has been demonstrated that RiI gene contains a (A=0) repeat where mutations are 
detected and that RiI receptor was frequently inactivated in human colon cancer cell line 
that exihibited microsatellite instability but not in colon cancer cells that did not display 
microsatellite instability. 
AIMS: We studied sporadic colorectal cancers to analyze RiI receptor of TGF-I] and its 
potential correlation to microsatetlite instability. 
MATERiAL AND METHODS: Tumor biopsies from 22 patients diagnosed of colon 
carcinoma were collected and genomic DNA extracted by conventional method. PCR of 
poly(A) tract of RII gene was performed and amplified products sequenced on an 
automated DNA sequencer ABI-377 (Perkin Elmer, Foster City, USA). Sequences were 
evaluated by using BLAST software. MS] was analyzed by using the following loci: 
DIS2883. D2S123, D3S161 I, D5S346, D7S501, D8S254, TP53-Di, TP53-Penta, NM23 
and DIGS35. Fluorescent multiplex PCR was performed to asses microsatellile instability 
in these loci. 
RESULTS: Mutations of TGF-13 ILll gene have been detected in 5/22 (22,7%) tumor 
samples analyzed. We identified 3/5 (60%) insertions and 2/5 (40%) deletions. In positive 
patients cancer localization was at rectum in 3,'5 (60%) and at sigma in 2/5 (40°/,). 
Tumors were classified according to Duke's system as stage A in I/5 (20%) and stage C 
in 4/5 (80%) Microsalellite instability (MSI) was detected in 4/22 (18,18%) biopsies 
analyzed. Between all patients studied 3/4 (75%) biopsies presented MSI at two loci and 
I/4 (25%) at three loci. MSI was detected in 3/5(60%) biopsies with TGFd3 mutations 
and in 1/17 (5,8%) biopsies without TGF-~3 alteration and it was not detectable in 16/17 
(94,2%) biopsies without TGF-13 mutations. 
CONCLUSIONS: Our findings reveal that the presence of R]I mutations is clearly related 
with a high incidence of microsatellite instability determining a potential role of RII in 
the integrity of genome On the other hand these data suggest that microsatenite 
instability is more frequent in rectum and sigma (distal or left-side colon) in advanced 
stages. It could be a late event in the colorecta] carcinogenesis. 

A031 

D E T E R M I N A T I O N  O F  T U M O R A L  H E T E R O G E N E I T Y  IN H U M A N  
C O L O N  A D E N O C A R C I N O M A  

De la Pefia Fernandez L, Ruiz-G6mez MJ, Martinez Morillo M 

Radiobiology Group. Dpmt. of  Radiology and Physical Medicine. School of  
Medicine. University ofMfilaga. Teatinos, stn. 29071 M~ilaga (SPAIN). 

In t roduc t ion :  There are more and more evidences that suggest that, in the 
moment  o f  the diagnosis, most o f  cancers present a diverse biologic potential 
because o f  the tumoral heterogeneity (tumour subpopulations that present 
differences in growth rates, DNA content, antigenic expression...); which have 
deep clinical implications. It is believed that tumour heterogeneity is partially 
responsible for treatment failure and cancer recurrence. Tumoral  
heterogeneity m a biopsy o f  colon adenocarcinoma and in metastases from 
larynx carcinoma, are presented in this study, using flow cytometry. 
Mate r ia l  and method: Cell culture: cells of  both biopsies were grown in 
D M E / F I 2 - H A M  medium (Ca ++ and Mg *+ free, with L-GIn and hepes), 
supplemented with sodium bicarbonate 7,5 % (28 ml/L), 10 % fetal bovine 
serum and 1 %  antibiotic-antimycotic solution 100X (PSF, Gibco); at 37°C in 
a 5 % CO2/air atmosphere. Clones isolation: Cells were seeded in an 
increasing dilutions and posterior colonies isolation. The most different clones 
were chosen. Flow cytometry: DNA index was measured by flow cytometry 
(FACScan Becton Dickinson), using propidium iodide (125 ~tg/ml). 
Results:  Several clones were obtained from both biopsies according to the 
biggest difference in DNA content (HCA-2 and HCA-3 in colon 
adenocarcinoma; MCCEL-I  and MCCEL-2 in the metastases). Both clones 
from colon adenocarcinoma were aneuploid, with a DNA index of  1,40 and 
1,24; regarding to the diploid control used. The metastases clones were 
hiperdiploid, with a DNA index o f  2,47 and 2,43. 
Conclusions:  These results demonstrate the evidence o f  tumour population 
heterogeneity, and this heterogeneity is more significant in the metastases. 



S c i e n t i f i c  T o p i c s  $35 

A045 
EFFECT OF RAS AND P53 MUTATIONS ON THE GENOMIC 
INSTABILITY OF COLORECTAL CANCER. 
R.A. Risaues. E. Marcuello, I. Gonz~lez, S. Tbrtola, R. Arribas, G. 
Capell&, M.A. Peinado. Institut de Recerca Oncolbgica, L'Hospitalat; 
Hospital de Sant Pau, Barcelona; Institut Catal& d'Oncologia, 
L'Hospitalet. 
Background: Genomic instability is a fundamental characteristic of 
tumor cells related to tumor progression. In colorectal cancer two 
types of genomic instability have been described: microsatellite and 
chromosomal instability. The nature and causes of chromosomal 
instability has not been yet defined. Aim: To assess the influence of 
ms and p53 mutations on genomic instability. Matedal and methods: 
Genomic instability of 119 colorectal tumors was assessed by two 
techniques: quantitation of allelic gains and losses, determined by 
comparison of tumor and normal AP-PCR (Arbitrarily Primed- PCR) 
DNA fingerprints, and aneuploidy (DNA content) analyzed by flow 
cytometry. Allelic gains and losses quantitatad for each case were 
referred to the total number of visualized bands and this value was 
called "genomic damage frection'(GDF). DNA index (expression of 
aneuploidy) and GDF were correlated with alterations in ms and p53 
genes. Results: GDF and DNA indexes reflect distinct types of 
genomic instability (lineal regression analysis p=NS). Aneuploid 
tumors (DNA content > 1.2) showed higher GDF [aneuploid tumors 
GDF:0.187 vs diploid tumors GDF:0.150; p=0.02], p53 mutations 
correlate with high GDF (p53(+):0.197 vs p53(-) :0.156; p=0.007). 
Aneuploidy was more frequently observed in p53 positive tumors 
(40155 p53(+) vs 31/59 p53(-); p=0,01). While ras mutations did not 
influence GDF values they were more often detected in aneuploid 
tumors [29/40 ras(+) vs 30/58 ras(.-); 1>=0.03], ras(+)p53(+) tumors 
showed higher GDF values (GDF:0.226, p=0.004) and most of them 
were aneuploid (15 of 18; 83% p=0.01), Conclusion: Aneuploidy 
(DNA content) and allelic imbalances (i'neasured by AP-PCR) are 
product of at least two independent types of genomic instability, p53 
could play a role in the control of both types of instability, while ms 
mutations would lead mainly to an aneuploldization of the genome. 
This work was supported by grants from CICYT and Maratd de TV3. 

A055 
PROGNOSTIC SIGNIFICANCE OF LOSS OF HETEROZYGOSITY 
AND MICROSATELLITE INSTABILITY IN COLORECTAL CANCER 
P. Iniesta, M.J. Massa, R. Gonz~Uez-Quevedo, C. de Juan, T. Cald~s, A. 
Sinehez-Pernaute, J. Cerd4n, A.J. Tortes, J . L  Balibrea, M. Benito 
Department of Biochemistry and Molecular Biology (II), Complutense 
University, and San Carlos Hoslfital. 28040-Madrid (Spain) 

INTRODUCTION: Loss of Heterozygosity (LOH) and Microsatellite 
Instability (MS[), also known as Replication Errors Phenotype (PER), have 
been identified in a wide variety of human tumors, both familial and sporadic. 
In this study, we attempted to correlate these genoinic alterations with other 
biological parameters to assess its significance in sporadic colorectal cancer 
prognosis. 
MATERIAL AND METHODS: Eighty-six tumor and paired nonr~l mucosa 
samples were included in the study. A PCR-based technique was performed to 
analyze twelve (CA)n dinucleotide repeats located near or within regions 
containing mismatch repair genes, or thought to contain some tumor- 
suppressor genes. PCR products were electrophoresed on ureaJpolyacrylamid¢ 
gels. MSI appeatul as a change in the length of microsatellite sequences (in 
tumor DNA compared with constitutional DNA), and LOH was observed when 
the complete loss of one or both alleles of the repeated locus appeared. 
RESULTS: Overall, LOH frequency was significantly higher in RER* tumors 
as compared to those RER. Concerning prognostic implications, patients with 
RER ~" tumors were found to have an improved prognosis, meanwhile survival 
of patients whose tumors were LOFF was significandy shorter compared to 
those without. 
CONCLUSION: Tumors displaying RER" and LOFE phenotype, as established 
by microsatellite analysis, show a differential prognosis. These data may 
provide an useful tool in order to set up therapeutic protocols in patiens 
affected by sporadic colorectal cancer. 

A072 
hMSH2 variant sequence assoctatee wi th an Increased ¢otarectal cancer rtsk in the 

Spanfah population, 

Marts Pal ldo',  Isabel Gonzataz*, Joan Brunet', Eugenio Marcuello*, Silvia Tbrtots*, Miguel A, 

peinedo*, Ignacio Bfanco*, FGlix Lluis*, Gabriel Capell~*. 

Laboratori d'lnvestigacib Gastrointestinal, Institut de Recerca*, y Serv, de Oncciogta', Hospital 

de ts Santa Creu i Sent Pau, Barcelona. Dept. de C&ncer i Metastasis, Institut de Recerca 

Oncelbgico, Hospital Ouran i Reynals, L'Hospitalet del Uobregaf, Barcelona'. 

Introduction. The mismatch repair gene hMSH2 is mutated in a high proporlion of HNPCC 

patients and in 3% of spocadic colorectal (CRC) tumours, Recently, the presence of a 

polymorphic T-4.C transition ~ the splicing donor of exon 13 of hMSH2 has been associated 

with an increased susceptibility to develop C R C  While these observations have been made in 

sporadic turnours, the frequency of the variant sequence in familial CRC remains unknown. 

Finally, this polymofiohism could associate with a worse prognosis. Aims: 1 ) To study whether 

the vadant sequences increases CRC susceptibility; 2) whether it is a prognostic maker in 

sporadic CCR; 3) to analyze if it affects hMSH2 exon 13 splicing and correlates with 

mlcrosatallite rnutator phenotype (MMP). Patients and Methods: The presence of the germline 

substitution was analysed by means of SSCP and sequencing pf a) 149 consecutive sporadic 

CCR patients; b) 77 members of HNPCC or HNPCC*Iika families; and c) 75 healthy donors. 

Exon 13 splicing was analysed by means of RT-PCR Results: Variant sequence is more often 

detected in CRC patients when compared with healthy donors [23% (341149) vs 11% (8/75); 

(P=O.02)]. The polymorphism was more prevalent in the more advanced stages of the disease 

[AIB=16% vs C/D=31%; P=0,03]. No correlation was observed with the MMP phenotype 

[MMP*=14% (3/21) vs MMP'=23%(28t12t); P=NS]. No survival differences were observed 

according the presence of the polymorphism (P=NS) tn HNPCC members polymorphism 

prevalence did not vary. The prevalence of the variant sequence did not very between sporadic 

and familial CRC. The germline substituUon did not affect the splicing process. Conclusion:  

The polymorphtsm in hMSH2 gane is a genetic nsk factor for CRC in the Spanish population. 

No differences were observed between sporadic and familial CRC and it is not a poor prognosis 

marker. 

A102 

CLONAL DIVERGENCE IN lUtCLOl~ CELLS: ~ ~'fMPTOM OF 
GENOMIC INSTABILITY 

Laia Masramon, Maria Ribas, Rosa Ambas, Rosa Mir0, Gabriel Capell& 
and Miguel A Peinado. Institut de Recerca Oncolbgica, Universital 
Aut(~noma de Barcelona and Institut Catal~ d'Oncologia. 

Genomic instability is characteristic of tumor cells and is responsible for 
the development of tumor cell heterogeneity. The emergent cell 
subclones in the tumor are subsequently selected according to their 
biological behaviour. Aim: To identify the mechanisms underlying 
genomic instability in established human colorectal cancer cell lines. 
Matherial and methods: We have analyzed the genetic clonal 
divergence in three cell lines: SW480 (mutated p53, hypotdploid), LoVo 
(wild-type p53, hyperdiploid, microsatellite instability) and HCT116 
(wild-type p53, diploid, microsatellite instability), which are 
representative of different pathways of tumor progression in colorectal 
cancer. We have obtained a minimum of six clones of each cell line and 
grown them for approximately 50 cell divisions. Genomic divergence 
has been investigated by Arbitrarily Primed PCR (alellic imbalances), 
flow cytometry (ploidy analysis), Comparative Genomic Hybridization 
(chromosome alterations analysis) and classic karyotyping analyses. 
Results: A higher degree of genetic divergence was observed by 
Arbitrarily Primed PCR in the clones of the LoVo and SW480 celt lines 
in comparison with the HCT116 At the chromosome level, the clones of 
the LoVo cells maintained a stable karyotype, the HCT116 and most of 
its clones displayed some heterogeneity, and the SW480 showed a 
high level of chromosomal instability in all clones, with every one having 
different chromosome markers and reorganizations At the ploidy leve~ 
none of the lines showed heterogeneity. Conclusions: Our results 
indicate that different mechanisms of genomic instability are involved in 
the disruption of the tumor cell genome in these three cell lines. 
Characterization of the different mutator phenotypes present in 
neoplasms may contribute to understand the molecular progression 
pathways responsible for the malignant transformation of the cell 
This work was supported by grants from CICY-T and Marat6 de TV3 
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B I O M A R K E R S  I N  N U T R I T I O N A L  E P I D E M I O L O G Y  

Carlos A, GonzMea. MD, PhD 

lnstitut of Epidemiological and Clinical Re~earch (IREC). Matar6 (Barcelona). 

We are in the era of molecular and biochemical research and cancer epideminlogy is now experiencing 

very wuportant changes in the methods of assessment of e ~  and disease. Analysis of bioingical 

materials is becoming widely used in the atudy of the relabonabips between nutrition tad  can¢~, hi 

nuUitional epidemiology, biomarkers can be used ts  biochemical markers of d ic~ 'y  intake levels, as 

indicators of individual susceptibility to cancer risk, and as a meaumr¢ of early (pre-ctm:er) states. 

There are two types of markers of dietary intake: markers of absolute qum~telive intake based on a 

ume-related balance between intake *ad output, such as unnary nilxogen for proteins, and markers of 

concentnttion of a spec/fic substance ia biological material (plasma, urine, tissues, etc.) such as 

concentrations of faWy acids in e r ~ y t e  membranes. These rnsrkca's do not have time dimension and 

can provide only a correlate of  habWaal dietary intake levels. The main advantages of biomorkers of 

diet intake are that they may improve the measurement of exposure , they are ohjective ~ e n u m ~  

(not affected by lack of nu:mory, incapacity of the subject to de.~crihe accurately several types of foods 

consumed or subJect's mottvatinn) . and they can provide esttraate of intake for some compounds 

despite a lack of dala in food composition tables. 

For these reasons biomarkers are widely used as a gold stand&of in valididulinn and calibratmn studies 

and are seen as new methods that may overcome limitetiopa and meaauremetu errors of traditional 

methods like dietary questionnaires and food records, However there Ja~ several other sources of 

variation in the measured leech of markers apart from dietary intake, that should be taken into account 

like absorfio~ metabolism, distrthution in the body, endogenous formation, and excretion, These 

sources are also influenced by the simultaneous exposure to other environmental factors, genetic 

polymorphisms, ctc, This means that biomarkers are also affected by problems of reproducibility, 

validity, and reliability of measures. It has beon stated that caution is needed against overenthusiasm in 

favour of biomatkers as the magical solution to the problems of dietary in~ke messuremetu. 

TRANSLATIONAL R]~SItARCII IN LUNG CANCER 

Rafae, I Rcoell, Hospital Germans Tnas i Pujol, Badalma (Barcelona) 

OncofogiMs are o f l ~  puzzled by the accumulation of Bonnie abnormalili¢~ in dommam and ~ i v e  

onongcn~ o~'urnug in tumors, They need to be aware of how these almornmhu~ can be ~ m early 

d i ~ s .  in detection of sub-clinical recurrence, m selection of lreatule~lt, and uhinmtely in Im~gnosis. 

We have developed a comprehensive molecular lung cancer program to exarame several steps of lung 

carcinogenesis. LOH in three mare loci (3p14, 9p21 and 17pl3) has been observed in nolTaal lung tissue 

of smokers, while K-ms mutations represent a relatively late phenomenon observed in CIS. Recently, 

persistent 9p21 LOH has been observed in pre-invasrve head and neck lemons in spite of complete 

hi~ological t-e~assio~ Tile ~ n l  of HRAS minJsaleJlite variations m a large group of potiexas has 

shown that the presence of these rare alleles has been con'elated with poor prognosis in non-Hodgkin's 

lymphoma (JNCI 199g;90:1095). MicrusatellJte inslability in n~.,ecUthle NSCLC has becm found to be a 

predictor of poor stwdval. Fm'thet research, using tetranocleoride markers, is still needed in this area. We 

also detected the pre.~nce of I.OH in serum tomor DNA in 28% of pahenB with re~a:cied tumors. In 

adthtlon, hypermethylation of p l6  and DAPK was observed in the serum of the same patienls and MLH 1 

m e~lometrlal tumors. A novel anti-apoptosis mechanism, the re-erpcesston of survivm mes,~:nger RNA, 

was detected in 85% of tumor samples analyzed; ~urv/vin transctipl is a useful diagnosuc market and a 

source of prognostic information, hi much the same fashion, the Some hedgehog gene is involved in the 

morphogonesis of the etubryomc lung. We also tdeatified [3-tubotin missense mutations m 33% of 

NSCLC patients. None of the patients with mutations had an objective response to paclitaxel ffeatment, 

leading es to conclude thai tubolin matations, clustered in GTP binding sites of exon 4, may be a novel 

mo~:hamsm of resistonc¢ to anti-tubulin drugs in NSCLC. We rare planning to validate these findings in 

file setting o fa  multi-onntex clinical trial in stage l NSCLC; 600 pationte will be randomized to te~ive 

either neondjuvant chemotherapy with paclitaxel/carboplatin or surgery alone or surge W plus adjuvant 

chemotherapy with the same drugs AI the same time. we will be looking at several genetic abnormahUes 

in the ptimaw tumors as well as in the serum (LOH at 3p14. 91)2 l, 17p13: methylaUon of pl6. DAPK, 

MLHI;  K-ras mutations; HRAS rare allelas~ and [3-mbolin mutations) In sununa~, a comprehensive 

molecular hmg cancer program within the framework of Ihe $~msh  Lung Cancer Group should help 

bridge the existing gap between genetic evidence and clinical relevance 

$36 
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DIAGNOSTIC AND PROGNOSTIC MARKERS IN BLADDER CANCER 

Manolis Kogevinas 

Institut Municipal d'lnvestigmci6 M&:lica (IMIM), Barcelona. 

The most impodant identified factors associated with the survival 
of bladder cancer patients are the delay in diagnosis, clinlcopathological 
factors, treatment, general factors such as geographical region and social 
class and, probably, molecular alterations of the tumour. A long list of 
diagnostic alXI prognostic markers have been proposed but very few seem 
to have had any clinical application. The central items in evaluating 
diagnostic and prognostic markers in bladder cancer are their usefulness 
in redudng the number of cystoscoplss routinely done in following up a 
patient and the identification of subgroups of high dsk patients. 

pS3 appears as the only molecular marker having a prognostic 
value independent of grade and stage. More than 100 published stuclies 
have evaluated the prognostic role of p53 in bladder cancer. Most are 
relatively small studies using archival mateflal, not always using standard 
lab techniques, and maw provide a poor description of the selected 
patients. The most cited mlicte on this issue examined patients doing 
cystectomy. 

Most diagnostic and prognostic markers in bladder cancer do not 
seem to have higher pos~ve or negative predictive values than the widely 
used cystopathological cdteda. Although tens of studies have been 
published refentng to the predictive value of I)53, their still exist vadous 
controversial issues, These can be explained by the wide variation in study 
design and laboratory techniques applied, the frequently small size of the 
studies, and the opportunleltl0 anelyeis of subgroups of patients. In the 
future, the predicted high Increase in informst~on on molecular markers will 
require the evaluation of welt charlctedsed larDe series of patients and the 
combination of advanced laboratory techniques with adequate 
epklemiological designs. 

P 
Uses of Molecular Markers: Biomarkers in Cancer 
Epidemlology, lessons from rodents and humans.  

Jose Cog~, M.D. 
Comprehensive Cancer Center and Department of Pathology, 
Yale University School of Medicine, New-Haven, Connecticut. 

If cancer can not be prevented by removing or neutralizing the 
etiologic agent that causes the malignant tumor the alternative 
preventative strategy of interfering with the process of 
carcinogenesis merits careful consideration. In order to exploit this 
avenue we need to know as much as possible about how cancers 
come to be and understand the forces driving the conversion of 
normal tissues in to malignant tumors. I will summarize recent 
molecular data acquired from the analysis of human tissues and from 
the study of preclinical models suggesting that a detailed 
understanding and interpretation of molecular markers requires the 
consideration of selection ,luring carcinogenesis. The identification of 
the selective forces responsible for the micro-evolution of pre- 
neoplastic lesions and the development of technologies that will 
allow the measure of mutational load in somatic cells are pre- 
requisites for the accurate assessment of acquired risk. Once this is 
accomplished the monitoring of preventive interventions, such as 
chemoprevention, will become feasible. 
in the last five years we have begun to identify possible selective 
agents determining the genotype of tumors. Molecular epidemiology 
studies in the human suggest that specific nutrients can modify the 
risk for colonic carcinoma of a specific genotype. The current 
hypothesis is that the nutrients differentially promote or inhibit the 
expansion of clones depending on their acquired genotype. 
Experiments in the rat demonstrate that nutrients are powerful 
selective forces that can favor the expansion of specific micro-clones, 
or conversely can inhibit the expansion of clones driven by specific 
mutated alleles. Specifically diets high in calcium content interdict 
the expansion of clones initiated by a mutation in codon 34 of the 
beta catenin gene, but still allow the expansion of cells harboring 
other abnormal beta catenin alleles. 

A054 

EVALUATION OF TELOMERASE ACTIVITY IN HUMAN TUMORS. 
CLINICAL CORRELATIONS IN NON-SMALL CELL LUNG CANCER 
R. Gonz~lez-Ouevedo, P. lniesta, M.J. Masse, C. de Juan, A. Sinchez- 
Peruaute, J. Cerd/n,  A.J. Torres, J .L  Baiibrsa, M. Benito 
Department of Biochemistry end Molecular Biology (1I), Complutense 
University, and San Carlos Hospital 2g040-Msdrid (Spain) 

INTRODUCTION: Telomems¢ activation is required for cellular 
irmnortalization and is found in most malignant tumors. In this study we 
investigated Telomerasc activity, as well as hTR and hTRT expression, in 
human tumors, with the aim of evaluating possible clinical implications of 
these genetic markers. 
MATERIAL AND METHODS: We analyzed 65 tumors, and paired normal 
samples, from different origins. Telomemse activity was evaluated by the 
TRAP (T¢lomeric Repeat Amplification Protocol) method; hTR expression by 
Northern-blot, and hTRT by RT-PCR. Moreover, statistical correlations were 
cstablishod with clinico-pathological features, in the group of non-small cell 
lung carcinomas (NSCLC) assayed. 
RESULTS: Overall, 80% of the tumor samples showed Telomcrasc activity. In 
most of the casss, this parameter was associated wiLh hTR and hTRT 
expression. In NSCLC, we have found significant correlations between 
Telomeras¢ activity and the age of patients. The higher levels of Telomeras¢ 
were significantly associated with the group of adenocatcinomas. Finally, a 
trend toward poor prognosis has been det~ted in the Telomerase-positiv-" 
NSCLC patients. 
CONCLUSION: These findings suggest that Telomerase acUvity may be 
usef'al as a diagnostic marker to detect the existence of immortal cells in 
clinical materials. 

A062 

DETECTION OF K-ras MUTATIONS IN FAECAL SAMPLES. A 
PROSPECTIVE STUDY USING TWO DIFFERENT TECHNIQUES. 
More ]1 Puig pl, Urgell E t, Capell~ G 2, Sancho Fp, Pujol JL 
Boluda R t, Antonijuan A t, Grau M t, Gonz~lez-sastre F I. 
Departments of 1Clinical Biochem, ~Pathology, 4Gastroenterology and 
2Gastrointestinal Invest Lab. Hospital de Sant Pau. Barcelona (Spain). 
K-ras mutat ions are present in a significant proport ion of colon 
adenomas and carcinomas. In this s tudy we attempt to evaluate the 
diagnostic utility of K-ras mutations detection in samples, obtained 
before a n d / o r  dur ing colonoscopy, from patients with clinical 
suspicion of colorectal lesions. We prospectively evaluated 75 
nonselected patients undergoing diagnostic colonc,scopy. Final 
diagnosis (by endoscopy a n d / o r  histologically) were: 18 colorectal 
carcinomas, 28 adenomas,  12 inflammatory bowel disease, 8 
diverticuJosis, 5 normal mucose end 4 other benign diseases. We 
analyzed a total of 61 samples obtain~'d before colonoscopy (pre), 6 
during colonoscopy (col) and 8 with both samples (pre + col) . In 35 
cases, mutat ions were also determined in biopsy samples (12 tumors  
and 23 polyps). K-ras" mutations were detected by means of 
RFLP/PCR methods.  We performed two,Bst~L[~echniques: standard 
BstNl (s) with a detection limit of 1 mutant  in 102 normal cells and 
enriched BstNl (e) with a detection limit of 10-s . Amplification was 
possible in 65/75 faecal samples using the s tandard method, in 60/75 
with the enriched method and in all 35 tissue biopsies by both 
methods.  No differences were observed between (pre) end (col) 
samples. The incidence of K-ras mutations in the carcinoma group 
were 18% using standard BstNI (s) method and 40% by enriched 
BstNl (e) method. In the adenome group,  K-ras mutations were 
detected in 20% of the samples using (s) technique and in 22% with (e) 
method. No mutat ions were detected in the 29 samples from benign 
group using both methods.  When tissue Samples were studied, K-ras 
mutat ions were detected in 50% of tumor  biopsies using both 
methods  and in 48% of polyps biopsies. We concluded that molecular 
analysis in colonic epithelial cells exfoliated in faecal material may 
offer an early non invasive diagnosis of colorectal neoplasia. 
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A 1 0 3  
ANALYSIS OF ~-CATENIN EXPRESSION IN SMALL CELL LUNG CARCINOMAS 

N.Rodnguez Sales, C, Gamallo Amat, J.Pa/acios, B. d o / a s  Hares, M. Gonzalez- Bardn. 
Serv. Patologla. La Paz, Madrid. 

Introduction: ~-catsnin is a multifunctional protein involved in essential functions 
in normal cells: cadherin cell- cell adhesion system, in Wnt signalling system by its 
bind to Tcf/Lef transcriptional factors, in the control of cellular motility, and others 
~-catenin abnormalities are involved in carcinogenesis and tumor progression in many 
neoplasms. 

Method= lind Material : 1,-Analysis of ~-catanin expression by 
immunohietochemistry in paraffin-embedded tissue of 50 patients with small cell 
lung carcinomas (SCLC) 2.- Correlation of the results of the analysis with the clinical 
a n d  evolutive features 

Results: 1,- Expression of [~-calenin located in the cytoplasm without nuclear 
staining was observed in all SCLC 2.-Ift normal respiratory epithelium ~-catenin was 
expressed in cellular membrane 3,-Comparing ~-catenin expression in neoplastic 
tissue and normal epithelium we observed reduced expression in 21 cases, conserved 
expression in 15 caeas, increased cytoplasmic expression in 14 cases. 4.. No 
correlation with clinical fetures ( age, sex, performance status, metastases or stage) 
was found. 5.-An important statistical correlation of ~-catenin expression end time to 
relapse and overall survival was observed. It ~-catenin was abnormally accumulated 
in cellular cytoplasms time to relapse was significantly lower (p=0.0253) and 
overall survival was also lower ( p= 0,0437) than if ~-catanin expression was not 
increased, 

Conclusions: I]-catanin cytoplasmic accumulation could be the consequence of 
abnormal tyrosin-phosphorllation of the protein that prOduces a disruption of cell- 
cell adhesion complex, It also causes a loss of contact inhibition, proliferation and an 
increased cellular motility. ~-catenin expression is a prognostic factor of survival and 
time In relapse. A systematic analysis of 1his prolein couls be useful in clinical 
practice to select those patients in which we could apply different therapeutic 
approach. 

A 1 0 4  

EXPRESSION OF B-CATENIN IN ESOPHAGEAL SQUAMOUS CELL 
CARCINOMA (ESCC). 

I 2 . ~ , 2 . t J.deCastro ,C.Gamallo ,JJ.Sanchez ,J.Fehu,J.Palaclos ,N.Rodnguez ,ML 
Garc~a de Paredes~,E.Espinosa~,P.Zamora=,A.Ord6fiez t, M. Gonz;ilez 
Bar6n'. 

• • 2 S. de Oncologla M#dicd y S. de Anatomia Patologzca, Hospital La Paz, 
Madrid, Departamento de Estadistica J, Universidad Aut6noma. 
fi-catenin (B-cat) is a muhifunctional protein that acts in the cell adhesion and 
motility systems and signaling ways. The aim of the study is to determine its 
expression in ESCC, not reported yet, and to analyse its prognostic role in 
the evolution and survival. 
MATERIALS AND METHODS : there were obtained clinico-pathological 
parameters of age, performance status, tobacco and alcohol consumption, 
localization, length, stage, differentiation grade and survival in 39 patients 
with histological diagnosis of ESCC. Immtmocytochemistry (ICC) was used 
to study expression of 8-catenin in paraffin sections blocks of tumour 
samples. Results were correlated with clinico-pathohigical parameters and 
(ICC) expression of the proteins p53, E-cadherin, bcl-2, c-erbB-2 and Ki-67. 
Statistical study was performed (X 2, Fisher, Kaplan-Meier and Log-rank). 
RESULTS :12139 (31%) patients had conserved expression of B-catenin in 
the cell surface, reduced staining was observed in 21 patients (51%) and 
nuclear expression in 7 (18%). The study of this 7 patients with nuclear 
expression has showed: all the cases were localized in upper (3/6) or middle 
third (4/20) but none in the lower; the 100% had intense expression of bc]-2 
staining versus the 0% left; 1/7 patients had expression of p53 (14%) versus 
the 21/32 (65%) left; 6/7 cases had reduced E-cadherin staining (85%) 
versus the 23•30 (77%) left; 5/7 patients showed Ki-67% expression > 30% 
(71%) versus the 15/32 (47%) left; f'mally, 5/7 patients achieved objetive 
response to chemotherapy (71%) versus the 18/31 (58%) left and median 
survival B-catenin nuclear expression patients was 18 months versus 10 
months left. No differences were observed in the other studied parameters. 
Patients with conserved expression of B-catenin didn't showed differences 
with regard to reduced expression group. 
CONCLUSIONS: It's the first description of nuclear expression of 8- 
catenin in ESCC. This subgroup of patients with nuclear P~-catenm expression 
has specific characteristics could determine a significative clinical evolution. 
Nowdays, we are studying the exon 3 of the human 13-catenin gene 
(CTNNB 1) in this group of patients with nuclear expression. 

A l l 3  

PROGNOSTIC VALUE OF E-CADHERIN AND BETA-CATENIN LOSS IN 

THE TRANSITIONAL CELL CARCINOMA (TCC) OF THE URINARY 

BLADDER. 

A. Torregrosa; X. Gamla del Muro; E. Condom; J. Mufioz; F. Vigu6s; A. Arance; F.J. 
P6rez; R. Germ~ and A. Fabra. 

Ciutat Sanitaria i Universit~da de eellvitge (CSUB). InstRut Cataff, d'Oncologia (ICO). Institut de 

Raceme oncolt)gica (IRO). Autovla de C~.telldetsis km. 2.7 08907 L'Hospitalet de Llohregat. 

One of the martin problems in TCC of the urinary bladder is the 

absence of a specific tumoral marker associated with the clinical outcome of 

the patients. Thus, it is necessary to evaluate the primary TCC with different 

variables for knowing the progression risk. 

Overexpression/mutation of p53 and loss of E-cadherin and beta- 

catenin has been associated with a worse prognosis in many carcinomas. 

We studied the immunodetection of p53, E-cadherin and Beta-catenin 

in a cohort of patients ( n= 40) treated and follow-up in the CSUB between 

1992 and 1994 (16 superficially and low grade TCC and 24 of high grade of 

the whom 6 were superficial and 18 infiltrating tumors). TCC tumors were also 

analysed for p53 mutations using frozen samples by SSCP and direct 

sequencing analysis of exons 4 througth 9. 

Overall, 38% of the TCC were positive for p53. Loss of E-cadherin and 

Beta-catenin was seen in 33% and 35% of patients, respectively. 

The statistical analysis showed that mutation/overexpression and loss 

of E-cadherin and beta-catenin correlates significantly with the 

clinicopatological variables such as grade, stage and limph node metastases 

In the survival test (long rank test), loss of E.-cadherin and Beta- 

catenin were associated significantly with survival, confering a higher mortality 

risk to the patients. Also, it could observe that when E--cadhenn or Beta- 

catenin was detectable by immunohistochemistry, the immunodetection or not 

of the second of them allows to better adjust the mortality risk. 

loss of E-cadherin and beta-catenin expression could be of prognostic 

value in TCC of the urinary bladder. 

A 0 0 2  
S E L E N I U M  TISSUE AND BREAST CANCER 

L6De.z LBosco. Pousa L, Carneselle JF, Bascuas JL, Quintela D, Gonzi lez  MC, Mill6s J, Senra A 
Facuaad de Medicina. Universidad de C~idiz. C . A C  T.L Hospital Xeral and Hospital N. Penn Vigo. 
Espafia. 

BACKGROUND,  Selenium have been implicated in multiple physiological and patological processes. 
A large number ofaniraal studies and ecologic studies suggest an inverse association between low 
dietary selenium intake and risk of various types of  cancer. Actually, a hypothesis describing the effects 
of selenium deficiency on the serum of  patients with breast cancer ( 8 C )  

OBJECTIVES.  In the present study we investigated the differences concentration between the selenium 
in tumoral and normal tissue. 

M A T E R I A L S  AND METHODS.  This included 80 patients with BC, 40 women with chronic diseases 
and 40 healthy subjects. Selenium Revels were measured on all blood samples. The required tissues were 
removed rapidly from each tumor and normal tissue. And them were fixation in formol. Tile selenium 
concentration in senun or other tissues has been compared between cancer patients and non cancer 
subjects. Selenium concentration was determined by the graphite furnace atomic absorption spectrometric 
method after a simple dilution procedure. 

RESULTS.  The mean global value of  Se were lower in the BC patients than the control group (heathly 
and with chronic diseases women) (p < 0001).  Women with cancer in progression showed lower levels. 
The mean concentration of  selenium was 0.2607 mg/kg (CI 0.2180-0.3034 / in nomlal tissue and the 
tumoral tissue was 1.0188 (CI 0.8732-1.1624). In the tumoral tissue the selenium levels was 3.8 fold 
highest than normal tissue (p < 0.001 ) The cut-off point of  serum selenium was 93.06 gr/dL. 

CONCLUSIONS.  The most important result from this study is the demostration that the selenium 
abendom the blood and intake in the tumoral tissue. Our data suggest that low serum selenium is a 
consequence but cannot be cause of  breast cancer 
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CANDIDATE MUCIN GENES FOR THE DETECTION OF 
BLADDER CANCER CELLS IN BIOLOGICAL SAMPLES. 

Kenny Villadiego, Fausto UIIoa, Carme de Bolbs, Joan Caries, 
Antoni Gelabert, Francisco X. Real. Institut Municipal d'lnvestigaci6 
Mbdica, Hospital del Mar, 08008-Barcelona. 

Intr~uctio n. Mucin glycoproteins (MUC1-MUCS) are differentially 
expressed, in normal epithelial tissues. The altered expression of 
rnucin genes in tumors provides the basis for their study as novel 
diagnostic/prognostic markers. Preliminary data indicate that MUC2- 
specific antibodies can be used for the early diagnosis of I~ladder 
cancer recurrence. 
Materials and methods. Immunohistochemical techniques, using 
apomucin-specific antibodies, and RT-PCR have been used in a pilot 
study to analyze mucin gene expression in a small panel of 
superficial and infiltrating bladder cancers obtained through TUR or 
cystectomy; respectively. 
Re~u~. We focus on those mucirfs which are absent from normal 
bladder epithelium (MUC2, MUC4, MUC5AC, MUC6) or whose 
expression in normal and neoplastic bladder tissues has not yet 
been dascribed (MUCS). Results from immunohistochemical studies 
in bladder tumors are summarized below: 

MUC2 MUCA MUC5AC MUC6 MUC8 
Superficial N.D. 6/10 1/10 3/10 9110 
Infiltrating 6/10 4110 0110 0/10 7/10 

Conclusions. In addition to MUC2, MUC4 appears a promising 
candidate for the identification of I~ladder cancer cells. Further work 
is necessary to establish if the combined study of these rnucins has 
an additive value in bladder cancer recurrence. 

A005 
CLINICAL IMPLICATIONS O F  TELOMERASE ACTIVITY IN 
NON-SMALL CELL LUNG CANCER (NSCLC) 

J.L. Ramirez ~, E. Sancho I, L. Ntifiez l, J.J.Srlnchez 2, C.Balafi~l 1, P.L6pez 1, 
C.Martin ~ , M.Monz6 ~, R.Rosell ~ . 

Hospital Germans Trias i Pujol, Badalona, Barcelona, Spain. 
2 Universidad A ut6noma de Madrid, Madrid, Spain. 

lntroduction:Telomerase is a ribonucleoprotein that is necessary for the 
stabilization of telomere length in the human germline and stem cells and 
for cell immortality. Telomerase has been detected in tissues from many 
human cancers, including more than 80% of human NSCLCs, but not in 
most normal tissues. 
Methods: To better understand the usefulness of telomerase as a 
diagnostic and prognostic factor, we have analyzed in our preliminary 
study 35 frozen tumor and 39 normal tissues from NSCLC patients using 
TRAP assay to determine the levels of telomerase activity in these 
specimens as related to clinicopathological characteristics. 
Results: Our preliminary results show that telomerae activity can easily 
be detected in these clinical specimes. Telomerase activity was positive 
for 30 of 35 (85.7%) tumors and negative for 5 tumors, while it was 
detected in 9 of  39 (23.1%) normal tissues. There was no correlation 
between telomerase activity with any other clinicopathological features, 
inluding age, sex, tumor size, histology, and stage nor did telomerase 
activity correlate with smoking habit or prognostic implications. 
Conclusions: Reactivations of telomerase is frequent in NSCLC but is 
not associated with aggressive tumor behavior. Telomerase activity may 
indicate an acumulation of other genetic alterations wich promote 
uncontrolled cell division through cloual selections. 

A063 

PROGNOSTIC VALUE OF QUANTITATIVELY DETERMINED p 185 )~R" 
2,,= iN NODE POSITIVE BREAST CANCER PATIENTS 
R Chirino j , A Murias "~), U Bohn 6, V Vega (, J Aguiar 6, J Ri,vero j, O Baez 5, P 
Jim,:,L,n©z I, JM Diaz 5, JC Dlaz-Chico ) 
Depts. of ~C&M Endocrinology and 2Clinical Sciences, University of Las 
Palmas, Depts. of  3Oncology, (Surgery and SPathology, Hospital Insular, and 
Dept. of6Oncology, Clinica El Pine, Las Palmas, Canary Islands, Spain. 

Despite the numerous studies, the prognostic significance of HER-2/neu in 
breast cancer patients remains somewhat unclear. In lymph node positive 
patients, most of  the studies have shown that pig5 w-'~'~m (p185) 
overexpression or HER-2/neu gone amplification is associated with a worse 
clinical outcome in the univariate survival analysis; however, this association 
remains in only a few studies in the multivariate analysis. In most of  these 
studies, p 185 expression was assessed by immunohistochemistry, in a recent 
work, in which p 185 was determined by a quantitative procedure, low levels 
ofp185 were associated with a worse prognosis. To clarify this situation, we 
analyzed quantitatively the tissue content ofp185 by a commercial ELISA in 
217 consecutive stages 1I and III node positive breast cancer patients. In the 
same samples we measured estrogen (ER) and progesterone (PR) receptors 
by radioligand binding assay, and pS2 and cathepsin D (CD) by an 
immunoradiome~ic assay. The patients were followed by a median of 50 
months (range: 9 to 90 months), p185 was overexpressed in 17,5% of cases 
and was not associated with any ofclinicopathological or biological variables, 
except with PR and CD. In the univariate survival analysis, p185 status, RE 
status, tumor size, histological grade, and number of positive lymph nodes 
were significantly associated with disease-free survival (DFS). in the 
multivariate analysis, pl85 overexpression, ER negativity, size larger than 5 
cm, and 10 or more positive nodes predicted a shorter DFS. In conclusion, 
overexpression of quantitatively estimated pl85 is associated with a worse 
clinical outcome in node positive breast cancer patients. 

A068 
THE ROLE OF TELOMERE ADDITION IN THE STABILIZATION OF 

RADIATION INDUCED DNA BREAKS. 
E. Sancho I, J.L.Ramirez ~, l.Rosas l, A. O'Brate I, A. Castel 2, J. Cardenal ~ 

M. Monz6 ) and R. Resell I. 
)Medical Oncology Department. 2Oncology Radiotherapy Department. Hospital 

Germans Trias i Pujol. Badalona, Barcelona, Spain. 

Telomeres are specialized structures located at the end of linear eukaryotic 
chromosomes. These structures are essential for chromosome stability and thus 
to maintain chromosomal integrity. Telomerase can synthesize a new telomere 
to heal the end of a chromosome exposed to agents that produce double-strand 
breaks, such as ionizing radiations. By capping the breaks on chromosomes, 
telomerase stabilizes deleted and acontric fragments. To discover whether 
telomerase activity is due to an increased synthesis of the enzyme or to an 
activaction of telomerase due to radiation exposure, we have compared 
telomerase activity in two extracts of mouse cells: mature oocytes and sperm in 
coturol and radiation groups. The ovaries of the groups of females were 
irradiated for each oocyte stage and each group of four males were killed at 
days l, 20, 30 and 40 post-radiation, to achieve spermatozoa that had been 
irradiated at the stages of mature spermatozoa, spermatid, spermatocyte and 
spennatogonia respectively. Testing the samples, we have measured telomerase 
activiy by the TRAP assay in the cell extracts. PCR products were loaded in 
10% polyacrilamide gels. After electrophoresis, the gel was fixed and exposed 
to an X-ray film. After obtaining the results, a densitometric analysis was 
carried out in order to measure relative telomerase activity. Low levels of 
telomerase activity were detected in both control and irrradiated sperm. On 
contrast, different levels of telomerase activity were detected in control and 
irradiated oocytes at stages I and 11 of the meiosis. More activity was detected in 
irradiated oocytes than in the control group especially in oocytes 1 irradiated at 
3 Gy and in oocytes 11 irradiated at 3 and 4 Gy. Some basal levels oftelomerase 
activity in control mature sperm have been found by using the "Swim up" 
technique, that improves the isolation of mature sperm. Overall, we see that the 
irradiated oocytes and spermatozoa show a higher telomerase activity because 
the enzyme adds telomere sequences to the free DNA end as a way of capping 
the broken chromosomes that are a result of the radiation. 
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D E T E C T I O N  O F  N U C I , F A R  ~ - C A T F N I N  1N C O l  O R F C T - ~ I  

T U M O R S :  F R O Z E N  O R  P A R A F F I N - F M R F D D F I ~  

S E C T I O N S ?  
A . M u n n ~ ,  M . F a b r ~ .  M L . M a r i 6 o ~ .  M . G a l l ~ n  aml  FX.Rc~I 
S e r v l c l o s  de  Pa to loo /a  and  Onco loo ia .  ant i  U n i d a d  de Rinln,, ia 

M o l e c n | a r  ( IMIM'L  Hosp i t a l  del  M a r .  R a r e e l n n a ,  Spain.  

I n t r o d u c t i o n :  Fl-catenin m e d i a t e s  the  i n t e r a c t i n n  nf  F - c a d h e r i n  

w i t h  ~ . -ca tenin  aml  the  ac t in  cyto~keleTml. Recen t  evidencc~ 

i n d i c a t e  t h e !  w h e n  APC i,~ i nac f i va l ed .  I~--¢alenin c;m 

t r a n s l n c a t e  In the  lnlclenF, w h e r e  it ;)et~ a~ a t ran~cripf i~m:t l  
r e ~ l l a t n r .  In the  cmw~e of a ~h*d~ of adhe~i ,m m,decnh '  

e x p r e s s l n n  in f rn?en  cnlnre, ' tal c a n c e r  t i~ , le~.  ~ e  ~ e r e  ~Hrpr i~ 'd  

by the  l ack  of nt~clear [ 'Lcatenin t le lecf inn.  
M a t e r i a l  ant i  Methnd,~: Tv.n d i f f e r en t  antihodic,~ rccHEni/ in~ 

t he  C O O H - t e r m i n . s  of  [Lca ten in  ~ 'e re  n~ed tn e 'Lamine il~ 

d i s t r i b n t i o n  in S W 4 8 0  colon c a n c e r  cell~ (harho . r ino~  r e . l u t e d  

A P C )  a n d  in f rozen  and  p a r a f f i n - e m b e d d e d  ~ample~ of ¢~don 

c a n c e r  t issue~ ( n = l l ) .  The  ,~t r ap t  ~v id in -h in f in -a lk  slim" 

p h n s p h a t a ~ e  l e c h n i q n e  wa~ .~ed.  
Re~dt~: [~-catenin wa~ never detecled in the nl,clen~ He, norrn;H 

o r  tumor  cell~ in fr~' len ~ecfinn~. R~ £nnlra~l, in ~ / l !  (';t~c~ it 

Wa~ d e t e c t e d  in the  nllclett~ of | t lmor.  hilt  no| Of m~rmal  cell~, in 

p a r a f f i n  t i s sue  ~ t i o n s .  S i m i l a r  re~. l t~  ~ e r e  n h l a i n c d  ~ i t h  both 

a n t i b o d i e s  in SW.180 cell  pellei~. 
Cor tc lus ions :  The  d i f f e r e n t  i m m u n o r e a c t i v i t y  of ant ihndie~ 

reco~znizin~e t he  C O O H - t e r m i n n ~  nf' ~ - c a t e n l n  wi th  q 'c t ion~ of. 
f r o z e n  and  p a r a f f i n - e m h e d d e d  tis~ne~ ~nooe~t~ t h a t  thi~ dc~nrain 

is c r y p t i c  in the  f~ rmer .  These  f indino~ a r e  r e l e v a n t  h e c a n ~  '~ nf 
t he  i nc r ea~ ino  i n t e r e s t  in the  ~t,d,.  of [Lca len in  in t~*mnr~. 
ba~ed on it~ dt~al rnle in cell atlhe~i~n and tr;In~Criptinn;fl 

re~qdat ion.  
(S t ,ppnr t e t |  by  G r a n t  97/1216 f,rom IFnn(Io de lnxe~li~:ti'i(~n 
S a n i t a r i a  of  ~he Spani,~h Go*ernmcnt~. 
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BTA-trek EVALUATION AS TUMOR MARKER IN BLADDER CANCER 

Alleode M* T., Fdez-Raigoso P., Rodr[guez J.J.°, Liana B., Aivarez A., Zeiddn N., 
Sdnchez A.. Marffnez L, Eecaf S.', Roiz C. 
Serviclos de Medicine Nuclear f l y  Urotog{a I *. Hospital Central de Asturias. Oviedo. 

INTRODUCTION, PATIENTS AND METHOD 
The aim of this work is to validate a new tumor marker of bladder cancer, as a 
diagnostic test as well as to asses its relationship with STAGE and tumocal GRADE. We 
have analysed the urine concentrations of BTA-trak (DIA-SORIN®) (Basal membrane 
protein complex related with human complement factor H, hCFHrp) in 33 patients 
with bladder cancer (8 women and 27 men) aged between 57 and 85 y a m  (mean:68.7 
years) and 36 patients with benign pathologies of the udnary tract (16 women and 20 
men) with ages comprised between 30 and 73years (mean: 56 years). 

RESULTS 
The BTA-trak concentration values ranged between 0.1 and 10000 Ulml (median: 
52.9U/ml) in the first group and between 0.1 and 3527U/ml (median: 8.24U/ml) in 
the last group, with a statistical significant difference between them (p=0.00394). 
The bladder pathologies in STAGE I (n=21) had a mean concentration of 
1076±2987U/ml (median: 2O.gU/ml) and of 769±1286U/ml (median: 489U/ml) in 
STAGE II (n=11) with a significant statistical difference between both groups 
(p=0.00416). In relation with tumoral grade we obtained: GRADE I (n=15) 
837±2567U/ml (median: 26.2U/ml); GRADE II (n=7) 45.7+91.7U/ml (median: 
9.1U/ml) and GRADE III (n=10) 1852+3148U/mi (median: 711U/ml), we found 
statistical dilarencas between GRADE I and GRADE III (p<0.05). The cutoff values were 
of 10U/ml (sensitivity: 72.7%; specificity: 57.1%) and of 50UImt (sensitivity: 
51.5% and specificity: 88.5). 

CQNK1USIONS 
1- The BTA-trak is a cuantitative analysis and therefore objective that increase the 
quality of other tests for the detection of bladder cancer. 
2- It allows the diagno6is of bladder tumor not only in superficial stages and grades but 
also in infiltrating tumors. 
3- We propose a cutoff value of 10U/ml in the first step end of 50U/ml for clinical 
alarm. 

A105 

EXPRESSION OF P53, C-ERBB-2, BCL-2, KI-67 AND E-CADHERIN IN 
ESOPHAGEAL SQUAMOUS CELL CARCINOMA. 
J .deCastro * ,C .Gamalio2,I .Feliu ~ ,JJ .S.'inchez3,J. Palacios2,E. Casado * ,E. 
Espinosa ~, B. de las HerasL A. JimEnez ~ , M,Gonz:ilez Bar6n t . 
S. de Oncologia Mddica ~ y S. de Anatomia Patoldgica 2, Hospital La Paz, 
Madrid. Departamento de Estadistica j, Universidad Aut6noma. 
The esophageal squamous cell carcinoma (ESCC) (CE) has a big geographic 
variability and high mortality, there is no effective treatment and its biological 
behaviour is not stablished. The aim of the study is to determine the expression 
of oncogenic proteins that could act in ESCC carcinogenesis of our environment 
such as p53, E-cadherin, c-erbB-2, bcl-2 and Ki-67 and to analyse its prognostic 
role in the evolution and survival. 
MATERIALS AND METHODS: there were obtained clinico-pathnlogical 
parameters of age, performance status, tobacco and alcohol consumption, 
localization, length, stage, differentiation grade and survival in 40 patients with 
histological diagnosis of ESCC. Immanocytochemistry (ICC) was used to study 
expression of p53, cadherina-E, bcl-2, c-erbB-2 and Ki-67 in paraffin sections 
blocks of turnout samples. Results were correlated with clinico-pathnlogical 
parameters. S~atistical study was performed (X 2, Fisher, Kaplan-Meier and Log- 
rank). 
RESULTS : The 63% of the patients present reduced expression of E-cadhefin 

~--d'th-~-~7o have not expression. In some cases positive expression in tumoral 
intravascular emboli has been observed, whose significance is unknown. The 58% 
of samples have expression of p53. In the 25% of this cases there is p53 
expression in the normal mucosa next to the tumor. Only 5/40 patients express 
positive staining for e-erbB-2 and in all of this 5 cases was not achieved 
chemotherapy response. 14/40 patients have expression of bcl-2. The cellular 
proliferation grade (Ki-67) was low in only 4/40 patients (10%), being elevated 
(16-30%) in 16/40 and very high (>30%) in 20/40 patients. The expressifn of 
these proteins did not have predictive value statiscally significative with regard to 
performance status, stage, tumor localization, survival free progression, 
chemotherapy response, differentiation grade and survival. 
CONCLUSIONS : The expression of p53, c-erbB-2, bcl-2, E-cadherin and Ki- 
67% in the ESCC studied in our environment is similar to that described in other 
studies, without evidence of having a prognostic value. 
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OAffinity of E-cadherin Is-catenin complex is controlled 
by phosphorylation ofp-catenin residue Tyr 655 

iAAntonio Garcta de Herrerosl, ' Santiago Roural, Susans MiravetZ, Jos~ 
ntonio Pledral,Z, end Mireia DuNachZ, 

1 Unitat de Bioiogia CeLlular i Molecular, Institut Municipal d ' Investigacib M~dica, 
Univereitat P o ~ u  Fabra, Barcelona, Spain and 2 unitat de 8ioflsica, Departament de 
Bioquimica i Biologia Molecular, Facultat de Medicine, Universitat Autbnorna de 
Barcelona, Spain 

Although a conclu~ve relationship has not been established, alteration of cadherin- 
mediated celt-ceil adhesion is fi'equently a~,ociated m phosphorylation of p-catenin. We 
have examined the role of phosphorylation in the control of p-catenin- E-cadherin 
binding using in vitro assays with recombinant proteins, pcatenin can be 
phosphorylated by recombinantp6Oc-src tyrosine protein kinase with a high 
stochiometry (2 mole P/tool of protein)This modification has functional relevance 
since decreases affinity of pcatsnin by the cytesolic domain of E-cadbednby a factor of 
four. Phosphorylation of differentpcatenindeletion mutants indicates that one of the 
phosl~lated Tyr is located in the N-terminus and another in the last armadillo repeat 
of this molecule (Tyr 655). Site-directed mutagenesis of Tyr 655 to Glu reduces 
significantly the amount of phosphate incorporated in in vitro phosphotylation reactions 
as well as in vtvo, after trensfection and incubation with phosphotyrosine phosphatase 
inhibitors. This mutant also shows a decreased affinity for the E-cadherin cytosolic 
domain. Analysis of transient transfections indicates that MOCK cells expressing 655Y- 
D ~ --catenin show an alterated morphology with fewer cell to cell contacts. This results 
indicate that phosphorylation of Tyr 655 controls the interaction of this protein with E- 
cadhedrL 

A056  

A c t i v a t i o n  o f  t h e  N - t e r m i n a l  k i n a s e  o f  c-jun (JNK) b y  

l i g a t i o n  o f  t h e  t e t r a s p a n i n  C D 5 3  a n t i g e n  in  l y m p h o i d  

ce l l s  
M o n i c a  Yun ta ,  R a m i r o  Barc ia ,  P e d r o  A. Lazo  
Unidad de Gen~tica y Medicine Molecular, Centro Nacional de 
Biologia Fundamental, Instituto de Salud Carlos II1, 
Majadahonda; lnstituto de Biologia Molecular y Celular del 
Crncer, C S. 1.C. - Universidad de Salamanca, Salamanca 

The human CD53 antigen is a prototype of the Tetraspanin family of 
membrane proteins. These proteins have four transmembrane domains 
and the N and C termini are short and cytosolic. The surface level of 
these proteins have been correlated with the metastatic potential of tumor 
cells, possibly because of their effects on cell adhesion and motility. The 
mechanism by which these molecules contribute to inlracellular signaling 
processes is unknown. Experiments in our laboratory suggest that the 
signal generated by CD53 ligation affects cell adhesion by a mechanism 
that requires de novo gene expression and translation. In this work we 
have studied the possible transduction pathway by which this molecule 
initiates gene expression. For this purpose we have we have studied the 
effect of C D53 antigen ligation on the activation of the N-terminal kinase 
of c-jun (JNK). For this purpose we used as substrate a GST-jun fusion 
protein. We have performed antibody dose and time course experiments 
to identify the optimal stimulation conditions. Ligation of CD53 antigen 
with the MEM53 mAb induces a fast phosphorylation of GST-jun which 
reaches its peak between 3 and 5 rain to fall rapidly, this activation is 
followed by a weaker activation at 3 hours which probably indicates a 
second pathway of activation. The antibody u sed  to induce c-jun 
phosphorylation coincides with that required to induce other effects such 
as nitric oxide production or homotypic adhesion. The effect on JNK 
activation has been detected in IR938 cells, a rat B-cell lymphoma, and in 
Jurkat cells, a human T-cell lymphoma. These results that part of the 
signal initiated in the membrane by the CD53 antigen is :mediated by 
phosphorylation of c-jtm 

0 
DUAL INVOLVEMENT OF GTPases OF THE RAS SUPERFAMILY IN 
TRANSFORMATION AND APOPTOSIS: 
MECHANISM OF ACTION AND DESIGN OF NOVEL ANTITUMORAL 
DRUGS. 
Juan Carlos Lacal 
/nstituto de Invesb'gaciones BiomSdicas, Madrid. (jc/ecal@iib, uam.as) 

Mammalian cells talk to each other by means of growth factors that 
are usually secreted to the extrecelluiar medium. These factors recognize 
and activate specific receptors, usually located at the cell surface, that 
modulate different pathways of intracellular signals. Activation of 
specific sffectors and their respective signaling pathways is the basis of 
a broad repertoire of physiologic responses. Signal traneduction systems 
are responsible for the regulation of cell proliferation, cell 
differentiation and the response to stress and DNA damage with the 
subsequent activation of the cell death program or apoptosis. The same 
structural c o n ~ e n t s  of the signaling cascade are frequently shared by 
different factors. The specific cell response depends upon the proper 
combination of stimuli as well as the activation of the corresponding 
required signaling systems. 

Our group investigates the alterations on signal tranedoction 
pathways induced by different members of the ras superfamily after 
oncogenic transformation. Under different experimental conditions, Ras and 
Rho proteins, members of the same family of monomeri¢ GTPasas, are capable 
of modulating the generation of second messengers whose balance affect cell 
responses such as cell transformation and aboptosis. Thus, these proteins 
are important components of the decision making machinery that controls 
cell growth and cell death. In addition, Ras and Rho proteins may play a 
critical mis in the response to stress, in the generation of tumor cells, 
and the appearance of resistance to chemotherapy. Our studies demonstrate 
that Ras and Rho proteins are involved in the regulation of multiple 
intracellular signals that are key element,= for the generation of second 
messengers and regulation of gone transcription. We will discuss the 
importance of the generation of second messengers such as those produced by 
phoepholipase D/Choline kinase pathway and sphingomyelinase, as well as the 
activation of specific transcription factors such as NF-kB and SRF. These 
studies constitute the rational for the design of novel antitumoral drugs 
based on the identification of the enzymes constitutively activated as a 
consequence of cell translormation. We will present results that erwision a 
promising future for the design of new antitumor drugs affecting those key 
enzymes altered in the process of malignant transformation by oncogenes. 
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A065 
FUNCTIONAL STUDY OF THE AMINUS 
TERMINUS REGION OF hSosl 
Rocio Jorge, Jos~ Luis Oliva, Natasha Zarich, Malta 
Azafiedo and Jos6 Maria Rojas. 
Unidad de Biologia Celular. CNBF. ISCIII 

The Ras exchange factor hSosl is involved in the 
coupling of growth factor receptors to Ras-dependent 
mitogenic signaling pathways. The amino terminus region 
of hSosl is approximately 600 amino acids long and 
contains domains of homology to Dbl (DH) and pleckstrin 
(PH). The PH and DH domains are frequently found in 
signal transduction proteins, and several data indicate that 
these domains are critical for their b i o l o g i c a l  ac t i v i t y .  The 
PH ofhSosl have been implicated in the regulation of their 
guanine nucleotide exchange activity and ligand-dependent 
membrane targeting. Recently DH of hSosl have been 
related with the activation of Racl. However, the function 
of the amino terminus region of hSosl is controversial 
about the positive or negative modulation effect on the Ras 
exchange activity. 

We have analyzed this hSosl region and we found 
that truncation mutants lacking the amino terminus of 
hSosl display lower activity compared with that of the f~ll- 
length hSosl protein. Moreover, the expression of this 
region alone, analyzed by transient transfections in Cosl 
cells, showed an inhibitory effect on MAPK activation. We 
are looking for protein targets of this region, by using the 
yeast-two hybrid system, and we found different putative 
positive clones that we are trying to confirm. Finally, we 
obtained several truncated forms (N-terminus, DH, PH and 
DHPH) that we are analyzing about the capacity to activate 
JNK, p38 and AKT and, we are looking about their 
distribution (S100/PI00) in starving and mitogenic 
conditions. 

A067 
H-Ras ACTIVATION PROMOTES CYTOPLASMIC ACCUMULATION 
AND PHOSPHOINOSITIDE ~OH KINASE ASSOCIATION OF [~- 
CATEN[N IN EPIDERMAL KERATINOCYTF.S. 
~ * ,  Mirna Perez-Moceno*, Vania M. M. Braga &, and Amparo 

Cano* 
*lastituto de Investigscieaes Biom~licas. CSIC. Madrid, Spain. 
&MRC-Labora~ry for Molecular Cell Biology. UCL. London, United Kingdom. 

E-cadheda/catenin complexes e~e frequently alu~d in carcinomas, 
but the mechanisms underlying downregulatien of those complexes during 
tumor progresfion are not fully unde~tood. In addition, the ca~em- 
associated [~¢athtin also participates in the transduction of the Wnt signal. 
Activation of H-rm is an early event during tumor progression in mouse skin 
carcinogenem. The effect of oncogenic H-Ras in E-cadha~catenin 
complexes has been analysed in mouse epidermal keratinocyt, using a 
combination of V12Rss microinjecfion aad biochemical analysis in 
kemfinocytes stably expressing V12Rus, Microinjection of Vl2Ras in 
hexal~ocytes dowaregu]ates E-carillOn/casein complexes, leading to the loss 
of E-cadherin aad cc-catenin and to the cytoplasmic relocalization of ~-catenin. 
This effect was suppressed by Ixeincubation of the cells with the PI3K 
(phosphoinositide 3-OH kinase) spec/fic inldbitor, wortmannin. Stable 
expression of V12Ru in murine keradnocytm induces a ~ of E- 
cadhcain and a-ca~nin, solubilization of the complexes and cytoplasndc 
stabilization of J~catenin. In addition, in Vl2Ras Irend'onnants the 
interaction of ~ n i n  with the Adenomatous Polyposis Coil (APC) protein 
is lost, but interaction of [~¢atenin with the effectors of the Wnt signaling 
pathway GSK-3~ (glycogen syathase kinase-3 [3) or Lef.l is not induced. 
Interestingly, the regulatory subunit of PI3K, p85a, interects with [~.atenin 
in keratinocytes aad this interaction is strongly increased in the Vl2Rus 
Iransformants. These results indicate that E-mdherin down~guistion md 
cytopinsmic relocallzation of ~ttenin are L"4,__,,:~_ _ in epidermal kesatinocytes 
by H.Ras activation, suggesting that ~ttoldn cytoplasmic stabifization m:l 
further signaling caa he stimulated by pathways independent of Wnt. 

A096 
IDENTIFICATION OF TWO NOVEL PROTEASES POTENTIALLY INVOLVED IN 
THE PROTEOLYTID PROCCESING OF FARNESYLATED PROTEINS 

Joe6 M.P. Freije, Pilaf Slay, Alberto M. Pendds, Juan Cadifianoe, Piaro Craspo', and 
Carlos L6pez-Otfn 

Dpto. de Bioqufmica y Siotogfa Molecular, Fec. de Medicine, Univ. de Oviado, 33006- 
Ovhldo; Dpto. de Bioqulmica y Biologla Molecular, Fec. de Mecliclna, Univ. de Cantabria, 
Santander. 

Ras superfamify proteins undergo several post-treductJonal modifications which lead 
to their association with tile intemal side of the plains membrane. These modificahons 
include the adilion of farnasyl- or geranyl-geranyl- group to the cyeteine residue 
from the C-A-A-X domain located at the carboxy terminus. Then, the tripeptide A-A-X 
is proteolyticaly removed and the pmnyl-cysteina residue is msthyiated. In this work 
we describe the identification of two human proteins with a high degree of similarity to 
the yeast protaasas responsible for the proteolytic maturation el pranylatad proteins. 
The cDNAs encoding these novel human enzymes have been cloned from a ovaw cDNA 
library, and encode poifpeptidos 475 and 329-residues long, which we have named 
Face-t and Face-2 (fameaylated-proteins converling enzymes-1 and -2), 
raspactivelyd. The amino acid sequences ot these proteins include several 
transmembrana domains, as well as several motifs characteristic of distinct groups of 
matalioprotaasas. Thus, Face-1 would belong to the gluzincin fatuity, characterized by 
the presence of a HEXXH motif, Face-2 belonging to a family of matalloprotsases 
characterized by the HXXE motif. Fluorescent in situ hybridization (FISH) 
experiments demonstrated that th's FACE-1 gene is located in chromosome lp34, while 
FACE-2 maps to chromosome 11q13, in a region frequently amplified in several 
carcinomas and linfomas. Northern blot analysis of mRNA samples from a wide variety 
of tissues an tumor cell lines showed that both genes am expressed in all anlyzed 
human tissues and cell lines. Preliminary results indicate that Face-1 and Face-2 
proteins are required for the function of ras supadamily members. On the basis of 
these findings we propose that the inhibition of Face-1 and/or Face-2 could be a parl 
of new therapeutic strategies directed to block the activity of these oncogenes in 
tumoral proccases. 

A l l l  
SIGNAL TRANSDUCCION PATHWAYS ACTIVATED BY ANTINEOPLASlC 

DRUGS AND THEIR ROLE IN APOPTOSIS. 
Rosario Patens and Isabel Sdnchez-Pdrez. 
Institute de Investigaciones Biomddicas del C.S.L C.-UAM 
C/Arturo Duperier, 4 Madrid 28029 
E-math Rperona@iib,uam.es 

Antineoplasic agents such as cispletin and adriamycin 
execute their pharmacological role by eliciting the apoplotJc program. We 
have studied the mechanism of apoptosis induction by cisplafin. While 
transplatin activates JNK and the transcription factor NFkB in a transient 
manner, cisplatin kinetic of induction is slower and persistent. This 
difference seems to be involved in the citotoxic effect of cisplatin. 
Transcriptional activation of c~un by the MEKKI/SEK-1/JNK cascade is 
necessary for apoptosis induction by cisplatin but not to other drugs such 
as adriamycin. On the other hand overexpression of some genes from the MAP 
kinase phosphatase family, is able to induce cisplatin resistance 
suggesting that these enzymes are key regulators of the death pathway by 
cisplatin. 
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A013 
ROLE OF PKC IN T H E  D E V E L O P M E N T  AND PROGRESSION OF 

C O L O R E C T A L  CANCER 

A033 
EXPRESSION OF MYC NETWORK PROTEINS IN MYELOID 
LEUKEMIA 

Eduard Batlle, Josep Baulida, Clara  Franc i ,  Xavier  Verdti, 
Antonio Garc ia  de Herreros  

Unitat de biologia Cel.lular i Molecular. IMIM. 08003 Barcelona 

Colorectal cancer is perhaps one of  the tumours best characterised at the 
molecular level. During the last few years, several genetic alterations have been 
associated to both the development and to the progression of  this type of cancer. 
However, there is evidence that epigenetic factors ( factors not directly 
associated with DNA alterations) i~aight contribute to both tumour initiation and 
tumour progression of  colon cancer. Amongst these, tumour promoters - 
substances that could be present in the gastrointestinal tract, associated to the diet 
- are of  special interest. The best-characterised turnout promoter is the phorbol 
ester TPA, a diacylglycerol analogue which causes a sustained activation of  
Protein Kinase C (PKC). In various colon cancer cell lines, PKC activation by 
phorbol esters leads to the loss of  cell to cell contacts, to a stronger adhesion to 
the extracellular matrix, to a blockage in the differentiation process and finally, 
to the loss of  the epithelial phenotype towards the acquisition of  a fibroblast-like 
pheno~pe. PKC is not a single molecule, but rather a family of enzymes 
comprising at least 11 isofomas, 7 of  which are susceptible of activation by 
phorbol esters. The specificity of  each isoform has not been well characterised 
and to date it has not been possible to ascribe a specific role to one or other 
isoform. We have described that PKCcc activation is sufficient to emulate all the 
effects of phorbol esters on intestinal epithelial cells Overexpression of a 
constitutive activated mutant of  PKCcz in intestinal epithelial HT-29 M6 colon 
cancer cells leads to the down-regulation of  E-cadherin, to the overexpression of 
u-PA, and to the acquisition of  an invasive phenotype in tumorigenic assays. 
Associateo to these changes, transfected cells exhibit a lower proliferation rate. 
One possible explanation to these results could be that tumour promotion is 
interfering, or participating, of  one of  the key pathways that control colon cancer 
development. The exposure of  intestinal epithelial cell lines to TPA causes the 
traslocation of 13-catenin to the nucleus, allowing its interaction with 
transcription factors from the TCF family. Such translocation is independent of 
the APC protein, and thus positions PKC as an important effector in the initial 
progression of  colorectal cancer. 

j ~  P. Gutiea'rez, J.C. Acosta and J. l.,e6n . DIXo.de Biolog~a 
Molecular. Universidad de Cantabr~ 39011. Sanlzader. 

C-myc is involved in the latogeneeity of linphomas and lenkemias. 
Mad proteins (Madl, M.~I) inhibits c-m.vc tra.n~orming activity.We 
compared the expression of c-myc with that of mad genes in myeloid 
leukemia. 

Total RNA was olxained from normal granulocytes of peripheral 
blood, chronic myeloid leukemia in blastie a-isis (CML.BC), cl~ronic 
myielod leukemia in chronic phase (CML-CP) and acute myeioid leukemia 
(AML) palients (5-15 ~mples).The detection of c-myc, madl and m.~l 
genes was carried out by reverse transmtXion aad polymerase chain 
reaction (RT-PER).The amount of eDNA synthesized was ¢alilrated by 
using the relative e x x o n  level of the ribosomal protein RSPI4.The PCR 
products were analyzed by agarose electrophoresis. 

We found variable expression by semiquantitative RT-PCR.The 
highest expression of mx/l was in CML-CP patients (91%), followed by 
86% in AML patients, 66% in CML-BC palients and 31% in normal 
granulocytes.The expression of mad1 was 71% in CML-CP patients, 
followed by 86% in A.ML patients, 33% in CML-BC patients and 58*/0 in 
normal granulocytes.The expression of c-myc was 16% in CML..CP 
patients, 71% in AML patients, 33% in CML-BC patients and 15% in 
normal granulocytes. 

C-myc expression is increased in a majority of the AML and in 
some of the blast crisis CML.These data confirm that regulation of c-myc 
expression is deregulated in many AML and CML-BC specimens but not in 
CML-CP.On the other hand, mad1 and m:dl exlxession is increa.u:d in 
C.ML-CP and AML patients while is decreased in blastic crisis CML.The 
opposite ~ o n  pattern of mad genes and e-myc in CML-CP versus 
CML-BC support the hypothesis that Mad proteins are physiological 
antagonists of c-Myc transforming or proliferative functiott 

A034 
P38 AND MXI2. TWO ISOFORMS THAT DIFFER IN ACTIVITY 
AND SUBSTRATE SPECIFICITY 
Vittoria San~ Tmsnol Arozarena and Piero Crespo. 
Dpto. de Biologla Molecular, Facultad de Medicina, 39011 Santander, 
Spain. 

Mitogen-aetivated protein kinases regulate pathways that are 
involved in multiple cellular processes. To date, three distinct kinase- 
modules have been fully characterized in mammalian cells: 
The ERK, the JNK (SAPK) and the P38 pathways. P38 mitogen- 
activated protein kinases are a family of Serine/Threonine kinases that are 
activated by cellular stress and inflammatory cytokines. These group 
includes the isoforms P38¢t, P38B, P38y, P385 and Mxi2, which is an 
alternatively spliced form of the human P38a protein kinase 

Recently, Mxi2 has been reported to phosphorylate Max protein 
Proteins of the Myc family function in the proliferation, differentiation 
and oneogenic transformation of higher cells, c-Myc, the prototype, 
requires for its action Max, so it is conceivable that Mxi2 could play an 
important role in c~ntrolling the activity of the Mye/Max complex 

Using transient expression in 293T cells as a model, we have 
done a comparative study of the regulation of the kinases P38~ and Mxi2. 
By means of HA-epitope tagged versions of both kinases and performing 
~n vitro inmunoeomplex kinase assays, we found that:i) Mxi2 and P38a 
have different activation kinetics; ii) both kinases respond in a differem 
way to stress stimuli; Mxi2 is very strongly activated by hydrogen 
peroxide but P38a responds to anisomycin and sorbitol the highest ; iii) 
they share some homologies and differences in their upstream activators, 
MKKs and MKKKs; as aa example, both kinasas showed an increase of 
activity when they were cotrasfected with MKK3, but MK.K6 only 
activated P38~ iv) they are equally modulated by small GTP binding 
proteins, and we observed that both of them were highly activated by 
Rho and Roe, but not by Cdc42; v) Mxi2 activity was unaffected by the 
inhibitor SB 203580 and by the CLIO0 phosp'hatase that are both known 
to block P38a activity; vi) their substrate specificity using bacterially 
expressed GST-ATF2, GST-JUN, GST-ELK1, GST-SAPI and their 
ability to induce transcription factors ELK, SAP, MYC, JUN, CHOP- 
regulated reporters was also studied. 

A064 

T H E  I S O F O R M - S P E C I F I C  I N S E R T I O N  O F  hSos l  
D E F I N E S  A N E W  G R B 2 - B I N D I N G  D O M A I N  
Natasha Zarich, Jos~ Luis Oliva, Roc/o Jorge, Marta 
Azafiedo and Jos~ Maria Rojas. 
Unidad de Biologia  Celular. CNBF. ISCIII 

Sos guanine nucleotide exchange proteins are 
known to mediate Ras activation induced by various 
tyrosine kinase receptors. Previously, we identified two 
distinct human Sosl  isoforms (hSos l - I s f  I and hSos l - I s f  II) 
with different Grb2 binding affinity. These isoforms differ 
only by the presence in Isf  II of  a 15 amino acid stretch 
located close the first proline-rich mot i f  required for Grb2 
binding. Some human tissues express only one isoform 
(fetal brain, and adult skeletal muscle, liver, lung and 
pancreas) whereas others express different proportions of  
both in fetal and adult stages. 

In this work, we examined the C-terminal region of  
hSosl  without the four canonical SH3 binding domain. In 

vitro binding assays (by GST-fusion proteins and yeast two- 
hybrid system) and in vivo functional studies (by transient 
and stable transfections in Coal ,  293T and NIH3T3 cells) 
showed that both hSos l  isoforms, without four SH3 binding 
motifs, retains the functional activity and the capacity to 
bind Grb2. Furthermore, the results suggest that the 15 
amino acid stretch defines a new functional Grb2 binding 
domain that could explain the higher Grb2 binding affinity 
o fhSos  Isf  II. 



$44  Scientific Topics 

Al17  
REGULATION OF CADHERIN-CATENIN COMPLEX BY TYROSINE 
PHOSPHORYLATION. 
Susana Miravet 1, Jos6 Piedra 1'2, Santiago Roure 2, Antonio Garcia de 
Hen'eros ~ and Mireia Du~ach 1. 

Unitat Biofisica, Dept. Bioquimica i Biologia Molecular, Fac. Medicina, 
Universitat Autbnoma de Barcelona, 08193 Bellaterra, Spain and 
2 Unitat de Biologia CeLlular i Molecular, IMIM, Universitat Pompeu 
Fabra, 08003 Barcelona, Spain. 

~-catenin is required for the stablishment of adherens junctions, acting 
as a link between E-cadhedn and ~,-catenin. Disassembly of these 
junctions has been correlated with increased tyrosine phosphorylation 
of ~- and p120 catenins. Here we report a direct evidence of this 
hypothesis. Recombinant ~- and p120 catenins are phosphorylated by 
p60c-src tyresine protein kinase in in vitro experiments. Binding assays 
show that tyrosine phosphorylation decreases affinity of 13-catenin by 
the cytosolic domain of E-cadherin causing a change in Ka from 10.1. 
104 M 1 to 1.8. 104 M 1. Two sites are phosphorylated and as indicated 
by phosphorylation of different (3-catenin deletion mutants, one is 
located near the N4erminus (Tyr-87) and the other in the last armadillo 
repeat of ~-catenin (Tyr-655). Site directed mutagenesis of Tyr-87-Glu 
does not affect the binding of I~-catenin to E-cadherin. However, the 
mutant Tyr-655-Glu shows a ten fold decreased affinity for the E- 
cadherin cytosolic domain compared to the wild type form. P120- 
catenin has a very low affinity for E-cadhertn, although tyrosine 
phosphorylation increases this interaction by a factor of three. Ternary 
binding experiments using these two catenins and E-cadhedn are 
currently under progress. These results evidence that binding of E- 
cadherin to ~- and p120 catenins is controlled by tyrosine 
phosphorylation. 
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1 
TELOMERE FUNCTION: ANALYSIS OF CELLS AND MICE LACKING THE MOUSE 
TELOMERASE RNA 

Eloisa Horrors1, Enrique Semper1, Prakash Hande2, Luis Marfin-Riveral, Fermin 
Goytisolol, Eva Gonzdlezl, Paofa Juradot, Peter Lanadorp2 and Maria A. Blascol. 

1Department of immunology and Oncology, National Centre of Biotechnology, Madrid, 
Spain. 2Tern/Fox Laboratory, B.C. Cancer Research Center, Vancouver, Canada 

The chnracterieation of a strain of mice genetically deficient for the mouse tnlomerase 
RNA and that lacks telomereea activity has provided a wealth of informs*don on the role 
of mammalian toiomeres and telomareae, Teiomarsea activity is not required for the 
viability of the first generations of mTR4- mice, however, as telomeres shorten in 
later generations, highly proliferative tienue~ such as the hematopointic system and 
the germ line, show defects in their protiferntive capacity. We will show that, in later 
mTR-/- mouse generations, an increasing number of embryos show developmental 
defects that consist in a failure to close the neural tube. Importantly, cells derived 
from mTR4- embryos showing the neural tube open have algnificantiy shorter 
telomeree, decreased cell viability and increased Opoptoais than their mTR4- 
littermatea with n completely closed neural tube, suggesting that the neural tube defect 
is n consequence of the ~ of tsiomere function. Interestingly, in wild-type mice, 
mTR is abundantly expressed in the neural folds that will lorm the future neural tube. 
Neural tube defects, including spine biflda, anencephaly end congenital hydrocephalus 
ere among the major causes of infant mortality, The study of mTR-/- mice has been 
also crucial to test the role of telomerase in mouse senescence and tumorogenesis. In 
this regard, ceils that lack telomerase antwlly are able to be neoplneUeally 
transformed with oncogenea and to form tumours in nude mice. We will present data 
suggesting that after an initial teiomere shortening accompanied by an increase in 
chromosome end-to-end fusions, mTR-/- cells are able to stsbilise their telomeres. 
This observation unequivocally proves the exist¢nce of tsiomerase-independent 
mechanisms capable of maintaining telomeres in immorlal mammalian cells. 

2 
Extension of cellular lifespen: ]replications for Aging and Cancer. Woodfing E Wright, 

M D ,  Ph.D, Department of Cell Biology and Nenrosei~ce, U.T Southwestern Medical School, 

Dallas, TX 

Chromosomes are capped by structures called talomeres DNA polymerase is unable to 

replicate the ends oflineatr DNA molecules, and the ribonueleoprotaln tolomerase compensates for 

this by adding telomerie repeats to the ends of the chromosome. Talomerasa is turned offin most 

somatic tissues during development, and in its absence talomeres shorten. This ultimately limits 

the number of times normal human cells are able to divide. A signal that induces the M1 

(Mortality Stage I) mechanism is produced when there are still several kb of telomeric repeats 

remaining on most chromosomes This signal may reflect the activation e ta  DNA-damage 

pathway produced from a rare talomero lacking protective repeats, or the activation of ragulatory 

factors focated in the subtalomoric D NA and previously silenced by trapping in telomere.induced 

heterochromatin. The key antiproliferative components of the MI mechanism (both p53 and a 

pgB-like protein) are then induced to be in a constitutively active form that prevents cell division 

If the M1 mechanism is blocked, calls continue to divide and talomeres continue to shorten until 

the M2 mechanism causes crisis. M2 probably represents the direct consequences &terminally 

shortened talomeres Immortalization occurs when cells escape M2, usually following the 

derepmssion of talomerase but sometimes via a telomerase-negntive pathway that may involve 

recombination of talomeres. 85% of all cancer cells express talomerase activity, and its activity is 

being examined for screening, diagnostic and prognostic purposes in many differem tumor types 

The recent ability to prevent telomere shortening by constitutively expressing the catalytic subunit 

of talomerase in normal diploid cells and the demonstration that this greatly extends cellular 

replicative lifespan profoundly offecls our approaches for the treatments of genetic defects, 

diseases of aging and cancer. 
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3 
CRITICAL DETERMINANTS OF NEOPLASTIC ANGIOGENESIS 

lsainh L Fidl~, D.V.M., Eh.D. 
R E, "Bob" Smilh Omit in Cell Biology 

Pr~e~r  sad Chrisms 
~ e~csucef motogy 

The U ~ t y  of Texm k~ D. Ande~ea ~ t~aeg 
Houste~ Texas 

An~io~nms is ,.,--,~,, fu, i*,og, e~,v¢ i ~ t h  am1 qa~ad uf ~ l ~ , a ~  'nx induaioa of aa~m~,,~,is 
is ~ ~y mul~e m~kmules the ax~ relelmd b~r some Iimor ~11 and ho6t cell& Among th¢~ molecldes alre 
memben of the lllmeletm growth fi~or 0~'C~ fsmily, vucu~r ~ 1  odl 8mwth ~tef/vamdm penneal~ity 
factor t3~GF/VI~ mKI intefle~n-S (IL-8). T/ae ~ m t  of ~ is d t ~ i ~ d  ~ the 'athm~ Imv~en 
~ m n  that a i~, t ,~  wad tltem that inlu~t the proem. In ~ mmal ~ ~ i ~ t o t y  factc~ 
p~dommate, eoth semule~ esd in~i~a~ mo~watm of a~ io~mis  can aho be pm~ed by t eu t~a~  a ~  
tl~ m'l~ " " etq d~aly oonmibute Io the inaucti~ and m ~ n ' ~  of tl~ ~ l ~ a i e  f~to~'s 
~GF. VEGF/VRF, ma ~.~. 

mRNA ~ ~ W®~ pmd~mm in ~m~ mm~m~ ~ ~ We foead 0el I ~ - a  er IF1~ (bm m~ 

in Imam ~ml, I ~ 1 ~  oats, ~ 1  pmeuae caao~ ~ t ,  by medmtm~ indepest~ ~ . / . i~c~a ' s t~  weaem 
utyzee the ~ e¢ M ~ a i ~  ~ ia m a ~ a  . ~  ~ ~ a e  m m e ~  Pre~em~a ~ 
-__--x~_'_~l wi~ laedmeim e¢ t ~ "  a~t VEOF sad a~eaoe ~ IEq~. Fmla~ ~ amlym 
treaded ~at WM-~ iHa~da~l ~ d i ~ e r , ~ - a  q*tholial =Us ef the ~ a .  medil~ive ma:t GI ~ ~ ~ ~ 
n¢4 by noealtl dividiag ~]11 mr by m I ' ~  da~l m ~  dalR cdl d m  which it  a m o c ~  with 
ImP_ _ _ ~  e/pmiti~e a~eseaic mole~ale~t is inve/wly ~nellled with pre~h~im of ~ - ~ ,  a aqlsti~ legula~ 

dm,,,m.~damio, of ~%-,.-..-- tyF~ TV taxi biFGF b, t.mo~r ~1~ md sK:ttvi~ao. ~ iadim:fl~ inmc oakk in 
irfilu'ati~ morOniSm. The inhi;atinn o~ a a ~ M , ~ ,  cogeted with ac~eiea ~" ~ pm0e~ie~ in 
m a c s ~ a ~  i,mdm,xl n~,,,m/oa ~ h,a'aaa colo~ ~ ova~a, md td,,,,r,~ caxciaomm ~ . . , , ~  

Coll=,ai,al,,y, th=~ dam m~catc t~at cytoki~m !aod, a:~ by 4ilfer'=m orgaa mYiromn~ caa n~ala:c ~ 

4 
Family S t u d i ~  and Heredi tary Susceptibility to Bowel Cancer  
D. Timothy Bishop 
ICRF Genetic Epidemiology Laboratory, Leeds 

Studies o f  families with numbess of  cases of bowel cancer have identified two major forms 
of hereditary predisposition. The first, termed 0Familial A.denomatous Polyposis0 flAP) 
is recognised by the presence of large numbers of edanometous polyps distributed 
throughout the bowel and beginning to develop in the teenage years. The second, termed 
0Hereditary Non-polyposis Colorectal CancerO (HNPCC) was only recognised , until 
recently, by a striking dominant pattern of inheritance and predisposition to cancers at, 
variety of  anatomic sites but primarily o f  the bowel and endometfium plus ovary, stomach, 
bladder and pancceas. Some of  the games responsible for these predispositions have been 
cloned. The APC 8ene (on chromosome 5) is the 8ene responsible for all families with 
FAP identified to date while predisposition to HNPCC arises because of  mutations in genes 
which normally are involved in DNA mismatch repair. Failure of  this system leads 
apparently to an inability to repair critical genes and the natural rate of  accumuluation of  
such mutations plus selection ere sufficient to produce this predisposition. Families with 
HNPCC can now be identified either through identifying germline mutations or by 
particular characteristics of  the tumou~ in such families. 

Evidence suggests that the majority but certainly not all, of  families with a family history 
consustent with HNPCC are due to these mismaReh repair genes. Other genes which either 
involve different genetic systems or perhaps do not produce the same tumour phmmtypo 
may also be important. Identification o f  high risk families without apperem mismatch 
repair d ~ c t s  suggest that there are other high risk predisposition genes, as does 
segregation analysis o f  population-based series of  cases. There are carrently no clues to 
the location o f  such genes. 

There are several improtant unresolved clinical issues in these families, such as how to 
screen HNPCC families and the feasibility ofchemoprevention. Studies of  resistent starch 
and aspirin are currently in progress in both FAP and HNPCC families (for more 
information, contact Prof. John Bum, Dept. Of  Human Genetics. University o f  Newcastle, 
UK). 

5 
FAMILY BREAST CANCER 

Javiar Benltaz, Department of Genetics, Fundacl6n Jim6nez Diaz. 
Madrid. email:Jbenitez@uni.fJd.es 

Breast cancer is the most common neoplasms among women in 
the western world. Although it usually appears as a sporadic 
manner, there is a small percentage of oases (5-101) which is 
considered famillsl end attributed to hereditary mutations in 
various susceptibility genes that f o l l o w  a n d  autoaomic dominant 
tract. Till now, two of them have been iaolated; BRCA1, located 
in the long arm of chromosome 17 (17q21), and BRCA2 of the long 
arm of ohromosome13 (13q21). It is oor~idmradthat women who are 
carriers of any mutation in any of these two genes have s risk 
of approximately 80% of developing braast cancer along their life 
time. The BRCA1 gsna is also associated with an increased risk 
of suffering from ovary cancer, while BRCA2 gene is associated 
with breast cancer in melee. In both oases there is an increased 
risk Of Other types of cancers, mainly of prostate, colon and 
pancreas. 

Both genes present long codifying ssquencies end a similar 
complex genetic structure. The proteins which codify have low 
homology with others except for one highly preserved domain of 
"Zinc fingers" type in the N terminal extremity involved in the 
protein-proteln interaction and in the DNA recognition. At 
present it i s  k n o w n  that both are associated with RAD51, a DNA 
repairing protein in S.oerevisee, which suggests that BRCAganee 
are actively involved in the DMA repair. 

Many mutations described till now (more than 400 in BRCA1 
end more than 100 in BRCA2) do not only impede the analysis of 
the gene but, also the establishment of a phanotype-genotype 
correlation. Furthermore, the mutations in BRCA1 oocur in 45% of 
the high risk families while arotmd 35% in BRCA2. Approximately 
201 of the families do not present mutations which suggest the 
existence of at least s third gene of susceptibility (BRCA3) 
still unidentified. 

Despite this heterogeneity, recurrent mutations very 
frequently appear in certain populations. These are "founder" 
mutations responsible for the majority of these specific 
populations. So, the Ashkenazi Jews have two mutations in BRCA1 
(185delAG) and BRCA2 (6174defT) which are almost specifics for 
the Jewish population; in Island a mutation in BRCA2 (999de15) 
causes almost 100% Of familial cancers. On the contrary, in our 
country no majoritary mutation has been identified. 

Although there is not preventlvemeasures in carriers oft he 
disease, it is obvious that it is necessary to identify this 
group predisposed to cancer as a first step towards prevention 
and treatment. This approach, among others, is focused on the 
follow-up Of the person trying to k~ow the specific risk of each 
mutation, the influence of the exogenous factors on the 
development or not of e cancer within a carrier family of the 
mutation or on the role of those considered polymorphisms in the 
modification or modulation of the phenotype. 
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I 
NEW DRUGS 

S B Kave. CRC [k.t~tm'aent of Medical On¢olot~. Unlversiff of Glasgow 

Drug discovery and development in the field of  ~ iS approaching tal~ecedentsd levels of interest and 

productivity. Much of the activity currently involves new agents with conventional cellular tars¢ts, e.g. taxoids 

and Iopoisomer~¢ { inhibitoes, lind these have already made a significant impact. New ~ l o g u c s  and 

fo~nuintions for these agents are looking very promising in the near fulure, aad a parlicularly fruitful avenue for 

exploration is the development of oral pro-drugs, which allow for prolonged turnoar exposure in a practical and 

convenient form. 

In Indition, a great deal of arlention is dire:ted towards novel compounds whose targets are ba~ed on sound 

biological and moIoeuhlr mechanisms and positive l~clinical data, but for which proof of clinical utility is not 

yet evailable. These include signal traneduction inhihitors, sngiognnesis inhibitors, telomerese inhibitors, ete 

An extraordinary spe~fum of compounds is under investigation, ranging from small low moiccalar weight 

molecules, through novel poptides, to monoclonal antibodies agmnst specific membrane receptors and antisense 

olignnucleotides targoting in~gellular genetic sequences, 

For the next 5-10 years, conventional cytntoxic agents will conlinue to play a major par~ in cancer I?eatment, hut 

it is entirely conceivable tbel these newer compounds will find an important role in eombinalinn therapy 

pmgrammes for many common cancels. 

II 
N e w  t r e n d ,  in  h o r m o n e  r ea i s t an t  pros ta te :  c a n c e r  by  tan  F Tannock .  Pr incess  Marga re t  
Hospital ,  T o r o n t o  (Current ly  at  Cent re  L ~ n  B6rard ,  Lyon ,  France) ,  

80% of potxcnts wRh metaslati~ p¢o¢~1¢ cancer will respond Io imtial androgen v,~th~av.al 

tberapy for a moth duration of alX~l one year There may be brief responses to s ¢ ¢ o ~ ,  hormone thera~,  hol 

the thscase l~"ogr~y~ incvilably to hormone-resistance The maul symptoms axe pain th~ to bone re,~a~Rases, 

and general thtigc¢ There arc no L,'calmcms which have incagasnd the sur~val of patients with Huh'none 

Resistant Prostate Cancer (HRPC) and the aim is to palliote symptoms and to tmprove quality of life 

The basics of manage.rtlc~t of patients wtsh HRPC conust of the app'opnate use of ~trcoUc ana~geslcs, 

together ~ t h  measures Io prevent constipatio¢~, and use of r'ndioUactapy to ti~at localized pain However, pain is 

often generahzed, and there raa), he poor tolerance of rta.n~nos Tiros, there IS il nc~d for effective systemic 

treatments. In using ds~¢ treatments, the nmm goal is rehef of ~mptoms and the rote of pare and other quality 

of life end-paints .,sail be dasc~bed. Fall in serarn PSA is a ~-aiuable glJuncl In show activity of a tsealmeto, but 

is no4 p~of  of benefit tO patients (l'nducing the PSA is little help ff n ~ the pment  ! )  

Our approach is to evaluate gentle tseatments and the Canadian randotmzed trial compenng 

rmtoxantrone ~us  prcd~sone ~ t h  pa~lthsol~ alone illustrates thts approach. The trial showed palliabve 

benefit fTOm using Itns ~ell-tolerated chemotherapy (and PSA response in 30-40% of patients), and this 

treatment has been approved by, the Amuse.usa IDA for treatment of HRPC Treatment with samenurn 19 and 

• ,~lth suramm have also been shou.Tt m have palliative value in rartck3m~ed ¢lthieal trials Sea.rat other 

anucancer ckngs including eslranmstme used with vml~amne or eposide have Nologlcal ~lc*a~4ty as shown ~" a 

fall in sentm PSA Fmtber gains in paihaUon will req~re optinuzotlon of the use of available 'llend¢ ~ drugs 

The curn~l Canadian real c:ompan~ raltoxantroue !~us predmasone plus the I~slxhosphonale ¢lods'unat¢ vqth 

nutoxanmane and ixedsfisone alone, using sinular palliaUve end-points to the earlier trial 

Several ongoing Uiah are stud~.lng biological atypro~hes incl~thng anu-tngmgnnesis and 

immunotherapy Biological acn.,qty of ~ appmacbes should flrsl be shown using PSA rethlcnon, and if t h ~  

are relatively nonqox~c it is appropriate to test them al an ~arlicr stage of disease How¢'¢er their e'~ahlation 

should be s~ngenl ,  and when these asents are effecove in animal models they lead to tumor shrinkage and not 

just stabthzation o f ~  
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Ill IV 
H i g h  dine c h e m o d = e r a p y  and solid t u m o r s  by lan  Tannock, Princess Margaret TRIUMPHS ANDTRAGEDIES IN CANCERTHERAPEUTICS: GERM CELL 
Hospital,Toronto (Currently at Centre Leon B~ard, Lyon, Frcrtce) TUMORS AND SMALL CELL LUNG CANCER 

TIc p r i ~  of bJglt dose clgmotlgrapy followcx[ 17,* slcm-c¢ll tra~toti~n arc straight fo~d- For 

cmge~ that ~ respond m com.~onal dose chemet~rapy, att~tmton of do¢¢ might ==d¢=¢ rc~i~a] 

career ceils and lead to cure. Unforton=tdy, this Boa1 has not l~=en achieved for moat ~olKI tmaors. 

For breast caacer, l~gl¢ arm ~ar.s have shown aa increase i~ the proEeb~ty of compfot¢ rcslX~a=e in 

patients with meus~tic discs==, and a mggesUon of better sunrr~-al in patients ~ l h  locally ag~r~a~ cancers 

who ~eivc b=gb do~ a~uvant chemotherapy Neither of O)ese re~Jts IXOVt *t" sublton~v~ support for use of 

t~ procndun: In I~.al~auc dis¢~¢, patients are ml(~:'led ~ ~ ~ of response tO convcntJol~l-dor¢ 

~ r a p y ,  and for ad~vant thc='apy they axe selected by more inlemav¢ scrceamg When these factors a~ 

taken into account, outcome is not subs;antmlly ¢fiff©mnt than atte~ o~nvctoioaai chemotherapy 

Detennmauon of the b:aefit of this procedure mr ,  rues large ra~om~zed clinical t m b  and ~ ~ 

o~going Two small trtaJs have beea reported for met~tauc ~t'easl cancer : the South ~ l~t=d showed a 

uarv~val aKh, amaSe , and aithoug~ cnuc~zed becalt~ of non standard c h e m - - '  in the control arm. it is 

modestly mppomv¢ of htgh dose chemotherapy. The second trial competed ~ versus delayed 

Uratt~antaUott folfowm 8 aclucvelacnl of a com~ct¢ response with cow.,endonal chemotherapy. Tfos tria~ 

showed pooreT son~val in the ~ trarmldanUmon Broup, which most ~ in lerp~ as suggesting lack 

of beaefit If there is a hcaeficia] effect from high dose chemo~cnlpy, it is more likely to come from adjuvant 

therapy, and it m y  occur in patients wtth int¢lmed~,~ levels o fnsk  (¢g. 1-4 i~dcs and poor h i~o |o~)  whelc a 

mock~ ~ m call k~l could |end to an increa~d rate of cure. 

The [imat¢¢[ v~[t¢ of h~,b d ~  chemotherapy ~ be ~ to it~ s~aJlo~ slope of the do~ rcsponsc 

Curves for many- ano cancer ~ .  Also Wither~ ~ al havc shown that • ~aadard colm¢ of adjtwant 

chemotherapy for br¢=a cancer probably reduces ~.u~wing fraction only by about [0 ~ Pat=¢nt~ with 

microscop~ disease nmy have a body burd~  ~p to 10~ cells, so thai a PAmivdy ~a~l  mcrea~ in Ih¢ 1¢v¢1 of 

cell kill (eg by one or two logs) still has a relatively ~m~dl P.~r~l on the p~mbilily of cure 

H~gh dose chemotherapy with ~em-o~]l tra~planuibon is not ~ p ~ p : ~ l e  for l~M~lts wilh ~east 

cancer and most other sobd tumors exccp/as part of a large pha~  I]I climcal trial Small random~ed triads arc 

of lttit¢ vah~:, and fonhcr pit ar.¢ [I tn~Ls wi]] no¢ ~ information about the valt~ oftho plocedm¢. 

Twenty-five years ago, we simultaneously began innovative combination 
chemotherapy studies in both small Cell lung Cancer and germ Cell tumors, At 
that early time, both were known to be chemosenaitive, in small cell lung 
cancer, also radtosensitive. It appeared that with the availability of new agents 
at that t,me such as ciaplatin for small Cell lung cancer ~ 0oxorul01cin for 
small cell lung cancer, that a significant'improvement in the cure rate woulcl be 
inevitable. Furthermore, twenty years ago, etopoeide became avallal0le for 
clinical trials with significant activity in both of these diseases. 

Germ cell tumors have become a model for a curable neoplasm. As we 
approacl~ the millennium, over 90% of patients are cured of their disease, and 
80% of patients with disseminated germ cell tumors will sunave their Cancer 
This is clue to the remarkal0le chemcoerBitivity with ciaplstin. Germ cell tumors 
have Decome a unclue disease and <:luring the lecture, I will discuss the 
possible and probal~e reasons for why testicular Cancer enjoys such a high 
cure rate with chemotherapy compared to other solid tumors, 

There has been a significant improvement in the quality of life and quantity of 
survival for small cell lung canCer. However, for the two-thirds of the patients 
who present with extensive disease, there has been only modest improvement 
in survival and only anecdotal cures, Modarn chemotherapy with cisplatln 
+ etoposide tot extensive small Cell lung cancer results in a hlgt~ remission rate 
including 10-20% complete remissions. However, median survival time is only 
6-10 months, 2 year survival is 5% and 5 year survi~l is 1-2%, By contrast. 
limited small cell lung cancer is now treated with cisptatin + etoposide 
combinecl with thoracic radiation (wifh or without prophylactic CNS irradiation). 
The median survival time =s 20 months, 2 year survival 40%, and 5 year 
survival 20%. 

During the past 25 years, both of these diseases have enjoyed high respor~e 
rates, but a marked differenCe in cure rates. It is felt unlikely that any currently 
available cytolytic agents are capable of improving the cure rate in small cell 
lung cancer other than very minimally. Hobeft~ty, new bioldgld targets 
including angiogenesis inhibitors and other mechanistic targets would De more 
beneficial than further alterations of classical chemotherapy agents. 



B. Presidential Papers 

I 

HORMONAL RECEPTORS AS PROGNOSTIC FACTORS IN BREAST CANCER 
(BC): A RETROSPECTIVE STUDY OF 147#, PATIF.,lffrs (PTS) IN A SINGL 
INSTITUTION. 
Azagra P, Sastre JM, Llueh A, Marugan I, Jarque F, Chirivella I. Martinez- 
Agull6 A, Gareia-Conde J. 
HOSPITAL CLIN]CO UNIVERSITAR.IO. VALENCIA. SPAIN. 

The role of prognostic factors m ~ treatment for BC pts has clearly 
changed with the trend towards general use of systemic the~py. These factors ate used to 
identify pts with excellent prognosis or worse l~'OgnOsis, or pts with a potential benefit 
with spectfic therapies. To ~sess the progno~ic value of several factors (Hormona 
receptors (HR), S-Phase fiaction (SPF), ¢athcpsin D (CD), DNA-contemt (DNA) and pS 
protein). 1474 pls with operable BC were included in this sludy from February-82 to 
October-96. Detennmatinn of prog~nosti¢ favors were done in the University Hospital of 
Valencia All patieats had periodic control in the mine nislii~ien. Characteristics 
Lymph node involvenle, nt: 0:649 pts (44%), Positiv~ 791 (~6%), with 151 ~ with 10 or 
more involved nodes, 256 08%) with 4--9 nod~, and 384 (27%) with I-3 nodes. Me~ 
age was 57 years (29-99). Tumor size was ~2 em in 424 i~  (29%), between 2-5 cm in 80 
pts (55%), >5:122 (8%). Conservative sutgnty was done in 173 pts (12%) and radica 
masle~3my in the rest. Adjuvant trenUnent was admi~stered in 1318 pts (89%), 363 
(24*/o) received chemotherapy alone, mostly with anthracyclin-contnining regimens 
(24[pls) and 58 pts wre included in a high-dose chemoth¢~tpy and PBSC 
transplantation program; 640 pts received hormonal therapy and only 156 pts (11% 
received no treatment. R¢lult~; Witha med~n follow-up of 70 months (5-169), DFS at 
and 10 years were 68% and 55 % respectively, and 82 y 65% in OS. Univada~ analysis 
showed significant diffcaen~s in DFS and OS for HR, including fenotipic vatianls. Age 
also was a discrminative factor in prognosis, with worse r~'ults in sundval for lXS younger 
than 40 years. Other la~ognostic factors related with tumoral involvement (nodal 
involvement, minor size) aho ~ow~l strong I x ' o ~ c  value. New factors analyzed as 
CD, pS2 protein, DNA-contant and SPF did not sowh an important progne~c value in th 
whole group, including $1zal~¢atinn by nodal ilwolvement .MuRivariate analysis was 
done in terms of DFS and OS in the whole groep and in node-negative and positive- 
group. PgR and nodal involvement wore independent pt'ognoallc factors in terms of DFS 
and OS, .and age was an ~ factor in DFS in all groups. Conelasions: HR are 
independent prognostic factors in DFS and OS, although their lm*ogne~ic ~ is weak 
Lymph node mvolvemant is the strongest la, ognosli¢ factor in te=m* of survival, beside of 
tumor extension malted factors as tumor size and stage. 

2 

NEOADJUVANT (NEO) AND CONCOMrrANT (CON) 
CHEMOTHERAPY (CT) PLUS RADIOTHERAPY (RT) IN 
ADVANCED HEAD AND NECK CARCINOMA (CHN). A 
Rueda. N RRmlles, J Solano, I ~-villa, l Con0eras I, A Mirquez, 
L Alonso, A Sacchetti 2, R Orquiza, E #dim. University Hospital. 
R e g i o n a l  H o s p i t a l  I. C R O A S A  2. l ~ t l a g a .  Spain.  

In patients (pts) with locally advanced CHH Ueated with RT, 
NeoCT reduces distant metastasis and ConCT improves local 
control. We examined the toxicity, tumor response and survival 
in pts with advanced CHN receiving RT combined with both 
NeoCT and ConCT. Eligtbdity: pts with stage Ill or IV CHN 
with nomml renal function, performance status < 3 (ECOO) and 
no previous treatment Radiochemotherat~: NeoCT (continous 
infusion), cisplatin 25 mg/m 2 x 5 days + Leucovorin 500 mg/m 2 
x 5 days + 5-FU 800 mg/m 2 x 4 days q 3 wks x 2-3 cycles; then 
ConCT, cadmplatin 300 mg/m 2 q 3 wks x 3 + LIFT 600 mg 
daily p.o. during standard RT (65-72 Gy to the primary and 
nodes and 50 Cry to areas at risk). Results: between 12/93 and 
12/97 46 pts were inoludcd. Median age 56 0 6 7 0 ) ;  stage 
Ill)IV, 8/38; N2-3, 26; T4, 28; tmresectable, 38; non-laryngeal, 
44. Toxicity (% of  patients iwith grade 3+4) with 
NeoCT/ConCT: hematological 25/t2, nausea 10/8, mucositis 
41 /62 ,  d i a r r h o e a  7 /0 ;  t h e r e  w a s  1 t o x i c  d e a t h  ( t m n o m l  

b l e e d i n g ) .  R e s p o n s e s  (R) ;  pos t~NeoCT:  c o m p l e t e  ( C ) R  

1 4 ( 3 0 % ) ,  pa r t i a l  (P )  R 25 ( 5 4 % ) ,  n o  R 7 ( 1 5 % ) ;  p o s t -  

C o n C T + R T :  C R  31 ( 6 7 % ) ,  P R  8 ( 1 7 % ) ,  no  R 7 (15"/o). W i t h  a 

m e d i a n  f o l l o w - u p  o f  36  m o n t h s  (6 -60) ,  19 p t s  a r e  a l i v e  a n d  

d i s e a s e  free. T h r e e  y e a r  o v e r a l l  a n d  prog]ress ion-free  s u r v i v a l  

( K a p l a n - M e i e r )  a re  4 0  and  4 6 %  respec t ive ly .  T h e s e  p r o m i s i n g  

da ta  s u g g e s t  t h a t  r a n d o m i z e d  t r i a l s  s h o u l d  b e  u n d e r t a k e n  to  

c o m p a r e  th i s  t r e a t m e n t  a p p r o a c h  to  s t a n d a r d  therapy .  
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LIVER RESECTION FOR COLDRECTAL METASTASES. UTILITY OF 
SYSTEMIC ADJUVANT CHEMOTHERAPY.  
J.Figueras,  M.Navarro*,  J .Torras,  C.Lama,  C.Valls, E.Ramos, 
M.Martinez*, J.Busquets, B.De Ramon, EJaur r i e ta .  
Dep of Surgery, Dep Medical Ontology*, C.S.U.Belivitge. Barcelona. Spain 
Introduction. T hb  study was performed to determine if liver resection for 
colorectai metastases is safe and effective and to evaluate predictors of 

out¢olne. 
Material andMethod~. Data of 130 consecutive resections performed in 119 
patients,  between j anua ry  1991 and october 199S were collected 
prospectively. This data  was analyzed retrospectively. 
R~u/~. The perioperative mortality was 4.6% (6 patients). The median 
hospital stay was 10 days. The 5-year survival rate was 43%. By univariate 
ana ly~ ,  multiple ~ver tumors (.>. 4 nodes) was predictive of poorer outcome. 
Pn~4mee of bilobar disease, sincronic diagnostic of metastases, large tumors 
(> 5 cm), extrahepatic disease (if resectable), perioperative transfusion, re- 
resection of recurent metastases and simultaneous resection of liver 
metastales and of the coloroctal tumor  were not predictive of outcome. 
Postoperative systemic adjuvant  chemotherapy was performed in 49 
patients (57%), survival in these cases was much bet ter  (75%at 3 years 
p=.001). By multivariate analysis multiple tumors (~ 4) was independent 
predictor of peorer outcome (eRR 5.3, CI 1.8-15.6). Postoperative systemic 
chemotherapy was independent predictor of better survivul (eRR 0.17, CI 

0.06-0.45). 
C ~  Liver resection is safe and effective and should be considered 
the ~andard therapy for patients with colorectal metastases. A randomized 
trial  to confirm the efficacy of postoperative adjuvant  systemic 
chemotherapy is necessary. 

4 
PACLITAXEL AND CISPLATIN ~ NEOADJUVANT CHEMOTHERAPY 
IN BLADDER CANCER ( STAGE II 411 ). 
Ouintero-Ak:lsna G * , V ; ~ q u e = ~  S*,Sabin-Dominguez P*,MeI-Lorenzo 
JR*,Bermudez-Csncelo JM~.Hoc4:~al Xerel-Calds. *Servicio de Oncologla 
MSdica. **Sen/icio de Rediodiagn6s'dco. Lugo. (Spain) 
AIM: Recent studies indicate that peclitaxel is an active single-agent in the 
treatment of urothelial cancer. In this study paclitexel was combined with 
cisplatin. The aims of the study were to assess effmacy and to~dcily of this 
combination to evaluate the results of neoedjuvsnt chemotherapy in 
bladder cancer (stags II and III) end discuss the possibility of avoiding 
radical ¢yetectomy in case of pathologic complete rasponas (pCR). 
METHODS: Paclitsxel was administered at a dose of 175 mg/m = over 3 
hours followed by C, isplatin 75 mg/m z . Cycle= were repeated every 3 weeks 
(3 cycles) and then the patients ware restaged by computerized 
tomography, cytommpy and multiple biopqdes. Cystactomy wasn't 
performed in c m  of pCR. Patients with a partial response (PR), stable 
disease (SD), or progressive disease (PD) underwent radical cystsctomy. 
Patients with a pCR underwent radiation therapy after chemotherapy and 
avoiding radical cyetectomy. 
RESULTS:From Januarylgg6 to October 1998, 33 patients with stage II (6 
pts) or stage III (27 pts) were entered into the study. Median age was 69 
years, all pts had PS<2, adequate hematologic, renal end hepatic function. 
3310ts and 95 courses were evaluabie for to~dty. Neutropania was the main 
hematological to~'ily:GIIl: 12%, GIV (1 pat). Neither death due to 
chemotherapy has ocurred. Other to]doitles consisted mainly of WHO GII 
alopecia (60%) end nauseas/vomiting (10%). Polyneurophaty GI/II (18%). 
Peripheral polyneurophsty G3 yielding cammtion of therapy in 1 pt. The full 
doses of pacllla]ml and ¢iaptatin ware adminlCmred. Doses reductions were 
not needed. Them ware no treatment delays due to toxicity. Of 27 ItS 
evaluable for response: 15 pCR(55,6%) and 8 PR. 2 EE, and 2 PD. 
(Overall respor'-~e rate= 85%). Pa~snts in pCR didn't undergo cystectomy 
and underwent radiation therapy alter chemotherapy. Actually, CR is 
confirmed in1210ts. 
CONCLU~ON: These results suggest that the combination paclitaxel and 
cispta'dn appears to be highly active as neoadjuvant chemotherapy (85% 
overall responses) in the treatment of bladder cancer (stage I1-111). In 55,6% 
pts in pCR is possible to avoid cystectomy. 

5 
ECONOMIC ANALYSIS OF INTERFERON FOR HIGH-RISK (STAGE 
III) MELANOMA PATIENTS. 
Gonz~lez.Larriba JL, Alvarez-Mon M, Camacho F, Casado MA, Diaz- 
P~rez JL, Dfaz.Rubio E, Guillem V, LOpez-LOpez JJ, Moreno JA, 
Serrano S, Toribio J. MultiDisciplinary Melanoma Group. 

Introduction: In the clinical tnal E1684 (Kdrkwood, 1996) adjuvant 
high-dose interferon alfa-2b (IFN) treatment of patients with surgically 
resected stage III melanoma (AJCC) was associated with an increase 
in disease-free survival and overall survival. The objective of this 
study was to determine lifetime health benefits, lifetime cost and cost- 
effectiveness (C/E) relationship in these patients in comparison with a 
control group. 
Material and methods: Disease progression was studied using a 
Markov model (Hi//ner, 1997) companng two hypothetical cohorts of 
10000 patients, ac, cording to the results of E1684. The cost of each 
clinical state from the Health Authodties perspective (drugs, 
administration, hospitalization, medical visits, lab and diagnostic tests) 
was determined according to routine clinical practice in Spain by an 
expert panel. 
Results: For a patient with a mean age of 50 years, lifetime 
incremental cost (IC) with a 6% discount rate, life years saved (LYS) 
and incremental C/E relationship (6% discount cost per LYS) are 
shown below: 

cost (in million ptas) IC LYS IC/LYS 
IFN vs. Control 29 1.9 1.5 

According to the projection generated by the model, IFN treatment 
produces an increased survival of 1.9 years with an incremental cost 
per LYS of 1.5 million pesetas. This result was compared with other 
procedures considered as essential for survival and accepted by our 
National Health System (NHS), such as hemodyalisis for a patient with 
renal failure (3,4 million pesetas/year). 
Conclusion: This study shows that IFN administration in high-risk 
(stage III) melanoma, a disease in which clinical efficacy has been 
demonstrated, is within the cost range acceptable by the Spanish 
Health System for routine medical interventions. 

TRANSFUSIONS IN ONCOLOGY 

P. Zamora, A. Ord6fiez, E. Esplnnsa, J. Feliu, J. de Castro, 

B. de Ins HerBs, A. JJm6nez~ M. Gonz41ez Bar6n 

Introduction: blood transfusions are one of the main supportive therapies in 

cancer patients. As we lack specific guidelines for their use, it would be useful to know 

more about their use and common indications. 

Objective: to assess the use of blood transfusions in a service of oncology. 

Material and methods: We retrospectively revised all the transfusions 

performed at our service in an 18-mooth period (Jan-96 to Jane-97), both in hospitalised 

and ambulatory patients. The following items were registered: age, sex, diagnosis, time 

of ~ansfusion (at diagnosis or afterwards), cause of the anemia, hemoglobin level, units 

of blood transfused; use of chemotherapy (with or without cisplatin), previous 

transfusions and current clinical situation. 

Results: 167 transfusions were administered, 87 in hospitalised patients and 80 

in the outpatient area. There were 96 men and 71 women, with a median age of 60 years 

(range 15-92), The primaries were lung in 33 patients !20%), gastric in 21 (12.5%), 

esophagus in 16 (9.5%), breast in 15, colon in 15, soft tissue sarcoma in ll, high-grade 

lymphoma in 11, low-grade lymphoma in 7, myeloma in 7 and other in 31. The 

transfusion was indicated at diagnosis in 11 cases (7%) and during the evolution of the 

disease in the remaining 156 patients. Previuos transfusions had been administered in 55 

cases (33%). The hemoglobin level ranged between 10.4 and 4.6 g/dL, with a median of 

7.4. A median of 3 units were transfused (range 2-6). Anemia was attributed to 

chemotherapy in 80 patients (48%) and to the tumor in 69 (41%), whereas it was due to 

digestive bleeding in 13 patients. One-hundred twenty patients (72%) were under 

chemotherapy by the time of transfusion, and chemotherapy included cisplatin in half of 

them. 

Conclusions: 1) Patients with lung cancer, digestive tumors or hematologic 

malignancies received most of the transfusions. 2) Most transfusions were given in the 

evolution of the disease. 3) One third of our patients had received previous transfusions. 

4) Most transfusions were atributable to chemotherapy, although over 40% were given 

as a palliative treatment for the underlying tumor. 



C. Scientific Topics 

1. Advanced Breast Cancer 

8 
MICT,,k.~r,~11C IBmr..AST CA,'~CtlLL ~ ' I ' I ~ I . M  S ~ , ~ b  
N"',In'o F, V=U~ue~ MLI, Pm~mcio M, 8~,dao= A. CuSedo R l~oL11a F E~rm p. 
S~'v~.io de Onccdog~ Mddi~. Clinic= Purer= de Hhn,o. U=ivmidad Aut~oma d* MmLnd 
Saa Mm~ de Pon~ 4, 2SO~S-Madrid. Spiin 

Mer~lalz.~ ~ cau.cer i~ a ~l~J di~Mmae ils wb~h ~zvivl.I n~y vllry d a P l n ~  ~ ~e 
affcct~l oqpm, We review the e~vec/mce oi ~ the On=oMly gervice at tl~ ~ de HJerro 
CI~c o~ ~ I V brmm ¢au~e=r as to I~= ~ ~=eS=me, r m ~ * *  to ts.eotn~ot =td cul,~vat. 

M A ~  & Ml=it-tof~ I$? ~ (pu) ~ of mtd t r ~  ~ b~ll~ c.l~¢er 
iV in m~r =ervice flora Jlm'..m~ I~N3 'm DQmmdm¢ I ~ ' / , ~ r e  mv~ew*d. The followin g 

clinical .v.m'i~Ste~ were analy~d: Me~t~ is  (MRS) I ~ ,  hc*'mo~ ~e¢~p¢or=, and m~lnml 

I~phm-M-;u m ~ o d  To c~pato  ~m~vat ~ • l~ l -P ,a~ ~ ~ appS*d. F ~ I ~ y  
da~ =udsr3=d ~ly=~= w=* bued m* the X =qum~ U~ with ~tb=r tSc Y a ~  or the Firmer 
cor're~ion 

)R.ESlJLtS. M'I"S k:~ttlo~ = d i ~  i= Mtow'a in ~ Tabl* below, in ~3 pts 03%) they 
pre~l=~d as ~ e  ~ ~ 1  in 104 (6T%) Im np.~p[o one, 10~ pC= ~ m d ~  hommee, 
~ma,* '~*~i'~', .~.,,. Im.m~ d~r~y, 27, d~mm~u=rq~ msd S p ~  m ~ven 

~,= =,~ 4~ ~ ,  w m  ched f~O,O01). O~w=U . u r v i ~  re,* (n~ lm)  
~vm ~o(~.4) *s~, wu  $ .6 )..eer~ wi~ i dbsw.~&ce i~er~ll of' ? 9 montk~ 
~-.'~s =~: :=~ .~ D / f f * * ~ ,  M m , m  r~=~.=l, l~m, and Id,mr*l with 
~ o,e.., s'~(s4) live" m~t l u ~  ~ m ~tnd to be |igni~¢am 
<, ,~. ,~-~.) (p~O.OS). 

CONCLUSIONS. l) S~lr~vll i ~  bs bt~l~, ~l~¢~r, I ~  IV i.t >5 ysars wlth CgfTe~tl~ 
awd~b[e trwt=~e=~s. 2) Wl~r dS* d~eime-~e h,~v~l i= Wmte~ than 2 ~ ~* ~e=se-free 
ir4m'vat is < 2 yr (p<O,OOl). 3) R~imud, ba~ md pl*ural le*ions ~ow a ~tati~ie~lly 
r , ~  ie~mt 51gh~" surviv=d dum li..,m. =m:l h~ Ioe.~i~. 
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CYTOXAN, EPIRUBICIN AND VINORELBINE (CEN) IN METASTATIC 
BREAST CANCER (MBC): A PHASE II STUDY OF THE GRUPO 
ONCOLOGICO DEL NORTE (GON). AJ Lacave ~, E. Esteban ~, 
Gonc~ez de Sande JM 2 Puert~ J ', Mu6iz I ', Fra J ', Paloc/o I ~, JM 
Viegaz ', E. Esb'ada ' y Fernandez JL ~, Me(Aca] Oncology Hospitals of 
Oviedo ~, Le0n " ,  Ponferrada z. 
In a previous phase III study perfom~ by our group the CEF 
combination demonstrated a 61% response rale in patients (pls) with 
MBC. ( Ann Oncol, 1994; 5:26). Vino~Ibine (N) (an act~ drug in lhe 
treatment ot BC) was introduced as a subs~tudon tor 5 tluorouracd (F) 
with CE. (30 Ibis bases, we began a phase II study wiU~ this new 3-drug 
combination CEN. Cnleria ir~usion were the followtng; females _<70 
yea~s old , measurable or evaluable disease, Kamofsky (K) z 50%, 
adequate haematology, hepatic, cardiac and renal functions, no prior 
c h e m o ~ y  (CT) excepl tot adjuvant CT anthracycSnas or vinomll:~e. 
From A~I  lill March 98, 50 pts were included in the sludy with the 
Iollowing charactemtics median (M) age 53. M K 70%, adjuvant 
chemotherapy 17 pts (34%); M number d melastasic sites 2 (1-5); lung 
20, liver 21, bone 21, and sofl tissue 24. The treatment schedule used 
was (mg/m z i.v. day 1 and 8): C 40(], E 30 and N 25. Cycles were 
repeat~l every 4 weeks. 
Results: M number of c ) ~  administered up 511 now was 5 (1-14). The 
most common haamal~ogical toxici~ was neulmpenia: 40% (20) of the 
pts had Grade (G) 3 or 4, 4 of them were lebnl. Trombopenia or anaemia 
G 3-4 were seen in 2 pts. Other non-hanmatological lo~cities G 2-3 were'. 
NN 23 pts (46%), aiopecia 25 (50%) and stomalilis 7 (14%) 
Cardiotoxid~ G 2 in 5 pts. activity: 12% CR; 33% PR, 51% NC ar~ 4% 
PD. The M duratio~ of response an lime to proglossion 34 weeks (95% 
C]: 23-45) and 31 weeks (12-51) respectably. 
In conclusion the CEN combinaSon appear to have an acceplable 
to~=rance but moderate activity when compared to other regimens used 
recently in MBC. The study is still or~jo~ng. 

$51 
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DOCETAX~L-VINORELBINE IN ANTHRACYCLINE RESISTANT 

DISSEMINATED BREAST CARCINOMA 

AN ONCOPAZ COOPERATIVE GROUP STUDY 

Backgroulld and objective: docetaxel and vinorelbine are two of the most 

active drugs in breast carcinoma. We studied their combination in patients with 

disseminated disease who had previously been treated with an anthracycline. 

Patients and method: 96 patients with metastatic breast carcinoma were 

included. They could have received adjuvant or neoadjuvant chemotherapy or first line 

chemotherapy for advanced disease: an anthracycline had been used in any of thfse 

cases. Their age ranged between 26-77 years, with a median of 54. ECOG performance 

status was 0 in 33 patients, 1 in 51 and 2 in 10. Docetaxel was administered on day 1 at 

85 mg/m2; this dose was reduced at 75 mg/m2 after the appearance of  severe 

neutropenia in the first patients. Vinorelbine was given on days 1 and 5 at 20 rag/m2. 

Courses were repeated every 21 days. Prohylaetic G-CSF was allowed if the patient had 

had grade 4 neutropenia or febrile neutropenia in previous courses. Reevaluation was 

undertaken after 3 courses and, in the absence of  progression, up to 6 courses were 

given. 

Results: 511 courses were given, with a median of 5'3 per patient (range l to 6). 

Seventy-two percent of patients received 6 courses. There were 13 complete responses 

(14%) and 51 partial responses (56%), for an eyeful] response rate of 64% (IC 95%: 60- 

79%). It is too soon to evaluate survival. Grade 3-4 toxicities were: alopeeia in 60% of  

patients, nentropenia in 24% (only grade 4), febrile neutropenia in 16%, stomatitis in 

16% and asthenia in 12%. 

Conclusion: the combination of docetanel and vinorelbine is very active and 

moderadately toxic with this schedule in patients with metastatic breast cureinoma 

previously treated with anthracyelines. 

11 
E F F I C A C Y  O F  H I G H - D O S E  P A C L I T A X E L  IN 
C O M B I N A T I O N  W I T H  C Y C L O P H O S P H A M I D E ,  
T H I O T E P A ,  C A R B O P L A T I N  AND S T E M  CELL 
R E S C U E  F O R  M E T A S T A T I C  B R E A S T  C A N C E R .  A 
PHASE II TRIAL,  ~ ,  D Ishl, A Yubero, R Cajal, 
Jk Martf. J Herr~iez, P Bueso, L. Murillo, A S~ienz, P Escudero, C 
[filguez. P Larrod~, MD Garcla-Prats, A Tres. Medical Oncology 
Division. Hospital Clfnico Univcrsitario. Zaragoza. Spain. 
Aims: A phase I-II trial with escalating dose of paclitaxel (FI'XI in 
combination with cyclophosphamide, thiotepa and carboplatin 
ICTCb) plus stem cell rescue for patients (pts) with metastatic breast 
cancer (MBC) and ovarian cancer was performed. Pa t i en t s  and  
Methods:  From October 1995 to November 1996, 16 pts with 
MBC (16). ovarian(l)  or unknown primary (1) cancer failing to 
enter complete response (CR) to conventional-do:~e chemotherapy 
ICHT) were treated in the phase I portion of the trial (Proc ASCO 
1997. A-358). Dose levels of P'I"X (mg/m 2) were 500 (3 pts), 600 
(3). 700 (6), 800 (3) and 6.50 (3). Dose-limiting toxicity at 700 
m~m 2 was grade 4 mucositis (3/6 pts) with sepsis and lethal adult 
respirator)' distress in 2/6 pts. The recommended PTX dose for the 
phase I1 portion of the study, with 16 pts enrolled to date, was 650 
m~m 2. Resu l t s :  All 25 pts with MBC with measurable disease, 
treated with PTX+CTCb while in partial response (PR) or disease 
stabilization to induction Cliff (FEC) had objective responses (CR 
18 pts; PR 7 pts; response rate = 100%). According to prior CHT, 
there were 17 CR * 4 PR iq 21 pts with no prior CHT for MBC (9 
had prior adjuvant CHTt and 1 CR + 3 PR in 4 pts with prior CHT 
for metastasis. Median time to progression was 19 months (reel 
t range 4-27+) for all pts ( 19 me for pts with no prior CHT for MBC 
and 6 me for those with prior CHT). Me,dian survival for all pts has 
not been reached (.54% 2-year sorvival). For pts with no prior CHT 
for MBC. 2-year survival is 59%. and median survival was 15 me 
for pts with prior CHT, Conclus ions:  The antitumor actix it) of 
FTX+CTCb with stem cell rescue in this small cohort of pts ~'ith 
MBC not in CR is encouraging, as is the duration of response. 
PTX~-CTCb deserves comparison with non-PTX containing high- 
dose CHT in a randomized trial. 
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PHASE II STUDY BIWEEKLY PACLITAXEL, DOXORUBICIN 
AND GEMCITABINE AS FIRST LINE CHEMOTHERAPY FOR 
METASTATIC BREAST CANCER (MBC). P .  Sanchez-Rovira, 
E.Gon~ez, I. Porras, A; Ja&h B. Medina, M. Femrndez, N. 
Mohedano, A. Lozano. HGE "Ciudad de JaEn". Ja~n. 

introduction: Combination Paclitaxel and Doxorubicin have 
both demonstrated important activity in MBC (50-94%). Gemcitabine 
has shown a response rate of 30-40% as first line chemotherapy in 
MBC. The aim of our study was to determine the efficacy and toxicity 
of a combination of paclitaxel, doxorubicin and gemcitabine as a first 
line chemotherapy in MBC as a schedule dose density biweekly. 

Material and methods: 21 patients were included diagnose.x] 
with MBC, 15 had prior adjuvant with antraciclines- containing 
chemotherapy. Median age was 53 years (40-67). PS was 0-1. Sites of 
disease were single (10 pts) or multiple (11 pts), including: bone (13), 
lung (11), lymph nodes (5) and liver (2). In case of patients required a 
delay in dose aider 1" cycle, because of haematological toxicity, support 
with GCSF was allowed. LVEF was performed at the beginning, the 
3th cycle, the end of study and every six months. 
Dose escalation and toxicil 

Level D T G G3-4 G3-4 
N ° pts Mg/m2 rag/m2 mg/m2 T.Haemat T.Non 

haem 
I(3) 20 135 2500 1- 
2 (6) 25 135 2500 4 i- 
3 (10) 30 135 2500 6 I 1 

4 (2) 35 135 2500 2 1 
Results: A total of 105 cycles were administered. 21 patients 

were assessable for toxicity: Neutropenia (G3 in 28,5% of pts, G4 in 
23,8% of pts), thrombocytopertia (G3 in 1 pt), mucositis G3 in 2 pts, 
peripheral neurotoxicity G2 in 42% of pts; other toxieities were low. 
There was a death due to febrile neutrbpenia. 20 patients were 
evaluable for response. 6CR, 10PR, 2SD and 2PD with an overall 
response rate of 84%. With a median follow-up of 11 months the 
overall survival has not already reached. 

Conclusions: All together dates indicate that this combination 
of doxorubicin, taxol and gemcitabine is highly active in first line 
chemotherapy in patients with MBC in spite of mild-high 
haematological toxicity and low cardiac toxicity. 

14 
THE IDEAL DOSE OF TAXOTERE {1") IN PATIENTS WITH 
METASTATIC BREAST CANCER (MBC) PREVIOUSLY TREATED 
WITH ANTRACYCLINES (A): A DOSE FINDING STUDY OF THE GON 
('GRUPO ONCOLOGICO DEL NORTE') L Pa/acio, J. Fro, AJ Lacave, 
LMG de Sonde ', E. Esleban, JM. I[/e/~J, E. Estrada, t Mudiz; JL Llano, 
MA So/a, J Ca/taste. Servido de Oncok)gia M~lica Hospital General de 
Asturias (Oviedo) y Complejo I-IospJtal~o de Le0e '. 

T was approved in Europe in Jan. 96 for the treatment of MBC patients 
(pts) previously ~a /ed  with A and the recommended dose was 100 
mglm 2. After havong ~eated some palients with dose we toend e~cessive 
toxic~. We therefore designed a tribal in order to ~ the ideal dose 
(ID) of T in Ibis group of pts. Starling with 60/70 mg/m = of T every 3 
weeks, (depending on the cumulated dose of A), the dose was tailored in 
order to obtain a neutropenia nadi~ of G.3 (boold count on 10th day ) 
avoiding febril neutmpenia and non' haematologycai toxicit~ G. 3-4 
{except alopecia). All pts received premedcatJon with coctivoids. From 
Jan. 97 unlil March 98 we entered 49 pls into the study. Pts 
characteristics v~=re: median age 60 (34-71); Kamolsky I 70% (60-100); 
predominant disease s'~es (soft liss~e 4, bone 9, visceral 36); measurable 
disease 21, evaluabte 28; refraclory to A 27; potenlialy sensilive 22; 
median number of cycles previously received 12 (2-24). The median 
number of cycles received of T was 5 (1-17). The median highest dose 
received of T ,as 60 rag/m" (50-100). The median dose intensity of T (6 
cycles analyzed was 21 mg/mZlweek. It was possible to ~d  the ID in 42 
pts and the median ID was 60 rng/m 2 (50-100). The overall response rate 
was 30% (8/?.2} in the poter~aly sensitive and 26% (7/27) in the 
refractory group. Median nadir of neutTopbils was 500 (0-3000). There 
were 2 febril neutropenias. Them were no text deaths. W.H.O. grade 3-4 
non haematoiogical toxicity; vomiting 1, diarrhoea 1, skin 1; neurologic 2. 
In cor~ck~_.j~)n in urtselected pts with MBC pcevkmsiy Ireated with A the 
dose of 100 mghn z of T is very to~c'ity ID to starl with in pts heavely 
prelreated (thai is what usually happen in our daily clinic) is 60 mg/m z. 
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"PRELIMINARY DATA OF RANDOMIZED STUDY OF INTENSIVE 
CONSOLIDATION CHEMOTHERAPY VS OBSERVATION IN 
PATIENS WITH METASTATIC BREAST CANCER WITH LOW 
TUMOR BURDEN SENSIBLE TO INDUCTION CHEMOTERAPY 
WITH PACLITAXEL AND EPIRUBICIN" 
C~s~do A ~., Garcia Puche JL 2, Pellegri A 3, Perez Carri6n R ~, 
Casinello js, Carrato A s, Men6ndez D z. 
H. Clinico de San Carlos de Madrid !, H San Cecilio de Granada 2, H 
Sant Joan de Reus 3 H. La Princesa -~, H. General de Elche ~, H. 
Universitario de Guadalajara e, H. Provincial de SantiagoZ.(GRUPO 
GEICAM) 
High-dose chemotherapy in advanced breast cancer obtains the best 
disease free survival results in those patients with one metastatic 
disease location achieving a complete or partial response. A study was 
developed to find out the real contribution of the intensive 
chemotherapy to those patients. Patients will receive 6 cycles of 
Paclilaxel 200 mg/m 2 in 1h-infusion and Epirubicin (90 mg/m ;, 10-20 
min-inlusion) every three weeks. Those patients achieving CR or PR 
not suitable for radiation are randomized in two different arms: 
observation and consolidation chemotherapy (DICEP type: etoposide 
150 mg/m~/12 h days 1, 2 and 3; Cisplatin 75 mg/m 2 days 1 and 2 and 
ciclophosphamide 2.25 g/m 2 days 4 and 5 every 6-8 weeks). Inclusion 
criteria: Metastatic breast cancer involving one disease site; 
Performance status ECOG < 2, age between 18 and 60 years, normal 
hepatic and renal functions and normal blood count. Prior 
anlhracyclines treatment is allowed whether disease free survival is > 
1 year. The objective of this study is to compare the disease free 
survival. The study started in Jan 1997 and to date 35 patients have 
been registered. The first 11 patients included have achieved 4 CR, 2 
PR, 1 PD and 4 are non-evaluables. To date 2 patients have been 
randomized to the consolidation chemotherapy group and 1 patient to 
the observation arm. 
The preliminary haematological and non-haematological toxicity data 
in the induction chemotherapy shows palmoplantar pruritus in 4% of 
cycles. Recruitment is ongoing until a total of 96 patients. 
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EFFICACY OF FORMESTANE (LENTAROI~ IN ADVANCED 
BREAST CANCER PATIENTS. J. M. Baena, M. J. C_~mm, A. Rueda, A. 
Mateos, J. A. Contrem, A. SenrL Medical OnceleSy Department, Puerta 
dd Mar U.H. Cidiz. 
Background: In postmenopansel advanced breast cancer pati¢~, hormone 
therapy is widely accepted as the treatment of choic~ because ofits efficacy and 
good tolerabifity compared to chvmothc~py. Formestan¢ is an effective and 
competitive inhibitor of aromatase, the enzyme responsible for the conversion of 
androgens to estrone and ~radioL The aim of this study was to evaluate the 
tolerance and climcal activity of formestaae after tamoxifen failure. 
Methods: Eighteen postme~opausal patients with advanced breast cancer 
resistant to first-line endocrine therapy and PS (ECOG) 0-2, were treated with 
formestane at doses of 250 mg i.m. every 2 weeks. Patients were.evaiuable for 
tolerance and clinical activity after 8 weeks of treatment. These patients were 
not enrolled in a fennel research protocol and rigorous criteria could not be 
utilized. Improvement was defined as some objective resremon of disease, 
stable disease was defined as no change in disease for >8 weeks on therapy 
without pmgresdon and progressive disease is defined as worsening of disease. 
Result= : Seventeen females and 1 man (postcammion) had a median age of 57 
years (47-74) ; 13 patients were estrogen receptor-positive, l negative and 4 
unknown ; the sites of metastatic disease were soft tissue in 15 patients, bone in 
8 and v i m  in t0 (8 with only I site and 10 with several sites); previous 
tamoxifen treatment for metastatic di~Lqe had been given to 17 patients, only 1 
case had received LHRH-A plus tamoxifen and 11 chemotherapy. Responses : 4 
(22%. 95% CI. 6-43%) had improvement, 8 (44%. 95% CI. 19-63%) had 
stable disease and 6 (33%. 95% C.I. 12-54%) had progressive disease. Four 
responses were observed on soft tissue (3 cases) and pulmonary nodes (I case). 
The median response duration was 9 months (3-15) and the median survival was 
It months (3-23). Side effect were mild and transient. Only 3 patients 
complained of nausea, 2 of local side effects, I ofhaadache and l of itch. 
Conelusious : Formestane is an effective and well-tolerated approach in the 
management of advanced breast cancer aller tamoxifen failure. 
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SHORT-COURSE INTRAVENOUS PROPHYLAXIS PRIOR TO 
THERAPY WITH PACLITAXEL: STUDY OF TOXICITY IN 60 
PATIENTS. 
Inoriza Ruede~ A. Puerto Pica, J.M. Lomas Garrido, M.Servicio de 
Oncologia Medics Hospital Universitar~o Infants Cristina.- Badajoz. 
(SPAIN) 
INTRODUCTION:A 30% of patients treated with paclitaxel presents 
hypemen,Ji~ reactions. "Standard" premedica~on has included 20 mg 
dexamethasone administered 12 and 6 hours prior to treatment with 
paclitaxel, diphenhydramine (50 mg) and cimCddine (300 rag) or 
ranitidine (50 mg). The aim of this study was to evaluate a short-course 
inbavenous prophylac'dc regimen for prevention of hypersensitivity 
reactions. 
PATIENTS AND METHODS: A total of 60 patients were evaluated. 
Eligible outpatients received paciitaxel (breast cancer: 37 pats; ovarian 
cancer 18 pats; heed and neck cancer 3 pats; colangiocarcinoma 1 
pat). A total of 322 courses were evaluated. The drugs and doses 
adminbtersd were: Brea~ cancer(4 Ep175 rag/m2 + Peolitaxe1135-175 
rag/m2); Ovadan cancer (CDDP 60-80 rag/m2 + Paclitaxel 135-175 
rag/m2 or Paclltaxel 175 mg/m2 or Carboplatin 350 rag/m2 and 
Paclitaxel 135 rag/m2); Head and neck carcinoma ( Paclltaxel 175 
rag/m2). All patients received a short course intravenous propaylactic 
regimen and standard course prophylactic anti-emesis (anti-5HT3). 
Irflravenous pcophytsxis for hipemen~vity reactions was administered 30 
minutes prior to paclitaxel and conf,~ted of dexamethasone (20 rag/re), 
dexclorphanhydramine maleato (5 rag/IV) and cimetidine (300 mgAv). 
~ N e i t h e r  severe nor low hiparsensitivity reac~ons were 
observed. There were two cases of hypotension ( sickness of short 
duration and not moc ia ted  ~ the interruption of treatment). 
~ T h i s  single-dose intravenous prophylaxis used to 
prevent pacatsxekalm:x3ated hypenmns~y reactions , is as effective as 
the standard regimen. And this regimen is not associated with an 
increase of hipanmnltvi~ reactions. Addi~onally, the modified regimen 
is more comfortable( the standard regimen requieres to take 
dexamsthssone bo~ tile n~lht before and the morning of treatment)and 
reduces the level of stress prior to therapy with paclitaxel. 
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FINAL REPORT OF .4, PHASE H TRIAL WITH DOCETAXEL + 
VINORELBINE FOR ANTRACYCLIN-REFRACTORY 
METASTASIC BREAST CANCER. 
P. Bueso, J-I Mayordomo, R Cajal, A Yubero, J Herraez, L Murillo, IL 
Marfi, D. Isle, A Saenz, P Escudero, ~ Garcia Prats, A "Ires. Division 
of Medical Oncology. Hospital Clfnico Univ. Zaragoza, Spain. 

Preclinical dam support antitumor sinergy between taxoids and Vinca 
alkaloids, as might be expected from mechanism of action: taxoids, two 
groups of anticancer drugs acting through inU~'action with tubulin. We 
implemented a phase II trial of docetaxel (TXT) plus vinorelbine (VRB) 
in patients (pts) with antracyclin-refractory breast cancer. Treatment 
inchiyed TXT 75 mg/m 2 and VRB 30 mg/m 2, both on day I q. 3 weeks 
(wks) up to progression or 6 courses. The schedule is different from 
previously reported trials in that there is no day 8 dose of VRB. After 14 
pts had been enrolled with 10 cases of febrile neutropenia resulting in 1 
death, and taking into account that this is a palliative treatment, TXT and 
VRB doses were reduced to 60 and 24 rag/m2 respectively.. In 36 pts 
treated ( all but one had previous antracyclin-containing chemotherapy 
and 12 had prior ldgh-dose chemotherapy with stem cell rescue), aged 
30-73 years ( median 52), 137 courses were given (1-6 per pt, median 5). 
Grade 3-4 toxicities: febrile neutropenia ( 16 courses, 1 lethal), stomatitis 
(9). There were dose reductions ( mostly 20 % decrease in docetaxel and 
vinorelbine dose) in 50% at initial doses and 17% at 60/24 rag/m2. In the 
present study, the predominant toxicity of the combination which has 
limited dose intensity has been grade 3-4 neutropenia and stomatitis. 
Response rate in 32 evaluable pts ( 4 pta received 1 course only) was 71,8 
% ( Complete Response, 3 pts, Partial Response, 20, Stable Disease, 3 
and Progressive Disease, 6). With median follow-up of 12 months or 
until death, median time to failure was 4 months ( range 0-15+). Median 
survival was 7 months (0-23+). TXT plus VRB is a very active second 
line regimen in patienlm with metastatic breast cancer, even after 
progression to high dose chemotherapy, although most responses are not 
durable. 
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TAXUL "t' 4-JfI'IKUUICJN AS I m LIN lr TI~TMIH~T OF ADVANCKD DIUIf, AST CANCER 

J Ril~ ~.; MA.ScglIi 2.; A.AtCuSa ~: D Aguiar i, Hol~tal Son Duma de Palma de Mullm-ua t.; lIospitnl 
Pare "l'mdi dc S~badell 3 4 Hospagl de Tarra¢-i ~. SI~IhI 

l.trmluctien and Itlm: Dvu~ainalion of a.tttwnoral uutivity Of the combination ol Taxol plul 
l~pinlbiein ill IWIII~I~I$ wllh inetllitatlc bre.~ cane@r, cvahmtiug the ~ , ~  obtained and theh" duration. 
as well at* the 10xi~ty of thia ammclatien. 

Matt:fill and MPAhOd: l ip  to dale 9 palit=*ls weft: m.u]lal with ddagao~li¢ httloingy Of In'ga$1 ean¢¢J 
mid wJrli~l ltemal0lOglC, renal mad I~patlc 13Jlle'lion~ who ImdSt't plCvloufly r~'c#vod nr~ chemoa~rapy 
~br advanced disease. Trcalment waa 4.Epin~bicin 75 mg/m 2 and Taxol 200 mum ~ given as a 3 boars 
mhmKm. M~lian age was 54 yealz, renl~ 8 from 40 tO 64 y~m's. M~tan of ECO0 w~ I 5 l~tieaats welt 
prcmmlOlNttisal as~d 4 pollmei'lopauMI. (~ly 2 l~tlellll W0~ ~ I~o f l t  +. Two pt*lie,*l$ dRIll'l 
rt..~ivc ~ny prevloua a~uvai~l cheallothcrapy, all the ~ rlleelv~d ClvlF. 4 palielas r¢~'¢iv~l 
Iloralottolltorapy provloufly told 5 rmliothcrapy. TI~ ~ nlllnber of sitee Of dlIP.,a~ was 23 will* ms~t 
}let ]~qlJelll 0l" 2,~; 3 pllll(~ltg ~lt,~ l, 2 h~ d 2, I wil]l 3 .$~P.~ 0~ d~l~l~, 2 ~ 4 ~lld ] ~ 5, S]l,e$ el* 
at~case m relation Io or t~  tnvolve¢ In ? paUmlr~ lUllS ill 7 p~li~ll~, plt.~ml in 6, bone in 2, lymph 
a,.xk~ ul 2, t,'l *t..~ wall In 2, suprarcaal in 2. modumlimnn in 1 mad breast in 1. 

Rcl~ltl*: WII]l 0 IIIP.af101"4,4 (2-6) Idottrd$1~'~ cyc I~  wjnt the plw~lg IK~ledtdP~ th¢ F(~apOl)i~l Ol~din~ 
have ~ 4 panlal rt.'l~s~, 3 sllblc diz~c ~K/2 Wo~~l~Jo.~. Rcaponse ratc obtohu~l was 44.4% For 
Iho patients who ebtotncd pl~lial n.~on~ file lneam el" ait~ Of dil~lse w8~ 1,7, for the p~iicnts vath 
~ ablllr~lUoll 3 I~1¢~ and to 3,5 sh~ In I~llinnt S wilh pKl~'O~len, ~11~ lOxlci ty/b 'yd~ t ~ e , d  over a total 
of 40 ~'clcs a~llin~cxcd wa~, ] ~ Ill I I~ '~ , J l~ l ,  3 ~ i|l naesea-vmnitiug. 1 grade II pCj-lphl~ra] 
ncaropaly, OI10 ~llle of ~CmITopc/I~ fever mad I plntem Wllh I.VF.F Iktn'ea~l 1o 'I<.% wire stupp~l 
Irt~llllll~xlt , Oiicl~lJCla died for p¢ogrea~ion dil~ml~ 

Cont'.hlldOltl;'t'llou~h tile Salllp~ MZf Of ~ l i en l l  Of Ihi$ 511~dy is It~ aumU, toKi~ly WaS nxx~rnl~ and 
rcspo,se rmc 0blainCd tn IM! group of pali~ls, wIlh IIIUlliplc mr.'Israeli,; ~itm slww promlsh)g clEca~y 
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WHICH IS THE ADEQUATE TREATMENT FOR BREAST CANCER IN 
THE ELDERLY?. R ~ R B e r n a l ~  J Salvador, E Garcin-Fdez, JJ 
R e i u ,  ML Delpdo.  S¢c¢i6n Oncologla M£.dica. Hmpitsd Juan RamOa 
Jim/mez. HuelvL Spain. 
INTRODUCTION: Currently, the initial and adyuvant treatment of breast 
cancer in elderly ( >70 years) is not dearly defined. The probability of benefit 
with an aggressive lreatment in this patients group is being assumed without 
paying attention to other questions such as quality of life, the effectiveness vs 
morbility in older individuals, an the aggressiveness of the tumor in these 
patients. We have studied the features and outcome in a group of patients over 
70 years with breast cancer, 
PATIENTS AND METHODS: Thirty-nine patients, 37 women and 2 men. with 
breast cancer and age over 70 years were studied. The mean age was 77 years 
(R:70-85). The stage distribution of the patients was as follows: 1(2,5%); 
IIA: 15(37,5%), l ib  6(15%), ITIA:3(7,5%), HI'B: 12(30%) y IV:3(7,5%), The type 
of turnouts were invasive ductal carcinoma: 32, inflamnmtory breast: 2, invasive 
lobnlar carcinoma: 1, mucoid carcinoma: 1, colloid carcinoma: 2 and 
undifferentiated carcinoma I pt. Rcc~lXora were positive in 15 patients (37,5"/o), 
negative in 5 02,5%) and unknown in the rest. 
RESULTS: In 20 of the patients a local treatment with radical intention was 
performed (mastuetomy or quadrantectomy plus r a d i o ~ p y ) ,  in 4 patients no 
san-gory was pro-formed ( 3 pt. stage IIIB and 1 pt. s t a ~  IV) and in 15 patients 
the local Irealment i~rformed was non-radical. Regarding the syslemic 
treatment, 32 patients received only hormonal therapy with tammdfen. 6 
patients ( the two males and the 4 patients with negative r¢ccplors) had 
chemotherapy plus tamoxifen and two patients were treated only with 
chemoterapy. The ehemoterapy not include anthracyclines except in the 
i n f l a n l m n t o r y  Gl~rt::inOma. Out of the 33 patients were ass~,sed for free-interval 
disease, a median value of 19 months (R:3-75) and with a follow-up median 
vahm of 20 months (R: 3-II I), 37 out of 39 ~ s  Ramincd alive. 
CONCLUSIONS: TheR is lillle information ~ilable on the hiMologic and 
clinical charantcri~'c of breast cancer in the ddcrly. The decision of wieh is the 
most edeenate treatment mndality needs further data to establish the s u b g x ~ s  
of patients with higher and lower risk and to determlr~te a well-balanced 
decision, taking account into the fealures of both the patient and the tumour. 
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CARBOPLATIN-UTEFOS=LEUCOVORI/q IN THE TREATMENT OF 
ADVANCED BREAST CANCER 
R.Molina, J.L.Ldpez G(m~lez~ E.Espinosa, P.Zamora, M.Gonzdlez Baron, 
J.Felia, A.Jim~'nez, B. De Las Heras, A. Cubillo, At. Cornide. 
Servicio de Oncologia Medica.Hospital La Par.. Madrid. 

OBJECTIVES 

Asses the efficacy and security of the Carboplafin-utefos-Leucovorin regimen 
as second line treatment in advanced breast cancer 

PATIENTS AND METHODS 

A number of cycles were admires,rated ever?,_, four weeks according to the 
following schedule: 
Carboplatin i.e. 100 mg/mVweek 
Lederfolin i.e. 500 mg/m 2 day one in 2 hours. 
Utefos 400 ms/12 h centinuos orally administration. 
Ledertolin 15 matt 2 h continuos orally administration. 

19 patients were treated (ages between 34 and 76 years old) with this regimen, 
all of them had metastasis, mainly bone and pulmonary, disease. 

l I patients had received a f'trsl line chemotherapy, 5 patients two lines, and 3 
patients, three or more lines. 16 patients had already been treated with 
anthracyclines. 

Previous chemotherapy regimens were: FACfFEC in 8 patients, CMF in 6 and 
hormonotherapy in all of them. 

RESULTS 

Of a total of 19 patients, 18 were evaluable for response, and 17 for toxicity. 
A range from l to 12 cycles by patient were administrated(median 5). Delays 

for toxicity were required in I 1 par, oats, and dose reductions in 6 of them 
Grades 3-4 toxicity were: nentrOlX:rtia m 5 patients (8 cycles), maemm in 2 

patients (2 cycles), thrumbocytopenia 1 patient (grade 2 thrombneytopenia in two 
patients).Grade 2 nausea and vomits in 2 patients. There were no toxic deaths. 

One complete response, and four partial resl)onses were achieved (26.3%). 

CONCLUSION 

The schedule Carboplatine-utefos-leucovorin has a moderate activity as 
second line treatment in anthracyclin resistant advanced breast cancer. Toxicit3 ~, 
nmirfly hematologic, is low 
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S U S T A I N E D  R E M I S S I O N  O F  U L C E R A T I V E  C O L I T I S  
F O L L O W I N G  H I G H - D O S E  C H E M O T H E R A P Y  W I T H  
S T E M  C E L L  S U P P O R T  F O R  H I G H  R I S K  B R E A S T  
C A N C E R .  
P Bueso,  E. Fi! ipovjtch,  J l-Ierrdez, JI M a y o r d o m o ,  D ]sla, JL  Mar,  f, 
L Mur i l lo ,  J Herrfiez,  R Ca ja l ,  A Yubero .  P Escudero ,  A S~.enz, 
MI)  Garcfa ,  A Tres .  D i v i s i o n  of  M e d i c a l  O n c o l o g y .  Hosp i t a l  
Clfnico Universi tar io.  Zaragoza ,  Spain.  
High-dose  chemothe rapy  wi th  a t t to logous per iphera l  b lood s tem cell  
rescue is a p r o m i s i n g  t r ea tmen t  wi th  h igh - r i sk  breas t  cancer .  The 
profound i m m u n e  consequences  of  mye loab l a t i ve  chemothe rapy  are 
poor ly  unders tood.  H o w e v e r ,  there is a sugges t ion  from s ingle-case  
reports  o f  pa l i en t s  wi th  a u t o i m m u n e  d i so rde r s  be ing  t rea ted wi th  
h i g h - d o s e  c h e m o t h e r a p y  f o r  s o l i d  t u m o r s  t h a t  s u c h  
i m m u n o s u p r e s s i v e  therapy  may  wel l  improve  the course  of  severe  
a u t o i m m u n e  diseases.  W e  report  a case of  u lce ra t ive  col i t is  enter ing 
sus ta ined  r emi s s ion  a f te r  h i g h - d o s e  c h e m o t h e r a p y  wi th  stern cel l  
rescue for  h igh-r isk  breast  cancer.  

A 57-year  old f ema le  wi th  an 8 -year  his tory of  u lcera t ive  coli t is ,  
i nc lud ing  3 a d m i s s i o n s  for  paren te ra l  therapy,  and  current ly  wi th  
mi ld  s y m p t o m s  in spi te  of m a i n t e n a n c e  therapy  wi th  sa lazopi r ine ,  
was  d i a g n o s e d  wi th  i n v a s l v e  duc ta l  b reas t  c a r c i n o m a  and t reated 
w i t h  m o d i f i e d  r ad i ca l  m a s t e c t o m y  and a x i l l a r y  l y m p h  node  
dissect ion.  Pos topera t ive  s t ag ing  was  T2 N 1 ( 4 9  of  49  nodes  wi th  
t u m o r ) M 0 .  T h e r e  was  e x t r a c a p s u l a r  i n v a s i o n  in 5 nodes ,  and  
mass ive  l y m p h  vesse l  i n v a s i o n  in the p r ima ry  tumor .  ] 'he patient 
rece ived 3 courses  of  c h e m o t h e r a p y  ~ FAC)  f o l l o w e d  by hi.gb-dose 
chemothe rapy  (carbopla t in ,  cyc topbosphamide ,  th iotepa)  with s tem 
cel l  rescue ,  and s u b s e q u e n l  l o c o r e g i o n a l  r ad ia t ion  therapy  and 
t a m o x i f e n .  D u r i n g  a d m i s s i o n  for h i g h - d o s e  c h e m o t h e r a p y ,  the 
pat ient  expe r i enced  grade  2 diarrhoea.  Upon ~ d i scharge ,  the pat ient  
had no d iges t ive  symptoms .  She r ema ins  tumor- f ree  and col i t is-free 
( inc lud ing  bar ium enema)  32 months  after  h igh-dose  chemotherapy.  

T h e  p r o f o u n d  i m m u n o s u p r e s s i o n  i n d u c e d  by  h i g h - d o s e  
chemothe rapy  wi th  s tem cell  rescue may  wel l  inf luence the course of 
severe a u t o i m m u n e  d i seases  such as u lce ra t ive  col i t i s  and mul t ip le  
sclerosis.  Cl in ica l  t r ials  to test this hypothes i s  are ongoing.  
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LOCALLY ADVANCED BREAST CANCER (LABC): PROGNOSTIC 
VALUE OF p53, HER-2/neu, EGFR AND Ki 67 EXPRESSION AND 
OTHER CLINICO-PATHOLOGICAL PARAMETERS. 
J. Tabemere, V. Valenti, E. Lerma, L. Colomo, B. Ojeda, G. Peiro, 
J.J. LOpez, J. Prat, C.Alonso. 
S de Oncologia M~dica y Anatomia Patolbgica. H. de Sant Pau. 
Barcelona. 

Background: p53, HER-2/neu, Ki 67 and EGFR are prognostic 
factors that have been tested in node positive and negative breast 
cancer, but their significance in LABC has been rarely assessed. 
Design: One hundred and sixty-eight patients with LABC, with 
formalin embedded tissue were studied (median follow-up 8 years). In 
each case, HE slides were reviewed and conventional pathological 
parameters were evaluated and correlated with immunohistochemical 
overexpression of p53 (P Ab 1801), HER-2/neu and EGFR, and Ki67 
Index. Distant disease-free and overall survivals were analyzed for 
each parameter. Results: Median age of patients was 61 yr, 74% of 
patients were postmenopausal, 73% of tumors were locally advanced 
without inflammatory characteristics, 27% had inflammatory 
charactenstics and 39% were multicentric. 59% of tumors were grade 
III and 52% were ER+. Patients with grade III tumors had a shorter 
survival (p<0.02) while those with ER+ tumors had a longer survival 
(p=0.01). Grade and other conventional parameters were significantly 
worse in these cases than in more frequent breast cancer subsets 
(59% of LABC tumors and 28% of stages I & II were grade III). 
Percentage of immunohistochemical overexpression was of 67% for 
p53, 52% for HER-2/neu, and 45% for EGFR. Percentage of Ki67 
positive cells was less than 5 in 33%, between 5 and 10 in 19%, 
between 11 and 19 in 18%, and >20 in 30%. No correlation was found 
between new and conventional parameters, p53 and EGFR 
overexpression and high Ki67 index did not show any prognostic 
value for survival. On the contrary, patients with HER-2/neu 
overaxpression had a shorter survival (p=0.02). 
Con©lusions: Beside histological grade, and hormonal receptor 
status, only HER-2/neu overaxpression offers aditional prognostic 
information in LABC. 
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PROGNOSTE FACTORS IN INFL.AMI~L~TORY BREAST CANCER. 
Ruin..A, Climmt MA, Lluch A, Mu/Ioz MA, Poveda A, So¢~o V, Guillem 
V. Medical O~cok~, Service. laslRuto Valencia~o de Oneologia. Vtl,bncia. 
Spain. 

Introdttction: Imflammatory breast cancer 0BC) is a teIitively tmcommon 
presentation of b~.ast cancer ,,,,.ilia a extremely poor prognosis. 
Me .~gds: 5589 breast cancer patients (pts) were treated in our iastitutioa 
from May-77 to May-93. 163 were clinicaUy diagnosed as IBC (2.9%). 133 
pts were treated v,'ith preoperative chemotherapy fo l l o~ l  by sargery (119 
pts) followed by chctnothea, alpy wi~  or withouz radiotherapy. Clinical end 
pathologic prognostic factors for disease-free (DFS) and overall survival 
(OS) a~¢ analyz~ 
Results: The 5-year DFS a~d OS for the whole groap were 27.5% and 
38.8%. Uaivariat© analysi~ for DFS and OS showed as significative 
favourabl¢ prognostic factors: pceogeratave chemotherapy ~,ith 
anthracyclines, objective clinical resJxmse to preowd'ative chelnotherapy, 
pathological axitar node invoIveme~c, DFS: 46% NO; 3g 6% NI-3; 21.6% 
N4-10; 13.9% N>I0, and OS: 47,45'. NO; 42,7% N3; 24,7% n4-10; 18,7% 
N> 10. Positive estrogen receptor (49,6% vs 22.6%; p=O.004). Multivariate 
analysis for DFS and OS showed as signifi-eative isldepondeat fovottrabl¢ 
prognostic faclors: pathological lymph node i~volvement alter p~eep~ative 
chemotherapy, positive esaoge~ receptor, and objective diaicad response 
to prcopexativ¢ chemotherapy. DFS aad OS was bcita in pts with pahologic 
r, 'spo~e (38.5% vs 28*/0 for DFS and 43.3% vs 30.8% for OS) but 
significative difference is not reached probably due to scarce namber of 
pathologic.a1 responses obtained. 
Conclusion: Clinical response to preopertive chemotherapy, positive 
e~ogon receptors, pathological axillar node involvement after preoperative 
chemotherapy are signification: prognostic factors' in IBC. 
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TUMOR CELL CONTAMIATION OF BONE MARROW AND 
PERIPHERAL BLOOD STEM CELLS IN BREAST CANCER PATIENTS. 
PROGNOSTIC SIGNIFICANCE. 
Badta B, Lludl A~ I ~ 1 ~ m  I, Solano C, l~net 1, ~ C, Garcia-Co~i¢ J. 
Hosp. Clan. Univ. Avd Bluco FoaJ~z, 17. 46010 Val¢~Ja. 

The ~ and ~ S  of minimal residual disease (MAD) in autologons 
C~11S tr=nmlangS still tllR~¢~lg. 

We cstudy tim ~ of CTC (contaminafin~ tmnor cells) in BM and PBSC 
( p ~  bkx~d stem cells) in 26 l~.{l~li¢~ts) with breast cancer (BRCA): 
High-ri~ (H-R) 04=13); i n f l a ~  (5) and mctastasic (N=8), BM post-CT 
(ch=~hcr=W) and RaSC (mohilizati~ G-CSF 5 ~gg/dia). 
In the study of the progno~: 38 pts. BRCA H-R >IOG+, PBSCT: hetw¢on 
Alxil-93 md Jal='y-96. Tmatmcat p r e ~ ( l x ~ i p h ~ a l  blood stem cell 
transplantation): locomgional surgery + 6 cycl~ CT type FEC. 
We use an inmunncitocl~akmi method with the monodonai antibody (MoAb) 
A45-B/B3 -FA (Epim~e,Baxtcx). Sonsil~iity 1/10 s and studing 2 x 106 cels. 
Resulls: 14/26 (54%)1~ shows BM with CTC, 9 of them ira:sent CTC inth¢ 
I~CS too (9/14, 75%). Of 14 patients witlmut CTC inBM 3 had CTC in PBSC 
(3/14, 21%). Thcxe is ~ignific~mt oorrel~tion ~ the incidmce of CTC on 
RBSC and the pre=mce of CTC in BM (0,53 kappa, p = 0,006). In the 

amlisys 12/38 (33%) had CTC in PBSC, 8 of them relapse (67%) 
and 26/38 (68%) had RBSC without CTC, r¢lap~ 6/26 (23%). Follow-up 
medium is 41m And the rdative risk of relapse (RR) is 2,7 (95% CI 0,1-7,8) 
times great= in pts with PBSC+ reslx= the pts without CTC in PBSC. 
This reUespedivc study mggest that the iofusion of PBSC with CTC increases 
the ri~k of ~ aft=" intensive ~ o t l ~ a p y  in pts with breast cancer H-R 
>IOG+ (p=0,l). 
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RANDOMZZED TRIAL OF ADu'UVANT TAMOXZFEN POUR YIARB V8 TWO YEARS IN 

NODE POSITZVE BREAST CANCER WOMEN. 

g.Gall~n, C.AIo~o, B.0~e~, P.Viladiu, M.SoltrAn, J.BorrfiB, 

I.Tulquots, A.AEcnsa, &.Barnaaaa, R.Bast~, A.Salil, E.Bat£ste- 

Alentorn, I.Guasch, I.Garau, M.Solada, A.Badle. aolpltal del MAr. 

Barcelona. 

I n t r o d u o t ~ o n t  

The beneflts of adjuvant treatment of breast cancer using tamoxifene 
{TMX) has been clearly proven, Most of the trials have compared treatment 
schedules using ~ over a one to two-year period with an untreated 
group. On the other hand, experimental data suggest that a greater 
antlneoplasic effect can be expected with prolonged exposure to THX+ 
P l t i l ~ t l  u d  N t h 0 4 s l  
We initiated a trial in 1998 to show that, administering TMX over a four- 
year period to node positive post~enopausal breast cancer women actually 
increased disease free |urvlval (DFS]than administering TMX over a two- 
year period. We Included 60 to 75 year old patlents who we know had had a 
mastectomy and five or more axlllary nodes. The 20 mg/day dosis of 

tamoxiflne was iniclated in the first two months after surgery. NO other 
adjuvant treatments were allowed. Two hundred and eight patients, who 
after 2 years were dlsesse free, were randomly chosen to terminate 
treatment with TNX (142 patienns) o prolong treatment for two more years 
(146 patients). 

R I I ~ L l t I J  

The variables (age. size of tumour, number of positive ganglia a n d  state 
of hormonsl receptors in the tumour} were well balanced, and no 
significant differences were observed between the two groupm. Over a mean 
follow-up period of 5 years, 113 (39.2t) patients relapsed. DFSL after 5 
7ears was 55% in the two-year TMX group, and 66% in the four-year group 
(p=0.036). In a Cox proportlonal hazard model w~Ich included the size of 
the tumour (p=0.025) and the number or positive ganglia (p<0.001), the 
role of this treatment was even more slgnlflcant (p-006). Specific 
survival after S years was 71% in the two-year TMX group sad 80% in the 
four*year TMX group Ip-0.139). 
Conclusion= 

In terms of disease free survival, treatment with adjuvant TMX over a 4- 
tear period is better than the same treatment over s 2-year period. 
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CLINICAL AND PATHOLOGIC CHARACTERISTICS IN PATIENTS 
WITH B R C A I / 2 - M U T A T I O N  ASSOCIATEO TO BREAST 
CANCER (BC) WITH A LONG CLINICAL FOLLOW-UP. 

(7,. Pericay, J. B~net, O. D[ez; J. Corrals*, J. Sanz, A. Ramfrez de 
O/ano, J. Balma/fa, A. G6mez*; B. Ojeda, C. So/ti, J.J. L6pez, M. 
Baiget; MC. Alonso. Servicios de Oncologfa M6dica, Gen6tica* y 
Radiodiagn6stico**. Hospita/ de Sant Pau. Barcelona. 

IntroducUon: It is not known if the behaviour of hereditary breast 
cancer (HBC) differs from that of sporadic BC. ObJect lvas:  To 
analyse clinico-pathological characteristics in patients with 
BRCA1/2-mutation associated to BC. These data could be useful in the 
manegernsnt of HBC. Patient= end Methods: This study includes 17 
patients with BC whom a germline BRCAl/2-mutation was diagnosed. 
The patients proceeded from 14 different families, and four patients 
had no family history of BC or ovarian cancer (OC). The study of the 
mutations was made with SSCP (exorm 2, 5, 11, 13, 18, 20, 21, 24 
for BRCA1, exon 11 for BRCA2), and PTT (exon t l  for BRCAt, exerts 
10 and 11 for BRCA2). The mutations found in the gen BRCA1 are: 
exon 2 185delAG, exon 2 188delGT, exon 2 18ginsTGTc, exon 5 
330A'G, exon 18 5263G'A, exon 24 5625G"r; in the gen BRCA2 are: 
exon 11 6857delAA. Results:  The mean age at diagnosis was 37 
years (28-53).The mammogram was inconclusive (3 patients with 
microcalcifications). Only 3/17 patients presented with involvement 
of axillary nodes; no patient was diagnosed with melastatic disease. All 
cases were infiltrating duclal carcinoma; two of them were medullar 
carcinoma. Histological grade was available in 13/17 cases, with 
grade III being the most frequent (12/13). Hormonal status was 
negative in 8/10 patients. The mean of follow-up is 129 months 
(24-224). There were three local recurrences at 17, 108 and 151 
months; and two distant relapses at 15 months (complete remision) 
and at 92 months. There were diagnosed three contralateral BC. 
Conclusions:  Hereditary breast cancer has a malignant pathological 
features, but the clinical behaviour could be lesser agressive than it 
counterpart sporadic breast cancer in the same age group. 

Suported in part by Marat6 TV3. 
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EARLY RELAPSE PROGNOSTIC FACTORS IN LOCALLY 
ADVANCED HIGH RISK BREAST CARCINOMA (HRBC) PATIENTS 
TREATED WITH HIGH DOSE CHEMOTHERAPY (HDC) AND 
PERIPRERAL BLOOD STEM CELL SUPPORT (PSCT~ 
Mamnez-Trufero J, Mantel J, Zorrilla M, Herrero A, Anal A, Pu~rtolas T, 
Cel~llos C, Alouso V, Ant6n A~ Medical Oacelogy Service. Hospital Miguel 
Server. Zaragoza. 
Treatment with HDC and PSCT in HRBC is a cumrcnt therapy in medical 
oncology practice in clinical trials or out of them. Despite of it, there is no clear 
evidence of its benefit. A Wospoctive phase II trail was performed with HDC 
and PBCT in patients (p) with HRBC in order to ass¢~ the benefit in this poor- 
risk popo~on. 
PATIENTS and METHODS: From may 1995 to august 1997, 32 p with HRBC 
(stages IIIA-IIIB) > 3 metastatic lymph nodes post induction chemo, were 
treated with [-IDC: 291) with STAMP V (cyclophusphamide 6.000 rag/m2, tie- 
thcpa 500 n~m2 and c~oplatin 800 mg/m2) p4us PSCT support. 4 p were 
treated with CEP (CDDP 150 rag/m2, VP-16 1600 rag/m2, cyClOl~Osphamide 
6.000 rag/m2) without PSCT. 21p were stage IIIB and l lp ILIA; 28/32p (87%) 
had received induction chamo antracyclines. All patients underwent surgery 
and, after HDC received RT plus tamoxifcn when hormonal positive receptors. 
The follo~n~ variables were analysed: clinical stage, turnout size, clinical 
response to induction chcmo, axilar N2 involvement, number of mctastatised 
axilas nodes after induction chcmo and breast residual disease. 
RESULTS: Median follow-up is 26 m. (12-48) and overall survival (sun,) at 2.5 
years is 54% (median 33m. (CI: 28-39)). There were 3 toxic deaths. Mean 
numbex of involved nodes after induction chemo was 11 (3-30) 3/28p (10%) 
showing only residual microsoopic disease. 13/28p (43%) had early relapse with 
median survival time since HDC of 13m (2-21). All of th~',¢ patients had stage 
l i b  and presented systemic progression. Median surwval after systemic relapse 
was 5 m (l-18m). At univariate analysis only the number of metsstatic axilar 
lymph nodes afar induction chemo predicted short term outcome: median 
survival of patients with (< 5 involved nodes, mean 4 (3-5)) was 43m, 2.5 years 
survival 91%. In patients with > 5 involved nodes (M 16 (9-32) median 
survival was 30m. and 2.5 years surv 38% (p=0.05). 
CONCLUSIONS: Patients with HKBC and poor respouse to induction 
chemotherapy (more than 5 involved axilar lymph nodes) had a dismal short- 
term prognosis despite consolidation with HDC. 
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BRCA-I Mutatioa~ ia a r l y - o m ~ t  breast  canner. 
Mdrqu~,4, Alba K Ril~lles N, SeWlla LRueda A,Alonso L 
Mona K Trujillo R; Cobo M'. 
H Clinico Universitario "Virgen de la Victoria",29010 

"H Regional Cados Hays, 29010 M~laga, Spain 

The aim of this study is to detmnine the frequency of 
BRCA1 mutations in a population-based sample of young 
womm with bremt cmca" (BC), who were not selected on 
the basis of family history, and the correlation with 
epidemiolosieal, clinical and histopathological features. 
Methed~: We studied 102 women in whom BC was 
diagnosed younger than age 40 and who lived in our area. 
After informed consent, we obtained family history and 
epidemiologieal information in en individual interview. 
Cliniud am/himepethologiad ~ c s  was retrieved 
from a d i n i ~  histm'y. Genomic DNA was exlracted from 
blood samples end germ-line BRCAI mutations were 
studied by polymmllSe chain reaction (PCR) and single- 
strand conformation polymorphism analysis (SSCP) in exon 
2, eaton 11.26 and exon 20. 
R~uit~: Fourteen mutations (13.7%) were identified. Six 
in exon 2, four in exon 11 and four in exon 20 (now 
undergoin 8 sequencing).Four of the mutations were found 
among 38 women with a positive family history (10.5%) 
and ten of them belong to 64 women who reported no 
family history of BC (15.6%).Median age was 36 years 
(range 22..40), 
Coaelmiem: The distribution of BRCAI mutations among 
our study population was not related with a positive family 
history.These results su88est that other genetic or non 
ganetic ~ could be implicated in the familial clustering 
of bremt cance~. 
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HIGH-DOSE CYCI.A)PHOSPHAMIDE, CARBOPLATIN AND 
ETOPOSIDE (CCbE) WITH A U T O - - U S  STEM CELL .RESCUE 
FOR BREAST CANCER. FEASIBILITY AND TOXICITY STUDY IN 90 
PATIENTS. ~ S. Garztn s, A. Rueda ~, V. Rubio ~, E. AIonso ~, 
M.A. Correa z, M.J. G6mez z, J.P. Eddie a, J.A. C o a t r e m  ~, J. Salvador ~, A. 
Letn z, A, Sears s. Department of Medkal Oncolqff z and Radiotheral~, 
Puerta dd Mar U.EL Cidl=. ]Dquwtment of Hematoin~, Jere~ General H. 
Purpo,e : We evaluated the fea~bility and toxicity of CCbE together with 
peripheral blood gem cell (PBSC) rescue in 90 breast c a n ~  (BC) patients (p). 
Methods : Sixty one p had a stage lI-III with 26 nodes, 8 p had a stage HI with 
~4 nodes after neoadjuvant ~ a p y  (CT) and other 21 p had a metastatic 
disease with low tumoral burden (one or two sites) and in response after the 
induction chemotherapy. Apher~s were begun on the 5* day after receiving 
daily G-CSF (after the 3 ~ or the 4* cycles of adjuvant CT) or alter a priming 
dose of cyciophosphamide and G-CSF, aiming at to minimum number of 2,5 x 
106/kg CD34+ cells. In 16 p a positive sdection ofCD34+ ceds was performed. 
CCbE consisted of cydophosphemide 2,5 gr/mZ/day (days -5, -4), carboplatin 
500 ms/m:/day and etoposida 200 mg/m2/l 2 hours (days -5, -4, -3). 
Results : They had a median (m) age of 42 years (23-60). Est~rogen receptor 
was positive in 35 p. The operable stage H-Ill BC p presented a m number of 
10 positive nodes (6-44). In locally advanced BC, the m n u m ~  of nodes was 
10 (5-13). In the metastatic disease se~ing the sites of metarta~s were as 
following : 10 in bone, 5 in soft tissues, 3 visceral metasta.~s, 2 bony and 
visceral and I in soft tissue and visceral. Eleven p were enrolled with complete 
response and the othes 10 p showed a partial response. The mean of obtained 
CD34+ cells was 6,1-20,58 x 106/kg. P mobilized with cyclopho~hamide 
obtained a mean number of CD34+ cells comparable to those mobilized with G- 
CSF (7,8:t:1,74 vs 5,8~-0,62 x 106/kg. P>0,2). The p purged received the lowest 
amount of progenitors (2,17:L'0,36 vs 5,1,4:£-O,53 x IOS/kg. P<0,00l). The grade 
llI-IV toxicity consisted on yomitin8 i~ 54 p (60%), hepatic in 41 (45'/'0), 
diarrhea in 14 (16%), mucositfs in 10 (11%) and cutaneous in 1 (1%). M days 
to 0,5 and 1,0 x 109~ neutrophil was 11 and 12 and to 20 and 50 x ]09/'[-, 
platelet was I0 and 14 respe~vely. Two RBC and 2 platel#t units were 
~ransf~sed per p. The m hospital stay was 22 days (17-37). Those p who 
received G-CSF obtained a significantly faster rate of granulocyte engraftment 
(10,9"20,26 vs 14,4±0,5 days. P<0,05). Transplant-related mortality was 
encountered in 2 p (sudden death and septic shock). 
Coadusinn : This combination hiSh-dose CT with PBSC suppon is a feasible 
option for the treatment of BC patients and its toxicity results moderate 
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INFLAMMATORy BREAST CARCINOMA (/BC). CLINICAL OR 
PATHOLOGICAL DIAGNOSIS? 
Rudz A, Climent MA, Lluch A, Olmos T, Lavexnia J, ¢~millem V. Medical 
Csw.ology Service. Ie~imto Valenciano de Oucotogia. Valencia. Spain. 

Ina'oductiom Iallammmory In, east carcinoma diasnosis is based m typic.at 
syrap/oms pretence. Cltnic~ signs are not always associated with 

pathologic d~alactezis/i~ (sobdennai lymFluttk.~ mvolvemc-~). If 
exdusivdy luUbelogic findings wRhoe/clin/cal ~'m~tcn~ are sufficient for 
IBC ~agnosis (occult inflammatory carcinomaXOICB), is still 
coa~ve~iat. 
Methods: 163 clinically diagnosed IBC palinnts (CIBC) and 99 OICB 
diagnosed between May- 77 aud May 93 were analyzed. The following 
clinical and pathological characen~ics were anlyzed: age, menopausal 
~c~.$, clinical axilinr node involvement, s~mptoms duration before 
diagnosis, grade, esl~ogon receptor, ~m~ence of n~tasta~ at diagnosis, 
local recurrence, metagatsic dissemination,disease~ne (DFS) and overall 
survival (OS).AIi these chata~et~ics were ~ between both groups. 
Re~lts: Median age was si~tificalively lower m C[BC (52,3 y vs 63.8 
y)(p<0.001). Symptoms d u r a ~  before diagnosis was also sig;'dficatively 
shot'let in CBEIC (3.4 m vs 6.8 m) (p>0.0003). V!sceral( 36.2% vs 
17 2%)(p=0.001) and CNS (7.4% vs 1%)(p~.02) was signifiealively more 
frequenl in CIRC. Negative estrogen receptors were more frequent in CIBC 
(34.9% vs 65.1%)(p<0.004). The 5-year DF$ (25.6 vs 516%) ~<0.0001) 
and OS (27% vs 60,2%) (p<0.001) were shotler in CIBC. 
Coa¢lesiom CIBC (¢~.het ~hea subdermal l)Taphatics involvem~t is 
preuml or not) must be clearly diffevm¢ialod from OIBC. Prognosis of 
CIBC patients i$ poorer, so ~L~ two entities sbould be clua]y differe~ciated 
vdaen therapeutic resells ate reported. 
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I N F ~ T O g Y  BREAST CANCER PRONOSTIC FACTORS FOR 
OU-I'CO~ OF RESPONSE AND RELAPSE. 
Ruiz A, Climent MA, Uuch A, Moya V, Laverraa J, G~llem V. Medic~d 
OncololD" Service. lasfimm Valmcimo de Oncologia. Valenci~L Spain. 

Introduction: Infi ,~i tocy b~ast canes (IBC) represent a group of p~iem~ 
with a pont ix~gnosit, 
~g~U~L,~,ggTo~: Frora 1977 to 1983, 145 pJients with c[imcal criteria of 
IBC treated with induction chemotho-apy and surgeay (119 patient) + adjuvant 
chemotherapy ± radiotherapy were arudyzed. Several prognostic factors ia 
realdomhip with resportse and relapse w~e evaluated: age, hormonal stares. 
inflammata D' si8~ exte~ion, eslrogen receptocs (ER), dermal lympl~tic 
invasion (DL), pathological and clinical l~mphatic node invas/o~, and induction 
chemotherapy scheme. 
Results: ~ objefive responses were observed in 118 pa~.euts (81,4%) with 
2 compline respor~. Predictive factors of clinical response were: ER +, and 
absence dermal lymphatic invasion. Pathologycal respom¢ of 119 p~ who had 
resectiort after chemotherapy was m~lied. 22,6% partuflogycal breas! response 
and 20% axiS- l~mph node respoa~e was ol~aiaed. The overall pathoLo~vcal 
response in both breast and axUlar/l>~ph ande v, as only i0,9%. None mudyzed 
ratable showed stadi~ical sigrfifica~e ia edafiombip v, lth pahological 
response. Age a~l amxacydm Wemed g~oup trends to s~di.~cal slgraficanc¢. 
126 out of 145 pts relapsed. The main tocalizaliun was Iocoregitmal 22,6%, 
viscer~ 41,6% and bone 26,3%. Relepse was more frequent in patients with ER 
negative, nol tre.aeed vdlh arttracy¢lin chemotherapy and with no pathological 
respame after c ~ y .  Local relapse was blgher ia DL +, patients not 
treated with mtra~l in ,  non pathological response amd more than fo~ lynlph 
node axillary, invasion after chemoterapy and patients without radiotherapy. 
Conclusion: ktmwtedge of clinical and pathologycaJ progno~c factors can 
provide information about relapse probability, and treatment re~'pons¢ in this 
}ugh risk group of parrots. 
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A D J U V A N T  CMF IN NODE POSITIVE BREAST CANCER.  ANALYSIS 
OF 173 PATIENTS. 

Valentl V., Borr~s J.L., Lainez IV,, Rubi6 J., Creus J., Anglade L., 
Vi l larJ.L, PelegriA. Hospital Sant Joan. Reus. Spain. 

Introduction : The CMF chemotherapeutic regimen is widely used 
in the adjuvant treatment of the nodal positive breast cancer. Bonnadona et 
aL showed overall survival (OS) and disease free survival (DFS) 
improvement compared with no additional treatment after radical breast 
surgery. Five and ten years OS were 78 and 55% in treat.ad patients. Five 
and ten years DFS were 59 and 43 % ( NEJM 1995 ; 332 : 901-6). 

Purpouea : To evaluate retrospeetJvely OS and DFS and toxicity in 
patients tnmtad in our institution since 1980. 

Material and methods : We anelizad 173 patients with surgically 
resected breast cancer with axilar nodal involvement treatacl with adjuvant 
CMF beetween 1980 and 1996. Other treatments ( sulgery, radiotherapy or 
horrnonothempy) were applied using well-establishad protocols. 
Charectafistics of the 168 evelusble patients were : median age : 49 years 
( 27-77 ) ; pre-manopeusat status : 58 % ; conservative surgary : 27 % ; 
median tumor size : 25 ram. ( 3-120 ) ; median number of involdad nodes : 
3, N+ 1-3 : 65 %, N÷ 4-9 : 22 %, n+ > 10 : 10 %. CMF-regimen used : oral 
: 57 % ,  intravenous / 21: 37 %. 

Results : The median follow up is 52 months. Five and ten years 
overall survival are 85 and 56 % respectively. Disease free survival am 56 
and 46 % at 5 and 10 years. Grade III or IV toxicity were observed in 13 % 
of ~ patients. We have observed 7 second neoplasms (all were 
carcinomas), in 7 patients (4%). Two of them were in the contralateml 
breast. 

Conclusions: The 5 and 10 years OS and DFS in our study are 
similar to that obtained by Bonnadonoa ~ its clinical thai. Treatment 
tolerance is good. The main toxicities were heamatological and emesis 
(both < 10% grade Ill-IV). We haven't observed second neoplasms induced 
by treatment. 
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SENTINEL NODE DETECTION IN BREAST CANCER PATIENTS 
Vidal-SicarL S., Poas, F., Tomer, A), Pobisa, J), 7_.amYa, G), Iglesias, X) 
Hen'ar~, R. 
Hospttal Clinic. University of Barcelona. Nuclear Medicine and Gynaecology 
Departments z. 

Introduction Axillary lymph node metastasis is the most important prognostic 
factor in tm:ast cancer patieats. Nowadays, axillary lymphadmectomy is the 
U'eaUnent of choice in these patients. The sentinel lymph node (SN) concept 
presumes that pt-imary tum~ur drains to an specific lymph node within a regional 
lymphatic basin. It has the highest likelihood to present lymph node mctastosis 
from Fz'ima~ tumour. By ix~forming a biopsy of SN we could predict the stage 
of all othor regioml lymph nodes, avoiding ~ i y ~ o m i e s .  
Method We estudied I ~ l y  24 patients with h'east cancer (10 in rigth 
breast, 13 in left breast and 1 bilateral ), Seven tumours were categorized as Tt, 8 
as T2. 9 as T3 and I as T .  TI~ day before sorg~'y a lymphos¢inligraphy with 74 
MBq of 9~l'c-nanocolloid was performed. Twenty minute dynamic flow images 
were ob(ained immediately after radiotracer injection followed by static images 
at 2 and 16 hrs. The first lymph node identified was considered as SN and was 
marlmd on the sldn. Din-in& surgical procedm¢ a hand-held gamma ixobe and 
blue day were esed in order to locate more acctaately the SN. 
Results SNs were successfully identified in 21/24 patients (87,5%), The three 
cases in which SN was not detected, pathological study demonstrated a lymph 
node close to Imimary turnout. In the other patients 28 SNs were detected, being 
6 of them metastatic (21%) (6 patients), A total amount of 254 axillary lymph 
nodes were harvested m 24 patients, being 17 of them positive for breast cancer, 
corresponding to the 6 SN positive patients. It was found only a false negative 
SN in a patient with T4 UmlOt~. 
Conchisioms These preliminary results support that the SN detection tcobniquc 
could be useful for lymphadenectomy patient selection in early stage breast 
c a n c e r .  
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OCCULT EPITH~I .IAL TUMOUR CELLS DETECTED BY 
IDiMUNOCY'TOCIIEMICAL ASSAY IN BONE MARROW OF BREAST 
CANCER PATIENTS OBTALX~D Kr  DIAGNOSIS 
Climmt MA, Azaar E, Palau I, L6pcz Guerrmo IA, Pic6u I, Raiz A. Bone 
Macaw Tran~aatation Unit, Lobotatory Service and Oncology Service. 
F c ~ l a ~  ~ Valeacii d'Oncologia. Vd4mcAa. Spain. 

I]Ti'RODUCIION. lmmunocytochemical diagnostic techniques se~a to be 
nuxe ~asitive than c~avemieaal histelog." aad cytology techaiques la showiag 
the preseace of caminmna cells in bone marrow (BM) samples from brea.~ 

MATERIAL AND METHODS. A bone marrow" aspintte frem 46 high-risk 
breast cancer paficuts rv~¢eived in our IastillRion was smd/ed frma May-95 to 
S¢pt-98 Tumour celts of q~miial  origin were ana[y~d using ~ mmmdooal 
mtibod, CK19 apima cylokeratin (CK) ,,,Am the alkaline plmphalase anti- 
Mkaline phosplmae method (APAAP). The presence of positive cells was 
compared in patimts grouped by age, stage and posilive/negadve eserog~s or 
progestagem receplom 
ItESULTS. All samples were negative by coavert(ionag me2hod& preliminary 
resuk5 showed CK positive t~atour cells in 39 % (18/46} of the analysed 
samples. This pos/tivi~, was not related to any of the previous studied factors. 
Nevertheless, ~t'ma paH~s  are segregated by stag,:, a higher propoction of CK 
positive specimens v,~s described among metastatic patients (75*/, vs 3~/, m 
stage UAII'). 
CONCLUSION. The APA.AP technique is mote semitive than his¢otogycal or 
convenfionM cytological techniques, A higher detec~on of positive CK ceUs in 
BM samples from patients with advaoced stages (metagatic or stage iV) ~ s  
no/.~Lmlficanl but there is a statistical Ireod in this relationship. 
Uilfor~rmlely, the immunocylochenlical method i5 hboriou~ argl follow-up 
sludies are required to assess its prognos(ic relevance 
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MORBIDITY ASSOCIATED TO EXTENSIVE LOCORREGIONAL 
RADIOTHERAPY 0g'I3 AFTER HIGH-DOSE CHEMOTHERAPY 
(HDCh) WITH PERI~RAI.,-BLOOD STEMCELL 0PBSC) RESCUE 
IN HIGH-RISK BREAST CANCER (BC). 
Mart/,J.L., Velilla,M.C., Mayordomo,J.I.; Isla,MD.; Cajal,IL; Yubcro,A.; 
Bueso,P., Herr~z,J., Murilio,L.; Valencia, J., Esob,R.; L6pcz,P.; 
Sitcnz,A.; Esc~lero,P.; Garcia, M.D.; Tres,A. Division of Medical 
Oncology. Hospital Clinico Umversitano. Zaragoza. Spain. 
BACKGROUND: Following the observation by Peters that patients (pt) 
with high risk stage H BC (>10 + nodes) had a 33% locorregional relapse 
rate following surgery and HDCh, and that in a subsequent group of pt 
given Rt post HDCh the rate dropped to <10%, locorregional Rt is 
routinely scheduled for all high-risk BC pt inmediatcly after HDCh. Little 
is known about the toxicity of extensive Rt given early after hematological 
engraftment post HDCh. 
METHODS AND RESULTS; We included 31 BC pt from March 1996 to 
September 1998, 7 pt (22,5%) with stage II (4-10 + nodes); 7 pt (22,5%) 
with slage II (>10 + nodes); and 17 pt (54,8%) with stage HI, treated with 
HDCh (CTCb as described by Artman) after complete tumor resection 
either by mastectomy (29 pt) or himpectomy (2 pt), with axilla~ node 
resection in all cases. All pt were scheduled to receive 45-55 Gy in 5-6 
weeks to the chest wall (or breast in himpectomy) pins axilla~, internal 
manh-na~ and supraclavicular lymph nodes. 
Median time from PBSC infusion to initiation of Rt was 49 days (range 
19-M), and to completion was 92 days (range 55-138). Acute toxicitics 
were esophagitis in 4 pt, epithelitis in 20 pt, and acute radiation 
pneumonitis in 2 pt. No hematological grade 3-4 toxicity was observed. Rt 
had to be temporarily interrupted in 5 pt (2 due to acute pneumoultis, and 
3 due to mild fever of unknown origin) for a median of 14 days; however, 
all p! received full doses of Rt. Delayed toxicitics included radiation 
pneumomtis in 8 pt (7 with radiological evidcnce'and 6 with symptoms). 
DISCUSSION: Rt for high-risk BC patients can be given early after 
HDCh without compromising life or hematological engraftment. 



S c i e n t i f i c  T o p i c s  $59  

54 
I ,OSS O F  I!  F, TI?.ROZYGOSITY AND M ICROSA TEIAblI'],'. 
INST~ABILITY IN B R R A S T  CANCER,  

P..Pemz Segura, M. ~ la Hoyn, A.Tosgr, T. Monrenl, E. Diaz-Ruhio and 
T. Cald6s. Lalmmtorio de Oncologla  Moleoular. Hospital Cllnico 
Universitario "San Carlos". Madrid, 
B a c k g r o l n d :  Mtorosatellites am short repetitive nucleotid¢ sequences Ihnl, 
through mutation, cm~ tatdorg0 eithe r expansion or contraction (MI), All,l ie 
imbala~e or loss of I~terozygosily (LOH) studies have been used 
extmsively to idmtlify .l~gl~n~_ml chromosomes that ,nay eoatahr putative 
tillaO¢ supra=mar l~en¢~,~. , ! : ~ :  . '~11  m ~ y  play a rel¢ In careiuogenosi~:.~__ 
inveaigaie  tim inoidence o fMi -~ad  I~3H In a series o f  breast carcinomas 
on ~ : h ~ m ~  I 1, 13 and 17, usi,~ 7 polymorfic mkro~atolliqe markers. 
Methods: Fluorescent polymersso chain renclioix (PCR) coupled wilh DNA 
fragnieat anal)~is in an nislmnated DNA sequencer. We analized 40 paired 
breast ~ncer-perlplmral hlood DNA samples at seven different 
)niorosatolli(e loci (D!  1 S904, DI 3S267, DI 3SI 53, D17S579,  INT2, NM23 
y ATM), 
Results:  Twenly o f  our 40 tumors (50%) chhibited LOll ,  while 11 
Sp¢©immtts (27,5%) exhibited MI in at least o .¢  mierosal¢llite marker, 
TheSe MI mill LOH data were mmlysed using a )aries ofclink:oi)alhologieal 
pm'ametm$. Toumrs  displaying MI with no evidence of  LOH and lumors 
exhibltlng M I and LOH be]onging to stage H a . d  II1 were found, howevm 
no~¢ wme a( singe I. Tlmse d ~ a  suggest IhM MI may be an  early evoi~t in 
mammary tun~rigelmsis whexeas LOl-! oecm's at a late singe 
C e a c ~ m e m :  .Those f'mdings indicate that Ivll and LOl-! arc prese=tt in 
breast cancer  and a l lho .gh  the )n¢clmnisot of action has yet t0 be 
el.eidsted;imay play a rolcm breasl car~:i~mgenesis, 
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HIGH-DOSE CHEMOTHERAPY (CT) AND PERIPHERAL BLOOD 
STEM-CELL TRANSPLANTATION (PBSCT) IN HIGH-RISK BREAST 
CANCER (BC). HOSPITAL UNIVERSITARIO LA FE EXPERIENCE. 

d. ApaMcio, J. De la Rubia, A. Segura, A:Yuste, A Oltra, A. Santaballa, 
C. Herranz, M. A. Sanz. Servicios de Oncologla M6dica y Hematologia. 

INTRODUCTION: Although no randomized trial has compared it with 
conventional therapy, high-dose CT plus P E T  may benefit some 
subsets of patients with high-risk, localized BC. 
PATIENTS AND METHOD: Between 1994 and 1998, 37 BC patients 
underwent PBSCT. Inclusion criteria were: 1) stage II and III disease 
wi~ >10 involved axillary nodes (n=22); 2) locally advanced or 
inflammatory BC with >3 involved nodes after neoadjuvant CT (LAIBC, 
n=10); and 3) solitary relapses after curative therapy or stage IV 
disease in complete response after conventional CT (n=5). Neo- and 
adjuvant CT was FEC-75 (6 courses); for patients with stage IV or 
relapses, FEC-75 or CDDP-Paclitaxel were used. Cytaphoresis were 
performed after the 3 ~ course with G-CSF mobilization. The 
conditioning regimen was STAMP-5 (c'rx-Tiothepa-CBDCA). After 
PBSCT, local irradiation and hormonal therapy were considered. The 
present analysis included the first 25 transplants (>18-month follow-up}. 
RESULTS: The median patient age was 45 years (26-61). Stage 
classification: II-B (4 patients), III.A (10), III-B (7) and IV (4; bone 
metastases in 3 cases, lymph node metastases in 1). The interval from 
diagnos~s to PBSCT was 9 months (6-13). A median of 3.4 (0.24- 
16.37)x10~I CD34+ cellrdkg were inft~ed. Hematological recover/data: 
N>500/ul day 11 (-/'-18), N>1000/ul day 13 (10-23), P>20.000/ul day 10 
(2-33) and P>50.000 day 13 (3-45). One patient died from lung 
bleeding. Median hospitalization time was 20 days (14-30). After a 
median fo~low-up of 30 months (18-59), 3-year disease-free and overall 
survival are, respectively (standard error:'18%) of 52 and 71% for 
N+>_10 BC, 32 and 42% for LAIBC, and 0 and 33% for stage IV BC 
(overall, 36 and 55%). 
CONCLUSIONS: PBSCT-related toxicity is mild in BC. In comparison 
wit~ historic controls, these results seem asceptcble for high-risk 
operable BC, modest for LAIBC and disappoinOng for relapsed or stage 
IV disease. 
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ADJUNVANT CFI~MOTHERAP¥ FUR LOCAI,Y ADVANC£D BREAS'I 
CANCER INVOI,VIN(; 4-9 AXILARY },YMPH NODES WITH DOSE 
INTI~N$ITY gAC RI~;ILMEN. 
E. del Batco. LJ.L'roL, A(K)me/., P S.'turdlez, G.M:,ulin, E . f o n ~ 3 .  R(k'ttcia 
R.SaLaTar, Y. I.olx;Z. J C lorrogo, A. R0drlgu '¢/. 
HO~,'[~Utl IJ~ttversitario ~ ~d~m~t',;~. SI3aitt. 

Aim: to cvahtatc the ttleralx:itliC activity, teasimlity a .d  Iolcran¢¢ of high-dose 
RtteltSi~' VAC rc~tnL'~ i~ locoregtonal l~cast uanccr J.~tiOlllS (~S) with 4-9 
aerie i~,~it tire. 

Method~; 40 DiS wcrc treated with uyclopho.~phamide 600 rag/m: *v 
adrl,tmycm t~) mghn" iv aad methotrcxatc (~)0 me/to" iv on day I c~ery 3 
weeks lot 6 cycles. All pts, Rccclw'Xt r.,KILatton therapy and ~tdyunvant 
Tamoxil;2ao d l~ormonal r~cp[o (HR) was podth'c. Mean age was 4') 3 ~ r s  
'rwenD' pts. 0o%) v, crc premenopausal HI( pCI.gitiX'C'. 4 9 %  

ll.esultm: the m~xIian li'~[low-up w;Ls 3t, month O l~S [ulv~ died and 9 pts have 
exp.:tract.x,1 recvne.ccs, Relapse-free surv*val ~t a follow up of 24 ~l,td 36 
meulb was 91% and 75% t espeeUvcty. A tolal of 230 cycles were refused Tl~c 
rehlltvc dose Jntctk~lly (RI.)I) W;*~. >95'Y* ia 2L pts  bl fl~is group 2 p i t  lmve 
experienced t~ectu-rencc. RDI 90-95%:12 pts with 4 rt~urrcncCS. RDI <90%: 7 
JRg with ] recorrellt.~s, TWO pli. d g v e l o ~  neutro~nic fcvcr. There ~is o.c 
case of congCMs~.C hcart Rldure. Mum loxi~.'iOcS (WHO grdd~d) o~v.~crvcd by 
cyclc.~ w~te as fellow: 

tjRADI~ i GRADe II GRADE Ill GRADE IV 
(.ARUIA(' 2 l 

[ NAU./VOMITIN(J ].3 J6 I I 4) 
] bIOMA'I I |l,~ 1 4 3 
| AN[~MIA It) 5 
[ LEUKL)P~NIA 2~ t 2 o 

L .NI-U 1 RL)PI:N l A I 5 i 5 5 2 

Conelusio.:  flu,. dO$C-lD~elL¢ill) PAC rt:gimen WaS generally v, elL tolerated, 
})lay IX; adlllini Mcrcd Over multiple cycles ,,) ilnl~llg.tor~, patio~ts and i.~ hJ~ll.., 
etlgcli~¢, m t~'nns or rcla/~-fl-ee survival at these parents. 
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TREATMENT WITH TOREMIFENE IN WOMEN > 65 YEARS WITH T > 3 CM AND + 
HORMONAL RECEPTOR BREAST CARCI~OM.A. PHASE It STUDY (PRELIMINARY 
RESULTS). 
M. Gill A. S~chez ~ , D. Azp¢ida z, E. Bonito 3, A. GumJ 4 y A. E~t~bedo'. 
Breast Functional Unit: Divisiona of Medical Oacology ({CO)', C~neral Surgery, 
Gynecology 3 and Radiodingnosis 4 (CSUB). Barcelona, 
Objectives: 
Primary: To evaluate the response rate (P.R) of toremifene on primary breast tumors with 
positive hormonal receptors in patients > 65 years. 
Seco~a,"y: Mean time to progression, me.an duration of ~q)ons¢ and rate of conseawalive 
surgery, following neoedjuvam therapy, 
Materiah and methods: 
Inclusion criteria: Histologically or cytologically prowm blv, ast cancer. Positive estrogen or 
progesterone receptors. Age > 65 years. Kamofsky parformanc¢ status > 50. Presence of any 
of the following criteria: T > 3 ca, T4z. T4b, T4c, or N2. The exclusion criteria ware patients 
with M1 and male patients. 
Treatment: Continuous toremifene, 60 mg/,-I=y PO. Six to 24 months after the initiation of 
therapy, an appropriate surgical treatment is recommended according to t~nom.I size and 
patient's status. If a response is demonstrated, Ueatment will be continued up to 5 years. 
Resultl: 
Seventeen patients have been enrolled from October '97 to October '98, Mean ~e, 77 (68- 
84) The mean maximum radiologic tumoral ~ w u  38 mm (25-70). Patients: 7 1"2; 3 T3; 6 
T4b and 1 N2. The mean dtttation of tre=tment wm 5.4 months (0-12). At 3 months of 
treatment, 15 patients were clinically cvalmthle with 3 partial, responses, 11 stable diseases 
and ] progression. At 6 months, 6 patients have been tadiologically assessed, with a RR of 
83% (5/6). 
Orgy one case of grade 2 vagina[ dryness has been reported as adverse effect. Resahs for 
longer enrollment and treatment periods will be reported in April '99. 
Conelmleal: 
Iorero~ne treatment provides a high porcem)age of ra~oloSic reaponscs with minimal 
toxicity. A more prolonged treatment period will allow us to evaluate whether longer 
treatments facilitate conservative surgery and a good systemic control of the disease. 
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HEMATOLOGICAL TOXICITY OF RADIOTHERAPY AFTER I~GH-DOSE 
CHEMOTHERAPY (HDC) WITH STEM CELL TKASPLANT ( sc r ) IN  
BREAST CANCER PATIENTS. 
Climem MA, Palau J, Gareia Mirasall E, Amar  E, Ruiz A, Olmos Y. Mm3oz 
MA, C.miltem V. 
Unidad de Quimioterapia a Aims Dosig Servicio de Oncologla Mddica y 
Radieua-apia. iratitut Valmci/t d'Oncologia. Valencia. 
In~ro~ction: Hematotogic toxicity of  radiotherapy m p~tm~s tremed ~ith HDC 
and s c r  is highly suspected. Exact Imewledge o f  the problem is imperial! in 
order to stablish better schedule for radiotherapy. 
Patients am/ methods: Hematologic evolution of  43 breats cancer pacie~nts 
e'eated with radiotherapy after HDC and SCT has been stablished 
(Chemochenpy scheme v,~s STAMP V). Radio[herapy Ueatment was initiated 

~ am~ v&en safficierR hematologic recovery v, as mac..h~. Total dose 
l ~ o t h a ' a p y  ~ 50 Gy with cobalt and electrons al,l along, a month of 
treamm,t. Hemogram was perforraed at the beginning, 2 ae and 3 re ~,eek, and at 
the end oftzeatmem. 
Resutlts: Median age was 47 years. Aft patients wece t r ~ l  as adjuvant high. 
risk (29 N+>iO; 14 : locally advanced m idx{lamm~ory). Mediat~ ,,,alucs are 
shovm m the table: 

laidal 2 n° week 3 ra week End 
Leucociies {x109/1~ 3.8 2.8 2.6 2.9 
Hemoglobia (ffl) 11.7 13.5 t l 1 t.3 
Piatdets (xl0"/l) 163 137 117 116 

Radiol tmlpy after HDC and SCT has an tmpact on ~eucocites and p|atelees 
nmnbers. A 75% value reduction is observed. Hemoglobin is scarcelly affected. 
This results may be imporram to stabl/sh 1be best m o m ~ t  to inicime 
radiotherapy t ~ l m e a t  a.Rer HDC and SCT. 
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CONSERVATIVE TREATMENT IN INITIAL STAGES OF BREAST CANCER 
A. Yuste, A.Santaball~,A_ Oltra, B. Munirfiz,M. Pastor,A.Segura, J. Montalar, C.He~renz, S. 
Espinoza* ,l.Petschen** 
Servicio de Onenlogia Medica. Hospital La Fe (Valencia) 
*Scrvicio de Cirugia General. Hospital La Fe (Valencia). 
** Servicio de Oncologia Radioter~ica. Hospital La Fe (Valencia). 

The surgery with breast conservation (CS) and radiotherapy (RT) has demonsOated to 
be as effective as mastectomy in the control local treatment of initial stages of breast cancer (BC). 

Purpose: To evaluate the inicidence of local relapses in the patients with BC with initial 
gages treated with CS and RT. 

Material end methods: getrospecove study oflfte patients treated with CS/RT in our 
hospital between and june ] 998 

Regdts: Were evaluamd 139 patiems.the median of age was 55 ( range: 35- 85 ). A 32% 
ofpalients were premenopaosal and 68% were postmenopansal. A total of 61 were stage I, 56 
stage HA and 12 stage fiR.The mean &the ~mour size was 2.25 cm The most frequent mrgery 
was the tumorectomy and axillary dissection. During the follow-up period, relapsed 3 patients 
<2.27). 

Condu~om. The conservative surgery with radiotherapy is an effective treatm~t in the 
initial stages of bre.ag cancer, with low rate of local relapses. 
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CONCURRENT CHEMO-RADIOTHERAPY TREATMENT F O R  

POST-CONSERVATIVE SUR(~ERY PATIENTS OF BREAST 

CANCER; FIVE-YEARS OBSERVATION 

M Amemalo. A. Gonz~ez,  C. Aadon, G. l .osadL 

D e p v t a m a n t  o f  onooiosy o¢ C a n a o  Oncologico de Galicia La  Corona S p l n  

PURPOSE: Patiem of breast ~ ~reated by ccmervative smlF'~ run an 

importmt risk of metastasis relapse, locally as wea as s~.t~,,ically, as and 
op6m~ seque~,e betwean chemical md radk)Ikerapy is undear. From 1985 
to 1992, we simultsmu~ mitieted, ere~oeM proto~ of beth therapies. 

METHODS: 73 pts. with a median use of 49~. (28-77) with the stage 

i(13%),1I(78,3%),md I11(~,7%) presenting risk of metsstasis relapse 

received chemotherapy (CMF/CAF) cmcun'ant ty  radiotlmrapy (cobalto- 

60).T~cidity was acceptabb 2 ~ hammiog~l C,-tV(OSeS). 
RESULTS: At this time (December 1997) 73,6%(54) pts are free o f  illness 

and 26,4%(19) have shown a relapse o f  metastasis, l,oc, atiom: 7pts with 

breast  rod/of regional lymph nodes, 6 pts with c~.u~; metltstmis and 6 pts 

with local ~ distant metastasis. Median time fof  freedom of  illness was 63 

moth~6-109) and median global was 73 months(l  1-126). 
CONCLUSIONS: Give that we have observed thal mmutmmmwtrea tme~ 

of  chanm-radio~erapy offers a good respome rate and on  acceptable toxic 

level, we bei/ve it to be a d v m t a s e o m  for post .cemetvafive surgery pmients 

of  breast cancer, to whom local and systemic metastasis relapse present risk 
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CISPLATIN PLUS 5-FLUOROURACIL vs CISPLATIN PLUS 
VINORELBINE AS NEOADJUVANT TREATMENT IN 
LOCALLY ADVANCED HEAD AND NECK CANCER. 
PRELIMINARY RESULTS OF A RANDOMIZED TRIAL. 

A.Segura, M. Pastor, A. Santabalia, A. Ynste, S. Gnroeri,  A. 
Oltra, J. Aparieio, J. Montaiar. 

Servicio de Oneologia Mttdica, Hospital Universitario La Fe. 
Av. Campanar  21, 46009 Valencia, SPAIN. 

INTRODUCTION: Preliminary results of a randomized trial 
are presented in order to compare two chemotherapy schedules, 
cisplatin plus 5oflUorouracil (PF) vs eispiatin plus vinoroibine (PV) 
as neoadjuvant treatment for patients with locally advanced head 
and neck cancer. 

METHODS: Between 10/96 and 10/98, 29 patients were included 
in the study, and randomized to receive PF (eispiatin, 100 rag/m2 
e.v. dl  plus 5-fluorouracil, 1000 rag/m2 continuous n.y. infusion d 
1-5) or PV (cisplatin, same dean plus vinorelbine, 30 rag/m2 e.v. d 
1,8). After 3 chemotherapy cycles, patients received local 
treatment (surgery and/or radiotherapy). 

Patient features: 25 males and 4 females; median age of 50 
years (range, 43-73). The histopathology was squamous cell 
carcinoma in 26 cases, undifferentiated carcinoma in 2, and cystic 
adenoid carcinoma in 1. Twenty-five patients were classified stage 
IV and four stage HI disease. 

RESULTS: Fifteen patients received PF and 14 PV. In PF arm, 
there were 1 complete (CR) and 9 partial responses (PR), 1 stable 
disease (SD), and 2 progressions (PD), while 2 patients were not 
evaluable (NE). The objective response rate was 67%. The median 
of courses delivered was 3 (range, 2-4). WHO grade 3-4 toxicity: 
mucositis in 3 patients, emesis in 4, leukopenia 4, and 
trombopenia in 2. Four patients received radiotherapy and 5 
radiotherapy plus surgery. Local treatment improved 3 PR into 
RC. Eight patients are alive (4 of them disease-free) and 7 have 
died (5 due to PD and 2 due to myelotoxicity. 

In PV-treated group, there were 3 CR, 7 PR, 3 PD, and 1 
NE. The objetive response rate was 71%. Median number of 
courses: 3 (range, 2-4). WHO grade 3-4 toxicity: mucositis in 3 
patients, leukopenia in 6, trombopenia in 1, and anemia in 1. 
Eight patients recieved irradiation and 2 surgery plus irradiation. 
Local treatment turned 1 PR into CR. Nine patients arc still alive, 
four of then disease-free, while 5 have died (four due to PD, and 1 
due to myeiotoxicity). 

CONCLUSIONS: a) PV is at least as effective as PF in the 
treatment of locally advanced head and neck cancer; b) digestive 
toxicity is greater for PF and myelotoxicity is greater for PV; c) 
serious adverse infections arc similarly frequent in both arms; d) 
PV administration is easier than that of PF. 
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CORRELATION OF p53 ONCOPROTEIN EXPRESSION WITH CHEMOTHERAPY 

RESPONSE IN SMALL CELL LUNG CARCINOMAS 

N.Rodriguez Salu, C.GamaJlo Am&f, J.Pelac~,os, B. de/as Heree, M. C~zaJez* Bar6~. 
Serv. Patofog/e. La Paz, Madr/d. 

Introduct ion: p53 oncoprotaln is essential in cell cycle control, cell cycle arrest and 
induction of programmed cell death, Also celled apoptseis in DNA damaged c~)lls. 
Mutations in p53 gene are very frequent in small cell lung carcinoma (SCLC). Many 
studies correlate p53 mutations with chemoresistance in many neoplasms. 

Methods end Material : 1.-Analysis of p53 expression by immunohistochernistry 
in paraffin-embedded tissue of 50 pelients with small cell lung carcinomas (SCLC) 
2.- Correlation of the results of the analysis with the clinical and avolutive features 

Results: 1.- Hiperexpression of p53 (> 15% nuclei cell stained) was o~ssrved in 
23/50 patients, 2.- Correlation with clinical characteristics ( age, sex, performance 
status, weight loss, LDH serum levels, stage, number or localization Of metastases) 
was not observed. 3.- Skong co~ralebon of p53 status end chemotherapy rexponse 
(p=0.00212) was obsenled: if p53 was abnormally accumulated in the cell nucleus 
the possibility of having complete responses to chemotherapy was lower than if p53 
was normally expressed. 4.- p53 and status of illness were independent prognostic 
factors of chemotherapy response in multivariate analysis. 

Conclusions: The study confirms the role of p53 in the chemoresistance phenomena 
in SCLC. The sistematlo detection of p53 by immunohistochemistry could be useful in 
the clinical practice, We could then select those patients where an abnormal p53 
expression could predict a worse response to stander t~eatment and we could choose 
other treatment strategies. 

$61 
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I 'IIASE l- i t  STUDY CONCOMITANT TAXOI, AND CARBOPLATIN 
WITH RADIOTHERAPY IN ADVANCED HEAD AND NECK 
CAi~CER. PRELIMINARY RESULTS. A. Jail ,  M. Mottos, E. Go~2Alez, 
B. Medina. P. S~mchcz, A. Cabrem, 1. I'mras, N. Moh¢dauo. M. Capilo~ch, M. 
Fem=iodez, A. Lozann, MA. Casanova. S. Ontology. Hospital General 
"Ciudad de Ja4~.". Japan. 

introductioa: Surgeq,. and RT for advanced head and 0¢¢k cancer 
yields poor resulls. Phase I-II study of Ih¢ carboplatin and taxol combination 
has den~nstrated the efficacy of  both drugs as radio-sensitizers. "t'ne aim ol 
our study was to determine the eEtcacy both drugs used concurrently with R't 
in terms of response rate and toxicity profile in advanced head and neck eance 
(HNC) 

Materials  and methods: From Dec 96 to Jan 98 25 patients wer~ 
emolled Median age was 59.3 (41- 74) years, PS: 0-l. Sites of primary tumor 
nasopharynx 2. larynx 10, oropharynx [I. and unknown 2. The treatmep 
administered was: Taxol 175 me/m2 day I and Carboplatin AUC~6 day I 
ever}' 3 week* through 2 inductioR cycles; followed by Taxot, according to IIz 
dose ,'scalation (see Table) toghether with Carboplatin AUC=2, weeki, 
concurrently ~ith RT Co 60 (50 Gy). Sub,equently the Carboplatio dose wa: 
redueexl to AUC=I, according to toxicRy grade 4. 

ResuLts: Seventeen patients were assessable for response and toxici~ 
An OR of  71% was obtained with CR 23% and 47% PR. Grade 3-4 macositi 
was the main toxicity 58%, 1 patient pre-~eoted grade 3 ae'utrotoxicity, grade ? 
4 neutropenia 41%. Another toxicides (radiodemlitis, nausea and vomitin t 
were low. Deaths due to toxicity were not observed, At a rnedian follow-,, 
duration or 14 months, [0 patients progre.~sed, there were 6 Local and 4 distaJ 
relapses with a SG 53% 

Lev©ls (n = a ° T(msirn2) CBDA I RT(Gy) (33-4 O3-t 
I palieeLs) "l'Ox ]lem To~.Noo Ftuta 

i (ll=6)._ 40 AUC=2 50' I 4 
2(n=3 ) 45 At ICe I 50 2 0 
3~n=4~ s o  AUCot s o  ., ] 
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PHASE 1/11 STUDY OF CDDP+VINORELBINE+ GEMCITABINE IN 
NON-SMALL CELL LUNG CARCINOIV~ (NSCLC). 
Esteban E, Fra J. Puertas J, Sala MA, Carmsco J, Palaoo I, Mufiiz I, 
Vieitez. Lacave AJ, and Buese aM. 
Medical Ontology, Hospital Cen~'al de Astudas, Oviedo, Spain. 

Gerncitabine and vinorelbine, two ac[rve agents in NSCLC: were 
combined with CDDP in a phase I/1I study to determine the MTD and the 
activity of this reg~nen. FJigibility cnteda: non-su~ical NSCLC, adequate 
renal, cadiac, neuroiogic and hematologic tunc~ns, PS 3 60, 
measurable or evaluable disease, and ~ consent. Trealment: 
Vinorelbine followed by gemcitab~ (bolh by iv inlusion) was given on d 
1 & 8, and CDDP at a fixed dose of 50 mg/n~ on d 2 & 9, q 3 wks as 
outpatients. From Jan 98 to Sup 98, 36 pts entered the study: M/F 33r3, 
median age 59 yrs (33-73), PS 80 (60-100); stage IliA 8, l i b  10, IV 18; 
squamous 17, adenoc. 17, anaplaslic 2; median no. of cycles 3 (1-7). 
Dose levels i 
Level Pts C y c ~  Vinoret0ine Gemcitabine G4 tox. {pts) 
I 8 27 25 1000 1 
II 18 6O 25 1250 4 
III 6 19 30 1000 5 
IV 2 2 25 1500 0 

Toxiot7 (WHO grading, no. of pts) in 33 pts: hemoglobJne G2 9, G3 7, 
G4 1 (level II1): granulocytes G2 1, C-~ 10, G4 10(1 in level I, 4 in I1, 5 in 
III), platelets (32 5, G3 3, G4 5 (1 in levet I, 3 in tl, 1 in Ill), neutropenic 
fever 3 {with 1 toxic dealh at level Ill); nauseaMmtitJng G2 10, G3 2; 
ak~pecia (32 1, G3 1; hepa~ (always revemiblb) G1 2, G2 1, G3 1; 
neuro~jic G1 4, G2 2; cutaneous Gt 2, G3 1; aslhe~ia / moderate flu- 
like syndrome I7. Objecbve r e ~ :  17/30 (56%, 95% CI. 36%- 
76%), including 2 pa~ologic CR. Hematologic DLT has been found in 
5/6 pts at dose level Ill, and the study conlm~es al dose level IV. 

Conclusions: Concomitant taxo;, carbopiatin and RT achieve ar 
accept~le overall response rate in spite of high toxicity. This study condnl 
for neeesary accrual, 
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PHASE II TRIAL OF GEMCITABINE, IFOSFAMIDE AND 
CISPLATIN IN THE TREATMENT OF ADVANCED NON-SMALL 
CELL LUNG CANCER. FINAL REPORT. 
C. Vadell , M. Nogud *, X. Fabregat, E Saigi *. M GallOn, [ Tusquets. J 
Caries, R. lbeas, C. P~rez, C. Mcsia Sexa,icios de Oncologia Medico del 
Hospital del Mar de Barcelona y Consorci Hospitalari Pare Tauli de Sabadell* 

We present the final results obtained with the combination of gemcitabine, 
ifosfamide and cisplatin (GIP) in the treatment of patients with locally or 
metastasic non-small cell lung cancer (NSCLC). 
Patients and Methods: Between march 1996 and december 1997 sixty 
patients were included in this study, 59 were evaluable for response. The '  
~ r e  56 males and 4 females, of 38 to 75 years old. The predominant histology 
was scamous cell carcinoma (27). followed by adenocareinoma (21) and poorly 
differentiated carcinoma (12). Five patients were staged as III A, 32 as III B 
and 23 as stage IV. The Karnofsky Performance Status (PS) was superior to 
80% in 22 patterns, equal to 80% in 22 and 70% in 16 patients. Therapeutic 
schedule: Gemcitabine 1000 mg/m: on days land 8, cisplatin 50 mg/m 2 on day 
1 and ifosfamide 3 gr/m 2 on day 1, all of them administered intravenously, 
every 21 days. 
Results: 255 cycles were administered, with a median of 4 ~'cles par patient. 
In 112 cycles a dose reduction was necessary. As a mean, it was administered 
84% of scheduled dose of gemcitabine, 99% of ifosfamide and ]00% of 
cisplatin doses. 
Two complete remission (3%) and 24 parlial remission (40%) were obtained. 
Thirteen patients presented a stable disease, and 20 patients progressed during 
the treatment. In 13 patients we obsen'ed an improvement and in 27 an 
stabilization of PS during the treatment. The toxicities registered ( Grades ILl 
and IV of WHO ) were alopecia 23/0~ emesis 6/0. neurotoxicit 3 1/0, 
hemoglobin 9/0, leukoo:'tes 2g/o, granulocytes 25/9. platelets 2/2. Seven 
episodes of neutropenic fever were registered, all with a favorable evolution 
with antibiotic treatment. 
Conclusions: GIP chemotherapy is useful in the treatment of NSCLC, with an 
objecti~ c response index of 43%, with an acceptable toxicity. 
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S P A N I S H  L U N G  C A N C E R  G R O U P  R A N D O M I Z E D  T R I A L  O F  P R E O P E R A T I V E  

C H E M O T H E R A P Y  ( C I S P L A T I N  E I T H E R  100 m g / m  2 O R  $0 m g / m  2) IN S T A G E  

I l i a  N O N - S M A L L  C E L L  L U N G  C A N C E R ( N S C L C ) .  E.  ge l tp ,  R. R o m l l ,  I .  M e r e n e ,  

V. Albeeo l l ,  J .L .  G o n t l l l e z - L l r r i b a ,  J .  G d m e z - C o d l n a ,  J J .  S i n c h e t ,  A. Pa rades ,  C .  

C a m p s ,  R.  G a r e l a - G 6 m e z ,  A. Ar ta l ,  P. G i r r l d e ,  F.  Cl t rden ld ,  I .  B a r n e t o .  HolpUlU 

Unlve r lO=r I  Vail  d ' H e b r n u  a n d  Span i sh  L u n g  C a n e r  Greup .  Raree lona .  Spa in  

Cisplatln is one of the mt~st active asents in N S C L C  However the imptwtance of cisplatin dose in 

ct~mbinaUon is unclcar. This mal addresses whether htRher cisplatln do~es result in impro',ed survive} 

and t~.:re.a.=a~d palhologic cx)mplete remis~it)n in patients (pU;) with clinically, and media.~tm~.~,copv.:aity 

staged IlIA(N2) NSCLC. From March 1993 to Vebntary [gt,/r7, 83 pts were randomized m receive either 

hish-dose cisplatin (HDCp) (Hk3 mglm 2 i~ da)  l) or moderate-dose cisplatin [MDCP) (50 mg/rn 2 i~ 

day I) in combtnatior= with ifoslamJde (3 g/m 2 iv day 1) and mitomycin (6 m s / m  2 iv day I). Three 

chemotherap) cycles were given at 2]-day i n t ena l  then surgery, a~d postoperative inadmti lm For~y-st~. 

pts received HDCP, arid 37 MDCP. Clinical che, ractertstlcs were well matched. Grade 3-4 anemia was 

more common in HDCP (pro.01L Clinical response rate was 59% for HDCP. and 3(F'~ for MDCP 

(p=.0|).  TM)racotomy was perlorrned In 71 pcs (86~),  ~ oI whom had rcsectable disea.~e Postoperative 

mortally'  was I 1% Patlx',logic complete rcmissnon was ob~r~.ed in one patient who reccP, ed MDCP. 

Overall median survival v.as 13 months. Median survival in the HDCP arv3 MDCP was 13. and 11 

months, respactive]~, (p=.3) 

Preoperative mntomycm, tfosfamide, and ctsplettin achieved moderate response rate, and acceptable 

resectability. In pts treated with HDCP. anemia was signtficarttl 3 higher and there wa.~ no stgndicant 

Impn~x:menl in either pathologic complete remtssnm or o~ stall survival 
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7 2  
EXPERIENCE IN OUR CENTRE TREATING ADVANCED NON SMALL CELL 
LUNG CANCER (NSCLC) WITH GEMCITABINE-CISPLATIN 
S. Guevara Mlindez,P Lbpez Criado, R. Garcia Gbmez, C. Lbpez LOpez, C. 
Lahoz De Juan,C. Chaib Torralba, L. Pombo Parada,G. Garrido, C. Gonzalez 
Arenas. J. De Alvaro Ltal~o, S. ANarez Suaraz, G. P(~raz Mange Hospital 
General Univeraitado Gragorio MarafiOn. Madrid. 

Jntroductior]: Since gemcitabine has shown antitumoral activity in NSCLC its 
use has been widely spread The combination of oispiatin-gemcttabtne has 
shown promising results.Pu[Dose: to analyze toxicity profile and response rate 
achmved with this oombinatk~ in unlalected patients (p) with unressectable 
NSCLC. Re=linen: Cisplatin 100mg/m 2 day la; Gen~itabine 1250mg/m z days 
1 e y 8 °, every 21 days. Treatment was give~ as outpatient=, Plmlents. 53 p 
had stage IIIB (27p) and IV (26p). Histologic subtypes were: ~:luamous 
caminoma 18p, adenocarcinoma 21p and mixed histologies 14p (large cell 
carcinoma, undiffarenciated, others). 47 ~ y 6 female=. Mean age, 80 
(45-63). ECOG: O (6p), 1 (32p), 2(13), 342). Mean number of courses per p 

3°5(1-7). Total numbar of ooursea was lg5. 
Toxkdtv: all patients were alagible for toxicity, which has been estimated per 
course. Anemia grade Ill-IV: 7(3,5%); neotropenia grade Ill-IV: 26(13,3%); 
thrombocytop~ia gl ide Ill-IV 24(12,3%). Muco61tis grade II-IV lp. Nausea 
and vomiting grade II-IV 11p(5,6%), diardloea grade Ill-IV 3p (1,5%). Three p 
had ototo0dctty. There were 7 febrile neutropanias that required admission. 
There were no toxic deaths. 
Results: 46p were elagible for response, Partial response (PR) 30,2% (9plllB 
and 7plV); No Change (NC) 22"5% (gp IIIB and 3p IV), With a median follow 
up of 190 days, median overall survival was 352 days. Median survival for 
stage IIIB wes 390 days and for stage iV, 269 days. Taking into account the 
histoiogic subtype, median survival for squamous was 440 days, 260 days for 
adenocarcinomas and 118 days for mixed tumors, 
Conclusion;In our experience, Cisplatin-Gemcitabine combination has shown 
significant antitumoral act iv~ in locally advanced and metastatic NSCLC 
Further studies should be encouraged using it as an induction regimen in less 
advanced stages. Toxicity in this regimen is moderate and manageable. 

7 3  
CHEMOTHERAPY IN SMALL-CELL LUNG CANCER (SCLC'): A 
RANDOMIZED TRIAL OF HIGH-DOSE EPIRUBICIN-CISPLATIN (HDEP) 
verens ETOPOSIDE-CISPLATIN (EP). J.G6mea-Codina, A.Artel, JL.Gonzldez- 
Lambs, J.Campbell*, I.Bameto, A.Carrato, D.Isla, C.Camps, C.Garcia.Gir6n, 
A.Font, A.Meam~ M.Lomas, C,Vadell, A.Axrivi, C.,Monse, I.Maestu, R.Rosell. 
GRUPO ESPAI~OL DE CANCER DE PULM(~N.Hospital La Fe. Avda. del 
Campanar, 21. 46009 Valencia. *Pharmacia & Upjolm. 

INTRODUCTION: In the previous experience of the Spanish Lung Cancer Group 
HDEP is a feasible and active combination for SCLC. 
OB/ECTIVES: To compare the antitumor activity (survival and response), toxicity 
and health costs of the HDEP combination versus the sundard EP in the treatment of 
SCLC. 
MATERIAL AND METHODS: Pxo~0cctive, randomized, p],~se Lq-W trial. 
Patients (pat.) were stratified according to center and disease stage and nmdomized, 
with informed consent, to receive HDEP [Cisplatin (100 mien2) + F.,pirubicin (100 rag/m2) 
day l} or EP [CL~aan (100 , ~ ) ,  day ] + FJoposi& (100 roll/m2) days l-2-3]. "r~o~ pat. with 
disease limited to thorax (LD) and who responded subsequently received thorax and 
prophylactic holocranial irradiation. 
RESULTS: From June-94 to March-98, 404 pat. have been included, 199 in the 
HDEP arm and 205 in the EP arm. By stages, 205 pat. had LD and 194 Extended 
Disease (El)). The patient's characteristics (age, gender, general condition, weight 
loss, stage and metastsalc sites) were well balanced between the arms of the study. 
At this moment 383 pat. are evaluable for toxicity, 333 for response and 379 for 
survival. The overall objective response rate obtained in the HDEP arm was 87% 
and 78% in the EP arm (p=0.03). By stages, in LD, the responses were CR 44% and 
PR 47% for HDEP and CR 35% and PR 47% for EP. In El) there were CR 20% and 
PR 62% for I-IDEP and CR 17% and PR 55% for EP. The medians for time to 
progression (11 months in LD and 9 months in ED) are similar between the 
compared txeatments. The predemin~t toxicity was hematological, with 
neu~opaenJc fever in 5% of cycles and in 8% of treatment related deaths, without 
differences between treatments. 
CONCLUSIONS: The overall response rate with HDEP has been superior to the one 
obtained with EP. Whco~,er both schedules are comparable in survival. 
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GEMCITABINE, IFOSFAMIDE AND CISPLATIN (GIP) IN THE 
TREATMENT OF NON SURGICAL STAGE IH NON-SMALL LUNG 
CANCER (NSCLC). 

De las Peflas R, Busqdier 1, Llorente R, Munarr iz  J ,  Lopez A, F rau  A. 
Servicio de Oncologia M~qiica. Hospital Provincial Castell6n 
Av. Dr. C l s r l  19, 12002-CASTELLON 

Introduction: There are evidences suggesting that a combined t~eatxnent has a 
positive impact on the survival of locally advanced NSCLC patients (pts), even 
though there is some controversy about treatment sequence and the induction 
regimen. 
Aim: To analyze the GIP efficacy and toxicity in non surgical stage IlI NSCLC. 
Patients and Methods: Pts with non surgical IIIA/IIIB NSCLC, measurable 
disease, <71 years, performance stares (PS,ECOG) <3 and adequate cardiac, 
renal and liver function were elegible. The tzeatment was Gemcitablne 1 g/m2 IV 
days (d) l&8, Ifosfamide (/Mesna) 4 g/m2 IV d.l and Cisplatin 80 rag/m2 IV 
d. 1, q3wk, with radiologic response assesment after 3-4 courses. We have used 
prof'dactic G-CSF in all patients. Finnaly, radiotherapy was administered (60 Gy) 
at conventional fractionation. We have considered for surgical assesment prior to 
radiotherapy: IIIA stage with partial (PR) or complete response (CR), IIIB stage 
with CR or maximal PR and not T4 because of pleural effusion. Since 3/97 to 
9/98 43 pts have been treated. Stage IIIA: 17, IIIB: 26. Median age: 60 (range: 
33-71). Histology: squameus 25, adenocarcinoma 11, undifferenciated 9 pts. PS 
0: 6, PS l: 32 and PS 2: 5. 
Results: 140 courses [median 3 (range 1-6)] have been administered. 41 pts were 
evaluable for response. Overall response rate was 70.7% (CI 95% 56-84): 7/41 
CR (17%, CI 95% 6-28) and 22/41 PR (53.6%, CI 95% 38-70). All the pts were 
evaluable for toxicity: WHO grade 3-4 neutropenia was present in 46/140 
courses (32.8%, CI 95% 25-40), grade 3-4 trombopenia in 53/140 courses 
(37.8%, CI 95% 30-46), febrile neutropenia in 6/140 courses (4.2%, CI 95% l-7) 
and reversible grade 3 asthenia in 32/140 courses (22.8%, CI 95% 16-30). No 
toxic deaths were observed. With a median follow-up of 37 weeks we haven't 
reached the median duration of response. 
Conclusions: l) It is confirmed that GIP is a highly active regimen m NSCLC, 
with a response rate of 70% and a moderate hematological toxicity though 
manageable. 2) Its role in the multimodal treatment of the stage III NSCLC 
would have to be confu-med in the future comparative studies. 
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Sequencial Chemotherapy (CT) and Radiotherapy (RT) vs Chemotherapy followed 
by concomitant Radiotherapy and daily cisplatin in locally advanced non 
small cell lung cancer (NSCLC) ( no sergicel III-A and Ill-B). 
R.Salazar, G.Martln, M.Garcla, E.del Barco, JJ.Cruz, P.S~nchez, A.G6mez, 
E.Fonseca, R.Garcia, Y.L6paz, JC.Torrago, A.Roddguez. Servicio de 
Oncologla M6dica. Hospital Universitado. Salamanca. Spain. 
Aim: To evaluated the efficacy (local control and survlval) of the 
treatment with concomitant cisplatin and RT vs secuencinl RT in NSCLC. 
Charactedstiss: 38 patients (pts) were included in two arms Arm A.: 21 pts 
were evaluated for response and toxicity (III-A 7pts, III-B 14 pts), 
treated with 3 cycles of CT follow by sequencial RT (60 Gy). Median age: 63 
y (30-75). Epidermoid 15 pts, adencarcirnoma 1 pts, giant ceils 2 pts, 
undifferanclatod 3 pts. Arm B: 17 pts, 15 were evaluated for response (1 
rejected the treatment and I exitus) (III-A 2 pts, III-B 15 pts I treated 
with 3 cycles of CT followed by concomitant RT with daily cesplatin (4rag/m2 
iv) dudng 30 days. Median age: 62 y (38-75). Epidermoid 12 pts, 
adenoceminoma 3 pts, giant cells 1 pts, undifferenciated 1 pts. The CT 
protocol was: Ifosfamide 4g/m2 iv 1st day, Cisplatin 100 rag/m2 iv 2nd day, 
Etoposlde 80 rag/m2 for 3 days, ever,/28 days for 3 cycles. 
Results: 
Arm AArm B 
OR 43% (9/21)60% (9/15) 
PR 33% (7/21) 60% (9/15) 
CR 10% (2/21)0% (0/15) 
NR 57% (12/21) 40% (6/15) 

After RT 2 pts passed from PR to CR, in arm A (total CR 20%) and 1 pts 
passed from NR to PR in the arm B (total OP 66%). The medium survival was12 
m in arm A (actuarial survival 45%) and 13 m in arm B (actudal survival 
50%), with no significance (ns). The medium disease free survival was 9 m 
in both groups, ns. Toxicity was mild except I exitus due to a febdle 
neutmpenia; neutmpenia grade IV (7%) and anemia grade II (16%). There 
were two patients with neumonitis and 1 pts with esophagitis in arm B. 
Conclusions: In our study, RT with concomitant daily cisplatln does not 
improve local control and survival in patients with locally advanced NSCLC. 
It was showed higher toxicity in arm B. 

Si hay alg0n problema les mgamos nos manden notificaci6n. Un saludo. 
Raquel Salazar 
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COMBINED CEIEMOTHERAPY AND RADIO'I'H]ERAPY IN THE TREATMENT OF 
LOCALLY ADVANCED UNDIFFERENTIATED NASOPHARYNGEAL 
CARCINOMA (LAUNC) 
.IR Barcelo. A. Mufloz, I Rubio, K Fernm'tde.~ JM Marie, G Abrn, O Lbpea Vivanco 
Medical Oncology. Hospital Cruces. Osakidetza / Servicio Vaseo de Salad Berakaldo 
Bizkaia. SPAIN. 
Introduction: 
LAUNC compose a distinct subgroup of head and neck neoplasia. Although the best treatment 
is not known, combined chemotherapy (ChT) and radiotherapy (KT) have been better than RT 
alone in randomized trials. Our experience with combination ChT and RT in the treatment of 
LAUNC is prese*ated. 
Materials and methods: 
From April 94 to November 97 nineteen patients with LAUNC (WHO 3) were treated with 
neoadjuvant ChT followed by radical RT. Fifteen males, four females. Mean age 49 years (y) 
(range 15-70). PS (ECOG) 0-1 Stage [II: 1, IV (M0): 18; T4:10 (53%) N2-N3:14 (74%) 
Treatment: Cisplatin 100 mE/m2 dl, Epirrubiein 70 mE/m2 dl, Bleomycin 15 mg dl and 
Bleomycin 12 mE/m2 24 hours continous infusion (port-a-cash) d 1 to 5, every 21 d (BEC). 
Sixteen patients were treated with RT 60-70 Gy to nasopharynx and 50-70 Cry to cervical 
nodes (1 pt 40 Gy due to severe mucositis); 2 pts received brachitherapy to nasopharynx 
(1050 and 1125 cCJy) Three pts were not irradiated, 2 deaths and 1 lung metastases 
Results: 
ChT: 60 cycles, mean 3.15 (range 2-4). Overall response: l I (58%), complete response: 3 
(16%), partial response 8 (42%), stable disease: 6 (31%) progressive disease l, early death: 
I After RT: Overall response: 15 (94%), complete response: 9 (56%) and partial response 6 
(38%). Two partial responses were converted surgically to complete response Toxicity ChT 
(60 cycles): Emesis grade (g) 1I: 11, 81I]: 4, glV: 1. Neutropenia gl]: 3, gill: 9, glV: 0 
Mucositis 811: 4; Interstitial neumopathy: 1, ueumor~a (without neutropenia). Two early 
deaths, one from bilateral neumonia, other from colonic perforation. RT mncositis Ell: 10, 
gill: 3 and glV: I Median survival 62 weeks. Actuarial survival (3 y) 41%. Nine pts of 11 in 
complete response are alive without disease. 
Conclusions: 
LAUNC are tumours with high sensitivity to ChT and RT In spite of this, local recurrence 
and distant metastas~ are frequent Toxicity of combined treatment is significant Although 
neoadjuvant ChT is active, standard treatment of LAUNC is not defined yet Unselected series 
may have worse results than comroled studies (perhaps due to Will Rogers phenomenon). 
Standard staging is also not defined for N2-N3 cases Our results indicate that neoadjuvant 
ChT with this scheme may not be preferred to other schemes concomitant to RT, as evidenced 
reeeraly in other studies (INT0099, V'LrMCAI). New active agents, also, may improve long 
term results. 

7 8  
TREATMENT WITII C|SPLATIN AND VINORELIIINg IN PATIENTS WITS1 
SQUAMOIJS CI~LL CARCINOMA O f  THE HEAD AND NICK, 
l)e hi IlllNk J,, Garc|a, A.L, Armula, F., Bahrein, I.C, Mhtdez, M'.J., Armmda, E. 
Departme.t of Medkal Olenlogy. l~na Sofia. Itoxpital Cb,'doba. Spain 

CisFlatin¢ and viflnr¢lbiliC ~ IK;UV¢$ ill ntonochcmtdhcnlpy and ill coulhinluion with oLl~f$ d/~l/s 
antineopla~'ac. The dye-tall response rate are acceptable Althouldt this rate retlmnse is high ~e 
don'] achieve i n ~ s e  the Survival, nmybe Ihs n..~ns are the low co-Wlem ~ l ~ n ~  r, ttc and 
short time to Ixogrc~on. 
Aim: To 8uc.,s the elYlcJ~y and safl~" of vinorcJvi,¢ Flus cisphitine in pulicms with eaclmautic or 
hicore~al  squwno~ ~lt carcinoma Of tl~ h't~d and neck 
Pat;~lts and bl¢theds: From Mly 1997 45 ludcnts ~ i ~  included The main clmracten~cs were 
avera,~ ~ :  S7 {Q25:50-(,~75:6(;). The 37.4% (17) was local r ~  and ~.,~% (2X) pnnuar)' 
rm.o.rs (.~2% (2~) ~'.m m~:  IV). 
Untrt~ttcd by chenmthet1~ ~ 75,5%(34) Treatment: Cisplathle; i0OaWm2 day I ° 
vteerelbav; 25 rag/m2 day I 'and g", al~er Io velu~ al fl3ird cycle II~ ruq~tse we eomple/cd with 
Io¢.orcgt~al t~.atm~ (Rae~thcm~ an~'m Suq~r~ ). 
llama.; At the moment we admledll~l~d 130 cydesfi'l~ ~ (31) bare rc~ived at learn, 3 
cycles). In ~c u~z~uaed p~flc~a by chsmod~rap~ t k  overall n:spom~ ~ ~ ~ t~lW, (2 t% 
CR and PR 59%) md  only 10% in the p~'vio~l y treated pallents. ~ m,'.~.t thllalion o1"/espon~ 
was 30 wt~:~.s (R-521 ), m ~ the to~lan~ has h~n ~ ( A ~ i l t  O[]'l: I I .~/*. Lcue~peeia 
Gill: ~,.qo/~ Netur~i l l  Gill: 17,7% y GIV: 13,3%. No ~ of severe nc~rOlogi~al a~l 
ifasnvimestiml toxicity. We d011't ~ yet the rnl~J~i| o~ I~Jn'lWd, hi Ih~ I~ml~'l~/~ W~I ~ r  ~tC (CR 
or PR) I11¢ averq~ t, es~m~ ia 49 weda C1')5%(44-5411 5 ~ I~eived surgical Ircolme~n 
~,d IX received tadioaK~.tll~'. In the 80% or patients impmw:d the sympteaut 
Co~¢lullml: This combimaton is a~ive in the 11~ tiw:. of I reanne~l Of squanlmls Cell carcinoma of 
]he head and neck. with e ao.'ct~able toxicity. 
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A N O V E L  A N T I - A P O P T O S I S  G E N E :  S U R V I V I N  AS A 
P R O G N O S I S  M A R K E R  IN N O N - S M A L L  C E L L  L U N G  C A N C E R  

I. Rosas I . P. Mendez;, A. Barnacles t, E. Felip 2, P. Lrpez de 
Castro I, .ZL. Manzano j, R. Rose11 t, M. Monz6 t. 
~ Hospit , l  Universilari Germans Trias i Pujol, Badalona, 
Barcelona, Spain. 
2Hospital Vail d'Hebron, Barcelona, Spain. 

The survivin gene is a novel  apoptosis inhibitor, related to the 
baculovirus  cane,  which is be l ieved to play a pivotal role in fetal 
deve lopment  and in cancer  in much  the same fashion that the Sonic 
hedgehog  gene is involved in the morphogenes is  o f  the embryonic  lung. 

We investigated survivin  expression in non-small  cell lung cancer 
(NSCLC)  and its influence on clinical ou tcome in patients up to stage I l i a  
NSCLC  who  had undergone radical surgery.  

We  designed a reverse transcriptase po lymerase  chain reaction (RT- 
PCR) assay to study the expression o f  the survivin gene  in 83 NSCLCs (42 
squamous  cell carcinomas,  37 adenocarc inomas  and 4 large-cell 
carcinomas)  and neighboring nonna l  lung tissue. The  RT-PCR identified 
survivin gene  transcript in 71 (85.5*/.) o f  the tumors  samples and in only 10 
(12%) o f  the paired histopathologically nomtal  lung samples.  

There  was no relationship be tween  histologie subtype (squamous vs 
non-squamous)  and survivin gene  expression. A Kaplan-Meier  analysis o f  
the 83 patients showed that the 12 patientS without survivin expression had 
significantly better overall  survival  than the 71 patients with survivin 
expression (p=0.01 by univariate analysis; relative risk, 2.1). 

We conclude that analysis  o f  survivin transcript could prove to be 
both a useful diagnostic marke r  and an important  source o f  prognostic 
information in NSCLC ; moreover ,  as an apoptosis inhibitor, it is a 
potential new target in anti-cancer therapy. 

8 0  

A L T E R E D  P A C L I T A X E L - I N D U C E D  C Y T O T O X I C I T Y  IN NON-  
S M A L L  C E L L  L U N G  C A N C E R  L I N K E D  T O  13-TUBULIN 

M U T A T I O N S .  

A.O'Brate,  P. M~ndez, D. Escuin, J.L. Gonzdlez-Larriba, V. Alberola, R. 
Rosell, M. Monz6 

Hospital Germans  Trias i Pujol, Badalona, Barcelona; Hospital Clinico, 
Madrid; attd Hospital Clinico, Valencia, Spain. 

The mechanisms causing chemoresistance in non-small cell lung cancer 
(NSCLC) patients have yet to be elucidated. Paclitaxel's unique anti-tumour 
mechanisms enhance the assembly of  microtubules. We investigated the 
connection between ~-tubulin mutations and primary paclitaxel resistance. 
Constitutional genomic DNA and paired tumour DNA were isolated from 49 
biopsies from 43 Spanish and 6 North American sla~e IIIB and 1V NSCLC 
patients who had been treated with a 3-hour, 210mg/m paclitaxel infusion and 
24-hour, 200mg/m 2 infusion respectively. Specific fi-tubulin primers were 
designed for PCR amplification and sequencing of  paclitaxel and GTP-binding 
13-tubulin domains. Of  49 patients with NSCLC, 16 (33%; 95% CI, 20,7%- 
45,3%) had 13-tubulin mutations in axons one and four. None of  the patients 
with 13-tubulin mutations had an objective response, whereas 13 of  33 (39,4%; 
95% CI, 22,8%-56%; P=0,0I)  patients without 13-tubulin mutations had 
complete or partial response. Median survival was 3 months for the 16 patients 
with [3-tubulin mutations and 10 months for the 33 patients without l~-tubulin 
mutations (P=0,000]).  In conclusion we have identified 13-tubulin mutations as 
a novel mechanism o f  resistance to antimicrotubule drug paclitaxel. 
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81 
ANALYSIS OF RESPONSE, KARNOFSKY PERFORMANCE STATUS 
MAINTENANCE AND SURVIVAL IN ADVANCED NON SMALL CELL 
LUNG CANCER (NSCLC) PATIENTS TREATED WITH GEMCITABINE 
(GEM) .  

J Montesinos. C Pallards, R Salazar, LM Rodrfguez, J. Balmafia, C. 
Pericay, A.Ram[rez, B, Pardo, JJ Ldpez. Medical Oncology Service, Sant 
Pau Hospital. Barcelona, Spain. 

We analyze 44 chemonaive patients (pts) aged 65 yrs (45-77); 25 staged 
IIIb and lg IV; 15(34%) with an initial K1>70% (groupA), 18(40%) 
K1=70% (group B) and 11(25%) K1=60% (group C). 

Pts were treated with GEM 1200 mg/m 2 on days 1, 8 and 15 every 4 
weeks until progression or inacceptable toxicity. Subsequent radiotherapy 
(RT) was applied to IIIb pts with PR or SD If teuible. Serial Karnotsky 
index (KI) was used to esfimate the quality of life (QL). The end points for 
actuarial curves wore loss of KI70% and death. Prognoatlo factors analysed 
were age, weight ions, stage and initial KI. RESULTS: Median (M) follow- 
up wan 5 (1-24) month ,=. 100 cycles were ndminiatered, M 2 (1-6) per 
patient. Toxicity wan: grade 3-4 hematological in 2/100, grade 3 aslania 
2/100, grade 3-4 fever 1/100, rash 8 pts (18%), thrombocytosis 11 
(25%)pt ,=. 7(18%) PR, 17 (39%) SD and 20 (45%) progression were 
observed. Only initial KI correlated with response: group A: 36% vs group 
B:11% vs group C: 0%. 6 pts with SD end 2 wi~ PR received 45-50 Gy, 3 
converted to PR. 1 with SD received RT and converlad to CR. M time to KI 
70% loss was 3 (2-24) months and OS 5 (1-24) months. 10 pts 
increased 1 level of KI for a M of 2 (1-5) months. Only initial KI was a 
significant prognostic factor for OS and KI70% maintainanca. Group A: 11 
(6-24) months OS and 8 (2-24) months KI70% mantainaree. Group B: 3 
(2-8) OS and 3 (2-4) KI70% mantainanca. Group C: 2 (1-3) OS and 2 
(1-2) KI70% maintainance. 
CONCLUSIONS: GEM is relatively active and non toxic in initial K1>70% 
pts with advanced NSCLC. Initial KI was the only significant prognostic 
factor for response, aurvival and maintainance of KI>70. 

82 
FUNCTIONAL ANALYSIS OF MUTANT P53 ALLELES FROM 

NON-SMALL CELL LUNG CANCER (NSCLC) SURGICAL 
SPECIMENS. 

L. N6fiez, D. Escuin, M. Guillot, A. Font, A. Abad, R. Rosell, M. Monz6. 
Hospital Universitari Germans Trias i Pujol, Badalona, Barcelona, Spain. 

The p53 tumor supressor gene coordinates responses to DNA damage that 
include GI phase cell cycle arrest, DNA repair and apoptosis. Mutant p53 is 
often associated with resistance to chemotherapy or radiotherapy and with a 
poor prognosis in various types of malignancies, p53 mutants are found in 
30%-50% of NSCLC but they differ in their functional abilities with some 
showing loss-of-function and others gain of funtion phenotypes. As reported 
previously, we used the SSCP analysis but due to the presence of SSCP-false 
positive and its low sensitivity, we analysed the region of p53 encompassing 
codons 67-347 using the functional assay of separated alleles in yeast 
(FASAY) system. In this methodology, the wild-type function p53 induces 
thc ADE2 gene, yielding white colonies and loss-of-function yields red 
colonies. RNA was extracted from 15 selected fresh-frozen NSCLC surgical 
specimens (stages I-IliA) and they were amplified by RT-PCR and scored by 
FASAY. The p53 plasmids were recovered and DNA sequencing is in 
progress. Twelve specimens yielded between 64% and 98% red colonies 
suggesting that the majority of tumor cells contained mutant p53. The other 
three specimens yielded between 28% and 44% red colonies suggesting 
heterogeneity of the tumor with respect to p53 status. Median disease-free 
survival time was eight months for the patients with p53 mutations and has 
not been yet reached for the patients without mutations. These results 
demonstrate that FASAY analysis is an improved methodology to examine 
the status of p53 in the tumors of individual NSCLC patient because it 1) has 
a high sensitivity for detecting mutant p53 alleles in surgical specimens and 
2) provides analysis of their biological function which will contribute to an 
improved understanding of the role of mutant p53 in the prognosis and 
chemoresistance of individual NSCLC patients. 

83  

QUALITY OF LIFE (QL) IN NON-SMALL-CELL-LUNG-CANCER (NSCLC) PATIENTS 
(p) TREATED WITH HIGH DOSES OF CISPLATIN 

Sir go A *, Garcia G6n~z, R. * *, Lopez Criado P.* *, C-uevara Mender S * *. Lopez L6pez C * *, 
Esteban Hart'era B**, Diaz-Ovejero MB* y P~ez Manga G ** 

• Dpto Basic Psychology (Cognitive Process) Complutense Universny. Madrid. Spain 
• * Clinical Oncolo~pJ Service Grngono Marafi6n General Hospital Madrid Spain 

lntroducti01l Chemotherapy regimen based on Cisplatin is considered best adyuvant treatment 
in p with NSCLC. althonght is t potentially toxic Vemment. The aim of this study was to assess 
high dosis of Cisplatin in bflC rngim~ impact on QL during treatment in p with advanced 
NSCLC 

Methods: 67 p, 58 males. 60 ym O0-70) Ep/defmoides~30, Adenoma=20. Big Calls=7. HIA=6, 
IIIB=43. ]3,'=18 Treatment procedure: let day Mitomycin C 6mg/rn2, Ifosfarrade 38/m2 y 
Cisplatin 100 mE/m2 every 21 days. Antiemelic profilaxis. Uroprotection with Mesna. QL was 
assessed using two diffev~ scales: Functional Living Index Cancer (FLIC .Scinepper el ai. 
1984) y EORTC QLC-30 (Aaronson el at, 1993) QL measures were taken on I st, 2nd and 3rd 
cycles 

Results: No signifficant dife~-.nces were found in QL areas assessed in both scales, except for a 
worse Social Fur~iomng and a reduction of Pain Symptoms Response to treatment was as 
follow: IliA. Partial Response 17%. Stable Disease 17%; 1118. Complete Response 8%. Partial 
Response 36%, Stable Disease 39%; IV, Partiai Response 17%, Stable Disease 49% Toxicity 
Levels Ill-IV; A]opecia in 6 p., Diarrhea in I p, Fever in 2 p, Vomiting in 5 p and Neutropbenia 
in 9 p Median survival time was 12 months (I l ia  14, IIIB I0 and IV: 8) 

Conclusions 
I ) M1C regimen of chemotherapy wah high dose of Cisplatin does not significantly dimimish QL 
cfNSCLC p, during treatment 
2) Specific scales of QL should be added to the clinical assessment in the treatment of NSCLC 
3) Althought QL does not diminish it is necessary the development of new less toxic therapeutic 
schemas for NSCLC p 
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CISPLATIN, FLUOROURACIL AND VINORELBIN IN SQUAMOUS 
CELL EIgAD AND NECK CARCINOMA 
Safont MJ. Albert A, Berrocal A, MJ, Camps (3, Mufloz J, Vicent JM, Godes 
MC, Began IV 
Unidad de Oncologia Medic& Hospital General de Valencia. Avda. Tres 
cruces S/N. 46014 Valencia. 

Objective: To assess response and toxicity of cisplatin, flnorouracil and 
vinorelbin in squamous cell carcinoma of the head and 
Patients and Methods: Between June 96 and June 98 all patients with stage 
[ ]  and IV histologically proven squamous cell head and nedk carcinoma had 
been included. ~ t i c  squeme was cisplatin 100 mg/m 2 day l, 5- 
fluorouracil 650 mg/m continuous infusion days 1 to 5 and vinorelbin 20 
mg/m 2 days 1 and 8. Alter third course response was assessed. In 
neoadyuvent patients local therapy was added and in the remaining if  any 
response three aditional chemotherapy courses were added 
Results: 47 patients have been included with a mean age of 55 years (34- 
73), only two were female. 23 patients were neoadyuvent and the remainig 
paiiative. Neoadyuvant: 5 CIL 11 PR, 1 SD, 6 non evaluable due to short 
follow up. Paliative: 6 PlL 4 SD, 10 IrE. 4 non evaluable because early 
death. Median survival for neoadyuvent patients can not be evaluated,, in 
paiitive patients 8.13 monthss with a 95% confidence interval between 5.68 
and 10.5 
Toxioity:Neutropenia in I I patients beeing grade IH to IV in 6, with a sepsis 
toxic death. Grade I to H anemia in 8 and grade [] in one. Mucositis grade 
[] in one. Four had renal toxicity and one motor 
Conclusions: This combination offers a respo nee rate similar to that 
achieved with eat/radar cisplatin and fluorouracil. Toxicity is manageable. 
Survival is sparently not modified. 
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GEMCITABINE (GEM) AND CARBOPLATIN (CBDCA) COMBINATION AS FIRST LINE 
TREATMENT IN NON-SMALL CELL LUNG CANCER. V. Albemla, A. Carreto, B. 
Massuti, O. Juan, J.J. Sbnchez, J, Gamla G6mez, N. Dlaz Fem~,ndez, A. 
Means, A. Rodrlguez-lescum, M.L. Gonz~lez. Gmpo Espafiol de C~ncer ds 
pulm6n. 

Introduction. Gem and CBDCA are two of the most active single drugs in 
NSCLC treatment. He feasibility of the combination was examined in 13 
NSCLC patients (pts) in a phase I trial (J. Cannlchaol, Proc ASCO 
1995:351). MTD foe cerbopletin was determined as AUC 5.2. To assess the 
activity the nctivity and toxicity of the combinetlon a pmspecUve 
munioenter phase II trial was started in september 1996. 
M6thoda: Non-surgical edvanned/metantetis NSCLC pts from 4 different 
Hespitala were treated with Gem 1000 mg/rn2 d 1, 8 and 15, abd CBDCA 5 AUC 
iv dl, after Gem, even/28 days (q4wk) (scheme A). Treatment was 
continued until progression or unacceptable toxicity. Alter including 32 
pts in the study, a high percentage of grade 3 and 4 thrombooytopenia 
was observed. In order to ameliorate toxicity, the schema was modified 
for subsequent 43pts as following: Gom 1000 mg/m2 iv dl and 8, and 
CSDCA 5 AUC iv dl, every 21 days (q3 wk) (schema B). 
Results: From the total of 75 pts. median age was of 68 years (range 
34-76), median ECOG was of I (range 0-2). 11 pts were stage Ilia (5 in 
scheme A and 6 in B),30 pts stage IIIB (13 in A and 17 in B), 34 stage 
IV (14 in A and 20 in B). No stetisticeUy differences were observed in 
neutropenia grade 3 (52% vs 39%) ogrede 4 (38% vs 23%) between both 
schemes. Thmmbocytopenia walt statistically slgnificetlve forgrade 3 
(45% vs 24%, p=0.04) and grade 4 (61% vs 17%, p<0.0000002). No 
differences were detected in response rate or surv=val. 
Conclusions. The Gem-CBDCA combination is very active for NSCLC 
treatment. When given every 28 days, thrombocytopenia Is the dose 
limiting toxicity. When given in ths 3 weeks scheduls, hematological 
toxicity is acceptable and response rate achieved (37% with 2 pts CR) is 
in the range of most active regimens. 

88  
A PHASE II STUDY OF 3 SEQUENCE-DEPENDEN' 
D O C E T A X E L  (D)NINORELBINE(V)  DNA DAMAGE-INDUCE) 
APOPTOSIS  IN PATIENTS W I T H  NON-SMALL CELL LUN( 
CANCER (NSCLC) 
C Balafl~. C Martin, R Rosell, M Monz6, JL Manzano, M C_miUot, , 

Font. 
Hospital Universitari Germans Trias i Pujol, Badalona, Barcelona 

Introduction:  D and V are both active agents for NSCLC. However, i 
combination, their mechanisms may be either synergistic or antagonisfit 
depen_dlng on the schedule usecL The first objective of  this study is t 
evaluate toxicity and activity of  3 different schedules of adrnini~r'dtion., 
second objective is to analyze DNA damage-d~___w~__ apoptosis b 
analyzing the sFas in patient sera. 
Metlmds: Three sequential I~ase II studies are being evalnaled: Schedul 
A: D 75rag/m2 day 1 and V 20rag/m2 day 1 and 6; Schedule B: ! 
75rag/m2 day 6 and V 20rag/m2 clay 1 and 6; and Schedule C: 1 
75mg/m2 day 1 and V day 1 and 15. sFas is analyzed with the ELLS, 
method before starting chemotherapy and at every cycle. 
Results: Schedule A: 14 patients (p) have been inchtded, all evaluabl 

for toxicity and response. 75 cycles (c). Greatest toxicity: low nact 
ueutrofil counts (20% grade 3-4 ~ ,  42,9% neulrol~nic feveJ 
35,7% needing G-GSF. Activity: CR 7,1"/o, PR 35,7%, SD 28,6*/0, PI 
28,6%. Schedule B: 13 p, 9 evaluable for response, 42 e adminisa'ated, 3 
evalnable for toxicity. Sched¢l¢ C: 10 p, 1 evaluable for response, 17 
adminisWated, 7 evaluabie for toxicity. 
Conclumiom: Schechde A has nadir neutropema as the principal toxici~ 
Initial and final values of  sFas seem useful in predicting clinical respons~ 
A low initial sFas value may indicate a better tumor evolution. It i 
planned to enroll more patients in order to draw more definite conclusion 
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CLINICAL TRIAL IN NON-SMALL-CELL LUNG CANCER STAGES 
IIIB AND IV. THE RECRUITMENT: THE ONCOLOGIST 
TERRITORY 
M. Garcia Martin, F. Cardenal, A. Montes, R. Mesia, JR Germl. Servicio 
de Oncologia Mblica. Instituto Catalfin de Oncologla. L'Hospitalet, 
Barcelona. 
Introduction: Only 2-3% of the cancer patients are enrolled in clinical trials 
(1-2% of the patients with the most common tumours). Data, especially from 
the United States, show that near 19% of the patients potentially candidates for 
a clinical trial arc finally included. (10-30% in co-operative group studies). 
One of the most necessary data for everyone who wants to carry on a clinical 
trial is the real recruitment possibility. Finally, the decision depends on the 
clinician within his hospital. 
Material and methods: Between July 1994 to June 1995 we participated in a 
phase Ill clinical trial of Non-small-cell Lung Cancer, stages Illb and IV (Two 
chemotherapy arms). The eligibility criteria were the usual in this type of 
study: Histological/cytological diagnosis, adequate renal, hepatic and bone 
marrow function, no previous chemotherapy treatment, informed consent, 
measurable disease, no other tumours, no CNS metastases. We prospectively 
recorded every consecutive patient we evaluate for the trial, and the reason for 
exclusion. 
Results: We screened 56 patients in 12 months. 25 were included in the trial 
(44,6%). Complete data was only recorded during the fust 8 months. The 
analysis in the 8 months showed: 48 patients screened, 17 patients included 
(35,4%). Recruitment rate by month varied from 0-75%. The main reasons for 
the exclusion were advanced age (> 75 years) (16,12%), low Karnofsky index 
70% (i2,9%), no measurable disease (9,6%), CNS metastases (9,6%) and 
severe concomitant diseases (9,6%). Only one patient refused to participate in 
the study. 
Conclusion: The real recruitment rate in non-small lung cancer clinical trial in 
our setting can be more than 1/3 of the patients seen by the Oncologist. The 
recruitment can be quick if every patient is considered for th'e study. The main 
reasons for the exclusion are: low Karnofsky index, advanced age, CNS 
metastases, and lack of measurable disease. 
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PHASE II STUDY OF GEMCITABINE-VINORELBINE (GV) IN 
PATIENTS WITH ADVANCED NON-SMALL CELL LUNG CANCER 
(NSCLC) OVER 70 YEAR-OLD OR WITH CONTRAINDICAT1ON TO 
RECEIVE CISPLATIN. 
J. Feliu, L. L6pez-G6mez, C. Madrofial, i. Jai6n, C. Garcia-Gir6n, J. Castro, B. 
Martinez, J. Iglesias, R. Gonzlilez-Val, M Gon~lez-Bar6n. 
Oncopaz Cooperative Group. 

Obiective: to assess the efficaq" and toxicity of the combination GV in patients 
with advanced NSCLC who are either over 70 year-old or have some 
contraindication to receive cisplatin. 

Patients and method: from November 96' to March 98', 46 patients with 
advanced NSCLC were included. Thirty-five were older than 70 (mean 74, 
range 70-81), 7 had an elevated creatinine level over 1.5 mg/dL and 4 
congestive heart failure that could escape control with fluid overload. Stage: 
IliA in 4 patients, IIIB in 14 and 1V in 28. ECOG: 0 in 5 patients, 1 in 12 and 
2 in 29. There were five female and 41 male. 
Chemotherapy consisted of gemcitabine 1000 mg/m2 plus vinorelbine 25 
mg/m2, both on days 1, 8 and 15 eve~' 28 days. Response was evaluated after 3 
courses of therap_v. 

Results: 43 patients are assessable for toxicib and 40 also for response. The 
overall response rate was 27.5% (95% CI: 14.6-44"/o), with 5% complete 
responses, 22.5%0 partial responses, 32.5% stabilization and 40% progression. 
TwenW-four patients did not progress (complete plus partial responses plus 
stable disease), 60°/0 (95% CI 43.5-75%). A total of 158 courses were 
admirdstered, with an average of 3.6 per patient. WHO grade 3-4 toxicities 
were as folio~vs: neutropema in 14% of patients. 3 of whom (7%) died due to 
neutropenia and sepsis, thromboc~lopenia in 5% of patients, and renal toxicity 
in 2%. The median survival was 8 5 months.. 

Conclusions: the combination CV for the therapy of advanced NSCLC in 
patients older than 70 or with contraindication to receive cisplatin is active at 
the present doses but produces important toxicib 
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PHASE I/ lI  TRIAL WH'I:I CISPLATIN AND INCREASING DOSES OF 
GEMCITABINE IN STAGE IV NON-SMALL CELL LUNG CANCER 
(NSCLC) D I S E , ~ A D O .  
J. ~ ,  ~ Artal, V. Alonso, A. Hell, ere, I. Matwel, M. Zorrilla, T Pudetolas, 
C Ceballos, A Ant6n~ Scrvicio de Oncologia M~dica. Hospital Miguel Servet. 
Zaragnza. 
Aim-  To modify the combination of cisplatin (C) and gnmcitabine (G), one of 
the most active in NSCLC to reduce C dose and increase dose of gemcitabine. 
Obiecflve.- To assess toxicity and efficacy of c i sp la~  5O ms/m2 plus 
incr=asing gnmcitsbine Wring to reach the maximum tolerable dose of G in this 
comb/mfiun. 
P a t l ~ U  m d  meltmdJ.- Eligible patients had confirmed NSCLC, ~9~rable 
disease, ~ mb  (pesitivc pleural effusion) or IV, with adequate I~rformancc 
status (PS 0-2), and not'real h a ~ e f i ¢ ,  renal and liver fm~tiens and no 
coatraiadicatioas for receiving chemotherapy. 
~ l f . l ~ . -  Cisplatin 50 rag/m2 day l and gem~ta~ne (doses from 
1.400 to 2.000 ms/m2)days 1 & 8 every21 days. The ~ was maintsined 
until toxicity or progress/on. 15 patients (p) were included m the first level and 
6p in e a ~  of the following 
R~mltL- Betwe,~ Augum/97 ~ Ck:teber/9g 31p were mel-_~__ All of the 
patients with stage IV: median age 59 years (38 - 76), male 25p (80,6 %). 
~ c s :  histology: squamnas 13p (42%), adenoca 9p (29%), 
undiffm'entiated 9p (29%). ECOG 0 3p (9,6%), I 19p (61,3%), 2 9p (29%). 
Weight loss >10% 13p (42%). High LDH 4p (13%). Metastatic sites: medima 2 
(I-3) (lung 10p, pluura 6p, nodal 8p, adrenal 7p, subcutaneous 2p, liver 6p, 
chomides lp, bone 4p, CNS 5p, kidney lp). 
Toxicity: 82 countes were administered (median 3 (1-6)). Actually given dose 
was 99% (day 1) and 93% (day 8). Haematologic.el Toxicity: Hb G3 2p, neut G3 
lp, plat G4 lp; non-haematological: vomiting G3 lp, asthenia G3 3p, mnoositis 
G2 lp. There was an qoisodc of n e u ~ c  fev~ an 2p showed 
thromb~w1osis >1.200 xl01Z/L. 
Objective ~ . -  Evaluable 27p: Partial 4p (14,8%), stable disease 17p 
(63,0%), pmgresive disease 6p (22,2%). 
Comdmi~m.- The present combination showed modest activity in metastatic 
NSCLC. Oveml/response rate was lower than the obtained with higher CDDP 
doses but many Carolled patients had intrinsically very bad progno~ic factors. 
Toxicity was mild. It is planned to complete inclusion in the level of 
g~amta~im 2.400 me,/ra2. 
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A P H A S E  H TRIAL OF HIGH-DOSE GEMCITABINE ( G E M ) +  
CISPLATIN (CDDP) IN ADVANCED NON SMALL CELL LUNG 
CANCER(NSCLC). PRELIMINARY RESULTS. D. Isla, JI. Mayordomo, 
A. Yubero, R. Cajal, P. Bueso, J. Herr~ez, JL. Marti, L. Murillo, A. Sfienz, P 
Escudero, MD. Garcia-Pmts, A. Tres. Division of Medical Oncology. Hospital 
Clinico Universitario. ZARAGOZA. SPAIN. 

Standard dose intensity of GEM in early phase II trials in NSCLC 
was <lgr/m2/weelL Recent trials (Fosella F, J Clin Oncol 15:310-315;1997) 
have tested high dose GEM (>lgr/m~/week) as single drug in patients(F) with 
untreated advanced NSCLC. In September 1997 we initiated a phase II trial to 
evaluate tolerance and activity of a combination of high-dose GEM and 
CDDP. Treatment scheme was: GEM 1750 mg/m 2 iv on day 1 and 8 and 
CDDP 100 mg/m 2 iv on day 1, courses were repeated every 3 weeks until 
progression, unacceptable toxicity, or to a maximum of 6 courses. 
RESULTS: 
Nineteen patients were included. Median age 62 years (range 46-72). 
Sex:Male 89%. Perfomancc Status (Zubrod):l:63%o,2:37% Histology: 
squamous cell carcinoma 68%, adunw.a_,'cinoma 21%, large cell carcinoma 
11% Stage: mB(pleural effimion) l 1%, IV 89%. 11 patients had weight loss 
less than 10%. Total number of cycles administered was 63. Toxicity(WHO 
Grades 3-4):Anemia 5Yo,Ncutropenia 1 lYo,Thrombocytopema 
1 l°/o,Nausea/Vomifing 0%o,Runal 0%o,Mucositis 0%o,Dian'hea 0%,Peripheral 
neuropaty 0%. There were no neuffopunic fever episodes. Number of patients 
requiring red blood cell transfusion: 11%. Peculiar GEM-related toxicities 
included:Fatigue 21%,Flu-like syndrome ll%o,Skin rash 21%o,Pefipheral 
edema 5%. For 13 cvaluable p. Overall Response was 46% (CI 95%: 19- 
73 %),Complete Response 0%,Partial Rcspoase 46%,No Change 
30%,Progression 23%.Response duration (median): 8 months (range 1-10). 
Palliation of symptoms was seen in 63% of patients. Time to 
Progression(naxlian):7 months (range 1-12). Me(lion actuarial survival has 
not reached (68% at I 1 months). Median follow-up: 4 months or to death. 
CONCLUSIONS: 
Combination chemotherapy was well tolerated. Peculiar GEM-related 
toxicities were seen, including fatigue and skin-rash. Response rate and 
palliation of symptoms are notewoRhy. 
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GIP If, PHASI~ II f r u g ¥  IN ADV.~ICED NON SMALL CELL LUNG CANCER. 
(GEMCITAI~ 13vOSFAM.IDg mad CISPLATII~, 

Bameto I, C. (1), De la Haha J.R. (1), Negus" M. (2), Sevillt L (3), Lasso de It Vega R. 
(4), Pernabe R. (2), Salvackx J. (4), Arenda R. (l). 
(1) H.U. Reins Sofls,~t. (2) H. U. Virgen del Ro¢[o.Sevillt. (3) H. Citroen. U.Mtlaga. 
(4) H.Amn g. J'im~'ne'z. Haelva. 
ORUPO ONCOLOGICO ANDALUZ~ G.O.A.. 

The chemotherapy treatment constitutes the fintt strtlegy in the majority of the cases of non 
small cell lun 8 cancer (NSCLC) abet are nol subeidi~y of surgery. Of poamble drugs ",hat can 
employ stems fundam~lal the employment of cisplatin. As gen~itabme as ifotfmmde have 
demonstrated to be drugs ~ in the trcasment of the advanced NSCLC, both preaem sy~ergy 
in the combination with ciaplatin. 

We have treated 83 luttumtt ( 75 men / 5 women ) wtth the following scheme : 
Gemcitabine : 1.200 <rag> / <m2> Days I end 8 
IfoJfarmde : 3.000 <rag> / <m2> Day g 
Cisplstm : 75 <rag> / <m2> Day 8 

adminis~wd every 21 day6. 

The characteri~l of minors are: squamous 61%, sdenoeareinoma 22 %, and large sells 22 %; 
and by stage: IIIB 44 % and IV 37 %. 

Un~l the moment ere to value for retponte 50 patients, we have obtained 52 % of objective 
responses :1 CR.. ,25 P.R.. ( C.L. 95 % : 37, 4- 66, 3 % ). 

Ten patientJ have prelented digeative toxicity G ILl (nausea or vomiting ). The hematologic 
toxicity ( by patient ) hu been :Anenus Gill :7, (.tlV :1 ;Grtnulol~ms GIII :23, GIV :19 
;Trombop¢'nia Gill :7, G IV :I, 

At the moment of this almlysi$ the 54.2 % of the patients are lives, with an interval of tttrvival 
of 6 to 60 weeks. 

preliminm3, dam of toxioiW end activity do to suppn~ thal schedule is ussefull in the 
treatment of the advanced NSCLC. 
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PROGNOSTIC IMPACT OF BULKY MEDIASTINAL LYMPH NODES (N2 
>2.5CM) IN LOCALLY ADVANCED NON SMAl l .  C E I L  LUNG CANCER 
(LA-NSCLC) TREATED WITH PLATINUM-BASED INDUCTION 
C I ~ M O - T I ~ R A P Y .  
Manr¢| J, Martinez-Trufero I, Martin C*, Artal, Den M#, Zorrilla M, Pue~olas T, 
Ant6n A. Medical Onoology Sendce and Thoraolo Surgery#, Hospital Mignel Setwel. 
Zaragoza. Medical Oucology Service, Hospital Universitari Cm'mans Trigs i Pujol* 
• Badeiona. 
INTRODUCTION: LA-NSCLC has a dismal prognosis with local treatment alone 
(surgery or radiotherapy) with less than 5% 5 years survival. Recently several phase 
II trials using induction cisplatin-based chemotherapy or theme-radiotherapy before 
surgery have improved survival 0%37% 5 y OS). These oenflicting survival data 
could be derived from different treatment matogies or also due to diffe=~nt prognostic 
fa~tors in patient selnotm~. 
PATIENT AND METHODS: 70 patients (p) with LA-NSCLC treated in different 
phase HI trials in two hospitals have been evaluated in order to asses prognostic 
factors in survival. Patiems have ECOG PS 0,1 without loss weight >5%. 37p. with 
stage IIIA(N2) (T3N0,1 excluded) were treated with induction oberon (MIC 73%) 
followed by surgery plus radiotherapy (RT) ami 33 p. Stage Rib (malignant plenral 
effusion and supraolavi¢~dar node excluded) were treated with induction oberon (PE 
and CbE 100%) followed by RT. Mediaslinosoopy was Ire'formed in 29/37 (78%) of 
patients with stage IlIA-N2. We analysed the following variables: age, gender. 
histology, clinical stage, prima~y tmnom size, type of conselidation treatment (smgery 
vs RT), indnotion oberon schedule and size of mediastinal lymph nodes (<1.5 vs 1.6- 
2.5 vs >2.5 cm). 
Results.- 29/37p (78%) stage III-A N2 underwent radical suxgloal resection and 
17/33p (51%) were treated with RT 50 - 65Gy. Overall response rate to induction 
theme was 40% (28/70p) and 2p (3%) aohieved C1L Median surv~al (MS) was 13 
months. 12p remained disease free with median follow-up of 2.5 years (10-61 
months). At the univariate analysis only response rate to ia@notien obemo (CR/PR 
with MS 22months vs SD I lmonths vs PD 5 months; p<:0001) and bulky medias~nal 
lymph node N2> 2.5¢m (MS 7 months vs 14 months; p=.01) had statistically, 
signifioant value. 
CONCLUSIONS.- In prospeohve ramiomised trials stage IlIA-N2 & RIB should be 
treated in the same way. BuR<y mediastinal lymph nodes (N2 > 2.5cm) had a dismal 
prognosis and this should be considered in further prospective randon~sed trials. 
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P A L L I A T I V E  C H E M O T H E R A P Y  W I T H  C I S P L A T I N  (C) 
A N D  I F O S F A M I D E  (I) F O R  R E C U R R E N T  O R  
M E T A S T A T I C  S Q U A M O U S  C E L L  C A R C I N O M A  O F  T H E  
H E A D  A N D  N E C K  (SCCHN).  
A. FernAndez, R. Mesia, A. Montes,  F. Cardenai, A. Montes,  M. 
Garcia, E. Dotor, M. Mufloz, A. Juan, A. Mormer, R. Galiana. 
Medical On to logy  Department.  Institut Catal/t d 'Oncologia.  CSUB. 
L'Hospitalet ,  Barcelona (Spain). 

Pu rpose .  We undertook a prospective pilot study for patients(pt) 
with recurrent or metastatic SCCHN to test the activity and 
toxicity o f  a combinat ion with C and I, trying to identify an 
alternative regimen to methotrexate or cisplatin/5-FU. Pa t ien ts  
a n d  me thods .  From 9/95 to 5/97, 21 pt (20 men)  were treated 
with C 25 mg/m=/d iv bolus and I 1000 mg/m2/d iv c.i., on days 1- 
3 and repeated every 3 weeks  for 2-6 courses. Median age was 59 
(44-74), median  performance status 80% (70-100%). Nine (43%) 
pt had distant metastases.  Sixteen (76%) had prior surgery and 18 
(86%) prior radiotherapy. 13 (62%) had measurable lesions in 
preirradiated area. Resul t s :  Six (28%) pt received only 1 cycle 
o f  chemotherapy:  3 because o f  disease progresion, 1 toxic death, 1 
persistent stomatit is and 1 refused further treatment. These last 3 
pt were not  evaiuable for response. Response rate: PR: 8/21 
(38%); NC: 3/21 (14%) and PD: 7/21 (33%). Median survival: 6 
(0-17) months.  A total number  o f  63 cycles were given, median o f  
2. Doses  were reduced in 6 cycles (10%) and 12 0 9 % )  o f  them 
were delayed 1 week. Main  toxicities (WHO criteria): neutropenia 
grade lit-IV: 6 cycles, with 3 (5%)febrile episodes. 
Thrombocytopenia  grade III: 1; anemia Ill-IV: 4; nausea/vomit ing 
grade III: 2; stomatit is grade IV: 1. Five pt presented grade III 
alopecia. Conc lus ions :  The combination C + 1 in pt with 
recurrent or metastatic disease has a moderate response rate with 
similar toxicity to other chemotherapy combinations. 
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NON-SMALL CELL LUNG CANCER SECOND LINE 
CHEMOTHERAPY WITH GEMCITABIN PLUS VINORELVINE 
C. Camps, E. Nogueron, A. Berrocal, A. Albert, M.J. Godes, J. Mufloz, J. M. 
Vicent, MJ. Safont Medical Oncology Unit. Hospital Creneral Universitario 
de Valencia. Avda Tres Cmce# S/N. ,16014 Valencia. Eapaila. 

Objectives: To assess therapeutic efficacy and toxicity of  gemcitabin plus 
vinorelvine as second line therapy of advanced, non small cell lung 
carcinoma. 
Patients and Metheds: Between September 97 and March 98, stage lllb and 
IV non small cell lung patients previously treated with chemotherapy were 
included. ECOG had to be less than 3 and lesions measurable 
bidimensionally. Therapeutic scheme was gemeitabin 1200 mg/sqm days I, 
8 and 15 and vinorelbin 25 mg/sqm days ! and 8, both intravenously. 
Courses were repeated evm'y 28 days. 
Results: 16 patients have been included, nudes 13, with a median age of 62 
(42-72). Histologic type was a d e ~ e i n o m a  6, s q ~ s  8 aad 
undifferenciated 2. Histological Grade (33 in 3, G2 in 4, Gx in 9. Stage llIb 
in 6 and IV in I0. Previons chemotherapy was MIC (mytomicin, cisplatin 
and ifosfamide) in 12, cisplatin plus vinorelvine in 3 and taxol plus 
etoposide in 1. Median number of previos chemothm'y courses was 4.14 
months and median time to second line therapy 8.5 months (1-27). 
16 patients are evaluable for response, with 10 progressions, 4 stabilizations 
and 1 complete response demostrated histologicallyand 1 PR(OR= 12.5%). 
At present median survival has not been reached due to adaort follow up.58 
courses have been administered with a mean of 3.25 (!-5). It has been 
necessary to delay 35% of the courses and reduce dose by 75% in 36.5%. 
Main toxicity has been hematologic specially on platelets, with 
trombocytopenia G2 in 14% and (33 in 11%, neutropeaia G2 in 6°/e and G3 
in 14%, anemia (33-4 in 14%. No toxic death have ocorred. 
Conclusions: This combination has moderate activity as second line therapy 
in advanced non small cell lung cancer patients. Due to its high hematologic 
toxicity its administration at initially planned doses is not posible. 
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GEMCITABINE (G) PLUS CISPLATIN (C) IN ADVANCED NON - 

SMALL CELL LUNG CANCER (NSCLC): FINAL PHASE n RESULTS. 
J. CasaL G. Huidebro, C. Grande, M. Caeiro. 

Servicio de Oncologin. Hospital Meixoeiro. Vigo. 

Fifty consecutive chemouaive patients (pts), with locally a d v ~  or 
metastatic NSCLC, were recruited between JallUa~/96 and December/97, in a 
phase II study of G at higher dose (1200 rag/m2 as a 30 minute iv infusion on 
days 1,8 and 15) antic (100rag/m2 over 60 minutes on day 15, before G) of a 
28 day cycle for six, if no progresion. 

PUs oharacteristis were: median age 61,2 years (39-74); 45 pts were ma- 
les and 5 pts were females; performance status 0-1 m 36 pts and 2 in pts; 2 pts 
had stage IliA, 24 pts bad stage IIIB and 2610ts stage IV; histology: adenocarci- 
noma in 19 pts, sqnamous in 18 iXs and large cell in 13 pts. 47 of 50 pts are 
evalnable for response and toxicity. 

Twenty partial responses were reported, for and overall RR 42.5% 
(95%CI 28-57), 1 ! in stage l i b  (RR 50%;95%CI 30-70) aad 9 in stage IV (RR 
36%; 95%CI 18-54). 16 pts (34%) had stable disease and 11 pts (23.5%) pro- 
gresive disease. With a median follow-up of ! 1 months (m), the median duration 
ofresponse was 9.1 mand the median time to disease progresiou was7.1 m. 
The med~an survival was 8.9re(for stage I11 12.5 mandfor stage IV8.2 m) 
with actuarial l-year survival of 39% (stage II154% and stage IV 24%). 

The main toxigities, over 219 cycles were: grades (G) 1-2 neulropenia 
41.9%; G 1-2 anemia 50.1%; G 1-2 thrombocytopenia 27.3%; G 3 nausea and 
vomiting 13.6%. 5 pts developed febrile neutropania and 1 toxic death ocurred 
The mean dose per infusion was G 1056 rag/m2 (89%) and C 82 rag/rid (82%). 

Omresults mdica~that higher doses of G andCwas centirmed to be 
a very active and well tolerated regime~ in the treatment of locally advanced or 
metastatic NSCLC. 
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GENETIC SUSCEPTIBILITY TO LUNG CANCER ASSOCIATED 
WITH RARE HRASI VNTR ALLELES IN SPANISH LUNG CANCER 
PATIENTS. 
M. Guillot, C. Martin, JL. Manzano, C. Balaflfi, A. Font, A. Barnadas, A. 
Abad, M. Monz6, R. Rosell. Medical Oncology Service and Laboratory ot 
Molecular Biology of Cancer. University Hospital Germans Trias i Pujol. 
Badalona (Barcelona). 

Background : The highly polymorphic HRASI VNTR (variable number of 
tandem repeats) mapped 1 Kb downstream from the human H-ras 1 has 
been described as an inherited predisposing factor in many human cancers 
Methods : 478 HRASI VNTR alleles from patients with lung cancer, an(i 
892 from unaffected controls were typed using PCR-Iong agarose ge! 
electrophoresis assay of peripheral blood lymphocyte DNA. Rare alleles 
were differentiated from common alleles (al. a2, a3 and a4) by shifts il~ 
electrophoretic mobility. 
Findings : A higher percentage of rare HRASI VNTR alleles in lung 
cancer patients than in unaffected controls (31.8% vs 21.9%) wa~ 
confirmed. The presence of rare alleles was associated with an increased 
risk of lung canc.er (odds ratJo 1.65 [p -< 0.0001] ), indicating a genetic 
predisposition to lung cancer. No differences based on other 
clinicopathological variables (stage at diagnosis, histological subtype. 
gender) were observed. Furthermore, a meta-analysis showed a higher 
distribution of rare alleles in our study of Caucasian Spaniards than in other 
studies of  American or Northern European Caucasian populations. 
Conclusions : The presence of rare HRASI VNTR alleles may serve as a~ 
inherited genetic predisposition marker for lung cancer. This presence can 
be easily determined from peripheral blood samples by PCR-base¢2 
methods. Furthermore, interracial variations in allele frequencies and 
variations between Caucasian subpopulations suggest that geneti: 
variations may be involved in susceptibility ~ to lung oncogenesis. 
especially in certain ethnic populations. 
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TAXOL-CARBOPLATIN IN ADVANCED NON SMALL CELL LUNG CANCER (NSCLC), 
A Gor~(tlez, JL,  Fevida*, M. Amanedo. J. Garcla', G. koseda, M, eslgado*, M J 
Montanos*, R, Rodriguez*, S On¢ologia M(~dlca Centro Oncol0gico de Galicia La 
Corufia, *S, de Oncologla Complejo Hospitalado de Cranes. 

Purpose: To evaluate efficacy and toxicity of ~hie scheme with Taxol and Carboplatin in 
advanced non small cell lung cancer (NSCLC) 

Methods: From November 97 to September 98, 23 patients (pts) were included, 21 
males end 2 females. Median age was 53 3 (34-6g). ECOG PS 0/1/2 was 4/15/4 Stage 
IIIB/IV was 6117. Histology: squamoua cell carcinoma,'ader~ocarcinorna/large ceil 
carcinoma was 12/9/2. This scheme was repetaad every 21 days: Taxol 200rag/m2 day 
I, Carboplalin AUC 7. day 1. 

Results: 18 patients were evalusble for response and 23 for toxicity. 11 PR (61 1%). 2 
SD (11,1%) and 5 PD (27,7%) were achtevl~l. A total of 85 courses (85 sessions} were 
administered w~th a median of 4 cymes per pts (1-6), The dose infansity delivered was a 
100% of 1he dose-intensity projected in 18 pt$. Hematological toxicRy was observed in g 
pal: (34,7%): Neuttol~enla (34 in 1 pt (4.3%), thrombopenla G2 in 2 pie (8,2%) anemia 
G1-2 in 5 pts (21.7%), leuoopenla G1 in 1 pt (43%). One toxic death was reported, 
patient died due to neutropenia felx'ila G4. Non I',enmetological toxicities: nausea- 
vomiting G2-3 in 5 ptm (26%), alopeoie G2-3 in 16 Lots (73.9%) Neurotoxicity G2 in 5 pts 
(4.3%). GOT/OPT G2 in 1 pts (4.3%), Fever G2 in f pts (4.3%). 

Conclusions: To presenl data on survival or response tame is not possible due to sborl 
follow up. This study confirms that TexoI.Carboplatin )s a well tolerated schema and 
offers favorable results in the management of the advanced non small cell tung cancer. 
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COMBINED TREATMENT OF CHEMOTHERATY AND KADIOTEHERA/'Y IN LOCALLY 
ADVANCED HEAD AND NECK CARCINOMA. 
Casado S ,  Abed MT, Intxaurbe 1., l~rez.B&toco I, Dominguez S, Lopez R, 
Medical Oneology D~.  Hospital Txagorritxu. CTesteiz. 
~ctumv.ou~ cell carcinoma of the head and neck generally presents in stage m-IV,  in mo~ of cau~ 
bein 8 unresectabte. Lasl years combined treatment of chemo-radiotherapy accounts wllh the aim of 
improving organ preser:allon and global survival. 
Be~.ean 10/93 and 3/9g. 29 patients with 10tally advanced carcinoma, inoperable, were treated in our 
service with chemotherapy and radiotherapy. Mean age was 52(range 34-72), 27 males(93%) and 2 
females(7%). Stage II1:6 pt (20.7%), and IV: 23 pt (79.3%). Pfimatv tumors were located in: oral casaty 
3 (lO.3%),orophary~x 13 (44.8%), larynx 2(6.9%), higophazynx 9(31%), nasopha~'nx 2(69%) 
Pts received :cisplalln 20mg/m2/d. 5-fluo¢ouraci1800mg/m2/d and iv 20 mgr/m2/d IV in continuous 
infasion of 120 hours ~:ery 21 days, for four cycles, Sequential RT: 65-70 Gy 
Results: 29pt v,'crc cvaluable for toxicity and 27 for req0o~ (93,1%). 
Toxicity: NO pt died due lo toxicity.. Main toxicities we.re(grade HI-IV): neutfopenia 7 pt diarrhea 4,  
mucositis 12pL trombq~ma 3 13t. 
Respon.~: RG 88 9%: 16 RC(59.3%), 8RP(29.6%) and 3 NC (I l 1%). Global survival at 16m: 55"/0, and 
11 pt remain free ofdJ~as¢. Time to progrcs~on: 13.7 m, 
Conclusion: with induction chemotherapy and sequential radiotherapy a high response rates is achived, 
with lolerabl¢ toxicity in locally advanced squtamous carcioma of head and neck. 
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CISPLATIN (P), IFOSFAMIDE (l) AND ETOPOSIDE (E) 0PEI) 
COMBINATION IN THE TREATMENT OF SMALL CELL LUNG 

CANCER (SCLC). 
G. Huidet~o, C. Caande, J. ~ .  

Scrvicio Oncologla. Hospital Mcixoeiro. Vigo. Spare. 

PI~RPOSE; In our past study with Cisplatin and Etoposida (PE) combina~on 
in the treatment of SCLC (Oncologia 1995;18, 3:50), 80% OR and 35% pCR 
was achieved. We present, the ifosfamida impact, in previous PE protocol for 
SCLC. 
MflgTHODS: Between May 1995 and Setember 1998, twenty-seven patiems 
(1~) with l~wiously untre~_ and histologically proven SCLC were treated 
with a combination PEI: P 1(30 rag/m2 day 2, E IOO rag/m2 days 1-3 and I 
3000 mg/m2 day 1 every 21 day,s for six, if no progr~don. Pts were evaluated 
after 3 ° and 6 ° cycle. Pts with peR received ~oi~,'-,ylactic cranial irradiation and 
if limited disease (LD) r~eived also thoracic radiotherapy after completion 
chemotherapy. Median age were 58.8 years (range 39-74). 25 pts are males and 
2 pts females. 20 pts hadEC(X~ 0-1 and 7 ptsECOG 2. 12 ptswith LDand 15 
lOtS with exlensiv¢ disease tED). 2510ts aze evsluable for response and 27 pts for 
toxicity. 
RESULTS; The overall ~ rate was 92% (23/2510is) with 13 pRC 
(52%), 10 PR (40%) and2 PD (8%). LD: 11 pCR (92%) and ED: 2 pCR (15%) 
were observed. With a median follow-up of 9,4 months (mo), the median oh- 
ration of resl~ns¢ is 8.5 mo and the median lime to disease progresion is 6,7 
mo. Median dmat~on of suvirval is 9,2 mo (in the LD has net been reached and 
in the ED is 8,5 too, with a actuarial l-year survival of 45% (79% in LD and 
21% in ED). The main toxicities, over 134 cycles ( 4,9 for pie) are: grade (g) 3- 
4 neu~ropenia 12,7%e, g 3-4 anemia 6,7~/a, g 3-4 t ~ o p e n i a  4,5% and g 
3-4 peripheral neuropathy 1.5% 12 pts developed febrile neutropenia and 2 
toxic death ocurred. 
CONCLUSIONS: We concluded that this PEt combination is very active, with 
a considerable toxicity but manageable, in the treatment of SCLC. 
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PRELIMINARY ASSESSMENT OF A PHASE II STUDY OF 
PACLITAXEL AND GEMCITABINE IN COMBINATION IN PATIENTS 
WITH ADVANCED NSCLC. 
Isla M.D.' Martin C. 2, Gonz&lez Larriba J.L. 3, Felip E. 4, Camps C. s, 
~ararr'~o ~,.s, Anton A. 7 , Alberola V. a, Azagra p.e, Massutti B. 1°. 
H. Clinico de Zaragoza ~, H. Germans Trias i Pujol 2, H. Clinico 
Universitario de San Carlos 3, H. Vail de Hebron 4, H. General de 
Valencia 5, H. General de Elche s, H. Servet de Zaragoza 7, H. Arnau de 
Vilanova e, H. Clinico de Valencia 9, H. General Alicante TM, (Grupo 
Espa5ol de C&ncer de Pulmbn). 
Paclitaxel (P) and Gemtabicine (G) are two of the drugs, non-platinum 
derived, more active in NSCLC treatment. A phase II study was 
developed to evaluate efficacy and toxicity of this combination. 
Treatment schedule: P 150mg/m 2 (3h-infusion) followed by G 2000 
mg/m 2 (1/2 h-infusion), days 1 and 15 every 28 days. The maximum 
number of cycles was 8. Chemo-naive patients (pts) with advanced 
NSCLC diagnosis, stage IV and IIIb (pleural infusion), performance 
status (Karnofsky ~ 70), with measurable disease, normal hepatic and 
renal functions and normal blood count were included. 
Results: 90 pts were recruited from Dec 1997 to Jun 1998. To date 85 
pts have been evaluated. Sex: 81 pts male (95%), performance status: 
100%, 10 pts (12%); 90%, 26 pts (31%); 80%, 37 pts (43%); and 70%, 
12 pts (14%); Smokers: 75 pts (88%), significant decreased weight: 39 
pts (46%). Histological diagnosis: Squamous, 39 pts (46%); 
adenocaminoma 32 pts (38%), large cells 8 pts (9%), mixed 1 pt (1%), 
others 5 pts (6%). Differentiation grade: non-differentiated 7 pts (8%), 
poorly differentiated 28 pts (33%), moderate differentiated 5 pts (6%), 
well-differentiated 4 pts (5%), unknown 41 pts (48%), Disease stage: 
IIIb, 30 pts (35%); IV 55 pts (65%). 
Conclusions: Toxicity assessment of the first 179 cycles shows a very 
tolerated haematological toxicity grade 3-4, except anemia grade 3 in 
1 cycle and anemia grade 4 in another cycle. Toxicity non- 
haematological: alopecia grade 3 in 60 cycles and nausea-vomiting G3 
in 4 cycles. This is a combination with and excellent and tolerated 
profile. Final analysis of data is ongoing. 
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IUEGUL~R I 'REATM]F~Y ~ I ' I ' H  VINOBEIJBINE ( 'VNIL) ,  IFOSFAMIDE 
011~) AND CISPLAI['IN (CiiOP1 IN r A T I E h ' r s  (Ftt) ~ INOPERABLE 
NON ~ CELL LUNG C A N ( ' ~ . I  0~SCLC). 
Mot•talus L Vadett C, Mae~.'tu L ~ g, romregro~ MD. Gamfa-C-6mez R, 
Camps C, Mmeno I. Yuxm AL, Lorem~o A. Bla~cu R. 
GECP Grupo Eslmaol fie C~tcer ate r ~ t ~  
I I~ rRO[KIC '~ON:  VNR. ~ and CDDP arc comklered among the most acti,a: 
d ~ p  for the ~ of  ~wa small cell hmg cmeer (l,t'SCf.E}. P m ~  lmcaO: to 
5qm:mtmt- of  1 9 ~  has been cmulucled a study wtth i ~ diaga~tically proven ~ith 
reels.table NSCL~. in stage IIIB m d  IV, age k ~  titan 75 yeas* old ~td ~.rf4xmatw~ 
~tams S; 2. The ptt ~t~n: Iw.alcd wi~k the ~ :  Yl'~g 25 m~'mZ, D 1 sad  D$; II:O 
3 ~ m  t, DI .  mtd C'DDP 80 ml~tm z DI of  • 7.1 days cycle. 
The ~ imaty  ~ . . ~ . ~  w~¢  ~ Io asses the e .ilif.a"y Of flus ¢ombin,¢hen b y the 
r .qxata:  r a=  i t 4  tl~ o m r ~ !  s~nva l ,  sad to . t ~  its toxicltr s txOatm 
P A ~  AND M E l r l I o I I ~ :  111¢ ~tmbor Of pts iaduded has ~ e a  74 (70 
re,des md 4 fenudes), meam ~ medliatz NI~ art  60 (27-75) ~.ars; PS: 0-12 (16%9. 
1-46 (6~$), 2-16 (22~| :  r,=tg¢: ram-37. IV-37 (50~},  Histology: Admocat¢imoma 
23 (31%), SCltmmo~s 39 (53%), large ~ umliffareatiatlxl I I  (t5%} ~ sma~mc l 
(1%); 12 (16%) ~ kad tt lM~..d fr~tml cOral#ere St(Lq~al re~,i~ction dtat had bt*m 
c O I l $ i ~  aS euraUve. 
R]E.%uqL'rs: Skis study i t  still OmgoLng and rite rcsulL,~ obttiaed from art m~r im data 
shows that the total nvmber of  eycl~ admin/stntod are 266. wtth a mean of 3.64 
c~les  per la; aad wtth an i m ~ s i e / o f  dose ealculamd oaly from the pts tha~ fimsla¢d 
the trtatme.m and eXlm'-ssed in mg/m"l~k VNR 13,25; 12,02; 5,8. IFO 92-t.24; 
842.9i; 322.7. CDDP 24,98; 2~,33; 8.6 as, an, median and ~tandard deviaRon 
,~pcct ivcly 
Ihe  respease rate has be(m cMcuiatod from 4-7 pt~ ~at  have fioithed the t r c a ~ !  
t.:ompkle response [ (1.8~);  partial n:sponse 32 {55,2%); s~ble disease 3 0,5%}. 
rbe mo*t frequeat m,xieity was na~.a and vo-=~g tGI-]3%, G'2-23%. G3- 
24%),h1! lhe lim/ti,'tg tox~(aty that h.'u:l influence m tits dose was the ncaUolxmca 
((31 4%, G2-I 1%. G3-20%. (]4-8%h and of them acute refections ~,5%; an~euna 
(GI .11%. OZ 9 ~ .  03  -IO~iB); o(ker e,,eats without clmicnl ~/.gaific~o= GI .Lad G2 
wore: asllwnia, onl~'Uil~ttina a~ l  =tcusomr.icity: and Mopccm G3 ooc~us"tt~d in all the 
p~ Mt t ,  the 3rd cycle. 
CONCLUSION: Wc can , ' t s s~  after this lies• evalu,moo that t~dx Iher~pcauc 
scheme i¢ effic.tea~, =tad the m~ic~ty can be be•cod by this group of p~ "lhe ,)~eraLt 
%u~'ivaJ still 11,1,1 to be ~Irtl~d 
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Q U A L I T Y  O F  L I F E  IN N O N  S M A L L  C E L L  
P A T I E N T S T R E A T E D W I T I t C H E M O T H E R A P Y .  

L U N G  C A N C E R  

M.EHer rdmdez  de Pubic, C.Camp~ Herrero. M.P.Barreto Martin. 
Department  o f  Medical Ontology,  General University Hospital o f  Valencia, 
Spain. (University o f  Valencia). 

J U S T I F I C A T I O N  A N D  O B J E C T I V E S :  The aim o f  our  study is to assess 
the QL in Non Small Cell Lung Cancer Patients treated with Chemotherapy 
(ChT) and examine the patient appraisal o f  the extent to which each aspect 
o f  QL affects overall QL. 

M A T E R I A L  A N D  M E T H O D :  16 Patients with non small cell lung cancer 
treated with ChT were  interviewed using the Functional Assessment o f  
Cancer  Therapy Scale. This scale produces subscale scores for physical, 
functional, social and emotional well-being, as well as satisfaction with the 
treatment relationship. 
This instrument was administered at baseline, during the CbT treatment, and 
when the treatment was  finished. 
The  degree and significance o f  differences between various measurements  
was calculated using W o f  Kendall method. Statistical significance was set at 
the 5% level. 

R E S U L T S  A N D  C O N C L U S I O N S :  On the one hand, social-family and 
functional well-being decreased during the t rea tmem and improved post-  
ChT, being better than baseline. As far as patient appraisal is concerned, he 
diminished the importance o f  the area functional and put the emphasis on 
social-family area, across the treatment and when it was  finished. 
On the other, equally, physical well-being decreased during the treatment 
and improved post-ChT, but it was worse than baseline. Patient attached 
great importance to this area during the treatment, however  it neither was 
important at baseline nor post-ChT. 
Finally, emotional well-being, as well as satisfaction with the doctor  
relationship were  on the decrease across the treatment and even when it had 
finished And furthermore, as far as patient appraisal is concerned, a great 
increase arose in importance. 
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S E P T I C  P U L M O N A R Y  E M B O L I S M  C O M P L I C A T I N G  A 
P E R I P H E R A L  V E N O U S  C A T H E T E R  S I M U L A T I N G  M E T A S T A S E S  

O F  L U N G  C A R C I N O M A  

M. Lomas Crarrido. _J._g{. Urbano O~i vez, J M Puerto Pica, A. tnoriza Rue.d•. 
Oilo=,1o83' SeXton hf~nta Cristina University Hospital. Badajoz. Spain 

INTRODUCTION: 
Secouda~ bactereun~t to peripheral venous catheters is a relatively frequent 

process in the hospital means. Gram pn~tive germs are usually implied. Commonly, it 
is a sell:limited process but m immmmcompromise pat•nests or with senous illness 
und~lying the)" cm* to produce Complications like endocarditis with right valves 
prevalence, septicaemia or like in our patient, septic pulmon~, embolism. 

CLINICAL CASE: 
We report a 55 year-aid male with small ceils lung carcinoma m stadium IV 

(bony and hepatic metastases) that he is adnutted because he present fever 4 days ago, 
without apparent theally. Fever didact give with amoxicillm-chavulanic acid orally, ha 
radiolosical stud),, a right paralnlar mass and a condensation area with air 
bronchiogram m right ~ it is observed. The patimt is ante~ed vdth diagnosis of basal 
right pneumonia and treatment begins with curoxime intravenously and erythromycm 
orally, disappearing the fever in second day of treatment. One week later he begnis 
with cough, greenish expectoration and fever (3g.5"C). A chest radiograph of control 
showed multiple smaLl lung nodules mainly in left lung, some of them cavities~ CT 
scan conftrmed this discovery. A cutaneous-mucous paleness, decreased breath somtds 
in left lung and hepatomegaly (3 cm) highlighted in physical exploralion. A reddenly 
and pain were observed in periphery, venous catheter area. Blood cells count sowed 
6.600-1eukocytes/mm3 with 94.3 % of granulokytes. Echocardiograrn was normal. 
Several blood cultures were negative. Antibiotic ~ p y  of wide spectrum (imipenem) 
began remaining the patient without lever from the fifth day of  treatment beginning. 
Disappearance of the nodular l~ions was obseawed in hater radiographic study, as well 
as resolution of the initial pneun~onic process. 

DISCUSSION: 
infectious proce'sses (septic embolisrn~ cavity pneumonia, and abscess) 

included mushrooms and mycobacterium granulomas arc the most frequent cause of 
cavity images in long. As non-infectious causes, we can remark non-soptic emboli, 
vaseulitic gmrmlomus, prima~ or metastatic neoplasms, rhetanatoid nodules and 
congenital bullaes. A detailed clinical histoB, and the radiological discoveries can be 
helpful in differential diagnosis. 
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PHASt. ~ ill STUDY OF "I'RI~A'I'MI~q'I" WfIH ASSOCIATION OF ~ O ' I ' H I ~ k P ¥  PI,US 
RADIOTIII~RAPY WITH OR WITHOIrr SI~NSIBILISATION WITH TAXOL IN htON b"MAL~ CELL 
] .UNG CAN~t~R ]N $'I'AOH St] 

S Morales. J~. Garc|a.lquspitM Artmu de V~anova. L~rid~, St*in 

hl|roductJoa; Evaluation I. psticms v4~ non bltm]l ~ !  ]m,~. c.aa¢~ of t]~¢ an•its=aural 8¢livily of 
schcdulc of IlrcaluICIU with :t combimltJon of fltglll~tllm~ p[UI /adi0thcmw witS• or without tccucafiul 
T~lxul as mdioscn~liy*t. 

Material antl Method: 16 p~ItcnLS Imv~ Ix:ill in¢lndcd with ]ii~tOIOl~ of llO0 ~nall ltaltg e.~rlt:~r in slug¢ 
Ill, of wlch ]1 Imvc heels cvalualOd. All plairdlts ~mlsl Illf.'~ idcqtalto heusatolosic, rmlal find I~;patic 
ltinO ions, mcm.xlrabl¢ or 0valuable leaioia and ECOG Uf 0-2. Pa t l~  who had ro~ivt,'d pr~io~ sy Jlcmic 
chcn)olhc.r,3py or sad•Alton therapy WO]'¢ Cg~udcd f~|l'J ~1¢P ~udy, ta ann St, tl~aLu'~a GOI~8(C~ itl 
L]isplatitt-~is4XI cOnlbitlations x 3 COUrses ¢tK~li 21 days, 4 works •flu ~l)il/Jvad. tl~tl chcJt'Jo~ht:mpy. 
I~Klioll~';rpy was adutnislue.d wJth Iota] do$~ Of" 60 Gy during 6 w~ks. ta unit B, ~ Cil~.olstin-kw.,nd 
combJllalto~is x 3 cour~$ 08C11 2] days were administered. 4 W(~t ~ Im"vin B J]n|ldlcd the 
chcmolh~rapy, nldiOthcrapy was admini~ore.d with total doses of 60 (~ wilh TSX01 b0 ms/m2 w~kly 
0UIiIi[~ 0 ~ r  M~tA l) ~gC WaS Of 64 ~ [ S  ( ~ 1 ~  50 [O 75 ~ ) "  ~ l  ~ i ~ t ~  ~1~  lll~a. NIa¢ paticiils 
W;IS ~ua~ls  ~11 carChmma, 011¢ ~dcuocatcaitoma ~d o1¢ large ~g car~nor~. "rite medlars of I~COG 
was 1 Of I l pilita=tS 5 were "1"3 N2 M0 (45,45%), 3 T4 N2 M0 (27,27%), 1 T4 NO M0, I '/'4 N3 M0 
arid l T3 NO M0. 

Resuns: Up 1o date 1] patiods Itr¢ ~slumbl¢ fol toxR:i(y alld 10 rot rogpoll$¢, Tho minter of ~¢.Jcs 
adlllilliS/clr.,d mill n~du~llon OlOmOfllcrapy was 29. The numbor at a~niatrdflliiOa~ in arm with Taxol 
.qnd radioth¢.m!~ wits 32. Toxicity during lndu¢lion chcm0Utcmpy was low ;tad durhlg colm~rcnl 
(tX2NlUICBI wth Taxol ttnd rndlotilc~py was : 7 cycles with grad¢ II] ffluo~SlU$ {2 ],S%), 5 wi~]t ~lado II-]l 
nlyalgia (15,6%), 4 'MIh g/ado l]-)l] para~lh~;la (12,S%). R¢~ottsu tam OblaJl~d ta indue.•ion 
clic.tnoIhc.l~py was .~ , ,  irr'~l?.41]~4J tO 66,6% in i~am A ~ IRIS" radi011~rapy plus l"axol tO 71,4% in arm 
B Time 1o pr~#¢~on aud 0vcmJl s~rtvival I$ ~ following; In ann Of trcabucut with radiotlmmpy onb', ,~ 
(1F the 3 ~lielllS arc 0situs and I is alive in progre*=lon. Of lie'S psUe.~t= w~o r o . ~ l  'IMxoI a|Ki 
rddlolh~ Sl)y. 4 Colailluc nl~v~ and whhoal progl~¢¢ton ( 7% L0 +, 7* y 3+). 

Cun¢lu~lOn: Thollg]~ ate [.slllp]¢ ~L~ of tiffS study is slil~t, L~/~01~1~ ~[C ~laillod ~ the duration 
of rt.:spoligc instil flits It~oa~m show taa! ,association orTsxul to radiofl|orapy is so•lye. 
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A PHASE I1 NON-RANDOMIZED TRIAL OF THREE COURSES OF 

PREOPERATIVE DOCETAXEL/CISPLATIN/GEMCITABINE IN 
STAGE HI NSCLC PATIENTS 

Martin C, Balafla C, Font A, Guillot M, Astudiiio J*, Barundas A, Abad 
A, Kosell R. Medical Ontology Service. Thoracic Surgery Service*. 
Hospital Germans Trias i Pujol. BadalonL Barcelona. 

Introduction: The rationale of neoadjuvant chemotherapy lies in the 
possibility of eradicating micrometastatic disease, which is almost 
invariable manifest when ipsileteral mediastinal or subcarinal lymph 
no.-.s are involved. We detected aberrant methylatiun of p16, DAP- 
Kinase, GSTP1, and MGMT of at least one gone in 68% of NSCLC 
resected tumors. 73% of these positive primary tumors also had abnormal 
methylatiun in matched serum samples. 
Patients and Methods: The primary endpoint of the study was to 
measure response, toxicity, and operability when three com~es of pre- 
operative docetaxel/cisplatin/gemcitabine were administered in patients 
with TI-3N2M0 or T4N0-1, as follows: docetaxel 20mg/m 2 weekly on 
days 1, 8, and 15; cisplatin 75mg/m 2 on day 1; gemcitsbine 1000mg/rn 2 
on days 1 and 8. Two additional adjuvant courses were administered it" 
positive mediastinal lymph nodes were found at surge~'y or if sermn tumor 
DNA was detected. Patients with positive resection margms or 
involvement of the first mediastinal lymph node received 60 Gy (lineal 
accelerator 6 MV) plus docetsxe120 mg/m 2 weekly. 
Results: Since July 1998, nine male patients have been included: mean 
age = 60 years (range 39-76), performemce status 0/1, 5 squamons cell 
carcinoma and 4 non-squamous. Six patients have completed treatment; 5 
had PR and 1 had progressive disease. All five respundets had complete 
resection and one had pathologic complete response. Myeiotoxicity wa.~ 
mild, and non-hematologic grade 3 and 4 was not ob-~q'ved. 
Conclusions: This interim analysis indicatss that a high re~on~  rate ~ 
attained with mild toxicity. A multi-center study is being p]auned by tl~.c 
Spanish Lung Cancer Group to confirm these results. 

114 
EXPERIENCE WITH NEOADJUVANT CHEMOTHERAPY IN 
STAGE Ella NON-SMALL CELL LUNG CARCINOMA ('NSCLC). 
MB Gonz,51ez. J Valdi~aa. JA Orlega. JR Delgado, P Ballesteros. A 
Maninez. J Belon. Virgen de las Nievea Uruversity lq_ospital. Granada, 
Spain. 
introduction : Stage IIla NSCLC, with a mean survival (SV) of 12 months, 
is considered potentially resectable and curable. According Io the new TNM 
staging, T3N] cases have a better prognosis than T1-3N2 ones, thus 
Mediastinosco W plays an ess~nUa! role intheir aceural¢ diagnosis. 
Ob/ectives : We adimmsaered neoadjuvant chemoth~'a W (CHT) to increase 
tumoral resectabilitv and treat lhe micrometastases in order to improve 
global SV, 
Material and methods :We recruited ]6 panents (t5 males and 1 female. 
mean age : 60 years and PS : 0-]) v, ath clinical stage Ilia between March 95 
and September 97. of whom 56% had squamous cell ca.. 25% 
adenocarcinoma and 19% other histology: 14 werc N2 and the rest TI-3. 
The protocol was 3 cycles of CT with 100 mg/m2 C~spla'nn day t and 
120rag/m2 Etoposide Day 1-3 ever3 3 weeks, wifl~ subsequent radiological 
or hislologic reevaluation of the disease. 
Result,~': The response to CHT was 6% Complete Remissions. 31% Partial 
Remissions and 4 cases of Tumoral Progression. After CHT. 2 patients 
underwent Radical Stager'3 (3 others ",,,,ere inoperable for medical reasons. 
"thus resectabili~ rate: 31%) obtaining 12.5% Pathological Complele 
Responses. The remairting patients, except 3 who died earlier. ',,,'ere treated 
wilh RT at doses of 40-60 Gy on pnmar)" tumor and mediasrinal and 
supraclavicular nodal chains. In October 98. with a median follmv-up of 
12.6 months, mean SV of group is 12.6 months and median SV 12 momhs. 
Mean lime to Progression has been 4.4 months and Disease-Free Interval 
(DFI) 12 months. At the end of the stud3', patient outcomes are; 12 dead 
front the disease. 3 alive with tumor (all due to local recurrence) and ] 
disease-free. 
Conclusions : There have been randomized trials pointing out the benefits of 
pre-sorgical neoadjuvam CHT in lerms of Disease-free-sunix,'al and global 
SV However. paUents must be standardized according to stage to be able to 
generalize treatment according to prognostic subgroups. Neither the role of 
RT associated to pro-surgical CHT nor the comparability of neoadjuvanl 
CHT plus radical RT with Cliff plus stageo' have yet been determined 
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C U S H I N G  S Y N D R O M E  A S S O C I A T E D  TO T H Y M I C  
C A R C I N O I D .  
JL Martf, g AndrOs. J Hemiez, D Isla, JI ~Layordomo, P Bueso, R 
Cajal, A Yubero, L Murillo, P Escudero, A Siienz, MD Garcfa, A 
'rres. Division of  Medical Oncology. Hospital Clinico Universitario. 
Zaragoza, Spain. 
Thymic carcinoid is an infrequent malignant neuroendocrine tumor 
of the mediasfinum. Less than 150 cases ba re  been reported in the 
medical literature. It follows a very aggressive course, with frequent 
local relapses and distant metastases. Thirty, cases of paraneoplasfic 
Cushing syndrome associated to thymic carcinoid has been 
previously reported, but most involved patients with widespread 
dislant metastases. We report a case of  thymic carcinoid with 
Iocoregional invasion and no distant metastases associated to 
Cushing syndrome. 

A 50-year old male presented with Cushing syndrome including 
b'pic~d phenotype, hiper#ycemia and high blood pressm~. Intensive 
~:ork.up showed that the syndrome was due to ectopic ACI 'H  
secretion. The search for a tumor responsib le  for the A C M  
secretion disclosed an anterior mediastinal nmss (17xlgx8 cm) in 
the CT scan. No distant metastases were found. A macroscopically 
complete resection was performed. The pathological diagnosis was 
th3mic carcinoid reachin~ surgical margi t~  Peficardial fluid drained 
inlraoperatively was positive for malignant cells. The patient had a 
stroke (tahunic infarction) in the postoperative period with. Signs 
az~d symptoms of  Cushing syndrome subsided after surgeD. The 
patient was treated with chemotherap3, (6 courses of  cisplafin,%~Pl6) 
followed by mediastiaal radiotherapy and is currently disease-fret: 
attd with minimal neurological sequelae 24 months after sm'gel T. 

Even though thymic carcinoid is an hffrequent cause of Cushing 
svndrome extensive work-up for an '0ccul t  malignancy may be 
iustified in patients with Cushing syndrome due to ectot~ic ACTH 
secretion since active treatment of the tumor may induce remission 
of Cushing syndrome. 
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LAPAROSCOPIC COLECTOMY Vs CONVENTIONAL SURGERY IN THE TREATMENT OF 
COLON CARCINOMA. PONT-SITE g~'TASTASES AND RECURRENCE RATE. 
AM. Lacy, S. Oelgndo, JC Ggn~a,,Valde¢,,~M~, C. Bal l .u6,  A. Castslte, JM Plqu6, J. Visa, 

Introductk~n: The most Importa~ treatment Of cok~ ¢ardnornam ill the SUrge, at UeatmenL 3ome concern 8x~Sts 
about the accuracy Of the la~aml~)plc m w ~ / i n  pertorm/n 9 ag~wo~date o r ~ l c  treatment and staging of the 
cotondc m a t i g n a ~ .  However, the role of ~peroeooplc t ~  In ~ bNbmmt of co~n carcinome~ is 
ques~ona~4e. Some concern ex~s M]cut the ~ Of the ~ surgery kl pe¢[~rrNng appfopdate 
onoolo~c ~ in co~n~ mal~nand~ ~ the iofluence in surreal Aim. To ~ the Im~K:t of the 
I i l~lrogoo~ I 1 ( ~  ~ the (~111~1~ Of p~f~ ~lte n ~ l ~ M l ~  (p~lvl) g/~l ~ rg~ (RR) of relle¢~d ~ 
c~.,~omas, p l ~ m ~  ~ 19~1~11: A pm~4~lve, ~ study was condud~l oompadng I~ l~ rO~o~  
asmteO oo~ctomy (LAC) venms 0pen col~tomy (OC) ~o~ cOton cancnr. We pmasnt the n~rnic~ry r~u l~  ~n 
r ~ n  tO: 1) the |hod-4orm outoome and ~ foa.dl~H~ o# the ladaroimopic procedure to pedorm accurate 
o¢~c~ogi¢ ~ a~d statoi.g; 2) tum(w I m 4 d ~  dunng . ~ . ~  ~ surgery; 3) mcummcs rate afte¢ colon 
msectton and, 4} the coat Of the lat:~trosco~o~¢ pro oedunl~ Incto~¢~ ~ ~ m : ~  df~gr'~sed Of co,on 

above 15 Gm from anat verge, ~:x~umoo crit~i8 am InteMInal o~.drucUon, carcklotna~ k~al~ed at 
transver~ c~o., Infiltration Of adjacent o~gara and/or mgta~asto d~mas Dukes D1 imd D2) at the time of the 
s ~  ~ m  ~ 1 Follow-up ~ t h e ~ o u t ~ o  ~ w~e done every three months f~" 8 mirlh~Jm of 12 
months, Re~u~:  Out of 149 c~omctal r e s ~  pedorr~d ~orn November 1993 to October 1997.73 tAC and 
78 OC. Pagem d m  v, em glndtor in both gmulm in mladon to age. ~ender, Dukes s~ge. type of surgical 
resection (7t19 in LAC and 69112 I~ OC). The mean to~,~-up was 32.6 months with a mn0e of 12 to 60 rnon~s 
~o ab~omlm~ wg~ rec~r rs~  ~R~w lapaml~opk: rm~(:~oa of c(~n F ~ r ~  wes teen no ~rocar ~ m c u ~  
or Inclslon to remove the s~echmm), R ~  rate was ~id~ar ~I both Omul~ (LAC 6 l~eofs: 6,5% and OC 
15: 19.7%). C.~1¢l~lons: The I m p a r o ~  a p ~  Improvee ~ ahort-torm OUtcome of xgn'~'Ital 
colectomtos ter coton ~ ,  The laparoscop~:. ~ ~s associsled wllh a s t ~  recurrence rate than op, en 
pmce~urN for COlOn clmcer, However, the lurlher fo~ow-u~ of these l~Een~ will allow us 1o snswer in ~le near 
futore whether o¢ not the lal~lm41oop~ approach may inftoeree I1~ k~g.~.i'm outcome (five yea,'~ ). 
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INCIDENCE OF HEREDITARY NON-POLYPOSIS COLOKECTAL 
CANCER (HNPCC). MOLECULAR SCREENING A PROSPECTIVE 
STUDY 

C.Fem~undez-Martos, F.Dasi, J. Wijnma, V.Cmillsm l a ~ t u t o  Valenciano de 
Oncolog~t Valencia. 

Intreductlon: }LWPCC ~ the most frequent pmdispo.~ing colomctal cancer 
(CRC) ~n~romc in gontrdst to lh~ adenoma|ous polyposis ~'ndtome (where 
more than I00 adenomatous pol3~s are located along the large bowel), the 
}~4PCC is di~cuh to identi~/phc~otipically since it lacks distinctive clinical 
characteristics. Germ-line mutabons in the mismatch relm~ genes (MM~G) is a 
con~aen feature of the HNr'CC s~3~drome. Moreover. tumors from ths  patients 
show a higher percentage of instability in microsatellite sequences ~4SD than the 
sporadic cases (80% x~ 10%). Ameal diagnes~s is ~ ba~ca~y on family 
histo~'. The Amsterdam Criteria (AC) propoeed to identify he HNPCC f~milles 
have bee, criticized to ~ • too restrictive. Some less stfigem criteaia have been 
proposed ahhough in that case the rate of mutations in the MMRG is quite low, 
In the vie~- of this centmversy, there is a need of a molecular marker for HNPCC 
The aim of this study is to determine the fTequency of the HNPCC syndrome 
among patients ~vJtb CRC and to test a screening suategy for the disease in those 
pattents. 

Methods: We used a similar strategy to the devised by Aahonen et al. ('N Engl J 
Med 1998:338:1481-7) We screened tumor sl~,im~ns from 101 ~ o ~ i v ~  
CRC patients for MSI. Eight loci containing dinudeotide repeat sequences, one 
01 and one teuanucleotide markers re~reseming different chromosomes wcrc 
stu~cd in each case. "i~mom showin8 instability at two or more loci were scored 
as MSI+ Normal tissue from the patisnts with MS]+ was s~rce.ned by dirt~t 
sequencing for germ-line mmations of the hMSH2 annd hMLHI genes, 

Results: Nine out of 101 l~tttents (9%) were MSI+. Two oat of these trine lmtients 
,showed ,gem6ine mutations in the MMRG From these MSI+ patients 3 were AC 
pom~'e. 4 does not completely fulfill the AC although there was a fgmi|i~l his|dry 
of CRC and t~o of them were AC negative. From the two patiants with mutated 
MMRG (2% of 10I), one completely fulfiU AC , whereas the other had had 
colorectal and cndomctnal cancer and also a familial history of gastric caneer. 

Conclusions: ha our seric of patients, at least 2% had I--IiN'PCC We rocomend 
testing form MSI in tumors from patients with CRC and a fanuly history of 
1-INPCC AJta[vsis for germllne mutations in M1M[RG ~ould Ix; dO-¢ ia tho,y~ 
lyatiems with MSI+ tumors 
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A PHASE II TRIAL ON THE ADDITION OF CISPLATIN TO 
HIGH DOSE WEEKLY 48 HOUR-CONTINUOUS IN~/HION 5-FU 
IN ADVANCED GASTRIC CANCER. 
Cervantes A, NavarrO Mt Carrato At Sastre J, Ant6n 
A, Vicent JM, Tabernero JM, Escudero P, Aparicio J, 
Torregrosa MD, Rif~ J, Maeztu I, Pellegri A , 
Campos JM, Gr~valos C, Diaz-Rubio E, on behalf of 
the TTD group. 

To assess the activity eve°frya combination of 
cisplatin (70 mg/2) given 21 days together 
with the classical weekly schedule of 48 hour 
continuous infusion of 5-FU {3g/mZ), the TTD group 
developed a phase II trial with the following 
inclusion criteria: histologically confirmed 
gastric cancer, locally advanced or metastatic and 
bidimensionally measurable, PS<3, good laver, 
kidney, heart and bone marrow function, absence of 
brain metastasis and second tumors. From October-96 
to June-98, 153 patients were include in 22 
different hospitals. 141 cases are fully evaluable 
for analysis. Mean age is 60 (32-75), 76% were 
males and 24g females. 65% were initially diagnosed 
as metastatic disease. The median number of 
metastatic locations is 2 {0-4). 58% had liver 
metastasis, 40% lymph node metastasis and 29% had 
a non resected primary tumor. Seven complete 
responses and 52 partial responses have been 
observed in 114 evaluable patients, with an 
objective response rate of 52% (IC95%:49-69). 20% 
showed progression and 28% got stable disease. 
Grade 3-4 toxicity were: nausea and~ vomiting I0%, 
diarrhea 7%, mucositls ii%, alopecia 4%j 
neutropenia 11% and thrombocytopenia 15%. Median 
time to progression was 7,3 months and median 
survival reached 9,4 months. The present schedule 
is an active and well tolerated combination in 
patients with advanced gastric cancer. 
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C O L O - R E C T A L  C A N C E R :  T E N  Y E A R S "  E X P E R I E N C E  IN 
M U L T I D I S C I P L I N A R Y  T R E A T M E N T  
Bolallos M, Rodri~ A, Borr~a P, R~ina J J, Bernab~ R, Hem~dez E, 
Cardina l  J. Oneology  Unit .  H Sen Pedro de Ale~intara. C~tcere~. 
l - t r o d u c t l m :  descriptive study over 423 patients diagnosed with CRC 
attended in our  center  f rom February 1986 to October  1996. 
M a t e r i a l  a n d  m e t h e d s :  all p were  diagnosed with colon or rectal cancer  
after b.istologycal confirmation.  Global survival (GS) ,  relapse index (RI) 
and free-relapse t ime  (FRT)  were  studied regarding tumor  localization, 
s tage end adyuvant  t reament  when  =my. Median  age  was  68 years  (22-95). 
209 (49,4%) were  ma les  end 214 (50,6*/,) females .  Local iza t ion:  colon in 
278 p (66.7%),  rec tum in 118 (27,9%) and both in 25 p 85.9*/,). Histology: 
87 .7% were  adenosquamous-cel l  type. Dukes '  S t age  (known in 415 p): 
A : I g ,  B: 175, C:110, D : l i 2 .  All  p want  thru am'gery, followed by some 
kind o f  ady~vant  I re , t ruant  in 157 (radiation therapy in 3 p (0,7%), 
chemotherapy  in 140(66,6%) and combine  t rea tment  in 14 p (3,3%)).  
R~u i I ~ :  G S  a u l y ~ i ~  was  per fo rmed  on 414 p, The  median  s t rv iva l  t ime 
was  31 months  (m) (CI 95%:24-38). Relal~e was observed in 109 p, 
consist ing in a local recurrence in 22 cases (20,2%),  metastat ic in 54 
(49,5%) and local and metastat ic in 20 (18,3%), The  T R L  ana lys i s  was  
per fo rmed  on 398 p, with a med ian  t ime o f  76 m.  75% o f  p were  relapse- 
free after 24 mon ths '  follow-up. Rergerding l e~ t l i za t ion ,  the G S  analys is  
shows that  the med ian  stawival was  39 m (CI  95%:25-53)  in the group with 
colon cancer,  versus  27 m ( C I  95%:20-33)  in the rectal group,  which was 
statistically significant (p:0,05, Log-Rank test). A r e l a p ~  took place in 
24,3*/, o f  colon localization and in 21 ,2% o f  rectal  or  cole-rectal,  with no 
statistical significance (p: 0,83). GS  according to s tage  showed a higher  
mortali ty range for s tage D compared  to any less advanced stage 
(p<0,001).  Statistical significance was  also found comparing stage A+BI  
to C (p:0,009), but not compar ing  stages B2+B3 to C (p:0,08). We  found a 
statistical significant (p:0,02) benefit  in survival  but not  (p:0,09) in g l  or 
TRL a m o n g  those p in stages B2, B3 and C receiving some kind of  
a d y u v a n t  t r e a t m e n t .  
C o n c l m i o a s :  these  results obtained in our  sanitary area (400.000 
inhabitants), with 40-45 cases o f  CRC annual incidence are consistent with 
already described aspect  about epidemiology,  histologycal  characteristics, 
natural history and prognostic factors o f  this tumor.  
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PHASE rl  STUDY OF I[I~INOTIF~AN (CIV'r 11) IN PATEENTS ~ NOT 
PRETR~ATRED ADVANCED COLORECTAL CANCER, 

M.Selgado ~, D.M~ndez a. P.Stbhs s, PD~', M. Con.uenla.Fituelras ~, J easel*, L Calve ~, J. Castdlasol t, 
M ~¢=~t.", IL. t:k-vi,~, .~_ t,~,~a=, O. q=i.r='U, .~. Cna~-I~mo'. '~. P,. Oaca-.,m,.~ r, O 
Huid~rn, M Vail*dares, I. ~ l k ~ a ,  S. Vizqen~, K De hl~ Pefall', I. l..efmzo ~, I. Xarlo ~. 
',Complejo Ho,~ittlm~o de Ourease; ~,oml~. Hosl~alario UnlvenRal~ $1mi~o_; ~1 X~d-Cald~ l.ago; 
. x. vir~en *taw.t, I,~6n; sI-l. Meeteeelo, P o n t ~  'H.Meixoeim, VISe; ~l'i.l,tn Carnie)o. A C6na, ts; 
~-] Xefal.Cies. Vigo; "/'m~etm S.A. 

~rense: To asaess the e~oscy and toxicity pro~le of CPT-I1 in pltiantl with adven~d color¢Ct~ 
carter, not ix'cite*tad with a pmvmus first line chemothen~y M~ada: Sia~ Oemb~ 96. until October 
97. 65 Imtientt were recruited, 61of whom ire otn'nmtly evahable for lew.lci~ and 60 for ~caoy. The 
planrred eFT-! t dole wu 350 *~/tqm q ] w . ~ t  lbr ddayed ~ wu based on a high dose 
[o!x'tamldo tchedule, l~¢vious adjuvant ~ with ~-b"U wu all6wad. Ilmaltl: Madam age: 59,01 
yeats (27-70l; M/F:36/25. 'rumor ~tet 44.3% colin. 55.7% ree~m~. 16.9% of the ~ had one 
m e t r e  ~be (77.4 % live/. 13.2% lull i. 75% to¢0Iegional., 19% other), ~ ~.3.1% hid >= 2 dte* (37.~ 
liver + I~erogien~l, 25% liver + Im~ ]7.5% o~') ;  31.1% of abe ~ had received t pfevi~s 5-FU 
adjuvanl e'etnnant md 6S.9% we~ chemothm~.y naive.345 eyedes lad ~ a~med (median 6, ran~ 
I- t 2). 2 (0.6%) of them had delayed end t leyelet (3.2) requl~sd den ~ due to tmdcity Diarrhea 
(NCI grade ]/4) ~ in m~/y 6.6~% eycleL Netm's~se~t (b~! ~ ]14) was oheersed in 3.4S 
cydes 3161 patient~ had ~bril alut~ropenia (l. 15*/,..-Tales). A Mlid mlli.m~t¢ ~darome, m:Kly =~aerotled 

a~ta~,  ~ ~ w t  ;,, "/'7% of l~denu (44.6~t eyelet) a m ~ ~ Im~pit~li~lien 
(5 severe disrrhas, t ~eut~pe~a with dlan'ht~ I a~tt¢ ~ lad I dhsd ~ the fir= ~lts of 
~ d u e m  sesef¢ aeufa~main with reatl ftliure. 60 lslfieatt i.~ e v ~ e  ~ar dllc~y al~e.t 3 ~ 1 ~  
pet patient 4/~0 patient i~aieved complete reeponss ( 6.7~1, 11/60 ~ iddeved g~maal rmpolute 
(t8.3), 24/60 endntatn stable dilease (40%) md 21160 (3b'%) have ~ 4 imlimts ere I~ill under 
nmmnem. Cenelnslen. Kegdu show CPT-I 1 to be a melhl ~ in net prettssted tdvalaeed co!oreetal 
cancer la~etiminary d~a shews an osea~ res~a~ rate of 2~i % and t minor growth metrol of 6S%. 
Survlvel rttas tl~ not ~ avsilabin. UIxhlted resu~ will be repect~. 
Supported in part by ~ fi'om Pr*ltfarmt, $A. 
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EXPERIENCE IN THE TREATMENT OF RECTAL CANCER USING RADICAL 
SURGERY AND TOTAL MESORECTAL EXCISION. RESULTS OF 69 CONSECUTIVE 
PATIENTS. 

Barrios P, Los* F, Fernhndez-Trigo V, Peiret C, Mat* F, Janariz J. 
Surgical end Medical Oncology Units. Consorci Hospital Creu Roja. Hospitalct. Barcelona. 

Introduction: Surgery for rectal cancer must be considered as a main prognostic factor when 
considering recurrence rates and survival. According to different reported series, 5-yenr local 
relapse rates from up to 20-45%, in spite of adjuvant treatments like chemotherapy (CT) and 
radiationtherapy (RT), can only be explained by microscopic disease persislanen at the rectal 
compartment. Surgical techniques involving a total mesorectal excision and a radical 
lymphadenectomy to the inferior mesentenc artery (IMA) root have shown, by themselves, a 
significant decrease of local and distant recurrence rates, as well as an improvement on the 
overall survival (OS). In addition, questions arise about the need for adjuvant treatments in 
those patients (pts), specially radiationtherapy. 
Targets: To determine local (LR) and distance (DR) relapse rates and survival rate for 
resectable rectal cancer by means of techniques involving total mesorectal excision (TME). 
To assess surgical morbidity rate when compared to own previous series where only 
conventional radical surgery was performed. 
Material and methods: From Jan 92 to Jan 98, a total of 69 consecutive radical resections 
including TME have been performed. Of these, 59 pts (85,5*/*) underwent a low anterior 
resection (LAR) end the remaining 10 pts (14,5%) underwent an abdominoperincal resection 
(APR). Distribution by site was as follows: 46 (75%) upper I/3 of rectum, 13 (18%) middle 
1/3, and 10 (7%) lower I/3 of rectum. The APR procedures were all done for lower 113 
tumors. Dismbution by Stage was: Stage I 13 pts (19%), II 24 pts (35%), I11 23 pts (33%) and 
IV 9 pts (13%). The TME was performed through avascular dissection under direct vision of 
the posterior end lateral side-walls of the pelvis. Peritoneal reflection was included with the 
anterior plane. All patients underwent radical lymph node dissection up to the IMA take off. 
Patients elegihle for adjuvant treatment received chemotherapy end/or radiationtherapy based 
on the standard regimens being used. 
Results: TME techniques did not show a higher morbidity end mortality rate when compared 
to previous series of the same surgical team. Nerve-sparing procedures were feasible for most 
patients. Neither operative blood transfussionat needs and surgical iime were increased nor 
the mean postoperative hospital stay. Only one patient undergoing a LAR developed an 
anastomotic leak (1,6%). Adjuvant treatments (QT and/or RT) were delivered according to 
standard time schedules, without reported added toxicities. After a mean follow-up of 43 
months, range (9-71 me) and only considering patients undergoing curative surgery (Stages 
[,11, I11; 60 pts) the LR rate was 7,5% and the DR rate was 15% Overall 3,5 year survival for 
the whole series reached 77%. 
Coaclusstons: The knowledge of anatomic features of this area makes feasible the excision 
of the rectum-mesorectum complex with the likelyhood not to leave residual disease behind 
at the Iocoregional stage of rectal cancer. The TME procedure does not increase surgical 
morbidity or mortality. Application of adjuvant treatments are not disturbed by this technique 
either, and allows a substancial improvement for disease free survival (DFS) and overall 
survival (OS) 
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O X A L I P L A T I N ,  I S O V O R I N  (IV) AND 5 - F L U O R O U R A C I L  (SFU) AS 
S E C O N D - T H I R D  L I N E  T R E A T M E N T  IN ADVANCED C O L O R E C T A L  
C A R C I N O M A  (ACC).  
J. de Castro, J. Feliu, E. Casado, ML. Garcia de Paredes, E. Espinosa, P. 
Zamora,  B.de las Heras, A. Jim6nez, A. Ord6fiez, M. Gonz~ilez Bar6n. 
S. de Oncologia M6dica, Hospital La Paz, Madrid, Universidod Aut6noma . 
Oxaliplatin has shown activity in the treatment of  resistant fluoropyrimidine 
colorectal cancer, either used alone or  in combination with 5FU. The aim of 
this study is to evaluate the oxaliplatin clinical efficacy in second-third line 
treatment. 
M A T E R I A L S  AND M E T H O D S  : in 21 patients with advanced colorectal 
carcinoma in progression, pretreated at least with a fluoropyrimidine regimen, 
was administered this treatment scheme: Oxaliplatin 100 mg/m 2 l.V.in 2 
hours day 1 and Isovorin (IV) 250 mg/m 2 I.V. in 2 hours with 5-FU 1500 
mg/m 2 I.V. in 20 hours days 1 and 2, every 15 days. Reevaluation was 
performed every 3 cycles and treatment was continued if response or 
stabilization was achieved until progression or unacceptable toxicity. Since the 
sixth cycle oxaliplatin was administered monthly in alternatives cycles. 13 
patients were male and 8 females, median age 61 years (29 to 75), 15 had a 
sigmoid-rectal carcinoma and 6 a colon carcinoma. The most frequent 
metastatic localizations were liver, (11 pts), peritoneum (6) and lung (5),and 9 
patients (43%) had more than one localizations. It was second line treatment 
in 11 patients (53%) and third line in the other 10 (47%) after CPT- I I  
administration. 

RESULTS : 138 cycles were administered (median 6 cycles, 1 to 18).16 
patients had stable disease (76%), 2 achieved partial response (10%) and 3 
had a progressive disease ( ]4%).  12 patients (57%) achieved clinical 
improvement (better performance status, reduction of symptoms or CEA or 
Ca 19.9). The main toxicity was nausea-vomiting G1-2 in 53 cycles (38%) 
and G3-4 in 14 cycles (10%) and neurological problems GI-2  in 29 cycles 
(21%) and G3 in 3 cycles (2%). The free-progression time was 4 months, 
median survival was 8 months and 7 patients (33%) were alive one year after 
starting the treatment. 

C O N C L U S I O N S :  This preliminary results show the combination with 
oxaliplatin, isovorm and 5FU is active in the treatment of  progressive 
advanced colorectal patients, pretreated with fluoropyrimidme regimens. The 
toxicity profil is very moderate and the stabilization is achieved in 60% of 
patients, 
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VALUE OF CHEMOT]BERAPY (L'T'zO AFTER FAILURE TO 5 
FLUOROURACIL (SFU) IN PATIENTS WITH METASTATIC 
COLORECTAL CARCINOMA (MCC). M. 7-~rrtll& V. Aieeso, T. 
Puertola~ J. Mm.lme~-Tredrero, A. Areal,  J. Maurel, A. Herrero, A. Ant6n. 
Servielo de On¢olol0a M~lics.  Hospital Miguel Servet. 7_AragoT.a. 

introduction.- The value of syslemic second line CTX for patients with MCC 
after failure to 5FU has b¢¢n recenUy shown (Prec. ASCO 17: 984, 1998). Few 
information about other CTX salvage regimens and patients suitable for this 
ireauIlent have been pt~]JShed. 

v Methods.- 35 assesable patients after failure to 5FU CTX have 
received second lint CTX with Irinotecan (CPTI1) 350 mg/m 2 every 21 days 
and 15 patients who ~ t l y  received salvage CTX based on oxaliplstin 
(LOHP) with the FOLFOX3 schedule: LOHP 85mg/m 2 day 1 °, folinic acid 
5(X)mB/m 2 days 1°-2 ° and 5FU 3 gr/m 2 in 48 hours continous infusion, every 
2weeks. 

Results.- Median age 63 years (31-74). Median ECOG 1. Adjuvant CTX 11%. 
Metastatic sites: 1 40%, 2 or more 60%. All patients received CTX for advanced 
disease with 5FU and 23% received 2 lines of 5FU. Response rate in first line 
CXT based on 5FU was 17% and65% SD. Res]~nsc rate after CPTll  CTX was 
11,5% PR, 40% SD, with a median time to tumor progresion (TIP) of 3,5 
mesas a n d a  median survival since 2nd line (CPTII) of 7,5 months and 24 
months since first line CTX. 15 of 35 paticms received third line CTX with 
LOHP, with 20% PR (3/15) and 33% SD (5/15) with a median sutural  since 
third line CTX of 7 months. 12 patients of the whole cohort sur~ved more than 
24 months from diagnosis of MCC, with a median survival of 31 months (24- 
60). 

Conflgsions.- A high number of patients with MCC arc eligible for second and 
third l ine CTX, and arc those with a long t ime survival. A/though response rate 
is low, tumor stabilization may be achieved up to 40-50% of  the patients. In a 
future randomized trials will show the best way to combine these drugs and the 
secuence of treatment of MCC. 
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BOLUS I;-FLUOROURACIL + LEUCOVORIN (FU-LV) IN FIRST-LINE TREATMENT OF 
ADVANCED COLORECTAL CANCER. 
AIm~o L~pez M.C, dora S~nchez C, 06met.Aldarav/ d..L Fem~ndez.Aramburo ,4, Anoyo Yusto~ M, 
Alomo Remote JL. Secd6n Oncdog/a Menace, Comptejo Ho~italal~o de Albacore. /tno~. Falc~ s/n, 
02006-Albecetn /S#~M 
The 0ncohgy's Department started to work at out Hospital in 1.993. At that moment, biochemical 
modulation of 5-Runroumcil with low doze Lzucavorin was con=idored =andard treatment of Advanced 
Coloroctal Cancer. We report the experience fox five years with this treatment. 
From march.1.993 to foMuery-l.999, we uNd FU.LV in the fir¢.line treatment of patients with 
Advanced Columctal Cancer, out of any clinical assay. The treatment scheme won Lsucovorin 20 
mgJm2 (2 h infumnl + 5.Fluoruacil 425 m~/m2 (helusL for 5 days, every 4 wunka, until progression 
of disease or seriana toxicity. A total ot 59 prlviounly untreated patients (male 21, fumalo 32 median 
ngs 63 years (range 34-75), were onroiled in this 5 Year=. There wan 30 ptl. with stage IV at 
dingnuma, and 23 pts. with recurrent diunsan (figs 9 to 36 months sftw the initkd dingllom), Only 
B pta. had received any adjuvant truntmen: pelvic rodiutherapy in 3 pts, FU-LV in 4 pts, end FU. 
Levsmianl 1 patient. The ECOG at the bnguining of the FU-LV wag O: 36 pts, 1:12 pt~, 2:4 pts. a 
3:1 patient. Metastatic organs was liver (33 pte), lung (14 pie), primary tumor (13 ptaL abdominal 
lymph node 112 pea), peritoneum (10 pet). local and preeners runurmncn 15 ptL beth), end 2 patients 
had metastasis ant hens. pleurae and tpiean. Then was 22 pts with only one oxgan involved, 22 pts 
with 2 and 11 pts with more than 2 ot9ans. 
For runponze evaluation, I1 measure of disenzs was difficult by rodiobgy, we tcc=ptnd o raising level 
of tumor markets (CF.A, CA 19.9 or botht en Dizeeze Pressmen. There was 2 anrly deaths and I 
toxic death who alan umro incbdtd as Dienaze' Prngrozeinn. 
The median numher ot cycize by putient was 6 (~unge 1 to 12), and a total of 371 cycles war 
adndnistrod for all the group. The n~dian fonow.up won 30 months Irenga 8 to 41 moths}. The 
renponan tote obzerved wan 26.9% (95% IC 19%-34%): 3 Complete Runpanze, end 11 Pwcial Runponze 
(one of timen obtained complete ruminion ehnr retraction of lung motaeteals on tanpunlo), There was 
Eatable dizeass in 19 pt$ (36%) end Progten,aun in 20 pte (38%) This included 2 endy and 1 toxic 
dzethe), In the group with rozpunze, the estimated median dlsotion of response we= 15 moth= 195%1C 
12-19). For all the patients, the estimated median time to progression was 8 monte (95%1C 3-13) and 
global survival woe 12 14 months 195%1C 9.5-17). 
Toxicity oi 5FU-LV wan mild. Grade 3 or 4 ieucopunia ocoxred in 2 pta (4%), and grads 3-4 nentroponia 
in 8 (14%), with 3 apiands$ of febrile noetroponie (5% ef patients}. Grads 3 ot 4 anemia and 
tbrombocytopania ocurred in 2 t4%1 and 1 (2%), The grads ;)-4 nou-humetoloo~c tox¢ities ware 
mucositi=: 3 pte (5%), aeneas: 2 pta. (3%), diarrhea: 9 pta (14%), There was 1 toxic death by grade 
4 mncoaifis and febrile nantropnnie. There was also another 12 pts (25%) who read dose reduction 
or treatment delay shout pereiatant or recurrent grade 2 toxicity (moco~tis or dioxrhsa), Iptcially in 
prolonguad ttetmants. 
Concluz~ana: Out Ro~punze Rate 126.6%l ia similar to other roporls foe phase II and III 5FU-LV assay. 
The toxicity was generally mild, but 30% patients need dolt reduction about toxicity. Morn active and 
less toxic schoman ate needed in the treatment of Advanced Colorsctal Carcinoma. Quality of life must 
~o too evs~uettd in the palietiva treatment of colorvctal carcinoma. 
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HIGH RATE OF COMPLETE KEMISIONS (CR) WF[~I CONCOMITANT 
CHEMOKADIOTHERAPY(QRT) IN ESOPHAGEAL CANCER(F..C). PKELIMINAK¥ RESULTS IN 
A PHASE 1! TRIAL, 
J Baimafug j.emne¢. J.Bahtrt , M.Koddsaez Roddguez, J.Montesines. X.Rius *e. M.Gallan**', 
A.Arcusa , a.Pttdo, E,Marcucllo, J.J.lx~lXZ L6pez. Servieio OacolOltfa M6dica, Radlotempia* y 
Cirusla *= del Hospital de Seat Pau.Bareetom~ ~nviclo~ de Onooleskt de HAd  Mar*"* y Genera] de 
TefrltS~ *==*, 
Introdo¢tlen. Con¢omitlmt ~ e n t  with 5FU-CDDP+KT is comid=red u one of the therapies with 
more a n t i ~  activity in EC. Twenty five- fifty percent o f  pa/holollJ¢ld Complete remilio~s have been 
publhthcd. However, toxicity is severe lad it is not yet deteftainod the best ccm¢omiumt treatment. Our 
purpose w u  • inves'dSate = taw combination ~',empy in Grdm" to ~ high rate or relq=on~ and trealanent 
compl/noce. P t t i u t i  and metbudt~ Study de=i~: a =eqwfitild phium t] trio1 with s mhlima110% and 
opt Lmi130% t¢tivity of  C K . ' t ~ k  CDDP (I  OOmlF'm z 0sty t)  and 5FU(t 000mlVn~xSd); day 28 
5F1J( i 000m~m =x$ d)¢oo¢omltsat with RT; ktox 5 day=, with RT CDDP (100mB/m a day l) sad 
5FU(10OOm~m=xSd), RT dole was 45 or 59, 4~y depeodi~ on re~ahil i ty. Inclusion crit~i=: squamous 
cell or adcnocarcinoma T2-3N0-IM0. Femora pt have b,an smelled, 10 hive already finished th~ 
treatmcnl and | are evnluable for response, a, esolta. Tox~:iy t cycle: G-3: nausea and vomiting 9%, 
mucositls 9%; neither hmmarolosical nor 94  toxicity. Combined QRTt olicity;G3:haematoIosica130%, 
eso~Beld 30%; G4:haemaleloSiC~ 30%, elold~ea120%; 5 ncutmpenic fever ~ ) pneumonia. No 
death for ~uto toxk Ry; no inmmlptkms to RT. We Ig~*Q,ms¢ 25% dose reduction in 66% of IX- No ~ute 
¢omplicailo~ ia any 0fine 4 Pr who u ~ n v e m  mallory, ges~¢enze: subjective iml~)vt, I in 90%pt; 
biopsy:cCR 5/'/Jt.~" sm'lp~:pCR 3/4, pPR I/4. 7 ¢+pCR and ) PR out of'gpt evduahie for 
resportse.Co n©lusleas: Our thentpy provides • high ride o fCg  (75~xtthoiogical). Toxicity is severe, bur 
mmmgeahle. Treatment compliance is 100% and concomitant QRT dots not increase postsursica! 
morbility. 
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Dose finding study with irinotecan (CPT-11 ) in previously treated 
cole-rectal cancer 
JM Viditez, Carrasco J, Fro j, Murliz I, E Esteban, I Palacio, Sala M, 
Puertas J, Estreda E, JM Buesa,  AJ Lacave. Htal Central Asturias. 
medical oncolbog y. 
From May 1997 to July 1998 20 previously treated patients with 
colorecta/cancer have been treated with increasing doses of CPT-11 
until grade II t o x i c ~  (except aiopecia). The goal was to identify 
the adequate dose in the cl inics/practice, we began with a dose of 
250 mg/m2 and was escalated until 350 mg/rn2 or grade II toxicity. In 
the case o f  detect a grade ]11 toxicity with the initial dose we 
considered as tolerable dose the dose of  the inferior steep. 
Characteristics of the patients: median age 59 years (range 42-60), 
Karnofsky 70%; 5 patients progressed to a complementary treatment and 
15 was  diagnosed as stage IV a t the  begging; 4 patients received 
pelvic radiotherapy; grade III toxicity with previous treatment in 4 
patients; 3 partial responses, 13 no-change and 4 progressive disease 
as responses to previous treatment. The metastatic disease was located 
in the l iver in 11 patients; pelvic recurrent disease, 3; lymph nodes, 
2; lung, 2; multiple organ metastasis in 2 patients. 
Results: 5 patients progressed with the first cycle and they only 
received one oycle of chemotherapy; 6 patients debuted with grade 
ll-III toxicity in the first cycle; 2 of  the 4 patients who received 
previous radiotherapy tolerated 350 rag/m2, one of 300 rag/m2 and 
another one o f  250 rag/m2; we founded grade I1-111 toxicity in 19 
patients (7 cases of  vomits grade III, 4 leukopenia grade I1-111 3 
diarrhoea, 2 anaemia and one case of muceaitis); The median tolerable 
dose was 300 rag/m2, only 2 patients reached 3g0 rag/m2; We documented 
2 partial responses for  an overall activity of 10% (4-24%). 
conclusions: In the clinical practice and with unselected patients it 
is not recommendable to begin with a dose of  350 rag/m2 
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SQUAMOUS CEI.Z, CARCINOMA OF TEIE ANAL REGION: 

FllrrEEN-YEAR ~ C E  AT A SINGLE 
A. Scgura*, A Scrrslta**, C. Garda Morn***, J. Apm'icio*, M. Planalls**, A. Torso***, 

A Santalmmdha*. 
* Servi¢io de Onoolo~ia ~ ** S=rvido de Oaeolagla Radiot=r41p~ ***Servicio de 

Cirugta Gemral y I)~stiva. i]mpitol Umiveesitorlo La Fe. ValanciL 

INTRODUCTION: Sqmmmeo edl eor¢lmm of tin mud raglan h a rare 
neoplasm. Sml~ery (SUR) ~eordlall to ~lm' ten.qua (abdomimopadaeal rear:ties) was 
the moat f~lmtly emptoyed tmmmeat anell rnout yeorL The t-trodKtha= of 
radietherapy (liT), alue or ha emblutiu ~ ckemotborapy (crb Imo offered Mmllar 
results ~ SUR with the atlvaatqpe of Iqphlact~r prumq~loL Today, mulamodel 
treatment b the tborq)y of  ¢lmk~ Tramreetal ultrammlffaphy development lam led to a 
better dlseme staalag and a Idgk~ perc~tq~e of Ioeol resett~m. 

MAIT, RIAL Y bu~-lnODS: A reemq~eave ~ wm performed to review the 
clinical katar~ ~ steins.& and ~ op~lS mpk~jred III pafleals with anal 
region cardao mum diqnmed MOlr Ilmlllmiioa between 1983 and 1~ .  The foJlowing 
parameters mere ~ :  ale st dlagnmts, ~ IMtist symptoms, dJkeose stage, first-line 
therapy, lanai and/or ~ rdap= haddea=, tad patimt ,,hi.. Tbo acturlal survival 
w-~ ,anly=d tlu, mql~ tin ]K=phm-bld=r ~ t l~ l .  

P..ESULTS: ~l'Ol 1983 to 199~ 16 pactutm with squares ~ eorclnom of the 
anal region were d~amed. ~ were 11 femaks asld 5 males. M_~_ia= patient age was 
65 yeon ( r u ~  &~lS). 

The m~t comma lnithal symptom were reebd bleedi=ll (8 patients), = periam*l 
mass or ~ (3), m*d alc=ratlan (3 ra~). Stage chmlflcatloa w~: stage I (5 paae.ts), 
1I (6), m - A  (2), ~d  n a b  O~ 

The t,M-I/~ mmtman! eom~l  =rsuR in 6 pa=ieau (3 Ml~' resectio= a=l 3 
local met'dos), RT ht 4, SUR+RT ha 3, and CT+RT Ii 3 ~ At the time of thb 
analysis, 8 padeat= ~ r a ~  (7 I o ~  I SyMeesk recarrmu:m). 

Ekvm patluts are i ts  alive ~ of them dlseau-h'ee), aml 5 have died (4 due to 
tumor progremioa, 1 d m  to hatereuresm cases). Of note, one patient relapsed 
Iocoragioully ==re tim= tO yeo. from the IMtbl diqaneb. 

Iletanrial 5-yeor survival b S6%, ~1 aedhan suP/hal ~ not yet been 
reacked. 

CONCLUSIONS: O~r results are la ¢onoordem:e with epidemhaiogi¢ data from 
the Uteratnra. We eoaarm a low lnddeaee of syl~ml¢ ~ both at dliagno~b and at 
rdap~¢. TI~ mat eomm=dy =ned therapy wm SUR =dlono or ha eombinaflou with RT. 
However, ia the last yant~ RT alone or ha eombhmUoo with CT hm been employed with 
inc~asim~ freqnoncy, la contrast with otis" relpor~ awt of our patk'l~ wire all.nosed 
at early (1 ~ II) dlesme stages. Sttrvtval t. ~lml!~r to other publbltod series. 
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PROGNOSTIC VALUE OF THE EXPRESSION OF BCL-2, BAX 
AND BCL-X IN PATIENTS WITH ESOPHAGEAL CANCER 
A Font, JR Rigas*, VA Memoli*, M Guil[ot, JL Manzano, A Eastman*, 
A Abad, R Resell 
Hospital Universitari Germans Trias i Pujol,Badalona, Barcelona 
*Darmouth Hitchcock Medical Center, Lebanon, NH, USA 
Introduction: Expression of apoptotic related proteins is involved in 
prognosis and chemotherapy response in several tumors. To date, the 
prognostic value of the Bcl-2 family proteins in esophageal cancer has 
not been established. The purpose of the present study was to determine 
the expression of Bcl-2 and BcI-X (anti-apoptotic proteins) and Bax 
(pro-apoptotic protein) and their impact on the clinical outcome of 43 
patients with esophageal cancer. The study was carried out with patients 
treated at the Darrnouth Hitchcock Medical Center (Lebanon, NH) 
between 1994 and 1997. 
Patients and Methods: We analyzed 43 newly diagnosed patients (p): 
31 males and 12 females. 65% of the tumors were adenocarcinomas. 
Patients were classified as Stage l(2p); II(19p); lll(19p); lV(3p). 22p 
were treated with chemoradiotherapy. Esofaguectomy was performed in 
23p. Follow-up was between 3 and 44 months. The expression of Bcl-2, 
Bax and Bcl-x was assessed by immunohistochemical analysis with a 
specific antibody for each protein. A staining of more than 25% of the 
tumor cells was recorded as a positive case. 
Results: Expression ofBcl-2, Bax and BcI-X was detected in 30% (t3 
0f43), 65% (26 of 40) and 88% (37 of 42) of patients, respectively. A 
correlation with clinical characteristics was not demostrated. Bcl-2 
expression was not predictive for survival. Median survival time (MST) 
in patients with Bax expression was 8 months compared with 14 months 
in patients without Bax expression (p:0.2). MST in patients expressing 
Bcl-2-/Bax+ (19p) was worse than any of the other groups (P=0.1). MST 
in patients with high level expression of BcI'-X (more than 50% of tumor 
cells pos:tive) was 8 months compared with 15 months in Bcl-X negative 
patients. The one-year survival rates were 36% and 72% respectively 
(P=0.05). 
Conclusions: Bcl-2, Bax and BcI-X proteins are frequently expressed in 
esophageal cancer. Our results suggest that both the Bcl-2-/Bax+ 
combination and a high level expression of BcI-X are associated with 
unfavorable prognosis in esophageal cancer patients, The analysis of 
more patients is indicated to confirm these results. 
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Phase I I  stmdy of  5-1,1=~rouradl (5-F=), C ispbt t=  (CDDP) and 
vtnerelbine (VNR) in patiemts (pts) wlth advamced 
adeuecareiaoma of  oesophagus. 

Yicent JM *=J, Gmcia-Gir~ C (zl, Feliu [ o~. Berrocal A °), Camps C 
u), Gonzilez Bard~ M OI, Lara M A  tz~. 
(/) Hosp. Gral. Univ. Valencia, (2J Hosp. Grot. Ya&ue. Barges. (3) 
Hosp. La Paz. Madrid. GRUPO COOPERATIVO ONCOPAZ Spm~ 

INTRODUCTION: A pretiemnary study was coadected in 12 
patients with locally advmced metaslatic adeaocarcinoma of the 
oesophagus. They were treated with 5-Fu 800 rag/m2 D2 to DS, 
CDDP 100 rag/m2 DI and VNR 20 rag/m2 D! and D5 every 21 days 
PATIF2qrs  AND METHODS: Mediaa age 61 years ( 5 5 - 6 8 ) .  ! [  

patie=ts have prior lost of weight. 4 of them > 1 0 %  
50 % ol ios  had a poor or moderme histological grade of  uanour, 
4 pLs had metastatic disease at first pre.~ntalion. Non prior 
radiotherapy. 
RF.SULTS: Toxicity." All pts were cvaluables for toxicity: 2 toxic 
deaths ( I d u e  o f  progression disease - oesophagus tracheal fistula 
with secondary bronchopneemonia, 1 due of septi~ shock: tcbrile 
neutropenfia and pneumonia); G3-4 neutropenia, 4 pts; G3 anaemia, ] ; 
G3-4 thrombopenia. 2. Without significant non haematological 
toxicity. 
Of the 12 evaduable pts: 2 had a complete response; 2 partial response; 
2 stable dtscase; 4 pts progressed. 
The median t/me of follow-up was t21,8 days (-.=. 4 months) range 9 to 
248 days. At the moment 2 pLs =re alive without disexse and 7 pts 
were alive ~ t h  disease. 
CONCLUSION: This chemotherapy regimen shows a 33 % :espouse 
late and high toxicity. The poor outcome could be ascribes to both 
paaents characterisacs and/or high do.se of  VNR. However this 
prelimmary data requires f~nher con6.rmadort. 
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PHASE It STUDY OF IRINOTECAN (CPT-11) IN PATIENTS WITH 
ADVANCED COLORECTAL CANCER RESISTANT TO 5- 
FLUOROURAClL BASED CHEMOTHERAPY. 
Salinas P, tara MA, Fem~tndez Y, Fernandez Martlnez de Septi~n C, 
Feliu J*, Espinosa E*, De Castro J*, Garcla-Gir6n C. 
Hospital General YagOe, Burgos. * Hospital La Paz, Madrid. SPAIN. 

Aim: To assess the eficacy and safety profiles of CPT-11 in patients with 
advanced colorectal cancer (ACRC) 5-Fluomuracil (5-Fu) resistant. 
Patients and methods: 33 patients were recruited and all are currently 
evaluable for toxicity and 27 for efficacy. Median age: 55 years (40-75). 
M/F: 18/15. PS 0-1/2: 24•9. Pdmary tumor:, colon 22, rectum 11. At 
diagnosis, 17 patients were stage D and in 5 of them the primary tumor 
was not removed. All patients were resistant to 5-Fu based 
chemotherapy: 31 received 5-Fu based treatment as first line for ACRC 
and 2 progressed during adjuvant 5-Fu based therapy. Non resectable 
metastatic sites: multiple (22 patients), single (11). Liver (73%), lymph 
nodes (30%), lung (27%), soft tissues (18%), peritoneum (12%). 
CPT-11 was given at 350 rag/m" IV dudng 60 minutes q3w. Treatment 
for delayed diarrhea was based on a high dose Ioperamide schedule. 
Results: 137 cycles had been assessed (media: 4, range: 1-8). The 
planned CPT-11 dose was reduced en 14 patients (42%) because of 
severe toxicity. Major toxicities: grade 314 neutrepenia: 19 cycles (14%); 
febrile neutropenia: 6 cycles (4%); grade 2/3 delayed diarrhea: 36 cycles 
(26%); grade 2/3 emesis: 41 cycles (30%); moderate-severe asthenia: 38 
cycles (28%); mild cholinergic syndrome: 16 cycles (12%); grade 3 
alopecia: 17 patients (51%). 1 patient died of septic shock after 2 cycles. 
1/27 (4%) patients achieved complete response; 2/27 (7%) achieved 
partial response, and 14/27(52%) stable disease. 10127 (37%) patients 
progressed and six patients were not evaluable for response (2 early 
deaths and 3 eady withdrawal). Median survival was 8 months. 21 
patients are dead: 19 from progressive disease, 1 from toxicity and 1 
from no related cause. 
Conclusions: in our group of 5-Fu resistant metastatic colorectal cancer 
patients, CPT-11 showed a 63% tumor growth control with acceptable 
safety profile with 20-30% moderate-intense toxicity, similar to previous 
studies. 
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PHASE 1I STUDY OF CONTINUOUS TIr, GAFUR (TG) AND 
LEUCOVORIN (LV) IN ADVANCED COLORECTAL CARCINOMA 
Vicent JM, Mufloz J, Bm~.al  A, C.md~ M J, Albert A, Sa£ont hO, Camps C, 
Unidad de Oacologia Mbiica. Hospital General Universiterio de Valencia. 

Tefegur is a prodmg that its metabolized to 5-FU, with practically a 100% 
oral biodi~aibillity that is susceptibler of biochemical modulation with 
folinie acid. Previos studies have shown the efficacy of e 750 rngs/m2/day 
dose + folini¢ acid (LV) 45 mgs/day, in squedules with a resting week after 
14 to 21 therapy days. 
Obje¢tives: To assess in terms of response (R) survival (S), and toxicity 
(T) the combination of TG 500 raggm2/day + LV 30 mgs/day bid, in a 
eontinuo~ way up to progresion or inaceptable toxicity in patients (p) with 
eoloreetal ca~inoma histologically proven and with measurable lesions. No 
previous ehemothe~oy (QT) for advanced disease. 
Patieates and methods: Between november 96 and septeraber-98 we have 
treated 35 p. (24 M / 11 F), median age 62 years (48-79). Adyuvant QT (FU 
+ LCV x 6) in 11 p., RT in 8 p. Median DFS 12 months (0.110). ECOG 0:9 
p., 1:19 p., 2: 7p. Metastatic places: h 20 p., 2:11 p., 3 6r more: 4 p. 
Median CEA: 68 nggml (0-3.164). 
llle~alts: At the moment of the analysis 25 p have finished therapy and 14 
have died. 26 p. are eva.treble for R and 33 for T. Mean duration of flmrapy 
is 19 w e e ~  (3-52), with a mean dose intensity of 75%. T: Diarrhoea G2-3: 
51'6, nausea (32: 33.3*/,, mueositis (32: 12%, epigastric pain G2: 9%, 
neurologi¢ (32:1 p. Three patients refused therapy due to gastrointestinal 
toxicity. We have seen 1 PP. (3.8%) and 13 (50%) SD. In $ patients second 
line QT was used. Aetuerial Survival is 10 months (95%CI: 4.35-15,66) In 
responding patients P R 6r SD is 17,5 m and if progression 8,5 m 
Coudualom: Very low response rate with a 50% SD and a median survival 
similar to parenteral QT squedules. Toxicity mainly gastrointestinal let us 
think that discontinuous schedule with a resting time of 2 to 3 weeks is the 
better aproaeh. 
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CLINICAL EXPERIENCE WITH RALTITREXED (R) IN PATIENTS WITH ADVANCED 
COLORECTAL CARCINOMA (ACC}. 
H. Manza~, D Aguiar, G. Esquerdo, I. Rif~ I. Maran, J. Terrassa, A. Arfivi. 
Servicio Oncoiogia M;'dica. Hospital Son Dureta, Palma de Mallorea. 

(R) (Tomud¢x) is the first specific inhibitor of thymidylatc synthase with a wide clinical use in the 
trealment of ACC. phase II and ]rl stuthes have showed its safety and acUvity with an easy administration 
schedule. 
Between August 1997 and August 1998 34 patients (pts) with ACC were treated with R (30 mgrs/m2 
iv/3 weeks in a 15 m u t e s  short infusion). 
Patients: Females 17, Males 19; Median age: 64 years; Colon/rectal cancer: 23/11: Perfomance Status: 
ECOG 0-1=32 pts, ECOG 2=2 pts; Sites of metastases: Lwer 22 pm (64.7%), Lung 4 pts (11.8%), 
Peritoneal carcinomatosis 3 pts (&8%), Others S pts (14.6%). Two or more sites affected in seven pts; No 
prior chemotherapy in 17 pts (50%). 
Results: Median number of cycles administered: 4.5 (1-10, total cycles administered: 153. Objeerive 
r~pons¢ rate was seen in 5 pts (14.7 %) and stable disease in 12 pts (35). The median survival was 10.6 
months with a pmgreasion ~ee survival of 3.8 months. The medmn follow-up was 7.2 months. 
Toxicity: No haematologtcal G HI-IV toxicity v,ms seen. The digestive toxicity was modentted: vominng 
G 111 in 2 pts (5.9%), dianhoea G IV in 2 pts (5.9%), stomatitis G IV i .  2 pts (5.9%). The most tmportmt 
toxicity obserced was astheawt O III-IV in 7 pts (20,6%) end anorexia G Ill-IV in 3 pts (8.8%). G lI1 renal 
toxicity was Seen in 1 pts, 
Conclusion: The results of this sngly did not show any thfferenees with the previously reported in terms 
of global response, nm~lm of survival and ~ to plogressinn. The toxicity associated was mild and 
this l:reanllenr was well tolelltted 
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INFLUENCE OF SURGICAL RADICALITY ON SURVIVAL FOR LOCAL AND 
LOCALLY ADVANCED GASTRIC CANCER 

Peiret C, Losa F, Barrios P, Mas J, Martin M, Alberola M, Castro C, Binrge C, Femgndez- 
Trigo V, Bachs E, Camasho L. 
Surgical and Medical Oncology Units. Surgical Pathology Department. Epidemiology. 
Consor¢i Hospital Creu Roja Hospitalet. Barcelona. 

Objectives: To assess the eficacy for a supra-radical surgical procedure (SRSP) involving 
gastrectumy and extended lymphadenectomy up to gastrne'piploic, hepatic, left gastric chain 
nodes and greater omentectomy for resection of local and locally advanced gastric cancers. 
Retrospective comparative study versus conventional radical surgical procedures (CRSP) 
(gastrectomy and lymphadeaeotomy) regarding morbidity, disease free survival (DFS) and 
overall survival (OS) To validate an SRSP in gastric cancer as an optimal treatment 
approach with impact in survival. 
Mater ial  l a d  methods: A retrospective study was performed of all patients with local and 
locally advanced gastric cancer who underwent surgery at the Creu Roja Hospital in 
Hospitalet from Jan 94 to Dec 9 7  An SRSP or CRSP was performed in each patient 
depending on patient status or surgical team skills. All patients with a performance status 
(PS) >70 and <75 years old underwent adjuvant chemotherapy in different regimens 
according to standars being used (FAMTX, ELF, CDDP+5-FU). Statistical analyses have 
been done through the SPSS windows system. 
Results: The series comprise 70 pts who underwent surgery in this time period. There were 
42 males and 28 females. Mean age was 70 years, range (32-99). About 26 pts (37%) were 
considered to be stages IA, IB, I[, and 44 pts (63%) were IliA, IIIB stages. A SRSP was 
performed in 34 pts (49%) and 36 pts (51%) underwent a CRSP. Both groups were 
considered to be comparatively homogeneous regarding sex, PS, and staging. No differences 
in surgical morbidity were found. The mean follow-up has been 34 months. By using the 
Kaptan-Meier corrtmalative life-tables we achieved a 2 year DFS and OS of 65% and 61%, 
respectively. Median survival has not been reached yet for the whole group The SRSP group 
achieved a 2 year OS of 70% and the figure for the CRSP would reach 56,5% (p 009). 2 year 
OS for stages I and II was about 76,5% and 50*/, for stages IlL Higher OS were found in both 
groups when a SRSP was performed. 
Con¢lusslons: 1. A supra-radical surgical approach for gastric cancer seems to have an 
impact on survival and, probably, a longer follow-up will reach statistical sigmficance 2 
Supra-radical surgical procedures do not lead to a higher morbidity and mortality than the 
conventional surgical approaches. 3. The "type of surgery" should be considered as a 
prognostic feaVdre regarding survival analyses of gastric cancer series. 4. Randomized 
prospective comparative studies should be undertaken with standard "type of surgery" in 
order to determine the role for adjuvant chemotherapy in gastric cancer. 
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RESULTS OF POSTOPXRATI~FE ADJUVANT TREATMXNT 0P RECTAL CANCER 

H.Gall~n, A.Reig. R.Courtler, C.Vadell, J,CarleL R.Ibess, C.Perez, 
C.Hesla, X.Fabregat. Hospital del Mar. Barcelona 
Zntroductlont 
On the basis of studies which showed the benefists of cor~bining 
chemotherapy with radiotherapy (RXT) in postoperative adjuvant treatment 
of rectum cancer, several reeommendationu were published in 1991 for the 
adjuvant trsatment of chess patients. 
PatleDtl &nd~thod~t 
Between I~91 and 1987, 66 patients radically treated for rectur~ cancer 
stage II and III began adjuvant treatment following the aforementioned 
reconwuendationL The treatment comprised two cycles of 5-FU $00~/m2/ day 
IV for five days, every four weeks. Subsequently, RXT was applied over 
the pelvis 45-50 Gy in 4-5 weeks~ with administration of 5-~ in the 
first 3 and last 3 days Of RXT application. AfBer this, two more cycles 
of 5-FU 450mg/m2/ day IV for five days, every four weeks, was 
administered, 
ResulEst 
The mean age of the patients was 63 years, 28 (428)0f which were women 
and 38 (588} men. Surgery consisted in the abdominoperineal amputation of 
the rectum (AAp) in 33 (508) of the patients, and an anterior resection 
of the remaining patients. Twenty-eight (42%) patients were stage If, 
whereas thlrty-eight (588) were stage III. The moss frequent grade III 
toxicitles were diarrhoea, which coincided with RXT in 4 (s%) patients, 
and leukopenia in 2 (38). Six patients did not complete treatment~ but 
only one of these was due to toxicity. In a 28 ~onth follow-up period , 
al (328t patients relapsed: 17 (Sl%) with ~etastasis, 3 (148) with local 
recurrence, and 1 (58} as both local recurrence and distant metastasis. 
Disease free survival at 3 years was 688, and overall survival was 858. 
of the variables analysed, only the type of sursery showed any kind 
prosg~ostic value, which was worse in patients with AAP. 
Conclusions: 

This adjuvant treatment schedule has little toxicity and offers several 
results which are similar to those described in medical literature. 
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TRANSPLANTATION AND ADJUVANT CHEMOTHERAPY FOR 
HEPATOCELLULAR CARCINOMA. 
Villanueva M J, Navarro F, S~nchez A, Provencio M, Bouilla F, Espafia P. Medical 
Oncology Service. Clinica Puerta de Hierro. Universidad Aut6noma de Madrid. 
Spain 
Background: Transplantation is sometimes recommended for hepatocellular 
carcinoma (HCC). Patients with stages !I to IV-A cirrhosis have a median survival 
of 12 months foUowing resection or other local therapies. More than 86% of 
patients have a recurrence, most within 2 years. Increases in post-transplant 
survival has not been established, and even less so when doxorubicin 
chemotherapy is administered. 
Materials and methods: Between 1992 and 1998, 9 patients underwent 
transplantation and subsequently received weekly doses of adjuvant doxorubicin 
for 20 weeks. All patients had hepatocarcinoma. Eight patients had cirrhosis 
(44.4% C virus, 0% B vires, 22.2% alcoholic, 22.2% cryptogeinc, 0% metabolic 
hepatopathy). One patient had chronic active hepatitis. Classification was 33.3% 
stage II, 22.2% stage III, and 44.4% stage IV-A. Major vascular invasion was seen 
in 11.1%, microscopic invasion in 22.2%, and 44.4% had capsular invasion 
(I 1.1% pT2). Single tumorous nodules were found in 33.3%, multiple tumorous 
nodules m 1 lobe 22.3%, and 44.4% multiple tumorous nodules in beth lobes. 
44.4% had incidental operative HCC. The larger nodules had a median diameter of 
4.5 cm. Median Child and Pugh classification was B-7. Median offetoprotein level 
was 16. Median prothrombin time was 70 %. Median patient age was 57 years. 
Male/female ratio 3:1. Median ECOG was 1. Preoperative treatment was received 
by 2 patients (1 underwent PIE and tamoxifen, and 1 chemoembolization). Mean 
time from transplantation to chemotherapy was 25 days. Doxombicin, 10mg/m 2, 
was administered weekly for 20 weeks. Ventricular heart function was not 
monitored because no patient received doxontbicin dosage in excess of 200 mg/m 2 
and there was no previous cardiopathy m the enrolled patients. 
Results: 66°.6 patients received full dosage and completed the scheduled treatment. 
22% had 25-50% dose reductions for myelotoxicity (grade III-W). I patient 
(1 I. 1%) had treatment withdrawn due to toxicity after 12 doses (P. Carinii and 
CMV pneumonia). There was 1 treatment related death (P. Carinii pneumonia at 4 
months). Reduced marnunosuppression doses were administered to 4 patients 
during chemotherapy due to high serum levels. 4 patients relapsed (44.4%), I in 
the first year, 3 in the third year. 2 patients died without evidence of tumor (1 of 
pneumonia and 1 of acute Epstein-Barr hepatitis), and 3 patients are still living 
without evidence of disease at 4, 13 and 14 months. C virus recurrence occurred in 
1 patient. Median survival following transplantation was 14 months (range 4 to 37 
months), and median disease-free survival was 25 months. 
Summary: Transplantation combined with adjuvant chemotherapy seems to be 
effective and appears to encourage improved disease-free survival and satisfactory 
quality of life (as seen by other authors) in this group of patients. 
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PREOPERATIVE CHEMORADIOTHERAPY (QT-RDT) IN LOCALLY 
ADVANCED RECTAL CANCER. PRELIMINARY RESULTS. 
M. Navarre (1), A. Araoce (1), M. Cambray (2), C. del Rio (3), J. Ivlard-Ragu6 
(3), FJ. P6rez (I). (1) Medical Ontology Deparmaent. (2) Radiotherapy 
Department. Institut Catalt d'Oncologie. (3) Surgery Department. Ciudad 
Sanitaria y Unlversitaria de Bellvitge. Barcelona. Spain. 

Introduction: The prognosis of locally advanced rectal cancer despite radical 
surgery is poor. To improve it we begari a trial that incorporate RDT in the 
initial strategy of treatment. We present the results of preoperative QT-RDT 
administration in these turnouts. 
Methods: Patients with stage T~.oN..2Me rectal cancer have been treated with 
continuous iv infusion of 5-fluororecil (5-FU) 300 mg/m=/day for 5 days every 
week concurrently with external beam RDT 45 Gy (fraction of 1,8 Gy/session) 
for 5 days every week. Total duration of combined treatment was 5 weeks. At 
the end of treatment radical surgery was planned followed by postoperative 
chemotherapy if  they had no evidence of pathological progreuion. 
Results: Between April 1996 and July 1998, 33 pts (23 m, 10 f) were included. 
Median age was 61 (45-76) and 26•33 were N+ (~eu~table, 27 and 
unrescctable, 6). One out of 31 evaluable pts couldn't finished chemotherapy 
because an ischemic anginous pain. No Ill-IV toxicity was detected. Surgery 
was radical in 30 patients (13 anterior resection and 18 abdominoperineal 
resection). In 8 pts anal sphincter was spared, Pathological total response rate 
was 68%: 3 RC (9,7%), 18% PR. In 12 pts only mioroscx~ic foci of residual 
disease was detected. 
Conclusions: Preoperative treatment with continuous infusion of 5-FU and 
radiotherapy in locally advanced rectal cancer was well tolerated with a 
remarkable pathological response rate. Results are too preliminary to ascertain 
if they have an impact on survival. 
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ADJUVANT THERAPY WITH 5-FLUOROURAClL (5FU) PLUS 
LEVAMISOLE or 5FU PLUS RADIOTHERAPY IN RESECTED 
COLORECTAL CANCER. 

J. Aparicio, A. Segura, A. Santaballa, S. Garcera, A. Yuste, P. Lopez, 
A. Tormo*, G. Reynes. Servicios de Oncologia Medica y *Onoologia 
Radioterapica. Hospital Universitario La Fe (Valencia). 

INTRODUCTION: The combination of 5FU and levamisole was the first 
adjuvant therapy demonstrating its efficacy in colorectal cancer (CRC). 
We have used it at our center between 1992 and 1997 Preliminary 
results are presented here. 
PATIENTS AND METHOD: 78 patients (39 males and 39 females) with 
a median age of 56 + 10 years were included. There were 45 (58%) 
cases of colon cancer, which received 5FU (450 mg/m2/week e.v.) plus 
levamisole (50 mg/Sh p.o. x 3d/15d) for 1 year. The remaining 33 (42%) 
cases had rectal cancer and received 5FU (same schedule) plus pelvic 
irradiation (50 Gy, in the first 2-3 months from surgery). The main 
indications for adjuvant therapy were: nodal involvement (stage III, 
65%), T3-T4N0 rectal tumors (14%), T4N0 colon tumors (9%), and 
occurrence of obstruction/perforation (5%). 
RESULTS: Mean time from surgery to chemotherapy was 7 _+ 3 weeks. 
22 patients (28%) did not conclude the planned therapy (10 due to 
progression, 5 patient negatives, 4 interourrent causes and 3 due to 
toxicity). In the remainder, the relative dose intensity was 96% (64- 
102%), and the total dose of 5FU received ranged from 69 to 106% of 
that planned (median 100%). Grade 3-4 toxicity consisted of diarrhea 
(12% cases), mucositis (4%), emesis {4%), leucopenia (3%), skin 
toxicity (2%), hepatic toxicity (1%), allergy (1%) and CNS toxicity (1%). 
36 patients (46%) showed no adverse events There were no toxic 
deaths. After a median follow-up of 22 months (13-71), 24 patients 
(31%) have relapsed. The 3-year actuarial overall survival was 81%. 
CONCLUSIONS: The association of 5FU and levamisole or 
radiotherapy is a well-tolerated adjuvant therapy for CRC. The main 
inconveniences are its long duration and the need for an impiantable 
e.v. device Of note, a significant proportion (13%) of relapses during 
treatment has been observed 
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NEOADJUVANT THERAPY OF RECTAL CANCER WITH 
UFT-LEUCOVORIN (LV) PLUS RADIOTHERAPY (RT). 
J. Feliu, A. Escribano*, J. Calvillo**, J. Castro, ML. Garcia de Paredes, ME. 
Sfinchez*, A. CubiUo, M Cornide, M. Gonzfilez-Bar6n. 
S. Oncohigia M~ktica, *S. Radioterapia, ** S. Cimgia General. H. La Paz. 
Madrid. 

Objective: to assess the effcicacy and tolerance of UFT-LV plus RT as 
neoadjm.ant therapy in locally advanced rectal cancer. 
Methods: from April 95' to JanuaD' 98', 28 patients with locally advanced rectal 
adenocarciuoma (medium or lower third) were treated. In 12 patients (43%) the 
tumor was located less than 5 cm from the anal margin, and in the others at 
5-10 cm. Pre-surgical stage: T3-4NOM0=20, T34NI-2M0=6, T3-4N0-2MI=2. 
Three courses of UI~-LV plus RT (45 Gy) were given before surgeD'. After 
surgcG', 6 additional courses were administered. The therapeutic scheme 
consisted of intravenous LV 500 rag/m2 on day 1, UFT 350 rag/m2 (in 2-3 
daily doses) on days 1 to 14, and oral LV 15 rag/12 hours on days 2 to 14. 
Courses were repeated even" 28 da)s. Twenty-four out of 28 patients have been 
operated so far and are the subject of this communication. 
Results: after 3 courses plus RT, 17 responses were obtained (71%, 95%C1 
53-89%), 4 complete responses and 13 partial responses. Doxvnstaging x~as 
observed in 14 patients (58'/0). SurgeD' consisted of low-anterior resection in 1 l 
patients (46%) and abdominal-perineal amputation in 13. Two patients had an 
incomplete resection. There were 2 histological complete responses (8%), 
whereas microscopic tumoral loci were found in l I cases (46%). Nine patients 
(38%) experienced grade 3-4 toxicit 3 consisting of diarrhea, vomiting or 
mucositis. T~o patients had cystitis and proctitis. As to surgical complications, 
dehiscenses appeared in 2 patients and an abscess in 4. After a median 
folloxv-up of 18 months, no local or distant relapses have appeared in all the 
patients with a complete resection. 
Conclusions: neoadjm'ant therapy with UFT-LV plus RT dox~nstages some 
patients with adenocarcinoma of the rectum before surgeD and allows a 
conservative procedure. Howe~er, due to the toxicity, we have decided to lower 
the dosis of UFT at 300 rag/m2 before surgeD'. As the follow-up is still short, it 
cannot be deduced whether this strateg5 reduces the relapse rate and improves 
survival. 
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LIFT PLUS LEUCOVORIN (LV) IN ADVANCED COLORECTAL 
CANCER (CCR). A PHASE II TRIAL. 
E. Aranda *, A. Ant6n-Torres, J. Sastre, M. Navarro, F. Rivera, A. 
Carrato, JJ. Bret6n, C. Gr~tvalos, J. Aparicio, C. Femandez-Martos  and E. 
Diaz-Rubio. 

(*) Hospital Reina Sofia, C6rdoba (Spain). On behalf  o f  the TTD Spanish 
Co-operative Group. 

Oral fluoropyrimidines have proved their activity in CCR in Japan and later 
in the U.S.A. (Pazdur et al. JCO 1994). Continuous oral administration can 
simulate iv continuous infusion o f  5-FU, al though there are no Phase IIl 
trials which have demonstrated beyond doubt that it has similar activity 
clinically. We aimed to evaluate the activity and toxicity of  UFT (Tegafur 
and Uracil) in a 4: l molar concentration plus LV, in patient diagnosed with 
metastatic CCR with measurable bidimensional disease. Patients were 
treated with UFT 300 mg/m2 plus LV 150 mg/day,  every 8 hours, during 
28 days, resting one week. I f  Grade 3-4 toxicity appeared treamaent was 
interrupted until recovery. 
From January 1997 till August  1998, 144 patients were included. For 
analysis in November 1998 , 87 patients were evaluable for response, 
toxicity and survival. Patient characteristics were: median age 65 years (31- 
72); Karnnsfky Index 90 (70-100), 27 women and 60 men, 64,7% of  the 
patients had advanced disease at the moment  o f  diagnosis, 72% of  the 
patients had liver metastasis. Toxicity was low, Grade 3-4: nausea and 
vomiting 7%, diarrhea 12%. 
Objetive responses were 5 complete response (CR) (5.7%), 12 partial 
responses (PR) (13.8%) with overall responses of  19.5% (confidence limits 
95% = 11-28%). 35 patients stabilized (NC). (40.2%). The number of  
patients without progresion (CR + 'PR  + NC) was 52 (59.7%) (confidence 
limits 95% = 48.7-70%). With a maximum 21 month follow-up the 
actuarial median time to progression is 4.4 months (confidence limits. 95% 
= 3.8 -5 months) and the actuarial median survival is 13 months 
(confidence limits. 95% = 9.89 - 15.84 months). 
The number o f  patients who did not progress and the median survival 
found in this analysis allow us to conclude that the regimen is active and 
the low toxicity makes it recommendable. 
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A S S O C I A T I O N  O F  C O L O N I C  C A R C I N O M A  A N D  

INFECTION FOR GEMELLA HAEMOLISANS 

J.M Urbano G,~lvez M. Lomas Gan'ido, J.M, lhua"to Pica. A. lnoriza Rucda. 
Onoology Section. lnfanta Cri~ina University Hospital. Badajoz. Spare. 

Introduction 

Gemella haemolysans is a gram-positive coccus, con-anensal of the upper 
respiratory, gastrointestinal and genitourinary tract in humans. Occasional cases el 
systemic inf~tion due to G. haemolysans have been reported in hmrtans: these cases 
include endocardifis, septicaemia and meningitis. 

Clinical case 

We report the case of a 37 years-old woman with colonic adenocarcinoma 
stadium IV that presented lever of several weeks of evolution without apparent focal 
symploms. The physical m;anunation and the complementary, studies, except for to 
16300 leukoc~es/mm3 (grannlok~es 89.4%) in blood count, they were anodyne. 
Cultures of tttree separate blood six.linens drawn over 72 hours yielded gram-positive 
cocci. The isolated organism was idenlafted as (3. haernolysans by the AT]3 - System. 
The organism ,a~s sensitive to penicillin, vancomycin, and gentsmicin (MICs < 
lmeg/mL). A transthoracic echoeardiograna showed two vegetations on the mitral 
valve and one vegetation on tricuspid valve. The mitml and lncnspid valve function 
was normal. The patient's condition improved clinically after antibiotic treatment ,aSth 
vancomycin 500 rag. iv 6 hourly and imipeaem 500 rag. iv. 6 hourly was started, and 
several cultures of blood drav,-n after completion of antibiotic therapy (40 days) were 
negative. The fever did not recur after completion of treatment 

Conclusions 

we report the first case of multiple healthy native valve endeearditis b) 
G. haemolysans , being the second in the one that it objective association among 
infection for G. haemolisans and colonic adeneearcinoma. It is no clear how colorectal 
cancer predisposes to an increased risk of ~terogenous by some bag.term such as S. 
boris or G. I.~aemolvsans. This case suggest that patients with colonic carcinoma who 
have a prolonged fever history wSthout any apparent source of bacteremia, should 
undergo a work-up to exclude a 
G luTemo/vsans endocarditis. The election lreatment is penicillin more an 
aminoglycosid, and like alternative in allergic rithmpin more erythronwcm The 
answer to the treatment is good and it is uncommon to have to carry' out substitution 
valvular 
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C'DC GROUP IV C-2 INFECTION IN PATIENT WITH COLONIC 

ADENOCARCINOMA 

M. Lomas Garrido J.M. Urbano GfilveT~, J.M. Puerto Pica, A_ lnoriza Rued& 
Oneology Section. lnt'an~ Cristina University Hospital. Badajoz. Spain. 

Introduction 

The CDC group IV - c2 bacterium is a grarn-negative becillus rarely isoiated 
like human pathogens that have been impLied in the literature like int~ction producers 
in 8 patients the our included. In some eases the wate~ and other 11aids are r¢cognir,¢d 
as reservoir. Almost all described cases correspond Io patient with variable degree of 
immunocompromise or v, ith serious illness underl~Ang. 

Clinical case 

We present the case of a 36 year.old female with colonic adeneearcinoma 
stadium IV. She received several lines of QT after to palliative colonic resection The 
patiant was carrier of percutaneous right nephrostomy catheter for obstructive bdateral 
ureterohydronephrosis degree 11/due to intrapetvic masses. She began with fever. It is 
verified in several urine cultures the presence of G-  bacillus. The organism was a short 
glucose-non fermentative gram negative rod v, hich grew on M~onkey agar and on 
Blood Agar at 37"12 and 42"12, but did not grow on Salmonella-Sygella agar at 37°C 
They are mobility by penlrichous flagella and the following microbiological 
charaeterastics: the isolate was positive in test for oxidase, catalase, citrate and urease~ 
It was negative in lest for nitrate reduction indole production, gelatin and esculin 
hydrolysis, mad oxidation Iinmentation of glucose, sucrose, lactose, maltose and xylose, 
The identification wag completed with Urine Combo Panel 61in the automated system 
Micro Scan Walk-Away and strip 1D 32GN. Treatmont was realised with ciprofloxacin 
750 mg. each 12 h. orally for fifteen days disappeanng the fever in the fifth day. 
Percutaneous nephrostomy eath~er replacement was not neeessary' 

Conclusions 

In ontology patients, the immunodepression due to their own illness and the 
chemotherapy treatment, as veil as to the cutaneous barrier disruption for catheters 
(veined, nephrostomy), and the treatment with wide spectrum antibiotics, they lengthen 
the peaaods of neutropoma and they favor opportunists infections for germs like the 
CDC group IV c-2 bacillus. " I~ ,  have only been described infection by CDC group IV 
c-2 in a patient wi.th solid tumoar, but our case is the first one described in the literature 
of secondary 'bacterenua due to tamary infection having a IXa'cutaneous nephrostomy 
catheter like entrance door It is nucessa~y to keep in mind thelx~entUd ix~hogemcally 
of the~ germs in oncology patienls. 
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5-FU BY PROTRACTED CONTINUOUS INFUSION AND RADIATION 
THERAPY IN RECTAL CANCER. J .M. Buena, A. Ruedn. A. Mateas, 
M.J.  G6m¢~, J.A. Contrerns,  M.D. de Ins Peflu* , A. Senra. Medical 
Oncology and Radiotherapy • Departments, U.H. Puerta dd Mar. Cidiz. 
Background: The best chemotherapy schedule to be combined with 
radiotherapy for rectal cancer patients (p) is not known. The purpose of the 
present study is to determine the efficacy and toxicity of  a combination of 
radiation therapy and protracted infusion 5-FU in rectal cancer. 
Methods : Twenty p with the diagnosis of  stage II-II] carcinomas of the 
rectum and 2 p with rectal carcinoma recurrences were treated in our institution 
between January 1995 and June 1998. Continuous infusion of  5-FU (300 
mg/m2/day x 12 weeks) was given through central venous catheter connected to 
an ambulatory infusion pump. Radiotherapy total dose consisted of 50 Gy with 
conventional dose fraction. The p were treated with megavoltage photons (Co- 
60) 
Results : Fifteen men and 7 women had a median age of 56 years (36-70). Ten 
p had anterior resection and l0 had abdominoperineal resection Two had 
inoperable pelvic recurrences without signs of  distant metastatic disease. The 
pathological stage was : T~ in 1 p, T2 in ] p, T3 in 15 p, T 4 ill 3 p, N O in 8 p, Nl 
in 8 p and N2 in 4 p. The median number of metastatic nodes was 1,5 (1-15). 
The histological grading (G) was : G~ in 11 p, G2 in 9 p and Gx in 2 p The 
projected dose intensity o f  5-FU was 2100 mg/m2/week and the received dose 
intensity was 2030 mg/m2/week (relative dose intensity : 0,96). The toxicity 
consisted on diarrhea Gi in 14 p, G2 in 3 p and G3 in 3 p, mucositis Gl in 5 p, 
and G2 in 5 p, nausea/vomiting Gi in 5 p and G2 in I p, alopecia G1 in 2 p, 
dermal toxicity G~ in 6 p and G3 in 1 p (lupus-like: cut~meous reaction of 
photosensibility with ANA, anti-SSA and anti-Ro +), peripheral neuropaty G] 
in 1 p and haematological toxicity Gt in 1 p and G: in 1 p. There was ! p with 
axillary venous thrombosis on implantable access device. The median follow-up 
was 20 months (3-41). Of  the 20 p with stage II-III, 2 developed recurrent 
disease (hepatic and pulmonary in 1 p and pelvic and peritoneal in other p) and 
1 died. Two p with local recurrences obtained partial responses and its duration 
was 7 and 5 months 
Conclusions : This study, which used a simultaneous protracted continuous 
infusion 5-FU and radiotherapy, shows that this combination is an active and 
tolerable regimen for the treatment of  rectal cancer patients 
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ADJUNVANT CHEMOTHERAPY OF COLORECTAL CANCER WITH FLUORACIL AND 
LEUCOVORIN. 

E.Fonseca, A. Roddguez, A.Gbmez, G.Martln, P.S~ncbez, R.Garcia, E. dell 
Barco, Y. Lbpez, R.~el=w.ar, J.C.Totrego, J.J,Cruz. 
Departmerd of Medical Ortcology.Hospltsl Unlversitario de Salamanca. Spain. 

Aim: the purpose of this study was to evaluate the therapeutic activity 
and toxicity of adyunvant chemotherapy with 5-fluomcil (FU) and 
leucovodn (L) in patients (pts) with coiorectsl cancer. 

Methods: between september 92 and september 95. 9310ts have bean treated. 
There were 39 women end 53 men, Median age was 63y. Stage I1:59 pts (63%); 
stage IIh 34 10ts (37%). Colon cancan 54 pts (58%); rectal cancer:. 3gpts 
(42%). Treatment coasilUd of FU 370 rag/m2/d IV belus plus L 200 rag/m2/d 
IV for 5 consecutive days evely 28d for one year. Rectal cancer pts 
received local radiation theraphy after second ¢oume. 

Results: 74 pts (80%) compioted the tmatmenL Toxicity delayed treatment 
in 16 pts. Grade 3-4 toxicity was: neubopemla: 7 pts (8%), stomatitia: 7 
pts (8%). After maximum follow-up of 7 years, 36 pts (39%) had disease 
relapse (stage Ih 32%; stage I,:50%; colon cance¢. 30%; rectal cancer:. 
44%). Local-regional relepee was seen in 5 pts, liver:. 9pts, lung: 9 pts 
and multiple in 6 pts. Five and seven year survival was 67% (stage I1: 84%: 
stage IIh 36%). 

Conclusion: we conclude that the results in this study are comparable to 
other regimens ¢x:mtaining 5.-fluoracil and leucovodn in edyunvant therapy 
of colorectsl cancer and the toxicity was acceptable, 
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SIGNIFICANT ACTIVITY Of" THE MULTI -TARGETED ANTIFOLATE 
MTA (LY231514) IN ADVANCED TRANSITIONAL CELL CARCINOMA 
(TCC) OF TI lE BLADDER: RESULTS OF ,% PHASE 11 TRIAL, 

Paz-Ares, .i'. Tabernero, A. Moyano, J. Rifa, S Alonso, E. Marcuello, A. 
Gonzalez, D. Castellano, H. Con~s-Funes, H. Doce de Octubre, Madrid, Spain; 
H. 5ant Pau, Barcelona, Spain; H. R y Cajal Madrid, Spain; H. Son Dureta, 
Palma de Mallorca, Spain, 

]Background: MTA is a novel multi-targeted antifolate thai inhibits multiple 
folate-dependent enzymes, including thymidylate synthase (TS), dihydrofolate 
reductase (DHFR) and glycinamide ribonucleotide formyltransferase (GAR, f). 
MTA has activity in preclinical models and human tumors (breast, colon, head 
and neck, cervix and lung). 
Methods: We undennok a phase II trial of MTA in 23 patients (pts) with 
advanced TCC of  the bladder. MTA was administered as IO minute infusions 

every 3 weeks, at a dose of 600 mg/m 2 (first 6 pts) or 500 mg/m 2 (subsequent 
pts). Criteria for eligibility was: Patients with inoperable TCC; bidimensionally 
measurable disease; without prior chemotherapy for locally advanced or 
metastasic disease; prior radiotherapy as long as the irradiated area is not the 
only source of measurable disease; adequate hematologic , hepatic and renal 
function. There are 23 evaluable, 22 pts are men and I pt is a woman. Median 
age is 66 years (range 48-76). PS (ECOG) is 0 ( 8 pts), I 0 2  pts) and 2 (3 pts). 
All pts had metastasic disease, median number of disease sites : 2 (range I-4). 
Results: The main hematologic toxicity found was: neutropenia G4 in 8 pts 
(35%), 5 pts developed neutropenic fever; thrombocytopenia G3-4 in 2 pts(9%) 
and anemia G3-4 in 4 pts (17%). Non-hematologic toxicity included: skin rash ~ 
G2-3 in 12 pts (52%), nausea and vomiting G2-3 in 6 pts (26%) and alopecia GI ~ 
in 5 pts (21%). There were 2 toxic deaths due to septicemia and renal failure) 
The responses found were: partial response in 7,pts (30%), stable disease in 8 ) 
pts (35%), progression in 7 pts (30%) and early death in I patient (4%). 
Conclusion: MTA has definitive antitumor activity in advanced TCC of the 
bladder, but its toxicit'¢ is significant. 
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GEMCITABZNE-CARBOPLATINUM LOCALLy ADVANCmD OR METASTATIC ILADDER 
CANCER PATIENTS WIT~ RENAL FAILURE. 
C.Perez, M.Nogu6*, H.Do~w~alch *t, K.villadlego, a. Saigi*, l.guasch*-, 
R. Ibeas, J.Carle0. goapltal dal Mar, Barcelona. *Conmorcl ½ospltalarl 
Parc Taull, aabmdell. =*Centre Cardlologl¢ de Manreea. 
Zntzoduetion= 
Bladder cnlcer is a frequent tu~our in our population and uslually 
afEecte elderly patients. For demographic reasons, the general .tats of 
many patients is had and often accompanied by renal failure, and 
therefore cannot benefit from treatment which includes clsplatinum, The 
develop~nt of new coe~inatlons for treating such patient0 is thus of 
vital importance. 
Patients a~sas~hodsl 
Between Ig97 and 19~8. 15 patlefl~s with locally advanced non-surgical or 
metastic bladder tumourl were treated at our centers. Treatment consisted 
in administering I000 ~g/m2 of Oemcitablne on day0 1 and 8, and 
carboplatlnum (AUC-S) On day l, every 21 days. 
aelultel 
The wan age of the patients was 69 years (range:54-?S years), 4 (26%} of 
which wera women and 11 (74%7 men. Average IK was 70% (range:SD-200%). 
f~ean ¢retanine clearance was 44.9 ml/min trange:21-SS ml/min). Three 
patients had prevloffsly received che~othermpy. Metastlc locallsatlons 
were: 10 lyTmph nodes, 3 pulmonary, I bone~ 2 liver and 1 pelvic. The mean 
cycles/patient was 4 (1-6). With reference to responses, 1 was RC, 4 RP 
(RO:SS%) (11-65%), 6 EE and I progreslon. Two patience have not been 
evaluated as yet. aematologlcal toxlcltie= were as follows: grlde I 
anemia in 2 patients, grade III in 2; grade I leukocyte= in 2 patients, 
grade eli in 1 and grade IV in 2 patients; grade three platelet= in 2 
patients. Toxic death ocurred in the course of one grade IV neutropenic 
event, non-hematcloglcal toxicltiea were as follows: grade I vomiting in 
1 patient, grade II in 2 and grade III in i. One p&tient showed a grade 
~II hepatic toxicity. 
ConcluJlonw= 
The aforementioned ~reatment has a little toxicity, ~s easy to administer 
and offers promising results in this group of patients. 

$8I 



$82  Scient i f ic  T o p i c s  

164 
BOMP/EPI  INTENSIVE ALTERNATING CHEMOTHERAPY 
FOR IGCCC POOR-PROGNOSIS GERM CELL TUMORS: 
THE SPANISH GERM CELL CANCER GROUP EXPERIENCE 
(GG) 
J.R.Germ/q X. Garcia del Mum (1); JM.Tabemero (2); M. S~chez (3); 
J.Aparicio (4); E. Alba (5); A. Bamadas (6). 
1.1nstitut Catal/~ d'Oncologia, Barcelona. 2. Hptal de Sant Pau, Barcelona. 3. 
Hptal N.S.Aranzazu, San Sebastifin. 4. Hptal La Fe, Valencia. 5. Hptal 
Clinico de M6Jaga. 6. Hptal Germans Trias i Pujol, Badalona. 

Background: Patients with poor-prognosis germ cell tumors 
according to the 1GCCC have a poor long-term survival. This study 
evaluates the efficacy and toxicity of the intensive alternating 
chemotherapy regimen BOMP/EPI in these patients. 
Patients and methods: Patients with IGCCC poor-prognosis germ 
cell tumors treated at 13 centres were studied. Treatment consisted of  
bleomycin 30 mg, vincristine 2 rag, methotrexate 300 mg/m2 and 
cisplatin 100 mg/m2 (BOMP),  alternating at 14 day interval with 
etoposide 120 mg/m2 dl-4, ifosfamide 1.3 gr/m2 dl-4 and cisplatin 25 
mg/m2 dl-4 (EPI). BOMP was administered at 21 day interval from 
EPI. Bleomycin was administered weekly per 12 weeks. 
Results: Thirty-eight patients were treated. The median number of 
cycles administered was 7 (l-10 cycles). Eighteen patients achieved 
complete response with chemotherapy alone ( 12 had necrosis and 2 
mature teratoma at postchemotherapy resection), four achieved 
complete response with chemotherapy and surgical resection of viable 
cancer. Therefore, overall favorable response was achieved in 22 
patients (60%).  Four additional patients had marker negative non- 
resected residual masses. Eleven patients were considered as treatment 
failures, including one early death and one toxic death due to 
granulocytopenic sepsis and renal failure. Hematologic toxicity was 
most common, with 26 patients (70%) having grade 4 
granulocytopenia. After a median follow-up of  41 months, the 
actuarial 2-year overall survival and progression-free survival were 
64% and 58%, respectively. 
Coaelasion: BOMP/EPI is active in poor-prognosis germ cell tumors 
according to the IGCCC criteria. The results obtained compare 
favorably with those expected with conventional chemotherapy, and 
justify further studies. 

166 
CONSERVATIVE TREATMENT OF T2 TSs NO MS BLADDER 
CANCER WITH TRANSURETHRAL RESECTION (TUR) AND CHEMOTHERAPY 

( C H T )  

M. Rodr[guez. E. Malcuelio. J. Balmalls. C. Pertcsy, R. Salazer. J. Brunet, J. Monfasinos. A. 
Roselee*, J. Segarra'. J.J. Ldpez Ldpez, 14. Villavicenclo°.Medica/ Oncology Unit, Hospital 
de Sent Pau. Urology Unit, Fundacidn Puigver~ Barcelona*. 

CHT is effective in the treatment of advanced invasive bladder cancer (IBC). A trial was 
designed to assess the poseibikty of bladder preserva~on in T2 T3a NO M0 tumors treated 
with chemotherapy after TUR. 
PATIENTS AND METHODS: 48 patients were treated from January 1989 to December 
1996. The medisn age wss 61 (45-76). 
I n c l u l l o n  ¢r l ter le were: 1) transitional or undifferentiated tBC; 2) T2 T3a NO M0 alter 
theraphsutic TUR; 3) lack of ursterhydronaphrosis, diffuse caminoma in situ (CIS) or CIS 
in prostatic urethra, end 4)oreetloine levels <130x1.25mmol/l. Most ol them (79%) were 
grade III transitional or undifferentiated IBC. 
Three courses of CHT (Methoeexete 30mS/m2 and Vlobleetine 4ms/m2 on days 1 and 5, 
and Carboplatin 350 ms/m2 on day 2, every 4 weeks) were administered after deep TUR 
with e complete tumor resectJorL 
Response wee evaluated with a cyeloscopy and e deep scar tilopey, and TUR when there was 
residual tumor. If complete remission (CR) was demonstrated, the patients were followed 
with cystoscopy evei'y 4 months during the first 3 years, and every 5 six months 
afterwards. When there was persistent superficial tumor, 3 courses of CHT were repeated 
followed by cystoscopy reevaluation. Further finding ol superficial tumors were treated 
with TUR, intravesical CHT Or BCG. Cystsctomy was performed when invasive tumor was 
found just aher CHT or at any time during the to~iow-up 
RESULTS: 46 patients were evaluabie for response. 35 patients (76%) presented CR, 2 
partial remission {PR) and 9 (19%) no response (NR). Toxicity was moderated. Median 
foltow-up for 38 patients was 48 months (36-109); 29 ol them had reached CR, and in 10 
superficial tumor or CIS was eventua,y observed; 17 patients (45%) developed invasive 
tumor after primary TUR, 10 after the response and 7 without reaching it. Overall survival 
and survival ltee from IBC -the same at 5 end 7 years- were 71% and 53% mspoctiveb/. 
DISCUSSION: Chemotherapy after TUR in T2 T3a NO MS transitional or undifferentiated 
IBC without ureterhydronephroaya or diffuse CIS allows for bladder preservation in more 
than 50% ot the patients without compromising survival. 
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HOME-THERAPY TRIAL OF SUBCUTANEOUS INTERLEUKIN-2 JN 
METASTATIC RENAL CELL CARCINOMA: HOSPITAL CENTRAL DE 
ASTURIAS EXPERIENCE. 
J. Puertas, E. Eslaban, J. Canasco, M. P, I. Mu,r'~z, J. Fra, Y. Palacio, J .M 
V-eitez, JM. Buesa AND A.J. Lacave. Hospital Central de Astunas. Oncologia 
M~lica. Oviedo. 

We assessed the feasibility and IoxJcity of an o u t l ~ r d  subcutaneoos (s.c.) 
intedeu.kin-2 (IL-2) a d m i n i ~ n  in n~Masta@c renal cell carcinoma (MRCC) 
Therapy consisa~d of s,c. 11.-2 at 18 x 11~ IU three limes or 9 x 10 i IU four to 

tr~,es per week in combination ~ co~coidsJan~Fy~ p.o. 
premeditation. Maintonance of tm.atme~ ~ r.,a~ed out ~ 1  p~x:j~ssive 
d~.ea~, or unacceptable toxcily. 
From Fetxuary 93 to June 98, twenty-t~ree c0nseculbe patJe~s (pts) wflh 
his~o~:x~ly confim'~l progressive MRCC entered in the study. Pa=Jent's 
~ :  Median age 61 years (range 34-75); KaTiolsky index 70 (50- 
100); F/M: 4/19; prior n e l ~  18; metastabc sites: Lung I7, ~ tissue 7, 
kidney 5, bone 3, liver 3, CNS 1 case. 
ResuJts: 23 pts have been considered evaluable for toxicity and twent7 one for 
clncaJ response. Only 2 pts tolerated the dose of 18 x 106 IU three ~nes per 
week. The most fmquenl toxici@es registered were: fever in 12 pies (Grades 
(G);GI in l ,  02 in S and G3 in 3), severe oons'dlutJonal symptomsin 11, and 
injedio~ site pain/cenuli'ds in 6 pts. Other toxicities as ano~xia, m~usea, 
dianhea and skin ras~ were regislemd in ~; 2 pts. In 18 pts re~rsible 

with a median leulu:cyte peak > 10.000 ~ was observed. No 
pts mSlX~ded to lmalment, 15had stable disease and 6 IXO~__'~_. Filtee~ pts 
left 1he study due to ~ disease and 6 for toxictty (4 for severe 
const;tulionaJ symptoms and 2 for fever not tolerated). Median lime to treatment 
failure and overall survival was 10 weeks (range 3 - 44) and 40 weeks (15 days 
- 208 .)  r e s ~ c ~ - l y .  

Conclusion: 11de regimen of 11_-2 has not aclJvity and is associated with se~tere 
non haematologic Ioxicity in pts '*,~h MRCC. 
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HIGH FRECUENCY OF PELVIC RELAPSE AFTER CYSTECTOMY IN 
INVASIVE BLADDER CANCER (IBC) 

M. FIc~lrfguez, E. Marcuello, J. Balmafia, R. Salazar, C. PerJcay, J. Brunet, 
J. Montesinos, , A. Rosales* M. Monllad*, J.J. Ldpez Ldpez, H. 
Villavicenclo:Medical Oncology Unit, Hospital de Sant Pau. Urology Unit, 
Fundaci6n Puigverf*. Barcelona 

Treatment of T2-T4a NO M0 IBC is cyetectomy, with 5 years survival of 
about 50%. Most frequent relapse pattern is considered to be distant 
metastasis and Iocorregional relapse is only present in 10% of patients. 
Therefore radiotherapy has been abandoned as a Iocorregional treatment in 
favour of quemotherapy. One preliminar phase III study of neoadjuvant 
quemotherapy versus surgery only, couldn't prove increased survival in 
the quemotherapy arm (Eur J Cancer 1995;31A:241). We present 
definitive results of that study, with stress on relapse patlarn analysis. 
PATIENTS AND METHODS: one woman and 78 men, median age 62 years 
(31-75) were included from January 1989 and October 1995, with a 
median overall survival of 72 months (36-116). 
Inelullon criteria were transitional or undifferenciated IBC T3a-3b T4a 
NO M0 ando T2a-2b with uraterhyronephrosis or diffuse carcinoma in situ. 
Treatment: cystoprostatactomy and pelvic lymphadenectomy, with 

urethrectomy when the tumor infiltrated the prostate or when carcinoma in 
situ was detected in the prostatic urethra, and ileal neobladder substitution. 
39 patients received neoadjuvant quemotherapy with MTX, VBL and CBDCA. 
Follow-up: clinical examination end renal function every 4 months in the 
first and second year and every 6 months until the fifth year. Abdominal 
ultrasonography was alternated with urography and ductography every 6 
months, and standard analysis, chest Xrays and abdominal CTscan were 
pedormed annually. 
RESULTS: 71 patients were considered evaluabts. 32 of them (45%) 
presented with tumoral relapse (TR). Isolated pelvic Iocoregional TR was 
detected in 15 patients (47%), distant TR in 12 (37,5%) and both in 5 
(16%). Only 1/6 patients with pT2b NO M0 and 0/24 C)pT2a NO M0 
relapsed, which is in contrast with 20/29 (69%) in patients with pT3b 
T4a-4b NO M0 and 11/12 (92%) with pN1-2. 91% and 97% of relapses 
ocurred in the first 2 and 3 years. 5th and 8th year overall survival were 
54% and 51% respectively. 
CONCLUSIONS: Locoregional relapse in IBC patients after cystectomy was 
more frequent than published: isolated pelvic TR was seen in 47% of bad 
prognosis invasive tumor patients. No TR was observed in tumors OpT2a NO 
MO. These results suggest that radiotherapy may be contemplated in the 
adjuvant setting of high risk IBC, with the intend of diminish Iocorregional 
relapse. 



Scientific T o p i c s  $ 8 3  

172 
IPhcq~ I! study 4d' Vlnorelldne (VNR] - g.cl~'am~tine (El in ~ tr~atm~t 
ef pad~ts  (pts) with hm't~n*resistent prostate carcinoma. 
][~31Teg~t p.(tl, Reioa ]J ffl., Bolal~o$ M. fIE* 
(t)  Ito~.S~n Pedro de Aicdntara. Cdcere~, (2) HoSp. Grar,. JaCu~ Rathe 
Jimg~e& H~eZ~. Spain. 

INTI~ODUC£[O~: A preliminary study was conducted m 12 paticmts with 
me(astat/c prostate ~ .  They wea'e trcaed wi~VNR 2.5 mgtm2 D[ and D8 
ev~'y 21 days ~ E phosl~g¢ 280 nag p.o, DI to 14, 
P A ' I [ ~  AND MIg"I~ODS: Met/an age ~w~ 69,5 yeats (60-84). Initial 
PS was ECOG 1-2 in 75% o~ pts. All p~s had boo¢ mctasla6¢ disease; 8 of 
them more tth~ oac melaslalic site. AII ~ I ~  re.ce/v~l h o ~ a l  tw,~men(, 
I.HRI'I j~aisl  and 14. line a~androgen ff¢.aLn~nt.: 8 pts w¢~n't treated ~th 
radiot~y, 
~ J L ~ :  Toxicity All pls were evaluabl~ for to.city: 2 tog~ d~tRJls ( l 
~ e  to i ~ l ~ a ~  tromboemolism, probal~y r¢ta~d wi~h E; I stopped 
tr~al~mom due to COPD aggravation and disease wogmssio~. Haema~olog~cal 
toxicity 03-4; only anaem/a G3 (3 cycles): ana~nJa G2, 22; neu~ropenia G2, 
6; ginecomastia was obse~ed ((32 io 2 cycles). E must be stopped in 4 cycles 
due to related h~pcrtcm~vc el/sis. 
I I pts weae. e~aluable fo[ rr.t, poase: I CR, 4 PR, 2 SD and 4 pmgTe~s~l 
Median th'a¢ of follow-up was 221.6 daTs (~7,5 months) range 2L to 5"~0 
da~. At the moment 1 pts still alive without disease and 7 pLx live w/d~ 
disease PSA de.crease in all pts on 3rd cycle. % ~ PSA= 51,7% (29,5) 
(rncatVSD). T-~st for pai~xl data cycle l-3 p--0,07 We observ~ in 5 pts a 
PS P,C(X; decrease of I o~ 2 d©lF~,cs at 3 cycles T Wilcogoa p=0,034 
75% of pa(ieaXs with pain at the antry become ~,~ymtomatic on 3 cycles, 1' 
McNema~ i~---0,031. 
CONCLUSIOIV: 
Although tl~s is a prHi,'mnary study with a well ~oletated r~g~me.a, we 
observed a s/gn~ticalg decrease, of symptoms and improv~e~nt of PS on the 
3rd. cycle of ~eaUneel. 
The study should be co~dnue..d to confirm these data and confinm the PSA 
decre~s~ ia these pls. 
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UFT AND 4-EP]I]~RUBICIN IN HORMONOR]EltP~CTARY 
METASTATIC PROSTATIC CARCINOMA 
Albert A, Berrocal A, Godcs MC, Safont MJ, Vicent JM, Mu~oz J, Camps 
C. 
Unidad de Oncologia M&lica. Hospital General Universitario. Avd Trcs 
Cruces S/N. VALENCIA 

Objective: To assess efficacy and toxicity of UFT and 4-¢pirrubicin in 
hormonorcfractary metastatic prostatic carcinoma. 
Patients and Methods: Histollogically proven hormonorcfi'actary metastatic 
prostatic carcinoma w~e included when progrcssin 8. Therapeutic squeme 
was LIFT 300 rag/m 2 continually and 4-¢pirrubicina 25 mg/m 2 on days 1, 8 
and 15. Courses were ~¢pcated every 28 days. 
Results: 16 patients have been included with a mean age of 68.5 years (52- 
84). All patients had bone metastases, 8 nodal and 2 liver. When 
symptomatic improvement was asscssndcd CR 9%, PR 45%, PD 27% and 
SD 18%. When evaluation was done on the basis of tumor markers PR 36%, 
SD 27% and PD 36%. Finally when response was asscs~l radiologically we 
found a partial response (6%) in a patient with liver metastases, a 64% stable 
disease and progrcsive disease in 30% 
Extrahematologic toxicity has been minimal with 2 patients with grade II 
rnucositis and an extravasation of 4..epirrubicin asociated with a severe 
cutaneous necrosis. Febrile neutropcnia ooarrcd in 3 patients and 23% of 
courses needed to be delayed. 
Conclusions: This squcme is asociatod with a significant activity in 
hormonorcfractary prostatic carcinoma. Toxicity isa moderated. Patient 
inclusion is going to be continued. 
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RENAL CANCER: REVISION OF 59 CASES. 
A.Santaballa, A. yuste, A. Oltra, G. Reyn~, A. Segura, 8. MuntJrriz, J. 

GOmez, J. Aparicio, P. Lopez, J. Montatar, C. Herranz. 
Servicio de Oncologia M~dice, Hospital la Fe (Valencia). 

INTRODUCTION: the renal turnouts are infrequent, they are 1.4% of all cancers in 
Europe and 1.5% of all deaths for cancer. The surgery is the only curative 
treatment used in initial stages only. About 60% of all patients with renal cell 
carcinoma develop metastasis along their evolution. 
OBJECTIVE: To determine the characteristics of the group of patients 
diagnosticetad in our hospital during a period of time. 
MATERIAL AND METHODS: Retrospective study of the patients disgnosticated 
and treated in the Department of Medical Oncology in our hospital between 
Janaury 1988 and december 1995. 
RESULTS: Were evaluated 59 patients. The median of age was 59 years ( range 
28 - 83 ). The most frequent clinical presentation was the hematuria. Tha 
carcinoma of clear cells was the most frequent histologic type. 17 of the patients 
had localized disease at the diagnosis, 9 locally advanced disease and 33 had 
metastatic disease. The initial treatment was nefrectomy in 26 cases. Were treated 
14 patients with chernolherapy, 2 with inmunotherapy and 5 of them with 
hormonotherapy. The median survival was 12 months. 
CONCLUSION: There was many patients in our sefie with advanced disease, that 
verify the median survival obtained. 
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METASTATIC CANCER PRESENTATION VALIDATION OF A DIAGNOSTIC ALGORITHM IN 212 PATIENTS 
~m~F~. Feraiald~a~'tegn A', Pahr C'. Atbltr~a JM 1. G e m ~  JR' 
~Mcdical O~¢ology Service hl•ttut Cmal~ de Oncologl& Zlntemal Medicine S ~ i c ¢  Hospital de Ballvftge L'liospgzdm 
B ~ e i n , a  

[ntrcducti~: Htstologmally diag~sbd Um3o~ from their mctulascs wl~oul cliincally identified pnmm'y t ~ o r s  (PT) arc known 
mctasta~s of a n k n o ~  ~ i g i n  (MUG) On Ihe o~¢r  side. thnse C~eS whe~  we~au.ases am the first sign. ~ thou t  evidence of 

the primary tumors previous ~o clinical examination, a ~  k .own ~ melastatic cancer ~ t a t i o n  (MCP) This situation 
generales anxiety ~ d  usually leads Io ands.flake a great work up. sometimes ~pleasant.  ~ d  often not wothwhde, to reach 
diagnoses Even if  the FT is found, o ,  ly f ~  p~icnls will get bcnefll ~ rrcamk'~t The use of a dmgnostic algorithm [DA) 
would annw us io s ~ ¢  [ i ~  aM diagnosfic procedures In addition, ~ ~cur~c diagnosis of PT likely to be rreatad should he 
feasible 
Ohlectiv~: Pa l le t s  a c t u a l  for MUG ~ d  MCP conditions, prcscntat=on pictures. = d  PT of origin, whe.  found Validation of 
the ~ f u l n © ~  of a DA m the MCP scniag to ~ m  diagnoses of all PT likaly to be t r~ lod  
pa l l e t s  an~ melhods: A prospective sludy w ~  undertaken from Jan 92 ~o Des 97 fo~ p~thnts edmfitod and diagnosed of MCp 
The whole group u n d e r c u t  a b~i¢  study 4BS) consisting of chntcal mtt~etew, complete phystha] examination including: ORL, 
rech~, breast, thyroid exams, s ~ d a r d  blood tests a l ~ g  w , h  tumor ~ r k ~ s .  and chest X-ray. For those puris ts  where the BS 
w ~  able to suspect a PT, a m e t  di~cted study w ~  per formed {DS) Patients with Mgativ¢ BS ~ DS were con sidm~d for MUD, 
and there all underwenl a protocohzed study 4PS) cons=sting of AMomtnal CT sr.an and ~ O g T a p h y  (females) Those p=~en~s 
wbo~¢ PT was ~ t  found after the DA procure undelxv~t an exhaustive sludy 4ES) in order to validate the ~ h l r ~  of the D A  
N~plasl ic  histologic confirmat l~ w u  obtained in all part eats 

The ~ n e s  included 228 ptlthnts 4168 males. 60 females). Mum age was 6 1 y ¢ ~ .  ~ g ¢  from Ig Io 84  [he  main 
guiding s ~ n p t ~  was oss~us (29%). ncurologir.al (24%). chest (t7%), a b d ~ i ~ l  (15%) A positive BS w ~  r©~hed for I~3 
p a b s t  s 480%) Of the~,  ab~t  a~ay ( 78 pts) ~ d  p~ysthal cxaminatmn (75 pts) lead to most of the diagnoses. Th© histology of 
~ t a s t ~  allowed diagno~s of Ibd PT in 3 [ pts Only the PSA showed a high sensitivity and specificity "n~e DS was able to 
achthve diagnosis of PT i .  143 pin (63%), and 8S p;s were filed as MLIO Th¢ PS r¢~hbd diagnosls f ~  PT in 23 pts (27%); 19 
by ~ l a s  of abdominal CT scan. and 4 through ~ g r a p h ~ s ;  of Ihese. ~ [ y  9 ( I i%) ( 4 ~ v ~ i ~ .  4 hre~Is and I lymphoma) 
were considered likely to be treated. I h e  ren~aining 62 prs u n d ~ e m  ~ ES, and on~y in I t  (18%) diagnosis w ~  made 
However, none of them w ~  consklerbd tot trealng~t Finally, diagnos~ was not found in 5] (22%) pts The Usual PT we~ tung 
(39%)~ MUD 422%/. prostate (7%). ~ d  hr¢~t  (6%) The ~ s t  frequent ngtaSlafic sites, excluding lymph nodes, were be,us 
(26%h CNS 416%). and hver (] 5%); the histokogi¢ types were a d e , ~ = c i ~ a  (54*/.) and ~differentlalod c&cthoma {22%) 
ConclusloK~ Lung c~¢e r  ~ d  MUG eomp¢ises 6] % of the MCP The BS can levi  ~o diagnoses in 2/3 of ~ s ,  being p h y s ~ l  
c x ~ i n a " o n  and ches~ x-ray nt ~eat  dlagnos,c usefulness The histology of metastases and PSA ~ e  of most thg~ost~c value A 
PS b~bd on abdoramal CT ~ ,  and rnamognapy females} is able to achieve diagnos~ for Ihe r ~ n i n g  tumors likely m be 
~r©ated 
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A STUDY OF PROGNOSTIC FACTORS (PF) FOR SURVIVAL IN 
CANCER OF UNKNOWN PRIMARY SITE (CUPS). 
Gonz'~lez Arenas MC; Santiago JA; An'snz JA; Lahoz C; Chaib C; Afonso R; 
Pombo L; Fernlndez I; P~ez Mange. H Gregorio Marafi6n. Madrid. 

INTRODUCTION: We present a retrospective sedes of 167 patients (p) 
who were diagnosed of CUPS in which we analyze PF for sucvtval(S). 
PATIEN'rs AND METHODS: Cases that had a suspected primary site or 
could be included in a specific clinical entity were not considered. Mean 
age was 63y (23-93). 56% were males and 36% had an ECOG (PS) > 2. 
Main symptoms at diagnosis were: malaise (5%), tumor mass (22%), 
neurologic symptoms (14%), bone pain (t0%), respiratory symptoms 
(11%), abdominai (23%), or more than one (15%). 33% were well- 
Oifferencletnd adenocarcinomas, 13% were squamous carcinomas and 
54% were undifferenciated. Sites of metastasis(LOCMET) were: 78% 
lymph nodes (1-3% mediastinal, 22% retrepedtoneal and 38% peripheral), 
6% cutaneous, 23% pleuropulmonary, 34% intrabdominal, 20% 
peritoneal caminomatosis, 16% brain and 23% bone. 54% had only one 
LOCMET. 29p (17%) were treated radically or with optimal cytoreduction. 
67p (40%) received chemotherapy (CT)(55p were given cisplatin and/or 
addamycin containing regimens and 12p had other regimens). 22p (13%) 
had CR, 1tp (7%) had PR and 56p (33%) had no changes or 
progressed(NC-PG). 78p (47%) received only symptomatic treatment. 
RESULTS: with a median follow up of 35 m, 135p (81%) had died of the 
lumor. Median S was 6 m (CI 95%, 4-8 m) and S at 1,2 and 3 years wasl 
33%, 13% and 7% respectively. A multivariate analyses was performed 
to detect PF for S including sex, age, PS, histologic subtype, treatment, 
response to treatment and LOCMET. Only PR (p<0,016) and CR 
(p<0,001) were statistically significant as PF for S. Comparing to p who 
had not been treatment, nsk of death for those who had achieved CR 
was 0.t3 (CI 95%: 0.06-0.3) and 034 ((31 95%: 0'14-0'82) for p with PR. 
Considering response to treatment, median S was 2m (no treatment), 6 
m (NC-PG), 19 m (RP) and 35 m (CR (13<0.001)). 
CONCLUSION: In our group, response to treatment was the only factor 
associated with a longer S. Other PF are needed in order to select p who 
could bonefit from treatment. 
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A PHASE I CLINICAL AND PHARMACOKINETIC (PK) STUDY OF 
PACLITAXEL (P) AND DOCETAXEL (D) IN PATIENTS (PTS) WITH SOLID 
TUMORS. M.A. Izquiordo, J.L. Pont6n, M. Gareia, M. Navarre, R. Mesia, F. 
Cardenal, M. Gil, J.R. Germ/t. Catalan Institute Ontology, Barcelona, Spain. 
Introduction. Although P and D are structurally similar they have significant 
differences with respect to biological and pharmacologic characteristics, clinical 
activity (including absence of complete cross-resistance) and toxicity (TX). We 
initiated a phase [ study of the combination of P and D to assess its feasibility. 
Material and methods. P and D were administered in 3 and 1 he, respectively, 
every 21 days. No G-CSF was given. All PTD had received chemotherapy for 
advanced disease. The drug sequence was alternated in consecutive PTS and in the 
first two cycles within each PT. PK analysis was done in the first two cycles 
studying both sequences of TRE. ). Results. To date 9 PTS have been included and 
received 46 cycles. At dose level I (P100 mg/m 2, DS0 mg/m 2) 1/6 had, DLT (gr. 4 
neutropenia [NEU] + fever) after cycle 1. At dose level H (P135 mg/m 2, D50 
mg/m2), 1/4 PTS had DLT (gr. 4 neutropenia [NEU] + fever) after cycle 1. Accrual 
continues at level If. Non-bematological toxicity gr.3/4 was not observed. In 4 PTS 
dose reduction was needed because of gr. 4 N E U +  fever. All cycles were 
administered at day 21. As best response we observed 1 CR, ] PR (nearly CR), 2 
minor responses, 3 SD, and 2 PD. The sequence of h'eatment had influence on the 
PK of D. The PK study will be presented. Conclusion. The combination of P and D 
is feasible. NEU+fever seems the DLT of this combination. Responses have been 
observed in this group oh pre-~'eated PTS. Accrual continues to define MTD and 
further clarify sequence-dependent PK interactions. 
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A P~SE I .~RY.~J OF.A C O ~ . T ~ _ O ~  O F ~  FIXED DOSE OF 
CARBOPLATIN PLUS PACLITAXEL AND ADRIAMYCIN IN FIRST 
LINE THERAPY FOR ADVANCED OVARIAN CAHCER AND 
SUBOPTIMAL SUPGICAL CYTOREDUCTION. 
Cervantes A, Poveda A, Gonz~lez, Massuni B, Bala~& 
C, Insa A, on behalf of the Spanish group for 
research in ovarian cancer (GEICO). 

To develop a tolerable treatment of carboplatin at 
a fixed dose (AUC=5) plus paclitaxel, given in 1 
hour, and adriamycln every 21 days, the GEICO 
group carried out a phase I trial. Inclusion 
criteria were: histologically confirmed ovarian 
cancer, PS<3 and normal liver, kidney, heart and 
marrow function. Patients after initial surgical 
debulking were included in 5 consecutive levels of 
dose: 

Dose : Paclitaxel Adriamycin Carboplatin 
Level O 135 mg/2 40 mg/2 AUC=5 
Level 1 135 mg/2 50 mg/2 AUC=5 
Level 2 150 mg/2 50 mg/z AUC=5 
Level 3 175 mg/2 50 mg/2 AUC=5 
Level 4 175 mg/2 60 mg/2 AUC=5 
From November-97 to September-98, 23 patients were 
accrued in 5 different institutions. Mean age was 
61 {41-73). Three patients were respectively 
included at dose levels 0, 1 and 2. At dose level 
3 8 cases were registered and 7 were accrued at 
dose level 4. Dose limiting toxicity was assessed 
after the first course of therapy and was febrile 
neutropenia at dose level 4. No other non 
hematological toxicity was detected as limiting. 
One patient at dose level 2 and 3 ~t dose level 4 
had neutropenic fever. Level 4 was considered Dose 
limiting toxicity and the dose level 3 was the 
recormnended dose for further phase II trials. 

$84 
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PROGNOSTIC FACTORS IN ADVANCED OVARIAN 
CANCER. A RETROSPECIWE ANALYSIS OF 135 
PATIENTS. 

A. Cervantes, Chlrivella I. Insa A., Sastm JM, Martinez de 
Duei~u= E, Garcla T, de Paz L, Lluch A, Gamfa-Conde J. Dept 
of Hematology and medi~l Oncology. University Hospital 
v. t~n (, s~a~). 
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TA, XOL AND CAI[~BOPL&TI~ IN I[rl]~T ~ OF 1 H E E A ~  IN 
OVARIAN CANCER WITH STAGE I l l  AND IV. 

A. Gome~ Boreal ~.;A. Ve[a,~eo z; .p. ~rrega ~; 13,.. Cronz~ez Been 4. ,,y. L6p~ t 
MM. Pro'oz. z.; M.~olaflos s. flA. Axranz Arija 4.; E. Del Bm'cot; A. Oaknin 2. ; 
L.Chiva 4. 

1 Hospital Cliaico Universitario (Salamanca) 2. Hospital Universitario de la 
Princcsa (Madrid). 3. Hospital San Pedro de Alc~tntara (Cb.eca'~). 4. Hospital 
Gregono Marafl6n (Madrid). 

To assess the validity of a prognostic index (GPI) of Van 
Houwelingen (JCO 1989) in our sedes of 135 patients 
advanced ovedan cancer (FIGO stage lib-IV) and to study 
prognostic factors able to predict tlme to first progression and 
overall survival, a multiple regre~ion analysis was performed.  
Factors studied were age, ~ g e ,  hi=totogy, grade, Peffemtam.~ 
staqus (PS), presence of a~itls, tumor s i ze  I ~ o m  r,u~ical 
debulking and residual tumor size Idler cytoreductive surgery. 
GPI was calculated Mtor van Houwelingen, taking into account 
Kamofsky PS, grade, FIGO stage, resklual tumor and ascitis. 
Patient= w e r e  diagnosed between March, 1962 ~o December, 
1996. Minimum follow-up was 22 monks. Patients were treated 
with combinalion chemotherapy, mo=t of them including 
cisplattn or carboptatin. ~ fottew-up wes 83 ~ .  In our 
sedes, GPI was a good I:~ldictor of =ur'~vel ~ < 0.00001) and 
of progreulon free =un,,ivel Co < 0.0001). Progression free 
survival was predicted in the univadate analysis by age 
(p=0.018), K a ~  (p=0.009), stage (p<O.00001)and residual 
tumor size (p = 0.0001). However, ase-,itis, grade, histology, 'and 
preoperative size had no effect on t~me to first progression. 
Survival was influenced by age (p = 0.0002), Kamofsky PS (p < 
0.00001), stage (p<0.0000'~) and" residual size afttr 
cytomduotion Co < 0.00001). These factors should be taken into 
account to sb~a~'y patients when included in randomized trials. 

Inlroductton: The areas of study are: determination of mspot~¢ rate to combia~on 
of Taxol and C=5oplatin in first line oft:routine'at of ovarian canc~er in stag~ I]I and 
IV, evaluation in second lepamtomy of response and delmm~tion the toxicity of this 
combination. 
Material and Mhetod: From January -1996 to July -1998, 77 patients were 
included, 60 were evaluables for response and all for toxicity. The tlv.,¢mmt : Taxol: 
175 mghn2 i.v.in 3 h.., day 1 and Carboplalin : AUC 7, day 1, was givcm every 21 
days. After 6 courses of treatment clinical response was valtmxl and a second 
laparotomy was done to patients who cnhmced clinical reslmnac. Me.am age was: 59,8 
ye~a's. Stage 1"1"I: 52 patients (67,5%), stage IV: 25 patients (32,4%), stages 11I C and 
IV:61 pationts(79,2%) 
Resulta~ The elimual response was valored by radiologl¢ method and normal Ca-125 
serum levels. The response rate was: CR: 23/60 (38,3%); PR: 28,'60 (46,6%); SD: 
8/60 ( 13,3%) and Progression 1/60 ( 1,6%). The RR was 51/60 (84,9.A). A second 
laparotonay was done in 47 paticmts with the following results: Pathologic complete 
response 18/47 (38,29*/,); Pathologic partial response and residual rainiraun disease 
: 18/47 O8,29.A). The number of patients without d~scase ~ second laparotomy 
(Pathologic CR patol6giea + CR postsurgery) was 36/47 (76,59.A). The toxicity was 
evaluated by courses in 398 courses administered with mesa of 5,16 courses (1-8). 
Hematologic toxicity :Neutrupema (G-3):I0 (2,5%); Anemia (G-3): 10 (2,5%); 
Thromboeytoponia (G-3):4 (1%) and one febrile neutrope~a. Non hematologic 
toxicity was: Nausea/VomRing (G-3): 5 (1,2%) and Neurotoxicity(G-3): 6 (1,5%). 
G-4 non hematologic toxicity wasn't observed. 
Couelusi6n: This regunen shows in this group of patients high rate of pathologic 
complete response with 78,3% of second lsparotomy (47/60) and mild hematological 
and non hematological toxicity wieh allows out'pa~e~l administration 
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In"t LABELED 872.3 IMMUNOSCINTIGRAPHY IN EPITELIAL OVARIAN 
CANCER. PROSPECTIVE STUDY. PRELIMINAR RESULTS. 
M. Gil t, J. Mora z, F.J.Perez z, J. Ponce 4, M.A.lzquierdo ~, A ZuritaL F. Losa ~ y 
J.R. Germ~L Servicio de Oncologla M~dica t y Unidad Investigaci6n Cllnica 3 
(ICO); Servicios de Medicina NucleaF y Ginecologta ~ (CSUB). Barcelona. 
Objective: To evaluate the feasibility of Radioimmunoseintigraphy (RIS) at: 1) 
initial diagnosis of ovarian carcinoma (OC); 2) detection of residual disease after 
chemotherapy (CT); relapse 
Materials and methods: 24 patients have been studied: 16 with high risk pelvic 
mass (group 1); 7 with suspicion of residual disease (group 2); and 1 with 
relapsed disease. One mg of B 72.3 labelled with 5mCi de In ~ e.w was inyected 
e.v. and thoracic-abdominal gammagraphic scanning was performed at 24, 48 
and 72 hours. Between 4 and 7 days later a laparotomic examination was 
performed. 
Results: The Laparotomic finding were: In group 1: 70C ,  2 borderline 
turnouts (BOR) and 7 benign tumours were found; in group 2:50C,  1 BOR y 
IRCp; and (9(: relapse. The feasibility of RIS to detected OC or BOR was 
evaluated and the results were compared with others diagnostic methods. 
Results Group I RIS ECO TAC DOPPLER CA 125 
% Sensitivity 100(9/9) 100(7/7) 100(8/8) 100(7/7) 89(8/9) 
% Specificity 43(3/7) 0 (0/7) 0 (0/3) 33(2/6) 40(2/5) 
% + Predict. Value 69(9/13) 50(7/14) 73(8/11) 64(7/11) 73(8/11) 
% - Predict. Value 100(3/3) 0 (0/0) 0 (0/0) 100(2/2) 67(2/3) 
%Accuracy 75(12/16) 50 (7/14) 73 (8/11) 70(9/13) 71(10/14) 
Results Group 2: RIS TAC CA125 I 
% Sensitivity 50 (3/6) 67 (2/3) 40 (2/5) I 
%Specificity 100(111) 50(I/2) 50(1/2) I 
% + Predictive Value I00(3/3) 67 (2/3) 67 (2/3) [ 
%- Predictive value 25 0/4) 50 (1/2) 25 (1/4) I 
% Accuracy 57 (4/7) 60 (3/5) 43 (3/7) ] 
Group 3: The case in this group had a RIS both: false negative and false 
positive. 
Not toxicity was found. 
Conclusions: The accuracy of Ira-B72 3 RIS was similar to other conventional 
diagnostic methods. In high risk pelvic mass a negative RIS showed benign 
turnout in 100% of cases. In residual disease, a R1S + predicts bulky cancer. 
These results should be confirmed in a larger study 
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S E C O N D - L I N E  C H E M O T I ~ R A P Y  O F  E P I T H E L I A L  
O V A R I A N  C A N C E R  ~ P A C L I T A X E L - - D O X O R U B I C I N -  
C Y C L O P H O S P H A M I D E .  

M. Martin-Richard, B. Mellado, M. C. Galan, N. Kegnart, M. 
Mufioz, J. Pah.isa*, J. Iglesias* y J. Estap& Servicios de Oncologia y 
Ginecologia*. IDIBAPS.  Hospital Clinic.  Barcelona. 
Background." Paclitaxel monotherapy produces objective responses 
in 20-40 % of  patients with ovarian cancer previously treated with a 
platinum-based regimen. The aim of  this study was  to examine the 
efficacy of  a combination regimen of  paclitaxel with two active 
agents in ovarian cancer. 
Patients and Methods: A prospective phase II study was designed. 
Inclusion c d t e r a  were histologically confirmed epithelial ovarian 
cancer diagnosis, measurable disease and previous treatment with 
platinum-based therapy. Patients received paclitaxel 175 mg/m 2 as a 
3-hour infusion, followed by doxorubicin 50 mg/m 2 and 
cyclophosphamide 500mg/m 2, every 21 days. G-CSF was given as a 
daily subcutaneous injection of  30' 106 UI /day ,  days 5 to 15. 
Results: Twenty-nine assessable patients were included: thirteen 
were platinum-sensitive patients (PSP) (considered as patients who 
had a disease free survival (DFS) > 6 months), and sixteen were 
platinum-resistant patients (PRP). One hundred and twenty-nine 
cycles were administered. Twelve (41%) out o f  29 patients 
responded ( 2 CR, 10 PR); nine (31%) demonstrated stable disease 
and 8 (28%) progressed. The overall response rate in PSP was 69% 
(9/13) versus 19% (3/16) in PRP (p<0,006). The median DFS was 
3,5 months  (5 months  in PSP and 3 months in PRP, p--0,004). The 
median overall survival was I I  months (19,3 in PSP and 9,3 in PRP, 
p=0,01). Toxicity was moderate ; eight episodes (6% of cycles) o f  
febrile neutropenia were observed. 

Conclusions: The combination regimen paclitaxel, doxorubicin and 
cyclophosphamide achieved a high rate o f  responses in platinum- 
sensitive patients. These results in PSP are superior to the observed 
with taxol in monotherapy. 
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Cervantes A, Garcia T, Martinez de Duefias E, Insa A, 
de Paz L, Lluch A, Esgrig V, Garcia-Conde J. 
Depar~nent of Hematology and Medical Oncology. 
Hospital Clinico University. Valencia. Spain. 

In order to determine the activity of liposomal 
doxorubicln in patients with recurrences of ovarian 
carcinowa after trea~ent with cisplatin we designed 
a phase iI trial. Elegibility criteria included 
~or~u~l hepatic, renal, cardiac and marrow fui3ction, 
WHO per~ort0ance status <3, his~ologically confirmed 
ovarian carcinoma, resistance or progression after 
cisplatln treatmen~ and ~easurable disease. Caelix at 
initial dose of 50 m g/m2 was given every 21 days. The 
starting dose was reduced to 4 0  mg/w~ after ~he 2nd 
cycle. 18 patients with median age of 60 years (32- 
76) received at least 2 cycles of trea~:aent. 
Characteristics of the patients= serose histology: 
14, vs other histology: 4; number of lesions <3 : 5, 
vs >3 lesions= 13; size of the larges~ lesion <5 cm: 
I0, vs >5 cm: 8; median number of previous 
treatments: 2 (2-5); presence of ascitis: 6, va no 
ascitis: 12. Median P~ was 2 (0-2). Median time from 
the last trse~nt was 2 months. 15 patients relapsed 
during cisplatin treatment and 2 patients did before 
6 months from the last treatment with cisplatin. Only 
one patient had characteristics of probable 
sensitivit~ to cisplatin. 74 cycles were adutlnistered 
with median number of 3 (2-10). There were only one 
partial response and 10 stable diseases. 7 patients 
progressed before 3rd cycle. The most co~only 
observed toxlcities were skin toxicity 1/2 12/1) and 
mucositis 1/2 (5/6). Two pa~ient~ had grade 3 
mucosi~is, and no other grade 3/4 toxicity was 
detected. Trea~ent with Caelix has good tolerance 
but low activity in this selected population of 
cisplatin refractory patients. 

1 8 8  

COMPARATIVE STUDY BETWEEN PERITONEAL SURFACE SEROUS PAPILAR 
CARCINOMA AND OVARIAN SEROUS PAP[LAR CARCINOMA STAGES I l l  AND IV. 

Barrios P, rosa F, Alberola M. Mas J, Fem~dez T.V, Peirtet C, Mata F, .lanariz ] 
Surgical and medical Oncolagy Units. Surgical Pathology Depmln'¢nt. Consorci Hospital 
Creu Roja. Hospitalet. Barcelona. 

Introduction: Recent studies regarding ovarian cancer Stages Ill and ]V have led to 
differentiate a new entity known ~ peritoneal surface serous papilar carcinoma (PSSPC) 
which would comprise up to 15% of the well known ovarian serous papilar carcinomas 
(OSPC). Controversy arises about whether those tumors an: actually ovarian tumors with 
peritoneal surface spread, or could bc a neoplastic proliferation of epithelial ceils from 
peritoneal surface. Initially, this new entity has been considered more aggressive and with 
poorer prognosis when compared to OSPC. However, comparative studies concerning staging 
and histologic grade managed by radical surgical procedures and postoperative systemic 
chemotherapy show controversial results. 
Aims: Incidence of PSSPC among ovarian epithelial carcinoma stages II1 and IV undergoing 
surgery in our Institution. Comparative analyses of overall survival (OS) concerning the 
OSPC of patients (pts) managed by the same approach (soprsradical surgery usiog 
peritonectomy procedures and postoperative chemotherapy). To validate radical 
cytoreduetive surgery as an optimal procedure for PSSPC. 
Material and methods: Retrospective study of histologie samples from patients who 
underwent surgery at the CHCR for ovarian neoplasms stages Ill and IV. Supra-radical 
procedures involving peritonectomy procedures were performed. Surgical morbidity and 
mortality assessment as well as chemotherapy related toxicities. To identify PSSPC cases in 
order to assess overall survival figures compared to the OSPC group. 
Results: From March 90 to Jan 98 a total of 47 pts diagnosed of stage Ill and 1V ovarian 
cancer underwent supra-radical surgery. Mean age was 66 years, range (41-89) About 26 pts 
were considered to have serous papilar carcinomas. Nine of these patients (35%) were 
PSSPC and the remaining 17 pts (65%) were OSPC. Surgery was considered to be optimal 
(residual disease nodules less than lcm) for 24 pts (92%). Cisplatin based adjuvant 
chemotherapy was delivered in 19 pts. Toxicity was mainly haematological (4pts) and GI 
tract (2 pts). After a mean follow-up of 2.8 years (0,4-6,6) median survival time reached 12 
months (PSSPC 14,2 me (4-34) and OSPC 9,5 me (5-25+)). According (o stage disease: 
Stage Ill 18 me (1-81 ), Stage IV 9,7 me (1-37). The 2-year OS was 20% (PSSPC 12,5; OSPC 
17,6%). Perioperative mortality reached a 19% rate (5 pts) Mortality rate was higher during 
the first six months. However, the advanced stage of disease 05  pls serge IV), age of some 
patients, and the "learning curve" of those complex surgical procedures must be taken into 
account. 
Cllllclussions: The present study tries to show that supra-radical surgery for stages Ill and IV 
OSPC using oncologic criteria is able to achieve higher survival rates than the standard 
surgical debulking approaches. According to our own experience PSSPC behaves as a 
different entity when compared to OSPC, and managed with supraradical surgery along with 
postoperative cisplatin-based chemotherapy has a better outcome than OSPC. Finally, PSSPC 
must be yet considered an entity not well-defined so far. Studies must be done addressing 
basic questions like histopatholocic differential diagnosis, optimal treatment approach and 
prognosis 
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PACLITAXEL-CARSOPLATIN AS FIRST LINE CHEMOTHERAPY IN ADVANCED OVARIAN 
CANCER. 
Cllrnpa C t, Gadas M*, Muatu I =, Frau A s, Llorente R 3, Lia0n J4, Rizo A 4. Carrato A s, R¢<ltiguez 
A =, Almenar D*. Galen A z. tHoap Gml Univ. De Valencia. =Hoap. Univ. Vitgen de tea Lirioe 
AlCoy (Al,'cante). SHcepital Prov Casteltb0. *Hosp Clln UnlV, Sen Juah (Alica0te) SHosp. Gral. 
De Elche. *Hoapital Doctor Peaet (Valencia). VHospitei de Sagunto. 

PURPOSE: TO evaluate response rate and toxicity of the a¢llema Paclitaxel 175 mg/m z and 
Carbo~etJn AUC 75  e~'lty 3 weeks in patients [pts) with advllnced ovllrian cancer 
METHODS: From December lag6 to Oetul~r 1908, 22 (pte) ~ inOuded (1 pts stage IIIB, 16 pts 
Stags IIIC, 5 ~ Stage IV) 15 OUt of 22 pte were evaluab~ for rasgonse igler 6 cyc~  of tmatrne~t 
and 22 for toxicity. The treitn,,ent IK~N~IulKI WaS: Pactitexel 175 mojrr12 iv 3h-infusion day 1 and 
Cll~ooplatin AUC 7.5 day 1. Coui'uas evey 21 ,;lays. Median age was ~ (36-73), ECOG PS 1 (16 pts) 
and 2 (7 pte). HtstolOg¢ aubtypea were serous adenoP.~u~tnoo~ (t7 p~), mL~noua (2 pts), 
endometrio~d (1 gt), o~lers (1 pt), D l f ~ t ~ t ~  glade: G1 (1 pt) G2 (5 pte). G3 (7 pte). unknown {9 
pte}. It was canted out in~ial rd.~rgetT: radical: 11 pts (<2¢m: 4 pte, >2 era: 7 pts) Explorato~ 8pts 
Measurable d~ea~tes in 5 pea ~O evakJable one in 10 pts 7 pts had measurable and evaluable 
dl=em~. 

RESULTS: The total number of cycles adrnimstereci were 121. It "was registered non-hen'~otog~.=l 
toxic~t$ (% p~" cydel: G3: n~.~Ml-vomit~ng: 0.8%, a!opeoa; 100"/=; G2 nausea-vomiting: 7 a%. 
dillffi'~Nl: 1.8%, etornat1~s: 18% pe~dner~l neuropathy: 6 6 %  arthm~gla-myalgia: 12.3%; G'I: 
peripheral neuro~lthy: 3~.1%. W~th rlgerde to hamatno~ogeal toxioK'y: anemi~ G3 5 2%, G2 27 3% 
GI: 30,5%, Le~¢openia 105%, G3 126%, G2 28,4%, GI: 24.2%. Neutropenia G4: 12,6°/;, G3 
22.1%, G2: 273%, GI: 94%, T~mmlx:¢'ytepanm: G4:2 1%, G3: 9.4%, G2: 94%, GI: 8.a% 1 case of 
febr~ neu~openla t~ad Oucuued arts in 2 cares were necas~o/b4ood ~llnsf~aion support In 4 pts 
were rteeaslllty ~ re¢luetlon and In 8 pat~mte were essencial ~ use Of G-CSF Afeer 6 cycles Of 
trwtment it ~ evaluated the response rate (RR) (by CT llnd lumo~r rna~ere) In 15 pts, w ~  7 CR 
I732%), 4 PR (26.6%), 4 SO (266%) Overall RR 11 (73.2%). t0 pts were undadaken to second Icok 
laglm~on~ with four ~llthc40gieal (18 8%). 

CONCLUSION: T t ~  tasuti~ ~.uggast that Taxol + Carbopla~n ¢omt~natk:)n is e ~  *n this group Of 
~..~. a~soc~at~ with r r ~ e  tox¢Ity thOUgh mar~egeabte. 
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R E T R O S P E C T I V E  T R I A L  IN O V A R I A N  C A R C I N O M A  S T A G E S  I l l . I V  
T R E A T E D  W I T H  P A C L I T A X E L  A N D  P L A T I N U M  A N A L O G U E S .  
A. He r r e ro ,  T. Paer tolas ,  V. Alouse, J .  M a r t i n ~ - T r u f e r o ,  J.  Mante l ,  M. 
Z o r r i h ,  hi. Areal,  A. Ant6n. Servicio de Oncologla ~ H u s p i t d  Miguel  
Servet .  Z a r a g o z a  

l ~ o n . -  Paclitaxel (P) has revealed as a very active drug in advanced 
ovarian carcinoma. Aim: to asses ¢ffica~, and toxicity profile o f  a schedule with 
P and a platinum analogue. 

Material and Methods.- 20 assesable patients (p) with ovarian carcinoma stages 
III-IV FIG(3, were treated between March 95 and September 97. Median age 59 
years (25-75 years). Peffomance Status (ECOG) < 2 in all cases. 15 p were 
classified as stage III and 5 p as stage IV. Histology: adcnocarcinoma papillary 
serous m 17 p, ¢ndomelxoid in 2 p y mixed in 1 p. Histologic grade: G1 3 p. G2 
5p y G3 9 p  Surgery was optima (residual disease < I cm) in 5 p and suboptime 
in 155. Treatment with cbentothcrapy (QT): CDDP 75 mg/m 2 + Paclitaxel 175 
m g / m  18 p y CBDCA 4 AUC Paclitaxel 175 mg/m 2 2 p. 

Results.- All p with stage II l  achieved clinical RC; in 6 p "second-look" was 
performed, with pathologic RC in 3 of  them and residual disease in the other 3p. 
From the 15 p clasified inicially as stage III, 73% slay alive with a median 
follow-up of  17 months, Median surwval for ~age  HI has not yet been reached. 
Patients with stage IV achieved g P  in 3p and SD in 2p. Toxicity G3-4 (OMS): 
Alopecia G3 100%p. Neurntoxicity G3 2p. Nausea/Vomiting G3 2p. Anemia G3 
4p. Ncutropenia G4 1 p. Ncutmpenic fever l p  

Conclusions.- Chemotherapy schedule with paclitaxcl and cisplatin or analogues 
is well ~lcra ted with a low incidence of  serious adverse events. We are not able 
to asses survival because of  the short follow-up and the low number of  patients 
included. 
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Second-line t r u t m e u t  with Topotecan in ovarian cancer 
S.Moralm, A. BtlJl, A. $=lu& Oncoiogy Service. Hospital Arnau de 
Vllanova of L~rida. 

TopOler, an (tpt) haa demora~rated im e~lcacy in relapsed organ cancer 
ch~moth~apy trea~mem .We have ~ the reml~s obtained from 11 p ~ l ~  with 
ovarian neoptum, whi~ prmmt~l a fi~iinre to the ¢bemmharapy treatment with cispl~n 
and/or tmml mcl wrre mined in e second line ¢l~ractlm'apy with topoZecaa 

The mean a~ of the ~oup was of ~0 years (49-72). 7 patiea~ had pre.~.nt~d early 
reinpmd (< 3 months), 2 ptmented relap~d of 3 to 6 montha lad anodm" 2 pr~,~nted 
late relapsed (> 6 months) 9 of tho~ psti~s r~',ived a previous tre~tnmat with t~xol 
md all or than ~ e ~ n m  with cispl~fia. Mor~ th~n one line of cbemo~h~  t~e~tc~ 
wu ~Iveo to 6 l~tt=m. With r~rd~ to ~ flr~ line u ~ m u ~  th~ ruponm obtLi~d 

3 c~n~l~ r~poas~ (CR), 3 pmi~l n~poas~s (PX) and S progression disarm 
0'0) 

Th~ topot~4m dora were of 1,5 w.8/m 2 x 5 day1 wi~ a total of 60 ¢yclcs administered 
(me~ of 5,4 r=~,e of 1-9). From this we ob~in~l 1 CP~ 6 FR, 2 estabilizations and 1 
PD. One of'the pstim~ts wm not evaloated due to to~dclty in th~ first cycle. With rupect 
to the toxl¢,i'o', it wu mlfi~y hca'natolob'y which caas~ the intermplion of ~he trutmaat 
in (me patie~.t, b ~ c , ~  due to anemia (JFade 2:$0% of the c~es and IFade 3:21% of 
the cycles) tad leuGopm/e (grade 2 3% lad Irede I:S%). 3 puimts were dissnosed Lu 
~ n  that needed admi~on in hospital, but ~ wece no toxic deaths. The ~'vivsl 
snalym is not yam for |pprliMl due to ~ short moni~' i~ jntm'v~ that we have; today 
9 ~,~_.~_,,~,~.$ I n  ~v~ (+l?, +4, +4, +l], +4, +7, +7, +4, +6) and 2 ~ e d  (|4,9) one of 
thin ~ brm metam~is. 

ThouBh OUT re~ l .  Ue q~te premium, we f l .~ .  large lev~ of activi~ with t o p o ~  
(54%) in s Foup of parients that received sn e.~ansive pre~o'~| tr~tm~t with roc1~'mm 
ovsz~m c~e.~. 
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H I G H - D O S E  I F O S F A M I D E  A N D  D O X O R R U B I C I N  ( H D I - D X )  IN  
A D V A N C E D  P R E V I O U S L Y  U N T R E A T E D  S O F T  TISSUE S A R C O M A  
(STS) PATIENTS.  A P H A S E  II STUDY O F  THE SPANISH G R O U P  
FOR R E S E A R C H  ON S A R C O M A S  (GELS). ,4 L~pez Pousa, JM Buesa, J 
Montalar, J Martin, J Maurel, J Garcla de/Muro, R de las PeBas, J Cruz, J 
Cassinello. l Sevilla, C Bala~d, A Casado, I Bayer, ,4 Paredes, J Caries, A 
Poveda. H. Sant Pau, Avda  Padre Claret 167. 08025 Barcelona. Spain. 
In t roduct ion:  Doxorrubicin (DX) and high-dose Ifosfamide (HDI) are two 
active drugs in the treatment o f  STS with a similar response rate. We are 
performing a phase II trial in first line with HDI-DX (scalating dose of  HD[), 
in order to evaluate the activity and toxicity of  this regime. 
Mater ia l  and Methods:  From Jul 97 to Oct 98 we have included 54 
previously untreated advanced STS pts in a trial with HDI-DX, with a dose o f  
DX 50 mg/m" and a continuous infusion of  HDI, starting at 12 g/re" and 
scalating dose to 13 and 14 g/m ~ (2 g/m-' in 2-hours d l ,  followed by 2 
g/m"/day d I to d5-6), in absence o f  any grade IV toxicity or neutropenic fever, 
per cy in each pt. Otherwise a dose reduction to 10 g/m-" has been allowed. 

GM-CSF (Leucomax®, Sobering-Plough) 5 p.g/Kg/d x 7 (d6-d13) was 
administered after each cy. Thirty-five pts are already evaluable: 16 M, 19 F; 
median age 55 (27-65) y. Performance status: WHO grade 0-13; 1-14; 2-8 pts. 
Histology: leiomiosarc 9, malignant fibrous h. 5, synovial 3, liposarc 3, 
fibrosarc 3, neurogenic 3, mixed mflllerian 2, others 7. Target tumor location: 
non-resectable primary or recurrence 18 (exclusively 10), lung 16, nodal 2, 
liver 2, soft tissue I, peritoneal I, bone I. Histologic grade: 1-6; 2-9; 3-17 pts. 
Results: We have already administered 87evaluable c~'cles Icy), median 2 
(range 1-5). Dose intensity o f  HDh 2.80 (I .%3.5) g/re-/week. Dose o f  HDI 
per cycle: 12 g/re" in 51 cy, 13 g/m ~ in 12 cy, 14 g/m ~ in 5 cy and 10 g/m -~ 
(reduction dose) in 19 cy. Haematologic toxicity (grade 3-4 CALBG - % cy): 
Hbne 17%; Leuc 13% G3, 37*/0 G4; Gran 9% G3, 41% G4; Plat 14% G3, 
12% G4. _NonrHaemalologic toxicity (grade 3-4 CALBG - %o cy): Nausea 
l~'Yo: Vom 14%: Slnmutitis 0%0 G3; Ilemattnria I%o Neurocorlical 5% G3, 
moderale somnolence 9%; Infection 18% G3, 5% G4; Asthenia 19% G3, 2% 
G4; Anorexia 15%; Cardiac 3,5% G3. Neutropenic fever: 13 pts in 20 cy 
(23%). There was one toxic death due to a septic shock after the first cy. 
Transfusions: RBC in 22% cy; PLT in 5% cy. 
Objective activity: 8 PR (29%), 7 SD (25%), 5 PD, 8 NE in 28 evaluable pts. 
Conclusions:  HDI-DX is an active regime in adult STS. Haematological 
toxicity limits the maximum dose of  HDI (12-10 g/m-" in 80% of  cy) and 
together wi(h cardiac and neurological toxicity may restrict its use. 
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Hlgk-tride j~lroeytem=* (HCA) of [be corpu~ eaU~um (CC): mrv|v=l and prol[llOltlc |KterL 

nicardo Yaya-Tur', Oavlcr CblnoP, Amaick Muajuur ~, Lilt Tlillmndkr 4 , Nadlm" Marlin', Nllehel 
Pobsom x y Jean-Yve= Del|ttre'. I. Respitll de la Sa|p~mltre. PIr~. 2. HmtpiIill de la Tlmolle. Mgrl¢lbl. 
3. Hospital Lo~ Ptsteuz. Celmar. 4. Fl¢=pitat Saint J.lte.. Naltey."UtlUttuo Vldudae de Omeo|n~| 

OBJECTIVE: To evatuate outcome of IIGA involvtu$ CC xt~d 1o idcntif~ pmgno~i¢ factors. 

IIAC'KC;ROUND: [t zs ~t~icar whcU~er aggre~.~tve "a eatmealr ofCC-HGA laay b~rt~l~l Io tome pgtienlL~ 

DF~;IGNTMIgTHODS: Fifi~-eighu patients ~th biopsy-proven CC-I[CA were ~'ettcd in fotn dit'terent, 
Fre*~ch hospita~ berwe~ 198%1997 AlL p=bcnt~ received a ¢oxtrse of~rebr~ tldlothc~py (RT) (60 Oy/t .8 
Gy tractions) and/or nhroso~rea-besed ehemntht'r~y Survival was c~cu~ated fi'om ~ date of hi~tol.~cal 
diagnos~s usang the method or Kapli~l lu~d Meier, U~ivarLetc and multivariate analyti$ were peffont~ed u~ing 
the Cox propo~onal h~Jwd$ model. 

R~SULTS: There were 27 men a~d 31 women Median age al diagnosis ve~ 59 ycar~ (33-72 years). Tx~x~" 
lU~tulub~ was gliobluton'~ (O~;M) h~ 23 paticnls, tnapltstic astrocyloma tA.A) ill 17 and ~maphtstic 
oligodcnckugliom,~ {AO) or oligo-astrocyloma (AOA) i~ IS. For Otc entire group [he medi~ survival (MS) 
was 33 week, FOr OBM MS '~a~ 31 wu~ka~, I~r ~ MS w'as 34 weeks ~d for AO/AOA MS was 153 ",,*x:ck= 

= 0.0~18) O~1 fllutlivariale ~maiys, i~, the only thdepe~del~ prognostic factors ~ ~'calmcnt ~'ith RT (p - 
0,00001 ), and Kat~n£~k~ p¢ffom~ance s~a~s (.KJ'%) aR~ s~g¢~y > 70 (p " 0.019). Histology (p" 0.US It tx~d 
age (0.059) were near the s¢~tis6~l ~igraficance Treatment with niuosourea was not ©un~dercd becax~c O~ty 
two patieaxts did not rec4~iv¢ c~cmother~py Other like K.P$ before su~gctT, lex, t~gcry ( ~ubtOtltl re~ecuon 
v$, biopsy), ~ localization (fyont~eaJlosum vs middle vs. sple~all) were riO( Si~fiCILILL vartld~lt;:L Median 
KPS bHbre and at the completion of ~eatmer~t was bg / 30 m GOM, 70 / 60 m AA and 60 / 60 in AO/AOA. 

CONCLUSIONS: As for other" m~hbmant gttom~x thlx stxldy cot~trt~ LI~I tre41:l~-n( with 11. EP$ Ifler 
smlte~ histology and age ire import~l pros~o=fic l~¢lurS in CC-HCG. Val~ rapid detuio/~llorl of the KPR 
irnmediatly ;trier or evet~ dttn.g Kl/cr suggest that ag~'e.~ive treatmenl of CC-CaM is not ~cl~. 
5lOb[ii~lion of KPS ~md ~e poxlhilJ W of loDe-term s.z-vLv~l ~uppoe the us.,: uf conventional treaul~ent 
(RT/CT) in patLen~ wldl anapta.~ic gtiom~ of the CC, particularly CC-AO;AOA. Sh~ce CC.GBM lind CC- 
AO/AftA c, flen h~.v¢ the $~.t.e L'ip¢Ct On CO~Outc'd tomography scan or MRI (bv.t~er~y glioma) a bix~psy is 
mandatory in orde: to adapt the ~-eatmcm ~o the hixhdO~/ 
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NON-HODGKIN'S LYMPHOMA (NHL) IN THE ELDERLY: AGE IS NOT ALWAYS A 
RISK FACTOR. 

A. Segura, J. Gdmez-Codina, A. Santaballa, A. Yuste, A. Oltra, M. Pastor, I. Maastu, J. 
Apaddo, B. Mur, trrtz, G. Reyr~s J. Montalar, C. Herranz 

of Medical Onoology. Hospital UnlvenCtad La FE. Va~nC~L SlUn. 
Avda. Campanar 21. 46009 VALENCIA 

INTRODUCTION: Age is usually ~ as a poor prognoetic fanto¢ for suNival in 
NHL, but it is not ~ which is the influence of age among patients with other weft 
recognized progno~ic factors (PF). 
OBJECTIVES: 1) To study the dink:al chKactedalics of NHL in pltients with more than 65 
years Old; 2) to analyse PF for stavNal In NHL adatng in ~ pallant=; 3) to i n v e ~  
the impact of age on survival within paeent subgroups ~B;,';',ed =:cording to the moet 
impoftimt PF:. 
METHODS: The Influence of hlstologic grade (accocdlng to the Woddng F ~ o n ,  but 
conlddedng Imrnunoblastic Lymphoma in the Intlmvmdlato Grade group), and 54 clinical 
and bi~oglcal we-ememnt pammton on came.4mec~ , - , ~  (CSS) ~ analymd by 
unNadate ( K a ~  model) and ~ (CoK modal) ItaSNIcal methods in a 
reb~ospective " d e s  of I~tlants trNtod at a s~ngie Im~itu(Ion flora 1977 to 1991. 
PATIENTS: in this pedod, 521 pJients with NHL were t ra /K i ,  but oNy 427 were 
evaluable (paUants without histological sumples for pJhologl~ rGwlJorn, usually 
diagnoeed in o(hef centent and referred to trea01nent, were eKduded). Among them, 95 
were > 65 yeara old. 
RESULTS: Median age: 72 yrs (range 66 to 84); male/female ratio: 43/52; 
Lov#1n~anedlate/ltgh grade: 38/47110; Stage (I-UBII-IV): 36/59; Pedomlimce stalus (PS) 
(0-I vs. >1): 39/56; B symptoms (yee/no): 47148; LDH (noalnal/~vated): 33/62; eerum 
albumin (low/normal): 20t75; tumor burdan -MD Anderson cdteria- 
(HigWIntanneelata/Low): 41/28/26. Median CSS was 52 ~ (120 for l o w . . ~ ,  54 for 
intanmdate-grade, am 11 m o n h  for ~ ) .  
In multivariate anllyals, PF for CSS in pollents older than 65 were: Hhltologi¢ grade, poor 
PS, B s~mptoms, Ngh LDH, and high tumor burden. 
Analysing the influence of age (_<65/>65) on CSS within each of the pe~mt subgroups 
(stratified o c c o ~  to theee major PF), the results were IoferNting: Them were no 
stgnir, cant differences betwean young and old paeants with hed ps, Stage i and IV 
d ivaN,  low sena~ albumin, and low or high tumor burden, The advorm prognostic value 
of age ~ only evk:lant In palents with good PS; stage II and Ill dLma~; natural sanJm 
albumin and intem~ldl~e tumor IotJrdon. 
CONCLUSION: 1) The clinical dmradedsacs and PF of eldedy ~ with NHL are 
similar to the younger populaWon; 2) Age is not e ~  an adverm PF: Patients with other 
veey goo(;I or rely bad PF have a similar survival, i n d e ~  of age. 

$ 8 8  
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HIGH DOSE CHEMOTHERAPY (HDC) W l l t t  STEM CELL 
TRANSPLANTATION (PBSCT) FOR LYMPHOMA. A SINGLE 
INSTITUTION EXPERIENCE. R Ca]al, MJVaro*, JI Mayordomo, L 
Palomera*, A Yubero, JA Moreno*, MD lsla, J Herraez, P Bueso, JL Mart{, 
L Murillo, A Sdenz, P Escudero, MD Garcia. M Gutierrez*, A.Tres. Divs of 
Medical Oncology & * Haematology. University Hospital. Zaragoza. Spain. 
Bsekground: HDC and PBSCT is a promising treatment for non-Hodgkin's 
lyraphoma fNHL) and Hodgkin's disease (liD). Methods: From Oct/95 to 
Feb/98, 27 consecutive pat{ants (pts) with NHL (22 pts) and liD (5 pts) 
maderwent HDC with PBSCTat our institution. There were 17 males and 10 
females. Median age was 46 years (range 22-63). Disease status: 16 pts ( 13 

NHL: 6 high grade and I low grade and HD: 2 pts) and 2 in second or further 
relapse ( 2 NHL ). Induction CHT for NHL was CHOP (+/- escalated dose) 
for  t'~e~v ~/~z~s~z ~ ,  asatz'~'c~ or~-3" t~"  ~ r  rdta, a~.'e'~.t t ~  rec&ve~ 
ABVD (first line)or MOPP for relapse. HDC regimen was BEAC or BEAM 
in 12 pts ( 12 NHL ) and dose-escalated CBV for 15 pts (10 NHL and 5 HI)). 
M~ian  number of CD36 ec~s ~x~u~e6 was 3.3 x ~D~ |L4  -g.$ ). R ~ X ~ :  
Engrafment was prompt and predictable with a median 10 days ( 9-25 ) to 
re~ch ANC>IG~Y/ ~ and I [ da~ (.g-34 ~, to rlfate/er ~ans~Os~bn fn~endencv,. 
All pts had neutroponic fever, mucositis and diarrhea (WHO grade 2-3).No 
grade 3-4 hepatic and renal toxic{ties were noted. One pt had Pn. Car{nil 
pneumonitis. Four patients died with progression at day +42, +62, +90, and 
+101 and one died of urinary sepsis at day +70. 20 pts achieved CR and 
remain disease-free with a median follow-up of 23 months (range 2-35). 2 pts 
are a~'~e w~L% r e ~ .  Aeroafi~ 3-yew fi~,~se bee ~azrv'~va5 ar~ ) o ~  5~rv'~v~ 

NHL is 92.3/92.3% for first line, and 31.7/55.5% for first or further relapse. 
For HD, actuarial 3-year DFS/TS it is 100/100%. Conclusion: HDC with 
PIBSCT is ~2-k[~ ~ctive m t~s se~t~ ofuafavorah[e ~ ~ tH l3~ts  
acceptable toxicity. Although results of further randomizod trials are neoded, 
early t-E)C with PBSCT for poor prognosis lymphoma is safe and 
encouraging. 
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LONG-TERM RESULTS AFTER MULTIMODAL THERAPY FOR 
LOCALIZED OSTEOSARCOMA. 
THE HOSPITAL UNIVERSlTARIO LA FE EXPERIENCE 

J. Apari¢io, A Segura, J. Montalar, S. Garcer& A. Oltra, A. Santaballa, 
M. Pastor, J. Gbmez-Codina, B. Munarriz. Oncologia Medica. 

INTRODUCTION: Since the introduction of combined modality 
treatment, the outlook of patients with non-metastatic osteosarcorna 
has significantly improved. A retrospectNe study was performed to 
assess the long-term results with this approach. 
PATIENTS AND METHOD: From 1985 through 1993, 35 patients with 
high-grade central osteosarcoma (stage II-B) were treated with 
neoadjuvant chemotherapy (4 courses of high-dose methotrexate), wide 
functional surgery, and adjuvant chemotherapy (cisplatin-doxorubicin / 
,,%3~r~r-atra~uO~L'~h" ? bl~h'-cy~b3~t.Wl~h~rni~r-¢ac~romy~ir, x S)" 
(modified T-10 A protocol). There were 19 males and 16 females; 
median patient age was 17 years (12-42). The primary site was located 
at the extremities in 83% cases ~femur 20, #bia 4, fibula 2, humerus 2, 
scapula 1) and was axial in 17% (3 pelvis, 1 spine, 1 rib, 1 maxilla). 
~7~¢td2/JT~. ~n, ~.r#te_ of. -% ~c~ f~,:L'~h,~ ~al~,.,w.hd~ rtTdaa~, ~..,~ ~i~/¢~¢~d, 
response rate to neoadjuvant methotrexate, 31 (88%) patients 
underwent limb-sparing surgery. After the planned therapy, 28 (80%) 
patients achieved a complete response. However, 11 of them (39%) 
relapsed thereafter (3 recurrences were salvaged with surgery). There 
were no late relapses (more than 3 years from diagnosis). Median 
% ~ - ~  ~ 5 ~ e ~  15-~,5>. ~sea~4~t~ ~ v-m~a~ s~r$>va~ are, 
res0ec~Vet~, 4~ and 64q~ at 6 year~, a~d 4~ a~d ~6 at ~G ~ea~. 
Primary tumor site (extremity vs axial, p=0.0125) and tumor size (<10 
cm vs >10 cm, p=0.0139) were significant prognostic factors. 
~..~'J,'W.~",L,'-SP.2N'~." "~rearht,~ dr p~i:redm wttn o.~eosar~Tta are ahve, 
disease-free after multimodality treatment, most of them with limb- 
sparing procedures. Although the prognosis of axial tumors is worse, 
they can be treated with extremity-directed protocols. Methotrexate 
scheduling should be individualized in order to optimize the percentage 
of chernotherapy-indueed necrosis. 

2©3 
VALIDITY AND APLICABILITY OF LYMPHOSCINTIGRAPHY AND A 
GAMMA PROBE IN IDENTIFICATION OF SENTINEL LYMPH NODE 1N 
MALIGNANT MELANOMA 
VfdM-Sieas% S.. Pons F.~ Piu~3chs, 3. J~ Cas~el, T.~ Pa/on, 3.~ Herran~ R, 
Hospital Clinic, ID1BAPS, University of Barcelona. Nuclear Medicine, 
Surger/ and Dermatology 2 Departments. 
lntrodactioa The sentinel lymph node (SN) is the first node in a regional 
lymphatic basin that r¢~,¢iv¢ drainage from primary tumonr. If SN is not 
involved by tumoural cells total ]ymphadenectomy of regional lymphatic basin 
can be avoided. The goal of this stydy was to assess SN detection technique and 
then, if it was successful, to porform it in a routinary everyday practice. 
Method Fifty patients with malignant melanoma (MM) were prospectively 
studied (32 with stage UII and 18 with stage III). The day before surgery a 
lymphos¢intigraphy with 74 MBq of 99~Tc-nanocolloid was porformed. Twenty 
minute dynamic flow images were obtained immediately after radiotracer 
injection followed by static images at 30 min and 2 hrs. The first lymph node 
identified was considered as SN and was marked on the skin. During surgical 
procedure a hand-held gamma probe and blue day were used in order to locate 
more accurately the SN. 
Relnlls SNs were successfully identified in 49/50 patients (98%). In 32 
patients with stage I/II 47 SNs were detected. Seven of the=n (16%) were 
positive for MM and 40 (84%) negative. A total amount of 225 regional lymph 
nodes was removed, all of them being negative for MM (no "skip metastasis"). 
In one patient of this group SN was not detected, being all the 6 regional lymph 
nodes harvested negative for MM. In 18 patients with stage 111, 24 SNs were 
Imcau~., ht~m~ h~ vo6ii~ve ~f~,rg~ ) anb % n~abve {£3"39~ ) 3~ "n~,~. ~ e ' ~ e 3  
and ten regional lymph nodes were excised in SN positive patients, being 55 
positive and 55 negative for MM. In SN negative patients 41 lymph nodes were 
harvested, all of them uegative for MM. 
Con¢lmims Surgical localization of SN is facilitated with lymphoscintigraphy 
and the use of the gamma probe, allowing to porform a biopsy and selection of 
patients for lymphedenoctomy. Afterwards, we have included this technique in 
everyday practice. To dare, 55 new par'rents have been cst'udied with this 
procedure. 
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PRELIMINARY DATA OF REGISTRY FROM SPANISH GROUP FOR RESEARCH ON 
SARCOMAS {GELS) 
J Martin; D. Agniar; A. L6pez-Pousa; I. Borer; J. M. Buesa; O. Gallego; I. Sevilla; J. RJfi; P. Eseudoro; 
I. Maestu; A. poveda; J Maurel; A. Rndrignez. 
Represe.t~rg GELS. 

We have analysed the lust 425 soft ttssue sarcoma (STS) patients registered m our dita ba.~ from 1994 to 
1998. T h e e  patients s t e m s  tlom 19/26 hospittl centers of GElS. 
OBJECTIVE: We present a descriptive analysis of diagnostic procedure dam and no cortsidcmtion has 
betm mltdo of treahnent and ~trviwd data. 
~ 7 ~ , ~ J . ~ :  Median age 54.5 y.o, (15-91); Sex Ivl/F: 199/226. STS were somatic in 325 pataents (75.3%) 
and were of visceral ongm m 105 (24.7%) The distribution by histology was similar to otha.~ pubhahad 
resi~tries. The predominant somatic S'IS were: Lipasarcoma (LPS): 85 (20%); Malignant 6brou.s 
histio¢ytorna (MFH): 53 (12:5%) and SFaovial sarcoma (SS): 29 (6.8%). 
The si~ distribution of sornahc STS were: Extremities 53.4%; Retroperitoneum 22.5% : Trunk 15 3%; 
Head and neck 6.5% and others 2.3% The most frequent histologic types according to stt¢ was: for 
extrcmibes MFH 24.8%, LPS 24.2% and LM$ 16.6 %; for retroperironeum LPS 35%, LMS 19%, and 
Neural sltr¢orrt~ (NS) 8.4 %; for head ~md neck Rhabdomyosarcoma (RMS) 20%, Endoth¢[ild sarcomas 
(ES) 20%, LPS 15% mad Fibrosarcoma 15%. At diagnostic time a 43.8% patients had a rumor greater 
than 10 cn~. The most frequent histology between these tumors was LPS (40%) , while 67% of RMS 
wer¢ greater than 10 cm 
There has been a close relatmn for some Mstologic types and grade: for RMS 100% of patients were 
grade 3; for LPS 50% were grade I and for NS 44% grade 3. For stages IV B: ES 35%, LMS 9%, and 
LPS 8 %  
Among visceral sarcomas the most frequent site distribution was: Uteras 44/105 (42%); GaslTolntest~nal 
34/105 (32°/=) and Lung S/105 [7%). For uterine sarcomas the predominant histology was mixed 
mllllerian tomors in 20/44 (45%} of patient~. 
DmgnoBes was made by excisional binpsy in 254/425 (59%), by inctsiona] biopsy ha 119/425 (2g%), by 
fme-nendle aspiration cytology in 32/425 (7%) and by tru-cut biopsy in 20/425 (5%). We realised m 
regard of this information that in the majority of patients the initial diagnosis of STS was not suspected. 
FOr an adequate therapeutic approach the percentagn of tru-cut biopsy should be grcator than the rest of 
procedures. 
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D I A G N O S I S  A N D  T R E A T M E N T  O F  RELAPSED S O F T  
TISSUE SARCOMAS (STS). 
Ptxttas J, Bu~t IM, ~ i a  I..lmo FL, Querejeta A;, Catms¢o J, Sala M, Fra J, 
l:Mlscio I, Esteban E, M~liz 1, Viei~ez IM and Lacave AJ. Medical Ontology 
and Radintherapy 1. Hospital C4mtral de Asttmias, Oviedo, Spain. 

The objective o f  this retrospective analysis was to evaluate the 
symptoms (sym) and the method o f  diagnosis (dg) o f  local (LF) or 
distal failure (DF) in pus with STS initially subnfitted to a curative 
at tanpt ,  and to determine the efficacy o f  salvage treatment (trt). 
Seventy-six out  o f f  152 clinical records randomly revised showed 
a faihae (25 LF, 41 D r ,  10 both) and the tumor was somatic (11, 
26, 3), gynecologic (6, 12, 3), retmperitoneal (7, 2, 0), visceral (0, 
1, 2) or  o f  other  origin (1, O, 2). Metastases were located in lungs 
(36), liver (6), abdomen (6), bone (7), subcutaneous (3), lymph- 

O),  mediast inum ( I )  or other  (4), Thirty-five pts had sym, 
and the relapse was detected in a programmed visit (48) or in a 
visit asked by the patient (28). LF sym (pts): neurologic ( l )  or 
visceral pain (6), dyspnea (1), a lump (6), henaoptysis (1); DF 
sym: anorexia (1), asthenia (!) ,  bone (5) or visceral pain (3), 
dystmea (4), a lump (1), cough (2), hemoptysis (1); LF dg: 
physical exam(16),  US (5), CT (9), M R  (!) ,  DF dg: physical 
exam (1), X-ray (36), US 2, CT 8, MR 2, bone scan 2. LF trt: 
surgery (S) 1 I, ~ 11, Rtx 1, S + Rtx ~: QTX 8, symptomatic 7; 
DF fit: S 4, S + Rtx l ,  S + Qtx 13, Qtx 31, symptomatic 10. Time 
to any f a l l u m b y  grade o f  maiig/mncT (G): GI 43, G2 12, G3 7 
rues. Median follow-up: 45 rues. (range 7-218), median survival 
flora LF 44 mos.  (20-73) and from DF 43 rues. (7-218). In the 
moment  o f  this analysis 14 pts (5 LF, 9 Dr)  ~ alive ~,ith NED. 
Follow- up o f  STS paticnus allows the dia~aosis o f  local or distal 
failure in an asymptomatic phase in up to a 54% o f  the cases, and 
salvage therapy may rescue a 18°/o o f  patients. Grade o f  
ma l ignan t '  influences time to the local and distal failure. 
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RITUXIMAB IN THE TREATMENT OF PATIENTS WITH 
RELAPSED LOW-GRADE OR FOLLICULAR NON-HODGKIN'S 
LYMPHOMA. 
, ~ ,  2Bernabe R, Martin MV, 3Porta J, 4AImagro M, 
"Moreno-Nogueira JA, Gil JL. 
Hematology and Oncology Departments. HU Puerta del Mar, 
C~idiz,. HU Virgen del Rocio', Sevilla. Hospital Nuestra Sefiora de 
la Candalaria ~, Tenerife. HU Virgen de las Nieves, Granada 4. 
SPAIN. 

The monoclonal antibody, Rituximab (Mabthera ®) is capable of 
binding to Ihe CD20 antigen of B-cell surface, inducing apoptosis, 
antibody and complement dependant cell mediated toxicity and 
sensitisetion to chemotherapy of resistant/refractory lymphoma 
ceils. 
PATI~N'F~ AND METHODS: Seven patients with mean age of 41 
years (between 35 and 58) diagnosed of low-grade lymphoma or 
follicular lymphoma refractory to previous treatment including 
radiation therapy, chemotherapy (CHOP, MINE, ESHAP, NOSTE, 
DHAP, Fludarabine) or interferon, or relapsed after stem cell 
transplantation~ were included in this study. Treatment consists of 
four 375 rag/m" weekly doses. 
RESULTS: Clinical responses were observed in 3 patients (43%) 
(2 CR; 1 PR); 2 patients had stable disease (SD) and 2 were 
judged to have progressive disease (PD). The adverse effects 
were mild to moderate and reversible. 
CONCLUSlON~: According to the results in this short series, 
Rituximab has proven a reasonably safe drug, and the response 
rate is similar to other reports. Nevertheless, its use in first-line 
therapy, its inclusion in combination chemotherapy regimes, and 
its effectiveness in the management of high-grade and aggressive 
lymphomas are questions to be answered after more ample series 
have been evaluated. 
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PRIMARY SARCOMAS OF THE HEART AND MUTATIONAL 
STATUS OF K-RAS AND TP53 GENES. 
Garcia JM, Gonzalez R, Silva JM, Dominguez G, Sanchez-Vegazo I l, 
Gamallo C 2, Provencio M, Espafia P, Bonilla F. 
Departments of Medical Oncology and tPathology, Clinica Puerta de 2 
Hierro and Department of Pathology, Hospital La Paz. Madrid, Spain. 

Aim: Primary heart sarcomas, the most prevalent of all cardiac 
malignancies, are very rare lesions. No satisfactory treatment strategies are 
available until the present time, and the survival of patients is short. There 
are very few studies concerning genetic alterations in these tumors. 
Materials and Methods: We investigated the mutational status of TP53 
and K-ras genes in primary cardiac sarcomas and analyzed the 
clinicopatbologic features of the lesions. Five patients, 3 with 
angiosarcomas and 2 with rhabdomyosarcomas were tested for mutations at 
exons 5, 6, 7, and 8 of the TP53 gcne and at exert 1 of K-ras. The 
mutational study was performed by PCR-SSCP method and direct 
sequencing in tumor DNA extracted from paraffin embedded tissue.Two 
cases of cardiac rhabdomyoma were also examined. 
Results: Direct sequence analysis failed to detect point mutations in the 
TP53 genc in any of the 5 cases', however, at cxon 1 of K-ras gene, 3 
patients (60%) presented the same mutation at the first base of codon 13 (G 
to A transition) consisting of an amino acid substitution (Gly-13 to Ser). No 
changes were observed in the two rhabdomyomas. There were no 
significant differences in the clinicopathologic features displayed in the 
cases presenting the mutation except age under 50 years and sex: all three 
were men. 
Conclusions: This surprisingly high rate of K-ras mutations in primary 
heart sarcomas suggests that there may be a specific patbogenetic 
mechanism involving ras activation in these cardiac tumors. 
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ADJUVANT THERAPY FOR HIGH-RISK MELANOMA. A 
SINGLE INSTITUTION EXPERIENCE. 
Yubero A., Mayordomo J.I., Cajal R., Bueso P., Herrftez J., Murillo L., 
Mufti J., Isla M.D., Escudero P., Sierg A, Garcia M.D., Tres A. Division 
of Medical Ontology. Hospital Clinico Universitario. Zaragoza. SPAIN. 
BACKGROUND: The increasing incidence of melanomas, its high 
aggressivity and the importance of early diagnosis are the reasons for the 
increasing dedication of oncoingists to some of this tumor. Ongoing studies 
are ~sting the value of adjuvant therapy with alpha-interferon (IFN). The 
most important randomised trial (by Kirwood, ECOG) found a significant 
survival benefit in the IFN arm. The experience of our institution is 
presented. METHODS: From 01/97 to 08/98, 16 patientsOts) with high- 
risk melanoma were treated with IFN following surgical resection. Eight 
patients with T4NOM0 received high-intermediate dose (HID) (10 MUsc, 
5 days per week for 4 weeks followed by 10 MUsc 3 times per week for 48 
weeks), and 8 pts with resected nodal metastases (NI-2) received high dose 
(HI)) (20MU/m2 sc 5 days per week followed by 10 MUsc, 3 times per 
week for 48 weeks). Patients were followed weekly (induction phase) and 
later monthly (maintenance phase) with physical, serum biochemistry and 
full blood counts. RESULTS: In 8 patients receiving HD, predominant 
toxicity during induction phase was O 2-3 liver toxicity, that required IFN 
interruption in 75% of cases for a median of 14 days. Other toxieities 
included asthenia, myalgia, G 1-2 leukopenia and G 2 thrombopenia. 
Treatment was ceased during maintenance phase in 50% of patients due to 
relapse. In 8 pts receiving HID of IFN, the predominant toxicity during the 
induction phase was asthenia, flint required interruption of IFN in 25% of 
cases. With median following of 15 months, 6 pts have died with disease, 2 
are alive with disease and 8 are disease-flee. Median time to progression is 
12 months and median survival is 14 months. CONCLUSIONS: HD and 
HID IFN are well tolerated, and toxicities are easily manageable, but in 
high-risk melanoma patients, tumour progression remains the most frequent 
reason for treatment cessation. 
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RETROSPECTIVE ANALYSIS OF OUTCOME OF IOYOSI SARCOMA 
(]KS) HIV-PATIENTS ACCORDING TO ANTI-HIV THERAPY GIVEN. 
Zorrilla M, Agal ~ Martlnez Trufero J, Herw.m A, Pu~rtolns T Ceb~os C, 
Arazo P(*), AlonsO V, Antbn A. Servicio de Oncologia b~diea e Infeccioms(*), 
HoSl~l Migt~! Se~et Zatagoza. 
Proteas¢ inhibitors (PI) have improved outcome and survival of Hie-patients. 
This analysis was made to assess wh~her any dilference between HIV SK- 
patients existed according to antiviral (AV) therapy (with or without PI). 
Patients and methods.- HIV- SK patients trmted between 1988 - 1997 were 
analysed (AV from 1988 to 1994, AV+P1 from 1995 to 1997). Patients 
characteristics, therapy given aad oatcome are aaalysect 
Results.- Characteristics: AV(12p): male 12p; median age 34 (26-67) years; 
HIV-stage: Cl 6p, C2 lp, C3 5p; time since HIV diagnostic: median 17m (2- 
60); previous opportunistic infections: median 1,5 (0-3); initial CD4: median 
140 (10-334); AV drugs: median 1 (0-3) (AZT 10p, DDI 5p, DDC2p). KS was 
the first diagnosis in 2p; sites: sldn 1 lp, mucnses 8p, visceral 4p, nodal 2p 
(median 2). AV+PI (6p): male 6p; median age 35,5 (27.58) years; HIV-stage: 
C1 Ip, C2 lp, C3 4p; time since HIV diasnusis: median 0 months (0-36), 
previous opportoni~c infections: median 0,5 (0-1); initial CD4: median 168,5 
(77-487); AV+PI drugs: median 2 (1-4) (saldnavir 4p, indinavir 5p). KS was 
the first diagnosis in 6p; sites: skin 6p, mucoses 4p, visceral 2p, nodal Op 
(median 2). 
KS therapy: AV: no treatment 3p, ct-interfea~n 0FN) 6p, charon ( V I ~ )  3p. 
~ n ~ :  IFN EE lp, PD 5p; Chem PR ip, SD lp, PD lp (OR 8,3%). 4p 
received 2rid line Charon (VPpo 2p, doxo lp, VPiv lp). AV+PI: no treatment 
0p, ct-interferon-lp, Charon (VP pc) 5p. Responses: IFN SD lp; VPpo CR lp, 
PR 3p, SD lp (OR 66,6%). 2p received 2nd line (VPpo lp, liposomal doxo lp). 
Survival: AV: exitus l ip  (lp lost-follow-up in PD): median 4 weeks (2-84). 
AV+PI: exitus Op: reedS'an not reached after 82 weee~ (48-188). 
Conclusions.- PI therapy of HIV patients improved outcome of KS patients. In 
our series palients receiving PI showed a better p e r f o ~  status, a shorter 
dlne since previous HIV diagnosis and less opportunistic infections. Response 
m~ aad sundval are much higher in the patients receiving AV+PI. 
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MERKEL CELL CARCINOMA (MCC): DESCRIFr lON OF TWO 
CASES WITH AXILLARY INVOLVEMENT AND UNIFORM 
TREATMENT.  J. Bux6, J. ~ de Olaguer, C. Bala~. M. Fermlndez- 
Layos, M. Bardajl, F. RoseS, J. Badad, F. Sant, and J.M Marcos. Hospital 
General de Mamesa. La Culla s/n, 08240 ~ Barcelona, Spain 

MCC, formerly called cutaneons ~ carcinoma, was first described by 
Toker in 1972. Average age, 75 years. Very aggressive clinical evolution, 
with local relal~ (26%-44% of cases), regional ganglionary involvement (up 
to 75%), and distant metastases (33%). The 5-year survival is 30%-64% Its 
high sensitivity to r a d i o ~  has led to its s y s t e ~ y  use in the initial 
treaurmnt of the disease, after surgery. As a acta'tmmtocrin¢ turnout, the 
resl~nS¢ rate to daernothcrapy based on Cit@latin (CDDP) and Etoposide 
(VPI6) is also considerable, to the e~ent that several authors r~onm~nd its 
systematic use, in conjunction with radiothea'a~, with or without surgery, in 
those cases with hicoregional ganglionaty involvetnent. 
We present two pntients with axillmy metastases, _tre~___,~_ uniformly with the 
sequence of chemotlmapy, s u r g e ,  and radimlmapy. 
Case 1: Female aged 40. MCC at right SCalmlar level, extilpatad on 02.02.96. 
Negative extension stady: thoracic X-ray and C"T, alxlomiml ultrasound, and 
bone scan. She received local radiotherapy at a dose of 50 Gy. Disea~-free 
interval 7 momhs, with fight axillary ~ appmred in stptemher 1996. 
Another screoning study, negative for distant nmumar~. The lmient was 
treated scqu~tiaily with six cic1¢$ of CDDP and VPI6 clmmothempy, from 
catcher 1996 to february 1997, axillary lymplh node resection on 04,11.97, 
and axilisot radiotherapy, 50 Gy in 200 cGy fract/ons from may 26 th to june 
27 ~ 1997. At present there is no evidence of disease, after 24 months from 
the axillary resection. 
C_~,, 2: Male aged 75. MCC at middle dorsolumbar level, extirpated on 
06.10.97. Exte~sinn study for metastases nogativ~. He received local 
radiotherapy, 45 Gy. Dise~e.free interval 6 months, with bilateral axillary 
metastases appeared in de~mher 1997. ADother screening study, nesaSve for 
d i m  metastases. The patient was treated s~Inenfi~flly with six cicles of 
CDDP and VPI6 chemotherapy, from december 1997 to may 1998, bilateral 
axillary lymph node resection on 06.01.98, and bilateral axillm'y radiotherapy 
50 Cry in 200 cGy fractions from june 12" to july 27 a 1998 At pmsont there 
is no evidence of disease, after 10 months from the ~ resection. 
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PHASE 1]1 STUDY OF DOXORUBICIN LIPOSOMIAL (CAELIX@) FOR THE 

TREATMENT OF ADVANCED SOFT TISSUE SARCOMA (STS) OF ADULTS PRF~ 
TREATED WITH ONE LINE OF CHEMOTHERAPY. 
KPoveda* A.Lopez-Pousa, J Martin, JM. Bnesa, D. Men~udez Gmpo Esp~ol de Invesfigaci6n 

en Sarcomu (GELS) 
* Servicio de Oacologia M6dica Fundaci6n I.V.O. 46009 Valancia 
Introduction. Doroxubicin is considered, together with ifosfamide and dacarhezm (DTIC), the 
most active dru S for the lreatment of SPB In different studi~ of phase I and I1, the liposon'~ 
option has been proven to have n better tolea'ance level than the conventional rteatment even 

when the doses were, hisher , in proportion Its at~vity in diverse turnouts has been 
demonstrated, in ~pit¢ the lack of expedenee whh this drug for the treatment Of STS. 
Malaria/and methods. The main objective of this study is to d~e~mJac the therapeutic activity 
in second ltne treatment in pattents with advanca~ STS in adults, with a 35 ms/m2 dose each 3 
weeks A compulsory questionnaire has been included QLQ..C30 of the EORTC (quality of life 
assessment), as well at. a revision of the histopatholosic diagnosis. Among the usual exclusion 
criteria, we have also considered: more than one previous chemotherapy line, more than a 

previous dose of 300mE/m2 doxoruhicia, FEV <50%, catrdiotherapy > type I]" of the NYHA 

rankin S 
Result& Starting June 1998 until the writing of this stud'/, 13 middle-aged patients have been 
included 47 year-old (28-74) Histology: leiomiosercoma 6. nem'ogezfi¢ 2, sinovisi 2, nudignant 
fibrohistiocitoma 2, and not classifiable 1. Previous trelm~uts: doxortthicin 10. ifosfamide 3 
Loealised metastases = lung: only 2, multiple 5, with more findings 2: liver: only 2, with more 
findinss 2. nodes 2, local relapse 1+ metastasis; intrabdomiaal: l 
They are assessable for toxicity in 27 cycles. Toxicity (n* cycle#grade) Non-hematolosie 

toxicity: rmasea 3(31; eonstrpation 2G1, stomatitis 6GI, 1G2; asthenia 8GI; anorexia IGI; 

headache 2G1, nuta/leous 2GI, 2G2; alopocia 102; pruritus IG2; fever 3G1; hand-foot 

syndrome: 7G1 
Concluslom. Toxicity has been acceptable umil now, without the need of modify in any 
trcatmem The definite toxicity da(a and assessment results remain to be presented 
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NON.HODGKIN'S LYMPHOMA (NHL) OF MUCOSA- 
ASSOCIATED TISSUE (MALT) IN THE PAROTID GLAND 0PG): 
REPORT OF THREE CASES. 
P.Borrega*, M.Bolaflos*, A.Rodriguez*, A.Moreno**, JJ.Reina*, 
LFerrando***, ILBemab6**, J.LL6pez**, L.Igiesias *e, J.AMoreno 
Nogueira**. 
* Unidad de Oneologla Mddica del 1-1. San Pedro de Alcdntara Cdceres 
** Servicio de Oncologta Mddiea del H. U. Virgen del Rocio. Sevilla 
*e* Unidad de Anatomla Patol6gica del H San Pedro de Alcdntara. 
Cdceres. 
PURPOSE: NHL in the salivary glands account for 5% of the extranodal 
NHL, involving mainly the PG (80%). In more than 60%, of the patients 
they belong to the low-grade MALT type. We present the clinical course, 
pathology, treatment and outcome in three cases. 
PATIENTS AND METHODS: We show 2 male and 1 female patients 
(P), of 43, 62 and 64 years of age. All of them presented with a non-tender, 
low-growing, parotid mass. Only I P suffered from Sjogren's syndrome 
(SS). The pathologic study revealed low-grade MALT NHL in the 3 P. In 2 
P no other affected locations were found after physical exam, complete 
serum chemistry profile, chest X-rays, toraeo-abdorninal CT scan and bone 
marrow biopsy. In the remaining P, parotid, node, stomach, lung and bone 
marrow NHL involvement were confirmed by biopsy. 
RESULTS: Parotid superficial lohectorny was initially performed in 2 P, 
followed by 6 cycles of  CHOP chemotherapy (C) in I P, and 3 cycles of 
CVP-type C and concomitant radiation therapy (RT) in the other. Both 
achieved a complete response, lasting 17 and 6 months respectively. The P 
with extensive involve~nant received parofid RT and needed 3 different 
salvage C regimens after sucesive relapses, finally suffering a histologic 
transformation into a large cell lymphoma. 
CONCLUSIONS: Malignant lymphomas of the parotid gland are 
uncommon and often not suspected clinically. As previously described, not 
all three of our eases presented with an associated SS (which happens in 
20% of historical series). The outcome in early stages is frequently 
favorable when treated locally. The indolent course, even with malignant 
histologic transformati6n, poses a challenge regarding the choice of the 
best treatment regimen. 
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PRIMARY CEREBRAL NHL IN IMMUNOCOMPETENT PATIENT: 
COMBINED TREATMENT 
MB Gonzfilez, JA Ortega,, J Valdivia. JR Delgado, J Bel6n 
Virgen de las Nieves UI--I. Avda Fuerzas Armadas, 4. 18004-Oranada 
Introduction." Prinfr(we L3,mphoma of the CNS appears with highest 
fi-eqaen~' among AIDS and immunocompromised patients, kauong 
imraunocompetem patients the incidence is increasing and although the 
prognosis is better it is still poor, with a mean surwval (SV) of 1.5 - 3.3 
months for untrealed eases and a 3-year SV below g%. tt represents 1-2% of 
ex'tranodal non-Hodgkin's L.vmphoma (Nq-IL) and generally presents in 
males in highl) malignant histologic forms. Its treatment has changed, m 
recent decades in an attempt to increase the global SV of affected patients. 
Material and Methods: We present the case of a 63-ycar.-old male wilh one 
week history of cephalalgia, asthenia and bradypsychia. The CT and MR/ 
showed a right frontal expansive process suggestive of memng~oma. This 
rumor was resecled and the pathologic diagnosis was diffuse large cell B 
lywaphoma. A wide-ranging stud3. 0horacic-abdormnal CT. bone-marro,a 
biopsy. LDH. B2 microglobuliu. RCL cylohigs. HIV serolog) and 
immunologic study.) ruled out prirmtive lymphoma involvement at another 
level, thus the final diagnosis was primary NTIL of the CNS in an 
immunocompetent patient. The trealmerrl protocol was: ProMACE 
chemotherapy (CHT) with 1.5g/m2 Melholrexate x 3 cycles, intrafllecal 
CHT with MTX. Ara-.c and Predmsone x 5 weekly doses and holocraniaI RT 
with 40 Gy and bed tumor boost with 50 G v 
Results: The patient is alive and disease-free. Global survival is 16 months 
aud we are continuing the follo~-up 
Conclusions This case is a t)'pical example of the entity that we treat, in 
~xhich we imtially performed surgery because it was confused xdth a 
meningioma Despite lhe patienl lacing over 60 )'cars old 'are believe his SV 
to be oplimal, attributable to the combine.xl trcannent received h has long 
been difticult Io define the treatment of primilive NHL of lhe CNS. s~nce 
studied series were small and helerogeneous. Treatment was previously 
based on RT and conicoids, and even on surgeD" as sole modaliD Hmvc'vcr. 
recent reports have idenlified variables wilh positive impact on SV such as: 
age < 60 ),ears, systermc CHT treatment including high doses of 
Methotrexate. intrathecal CHT and holocranial RT al doses oxer 40G3 (nl 
this therapeulic sequence). 
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S U S T A I N E D  R E M I S S I O N  O F  T C E L L  
ANGIOCENTRIC LYMPHOMA (MIDLINE LETHAL 
GRANULOMA) WITH HIGH-DOSE CHEMOTHERAPY 
AND STEM CELl ,  RESCUE. 
J Herrfiez, D lsla, Jl Mayordomo, J Hemiez, R Cajal. A Yubero, P 
Bueso, JL Martf. L Murillo, P Escudero. A Sfienz, MD Garcia. A 
Tres. Division of Medical Ontology. Hospital Clfnico Universitario. 
Zaragoza, Spain. 
T cell angiocentric lymphoma (lethal midline gramtloma) is a high- 
grade lsmphoma associated to dire prognosis and terrible local 
morbidity I facial disfiguration). The outcome of patients treated with 
radiotherapy alone or chemotherapy followed by radiotherapy is not 
satisfactory. We report the case of a patient treated with multimodal 
therapy including high-dose chemotherapy with stem cell rescue. 

A 59-year old male presented with nose bleeding. A C T  scan 
disclosed a large mediofacial mass with deslruction of the middle 
right turbinate. Biopsy showed Y cell angiocentric lymphoma. The 
patient was treated with chemotherapy (2 courses of dose-escalated 
CHOP alternating with 2 courses of high.dose Ara-C plus 
methotrexate) with partial response, hnmediately, he recei,,ed high.- 
dose c h e m o t h e r a p y  (dose  e sca l a t ed  CBV,  including 
cyclophosphamide7,2 g/m2: BCNU 600 rag/m2 and VP16 2,,1 
g/rn21 with autologous peripheral blood stem cell rescue. The patient 
entered complete response and was then treated with local 
radiotherapy. He remains disease-free 37 months after diagnosis 
and 33 months after high-dose chemotherapy. 

High-dose chemotherapy with stem cell rescue is a promising 
treatment modality for patients with relapsed high-grade lymphoma. 
] h e  role of this aggressive therapy as first-line therapy for high-risk 
patients is the subject of ongoing trials. However, in patients with 
very poor prognosis such as those with angiocentric lymphema 
failing to enter complete remission with conventional chemotherapy. 
administration of high-dose chemotherapy before consolidation 
radiotherap) is worth considering. 
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M E T A S T A S I C  M E R K E L ' S  C E L L  C A R C I N O M A  
J. HERRAEZ;  J. I. M A Y O R D O M O ;  R. CAJAL; A. 
YUBERO;  P. BUESO;  L. MURILLO;  J.L. MARTI;  M.D. 
ISLA; A. SAENZ;  P. ESCUDERO;  M.D GARCIA;  A. 

TRES. 
DIVISION OF MED I CA L  ONCOLOGY.  Hospital Clinico 
Universitario. Zaragoza.  Spain. 

Merke l ' s  carcinoma is an aggresive skin tumor. Al though 
i t 's  not  strictly a small cell carcinoma it behaves similarly, 
with frequent relapses and poor  prognosis (worse for males). 

We  present  the case of  a 46-year old man who presented 
with severe weight  loss (18%) in the previous year, a 4.5 c m  
skin tumor in the axilla and a 1.5 c m  cervical node. The skin 
tumor  and nodal metastasis proved to be Merkel ' s  cell 
carcinoma. On CT Scan, widespread metastases were found 
in both  suprarrenal glands, measuring 8x5 and 7x5 c m ;  in the 
right kidney with ipsilateral hiliar nodes and several 
metastases in the left kidney; left paraaortic nodes; a 3 - cm 

metastasis in the body o f  the pancreas; and several 
micronodular  lung metastases. 

The patient was  treated with cisplatin (100 mg/m 2 iv. on 
day 1) and VP-16 (100 r a g . / m  z on days 1 to 3) q. 21 days. 
The patient is currently in partial response. 

The unfavorable natural history of  Merke l ' s  cell carcinoma 

and available t reatment  options will be discussed. 
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ISOLATED SKIN METASTASIS OF MAMARY 
ANGIOSARCOMA 
L. Murillo*; J.I. Mayordomo; A. Yubero; R Cajal; P. Bueso;J. 
Herraez; J.L Marti; D. Isla; P. Escudero; A. Saenz; M.D. Garcia- 
Prats; A. Tres. Division of Medical Oncology .Hospital Clinico 
Univcrsitario. Zaragoza. Spain. 

BACKGROUND: Mamary angiosarcoma an infrequent tumour (less 
than 200 cases reported) is probably the most aggressive breast 
tumour, whit 5 year survival < 10% for grade 3 o tumour, and sites of 
metastases which are different from both peculiar breast carcinoma 
and soft - tissue sarcomas. A case of angiosarcoma of the breast whit 
cutaneous relapse is presented. 
CASE REPORT: A 34-year old woman was diagnosed whit grade 3 ° 

angiosarcoma of the right breast in december/96. She was treated 
whit: modified radical mastectomy, 'axillary lymphadenectomy and 
immediate breast reconstruction; followed by 5 courses of adjuvant 
chemotherapy whit Adriamycin, and radiation therapy to the breast. 
Disease -frec for 1 year, and them come with trombophlebitis of the 
right axillary vein, that resolved in 2 weeks with antiinflammatory 
drugs. That's when a small subcutaneous turnout measuring 8ram in 
diameter was felt along the axillary vein. Excisional biopsy confirmed 
relapse of angiosarcoma. No other metastases were found. The patient 
was treated with Adriamycin and Ifosfamide followed by high-dose 
Carboplatin, Cyclophosphamide and Etoposide with stem-cell rescue, 
and radiotherapy to the axilla. The patient is currently progression- 
free 1 year after relapse. 
The natural history of the mamary angiosarcoma, the atypical pattern 
of sites of relapse and the treatment options will be reviewed. 
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CONCOMITTANT SPLENIC PRESENTATION OF PRIMARY NON- 
HODGKIN'S LYMPHOMA (NIIL) AND UNKNOWN PRIMARY 
TIJMOUR (UPI3. L. Bux6, J. ~ de Olagner, J. Vila, A. Domingo, E. 
Boada, and J.M. Ravent6s. Centro M&lico Telolon~ Vilana 12, 08022 
Barcelona, Spain. 

Splenic metastases from non-hematological turnouts may be the result of 
direct invasion (stomach, pancr~s or left kidney and supmtcml), or from 
he, mmtogcnous spread, m the case of disseminated neoplastic disease. Its 
frequency varies in the different sca'ies (1.6 to 30%), and it has been 
mg,,,_~__~_ that they are as common as in the liver ff the relative weight of 
both organs is considered. Splenic metastases are usually dctecuxl at autopsy. 
In most of the cases they are de l~ tS  of primary tumonrs ~ the hng, ~ ,  
or maliffagnt n~moma. T h ~  pathological pattern varies from single nodule, 
multiple nodules, diffuse infiltration, to only microscopic involvement. UPT 
m the spleen is tnay exceptional. 
Primary splenic NHL is a rare localisation of extranodal cases of the disease 
(1% of the total), It's usually seen in ~tients over 60 years of age aad with a 
fen~de/male ratio of 2:1. Its clinical al~m-auce is Sl~momegaly or non- 
justified hypersplenism with almormal hemogram, a~d B-symptoms are 
~ n t .  It usually appears as a s p l ~ c  tumour. Pathological diagnosis and 
trealmcm are based on slflmcctomy. For cases of a high-risk histology, 
adjuvanl chemothm-apy could be consiam'cd, but this disease is too mausual to 
recommend a standard post-splencctomy treatment. 

r~ort: Male aged 62. Vertebral MR/with DI0 (pathological fracture 
and medu~ coml~msion), DI2, L2 and S1 involvement. Previous clinical 
history of dorso-luml~ pain, without neurological symptomatology nor toxic 
syl~kome, of two months of duration. The physical exatrmaation and blood 
test were normal. Screening study (thorax X-my, bone scan, thoracic and 
alxlominal CT): solid splenic nodule at l~ahilar level, and bone metasluses. 
Tm..Cut biopsy of L2: bone rarefaction and ostoon~;rosis, not conclusive. 
Radiotl~'apy on DI0, 30 Gy. A spleno=tomy was performed: I. Diffuse, 
large ¢~A1 lamlottr at pm-ahilar level, cytokea, atin and vimontin negative, CD45 
and CD45R positive, and CD20 negative; 2. Microscopic focus of poorly 
differentiated large cells, negative CD45, CD,15R, CD20 and vimentine, and 
positive cytokeantni. A second screening study (bone biopsy and 6~Ga scan) 
was negative. 
Clinical diagnosis: 1. Primary splenic T-cell NHL, and 2. Splenic metastases 
from poorly differentiated adenocarcinoma, UPT. 
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LONG-TERM SURVIVAL IN METASTATIC 
PARAGANGANGLIOMA 
(EXTRA-ADReNAL P H E O C H R O M O C I T O M A )  
L. Murillo*; J.I. Mayordomo; ~ Cajal; A. Yubero; P. Bueso, J. 
Herraez, J.L. Marti; D. Isla; P. Eseudero; A. Saenz; M.D. Garcia- 
Prats; A. Tres. 
Division of Medical Oncology .Hospital Climco Universitario. 
Zaragoza. Spain. 
BACKGROUND: Unlike its adrenal counterpart, extra-adrenal 
pheochromocitoma (paraganglioma) frequently behaves in malignat 
fashion. The most fi'equent primari site is the organ or Zuckerkandi. 
Even though the natural history of malignant phcochromocytoma is 
indolant, most patients die witlun thi'¢¢ years of the diagnosis of 
metastases. (Scott WM el al. Sttrg Gynecol Obstet 1982; 154:801). We 
report a patient surviving more tha_q 10 years after diagnosis of 
malignant extra-adrenal pheochromocytoma with bone metastases is 
presented. 
CASE REPORT: A 24-year old woman presented with malignant 

pheocromocytoma of the organ of Zuckerkandi with multiple 
metastases of bone scintigraphy and X- ray. She was first treated with 
chemotherapy (4 courses of Adriamicin+Ifosgamide alternating with 4 
courses of Cisplatin+VP-16 q. 21 days) with partial response, and 
subequenfly underwant surgical resection of the primary tumor 
followed with 4 courses of I131- MIBG (770 Mc total dose). The 
patient has remaired progression-free whit residual bone images on 
bone scintigraphy and 1131- MIBG scintigraphy. 
DISCUSSION: Even though disscrnincd malignant 
pheochromocyoma is not anraenfly amenable to curative treatment, 
long-term survival symtoms is an achievable gonl. 
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RETROSPECTIVE ANALYSIS OF THE INCIDENCE AND OUTCOME 
OF ANAEMIA IN OUT-PATIENT TREATED WITH CIEgMOTHERAPY 
INCLUDING PLATINUM. 
Ceballos C, Marllaez Tmfero J, Zorrilla M, Artal" A, Pu6rtolas T, M_am, el J, 
Alonso V, Herrero A, A n ~ n ~  Servicio de Oncologia M(~dica. Hospital 
Miguel Server. Z~-agoza. 
Aim.- To assess incidence of anaemia and uansfusions in treated out-patients 
receiving platinum chemotherapy (cis or cad~latin) (PT). 
Patients and Methods.- Characteristics of patients treated with PT in our Day 
Hospital during 1997 have been assessed. Differences in baseline parameters 
have been analysed according to transfusional requirements during 
chemotherapy. 
Results.- 119 lYr-patients (p) were found. Characteristics: gender: male 96 p 
(80,7%), female 23p (19,3%). Median age: 60 years (23-76); ECOG O 37p 
(31,1%), I 68p (57,2%), 2 11p (9,2%), 3 3p (2,5%). Primary: lung 96p 
(80,7%), uro-gynecological 13p (10,9%), digestive 6p (5,0 %), other 7p (5,9%). 
Histology: squamous 42p (35,5%), adenoca. 52p (43,7%), small cell 13p 
(10,9%), other 12p (9,4%). Chemotherapy: cisplatin 116p (97,5%). Two-drug 
schemes 66p (55,5%), 3 or more 53p (44,5%). Number of courses given: 
median 4c (1-7). Previous RT 10 p (8,4%), concomitant RT 1O p (8,4%). 
Anaemia (mean): Hb 12,7mg/L (8,7-17,5), Hcte 38,9% (25,1-49,2), leukocytes 
8.290/mm3 (1.800-30.800), platelets 310.000/mm3 (78.000-974.000); VCM 
89,7fl (76,4-102,8). Response to chemotherapy: objective response 35p 
(29,4%), stable disease 31p (26,1%), progressive disease 53p (44,5%). 
Anaemia: mean per course: lib c1 11,7, c2 11,4, c3 11,4, c4 10,9, c5 10,6; 
VCM cl 89,6, c2 89,6, c3 92,3, c4 94,1, c5 94,6. I-Ib<10,5 baseline 11/121 
(9,0p) c3 29/85 (23,9%), c5 17/41 (14,1%). Transfusions were given to 28 p 
(23,5%) (23p It, 5p >It): median 2 Units per patient. 
Differences between patients given and not given transfusions: mean dose of 
CDDP (p =.04), baseline Fib (p<.O01) and pmviou~ chemo or radiotherapy (p= 
.04, p=.02) were statistically different. Sqm CDDP and dose-intensity were 
higher in patients requiring transfusions but without statistical differences. 
Age, baseline Hcte, ECOG, stage, histology or drugs given were similar 
between groups. 
Conclusions.- Anaemia is a frequent complication in oncology out-patients. It 
worsens as the number of courses given increases and an important percentage 
of patients eventually require transfusions. Some baseline characteristics may 
help to identify initially patients most probable to precise transfusions, 
according to pre~qous theravv, CDDP dose and baseline I]]3. 
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SMALL-CELL LUNG CANCER IN THE ELDERLY: IS AGE OF PATIENT A 
RELEVANT FACTOR? 
Jara S~nchez C. Gdmez-Aldarav[ L, Alonso L6pez C, Fernandez 
Aramburo A, Tirado Miranda R, Meseguer Ruiz V, Arroyo Yustos M, 
Secci6n de Oncologia M~dica. Complejo Hospitalario de Albacete 
INTRODUCTION For small-cell lung cancer (SCLC) a different 
management for diagnosis and treatment in the elderly have been 
reported. It seems that the diagnostic work-up and treatment may be 
less intensive in that subgroup of patients, with negative discrimination 
against inclusion in cancer protocols and lesser overall survival. 

PATIENTS AND METHODS. The patients' age was categorized in two 
groups: under 70 years and 70 years or more and a comparison for 
treatment variables, toxicitios, response and time to event measures 
has been performed. Information on clinical parameters such as weight 
loss, co-morbidity, performance status and investigative procedures for 
staging of disease and inclusion in clinical trials were recorded for 
patients in the province of Albacete (Spain). 

RESULTS. There were 123 (69/54, < 70/ 70 years) cases diagnosed. 
Ninety five patients were referred for treatment to our Unit. Of these, 
86%% (36/54) patients wore aged under 70 years and 67% (36/54) 
were in the older age category. Clinical variables and staging 
procedures did not differ between groups. Trial assignment showed a 
bias in favour of younger patients (11 vs 1, P= .02). No differences in 
the number of patients without treatment were found, but the older 
group presented less cases of optimal ( 4 cycles) therapy, less 
chemotherapy delivery (smaller mean total doses of cisplatin and 
etoposide) and smaller mean total dose of radiotherapy (57/45 Gy). 
The response to treatment (46%/50%), toxicity G3-4 registered and 
overall survival (33/19 weeks) did not differ between age categories. 

CONCLUSION. Elderly patients receive less agressive treatment, but 
Response Rate is not to be different. The bias for inclusion of elderly 
patients on Clinical Trials should be modified. Age seems not to be a 
relevant prognostic factor in this disease. Carefully calculated dose 
reductions for chemotherapy in elderly patients based on initial 
performance status and/or toxicity during treatment may be a useful 
policy without detrimental implications on the outcome. 
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~ ; t , / l l ~N l ! .O I JS  INFUSION 1~ ~ JRINAL IPI t /~r  OF CMqO£R 

M I. Avda M Mm'fllo, V.Va].emm 3Sancho J Calzas Y C ~ .  R 
B Aamitia E Sevilla P Pe~eT._ HeepiUd Umversitm, io =12 

o=et~,. M=t.ta. S~e, 
iNTRODUCTION re~ final l~mse ofcamez diumse is ptmisymptomatxc ( 
~ o f  9.3 ~,mptmm in U~¢ fitsl visitk ~ Um pma ~m~ o f t l ~  more 
_f:r,,:~=__,,~X s ) ~ l a m  ( about 80-90% of patm~) dutin8 the evolutkm of the 
dlness, lvkn¢ova, m ~ e  last week d life tbe I~iants  sufl'a fo~ d y ~ i a  
((~Y.).  dislull~nces of 1¢v¢1 ~" ~ l ~ c i ~  (Z2%) dysl~ltea (16%)  and 

,~ap¢oms that make impos~ble tke me o ( ~  oral r ~ .  In domioliary 
l~ l l ia t i~  = the m i x =  ~ is de~v¢ = we ~la ackicv¢ 
coatinwl ptesmelk levels eethc c k ~  ~ t h  a L_,y~_ Jqee tlmt is gemxally free of 
COmldi~tio~ and tl~t w,. =m use ia mNoulatory, pati(mlts 
M/kTERIAL AND METHOD~: In Sanita~. Arc~ I1 in MJ)dnd, there is 1, co- 
0~dm~t~ I~lt i~i ,m ~ of ~t tml i~  to t(mminal oncoio$ic pa',ients, in t l ~  

~,~ anal~r~ 1150 I(~umd eam¢~ l~ti(mts ~,ho v.~rc attended m this 
p r o ~ t  wttil dm).h. ~ median age ~.as 66.8 years (ranl~ 13-94) .bei~ the 
dis~rib~uon by sex r a ~  61% =rid w0~um 39%. T Ie  nm~re fr(xll~mt tumoral sites 
w ( ~  d i l ~ v e  (284) rout lung (24.5). A toeal of 619 l~tient= (5.4%) r ~  
~bculammtts n~dicttion ~ 79.6% r~uired morplmm m the ~.'ol~-~ion of 

ilin~s. We use this ~ l m i q ~  to ~ ~ lgesics a~aem~cs md 
mr~olytic ~¢dltives. We use d~'i~s lii~twcillht mad ixnrtablc ,~m:l in one 
dlspeuble with • life of  24 ~ or 5 days, '~i~ a fluid [~s tlum 2 ml/'nour 

is th= maxamum dm~ ab~rbcd by. the mbcutanec~s tissue. ~ peim 
symptnm ts spectfieaJly i.n~).~-.d m functi~a of  ~c mtezst~, pe~eived ~,  the 
t~deat (VAS) 
RESLffJI'5: "l'h¢ tol(d of ~vices empt~¢,d were 1261 The raediaa of devices 

ima¢~t wss I l (range 0.40). Tie  median tanc of use of sul~ummou= 
mfusiota were 9 ~.vs p¢¢ p ~ r t t  ( r inse betwam hour's until 102 days).Tbe 
reasons to use the sabeutmeous route ~ d . v ~ a ~ a  (60%) dyR~.a (18%), 
v ~ t m ~  (8) lutm (5%) m=stimd o ~  (3%) haantmJmge (3%). a~t~t=d 
d~Imum of tk¢ f~md ida~sc (3%}. The mcda~a ~rviv~l ~,s `52 days. In this 
work we tn~yse  tl~ ~ deces of the drul~ empl~,ed. 
CONCLUSIONS: We conclude that s u ~  ia.fusaon is  the first choice 
,#'hca i w = ~ r a l  malgeaia is requir~ ha palt iati~ cerc imucats. M<xc that the 
50% of our ~ ~ the s~bctWmeo~s infimm d~ing the cvoluUon of 
lheur illacss ~ i ~  a ~ ~'mlmmmli¢ r,~alrol ($5% of the patients died in 
comp~et~ absence of pare).  I ~  t~ghzdqu¢ is gea~rallv free of coraplications 
and very., ascful m the treatment of ambutatory laMicms 
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DEATH AT HOME; HOME-BASED PALLIATIVE CARE OF PATIENTS DYING OF CANCER 

X~wa~l~roINI. M. Sayas, M, HemVm0ez, T. FustY, E, Gbmez, I. MIlO.Ins~ Ot~ology/PalitaEvo C~e Und, H Lluis Atoaoyis 

INTROOUCT)ON: TIll a)m of pJlto~ve care is t)ohievememt of the b ~ t  po~bk)  qu~ity of ~if~ for ~llieots and thei~ families 
We try to damo~tram that the qu~k'y of tomlln~l cam ~n th~ home a~d the posstoBty of a home death depend to a ~reat 
extent upon the rare Wov~ed by the home JOMS palliative care units. 

METHeoS: Thie p~t pet ~ on our exda~en~ of car=rig for dying people al ham~ thf a da~xI of ~ between december 
1993 and de~lJCnda¢ 1997 

RESULTS: We relrot~)ctJvNy reviewed 338 cormecuti~s idmMiitolal In ot~r u~3tt, 55.2% ~ a~d 44.8% women whose 
ages rmr)g~d from 5 years to 93 y m ;  medilm ~ ~ 672. M~IJ~ length of stay was 139 days (range 1-300), 

The toc~UOn of It~ p ~  tumor Wall: lung. S2 pa~ents, ooto- rectum, 39 datkl~ie, brusl ,  37, I~ve/, 25 patlonts. =toma~ 
24, lymphom~ ~ tlRIk(Imlal, Z'~ pada¢~hL pano'e~s, 16. 9¢OStoto, 14, btodder, 14 paljtmls, ovary, 50, esophagus, 7 
patient=, ar~ Oit~rs, 3g plaints, 

In our study, It wu l  fOund ~ t  332 pedenie (98,2%} dto0 in thtdr own home. Hospital i i ~  wlul requ~ed in 6 cares, 2 
ol 61era due to med.¢la ~ o r l i  (neun~othoflu< and severe hema~rial, o:le pa6e~t due I0 I n ~  filmihar support 
af)d 3 datkmto hlld oxp¢oll~to II !:)rlfllee('~s foe nof to dye ot 6ome. 

CONCLUSION: SS.2% of ~e  le~nklldly ill I~Kto~b ~sisted in our unit died al home bl our expede~oe, the ml~omy of 
Ilmlinal ¢ ~  O~:ti ' l In p l ~ l l i s  mira ~ ~ many d~lng p~ole and their carmwoldd ~of~" ~ ~ iieelf to Occur 
the home w ~  an aooc~ato rmdlcof supp(~ is po~tbto the It(:~evt)m~nt of i home Oeath for a~l who deske ~. 

M" Ooto~= Torreg~osa Ma*ca s 
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DYING FOR BREAST CANCER 

Mm'illo M,S4mcho S, Valmt[a '~itut B., Carretero Y. Fernandez R Avita 
lVd Cslzas I Maztinez S Perez P. 
K U  12 deOctub~e. S4mitms'Ates dJl l id .  Slmm 

Breast ~ is  one o f t h a  m ~  ha: t  cattses o f @ i n s  for wam, m m the 
developed camtries. Its m¢id4meei~ range between 40 md 551100.(I(}0 
habitants m2d is the 20% of total d y ~  canca, ia fasml¢ populatum. 
Inside dm ra te . e l  a t t e ~ o n  it is n~t,~- to cav~  m d  imy ~tontioa m the fmnl 

of t l ~  disms~ ia its b i o p ~ i a l  uFx~- ra this =tt~. we l ~ , S ~ t  th= 
most frequ~lt s)~ptom.s lind its ml m • gronp of p a l l e t s  ~ by this 

MA'I']ZRIAL AND M ~ T H O D  
In Sm~itm~/Area 11 ia Mztnd ,  thss a c o l d . t e d  pelliatJv¢ inelFam of 
allAmtion to tz='mimd cmcologic pat= Since November 1992, 1140 pataents 
have been Itl~tdl~l tmtil death. 104,  d i ~  of bnmst canc~ and l h ~  arc 
the base of the study. All of them ¢¢¢¢iv~1 at le,~st two visits in ord~ to 
e ~ u a t e  the respond. 

RgSI.qLrS 
Medium ~ was 65,`5 y c ~ s  o1.~=94). W~:aen:103, m ~ : t .  A.I[ 
denum,~zated hyaolo~c diagnosis, ,metastalic IocaJizations ~ c :  osseous 
49, hepalic 28, lung 26, NSC' i7 ,  gmtaary- t6 and others 18 Meditm survival 
tn pallJativepmf/am is 93 days imted of total l~ticnts. 
Media of ~mp~oms in Ist ~s i t  is 7~= ~ 4 and in the las~ one is 3,7 The 
m<ml R,~lt~ll$ m physical sphcxe arc(mouth 79%, pare 77%, ,~to~¢xia 71%, 
ast.h¢~a 67%, constil~taon 61%. i ¢  p~.¢hological ~h~ '¢  the zam¢ of 
sadness, dt~ress, anxiety aad d¢lmOn math the 60% of fxequency m 

The ptm ~ptom is specifically =na~ m funeUon of  the ~ '  perceived 
by the imti~at (VAS) and m ftma or" its ~rtgen (viw, aral, oss~oes, 
nettzopl~hic). Initial mediuma VAS is ,ad ~t the fuud 3,6. T~se of paros vdth 
hJgh~z init l~ VAS are vi~efal  6,4 a r ' ~ l ~ l l ~ ¢  with 7, [ In order to control 
th= peru, ~ re~ommcaded by O1~ its enalgeuc scale =re used wRh a 
scq=mtial method m the mmlgesm Nt of the ~its/affe~tod patient of breast 
cancer is 1} mst#.ad oi"9 of the total. ~isits to psychologists kav¢ been done 
Tr% (~0) die at home. 

CONCLIJSIONS 
- ~Pnc rm, ltl s ~ c  of pat~c~nls ~,ith ~t c~,~cer is Iort~ "and ~ t ~  a lot of 
sympt~n~. 
- l'ht~e is ~m atTeebation m phystc ~3~hological pim~c ~hat ~ to 
¢veJuatod ~ u-eater2 
- It is n ~ c ¢ ~ -  to do aclave Md triced prdhatxve care to tmpt'ove. 
possible, their general situataon 
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Treatment of malignant superior vena eava syndromc(SVCS) by ¢ndovascular stent 
insertion. C. Falo, R. M¢sia, L Dominguez*, A. Fernhndez, E. Eacalante*, A. Montes, 
C. Sancho*, A. Atanee, X. P&az, F. Cardenal, Medical Oncology Depaxtement. 
*Vascular Radiology Department. Institut Catal~t d'Oncologia.CSUB..Bareelona. 

We report our experience in the management of malignant SVCS with percutaneous 
endovascular self-expanding stent insertion. Patients and methods: Between 8/93 and 
12/97 thirty one patients fpts), 26 men and 5 women, median (In) age 58 (29-75), m 
Kamofsky score index 60 (40-80), with malignancy {9 small cell lung cancer (SCLC), 
2] non small cell lung cancer ('NSCLC), I ocsophageal cancer}, complicated with 
SVCS were treated with endovascular stent insertion, prior radiologic 
confirmation.Eighteen pts had undergone previous treatment for their neoplasm, 
whereas in 13 (II NSCLC, 2 SCLC) the stent insertion was the first therapeutic 
procedure. Results: A median of t(l-2) stent were planed (33 Wallstent, 3 
Memotherm), m diameter 12 (9-14) ram, achieving repermeabilization of stenosis in all 
patients. The mhef of dyspnea and edema was successful in 28 (90°/,): complete in 14 
pts and partial in 14 pts, most of them in less than 72 hours. Impmvemant of SVCS by 
stent insertion allowed 9/11 pts with NSCLC to receive full doses of chemotherapy with 
appmpiate overhydration. Safety: inmediate complications: one death from the 
procedure, one asymptomatic migration of the stem, non fatal cardiac arrithmia and 
sepsis in 2 pts. Late complicacions secondary to anticoagulatinn in 3 pts ( l fatal 
pulmonary haemorrhage). There were 7 (23%) reobstructions, 4 of them could be 
resolved. The m survival from stent insertion was 4 (0-20) months. Conclusions: Stem 
insertion in pts with malignant SVCS achieves inmediate relief of symptoms related to 
obstruction. In seleetes pts, this approach allows early imtiation of anticancer therapy 
that would not have been possible with active SVCS. Complications of the procodurte 
were acceptable, considering the fragile condition of these type of pts. 
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PREDICTIVE FACTORS FOR ANTBIOTIC ADDfrlON IN PATIFNTS 
(PTS) WITH FEBRILE NELr~O1~,NIA (FN) AFTEK 
CBEMOTHF..RAPY ( c r )  FOR SOLID IUMORS AND TREATED WITH 
P]]PERACILIN+TAZOBACrAM (P+T) M O N ~  
Clim~mt MA, S m  V, C_mSlL~r C, Muiloz MA, OImos T, Btmi¢l C, 
Maiquez J, Cmiilem V. 
Servicio O n c e l o ~  M~lica. Inuimt Valm¢it d'Oncelel#L V=lkacia. 
~ l n  30% O f l ~  mawd with =mibio6c mouo~=rapy b ¢ c ~  of 
FN, a u=cood aatibiofi¢ seed= to be added because of pe~item fever. 
Pt'edictiv¢ factor= for a ~¢ond aadbiotk: addiliom are studied. 
Padet~ a~l  m¢¢ho~: From March-96 to Al~ril-9$, 152 FN episode* have 
balm tp~ted with P+T ~ (4/0.5 gr eve~ 6 hour= IV). Tream~'nt 
was imtiMed in palimet with fever > 38.5 =C or >38"C leegu tlum 6 hoan 
a~l  ~ -um~d ls  < 1000/,,,,,,~. Ami._k~,=m ~ adder f f  pcm.~mt fcv=r 
48b evoludoo. Prodi=ivc factors u~lics were: q ~  sex. days from CT to 
fevar, letsco¢itm, aeutrogh~ a=d platckts inithd numbet~ reepoese to 
tmmatcat, cmtrsl dcvk,¢, mucosids presence md  [ntraheapittlary infection. 
Rcsultg Mediau age: 54.3 years (range 17-75). Fanaics 113 (74.3,%). 
Median clays fi'om CT to fever: 113 (3-23). Median amnber file day of 
fever: leuco¢ites 940 /ram3 (0.3100), neutro~hik 253 /mm~, (0-i000), 
plal¢l¢~ 131000 (7000-470000). Ceattal deride: 22 pts (14.5%); 
intralmspitalaty i~fection: 24 l~S (15,8%); NO response to CT 67p~ 
(44.1%); Mucositis 21pts (13.8%). Amikacina was added ~ 48h in 45 p~s 
( 2 9 6 % ) .  Univariate aaalysis shorted sigaiScadve predictive factors: 
number of  aemrophils (p,=0.002), aumber, of  leucocites (p==0.006), days 
from CT to fever (0,09). Multivaria=¢ analysis (logistic regression) showed 
as indeFenda~t predictive factor the number of  neutrophils (p-~.0006). 
18.6% ofpts ~iht  more than 500/ram_3 aeutrophils versus 46.7% of those 
with less than 500/ram3, aeodod a second antibiotic. 
Coadussioo: Numb¢=r of aeutrephils v&en a FN' is instaurated is a 
indelg'tlgkmt predictive factor for amika¢in¢ to be added to monotherapy 
with PeT in pts with FN after CT for solid tumors. 
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ANALITICAL PRONOSTIC FACTORS IN PATIENTS WITH 
PROGRESIVE MALIGNANT DISSEASE (PMD). 

J. Feliu. JR Rodriguez-Aizcorbe*, A. Ordo~ez, A. Jimenez, P. Zamora, J de 
Castro, E. Espinosa, ML Garcia de Paredes, B. De las Heras, M. Gonz=ilez 
Bar6n. 
Hospital LA PAZ. Madrid. * Virgen de la Luz Clinic. Madrid. 

Objectives: in the group if patients (pts) with PMD symtoms and quality of 
live have been considered the main prognostic factors. Analitica] data had 
been studied very few. The aim of our study is to identifie analitical 
variables that give a prediction to survival in PMD pts. 

Patients and methods: 316 PMD pts were studied to achieve a possible 
relation between 22 analiticai data (hemogram, liver and renal parameters, 
albumine, total proteins, LDH, Na, K etc.) and survival. We used actuarial 
methods to do survival curves and Log-rank test and Breslow test to 
compare theirs. Afterward multiple regression analysis was made by Cox 
tecnical step by step. 

Results: Median survival was 26 days: 295 died and 21 alive. Uniovariable 
analysis shown an association between less survival and: hipoalbuminemia 
(p<0.001), hipocolesterolemia (p<0.05), lymphopenia (p<0.01), anemia 
(p<0.01), increase of LDH (p<0.01), increase of Phosphatse 
Alkaline(p<0.01) and increase of GGT (p<0.05). Multiple regression 
analysis only identified albumine, colesterol, PA and LDH as independent 
variables with predictive value over survival in PMD patients. 

Conclusions: Determination of albumine, colesterol, PA and LDH will be 
helpfull to give a pronostic more distinct in PMD patients. 
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HIGH DOSE CHEMOTHERAPY IN BREAST CANCER WITH 
PERIPHERAL BLOOD PROGENITOR CELLS ( PBPC ) SUPPORT: 
TOXICITY OF TWO DIFFERENT CHEMOTHERAPY SCHEDULES, 
M Navslbn, J J  Cruz, J. F. San Miguel, M.D. Caballero, A G6mez, P, 
Sancnez, G. Martin. E Fonseca. Hospital Universitario de Salamanca. 

OBJETIVE: Analysis of toxicity in breast canCer patients treated with two 
drfferent high dose chemo~erpy schedules 
PATIENTS AND METHODS: 
Schedule A : Carboplatin 200 rag/m 2 / day -, Thiotepa 125 mg/ m 2 / day 
+ Cyclophosphamide 1500 mg/ rn " /day in ¢ent)nuous infusion, days -7, - 
6 -5  and-4.  
Schedule B : Cyclophosphemide 1800 mg/m a / day ( -6, -5 y -4 ) in 1 hour 
infusion + Ci&oletiq 55 mg / m 2 / clay ( .6, -5 y -4 ) in continuous infusion+ 
BCNU 600 rag/m "] day ( -3 ) in 2 hours to(lowing cisplat~n. 
PBPC mobilization was performed with filgrastim at a dose of 5 mcg/ kg I 
day at least for 4 days following hemalo l~c  recavety fTom the last cycle of 
incluCtJcn chemotherapy. PBPC were reinfused at clay O 

SCHEDULE A 
10 or more axdiary nodes 50 
Stage I1! 19 
Stage IV 11 

RESULTS. 

Patients with nautropenic fever 

Days with neutropenic fever 
Days with neutrophil ceunt<0.5xl0~J 
>0.5x109/I neutrophit count day . 
Days with platelet count < 20x10~/I 
> 20x109/I platelet count day 

Mucosit]s Grade 1-2 
Grade 3 

Emasis Grade 1-2 
Grade 3 
Grade 4 

Oiarmea Grade 1-2 
Grade 3 

Haematurm Grade 1-2 
Grade 3 

Cardtotoxicity Grade 1-2 

SCHEDULE B 
6 
2 
12 

80(75%) I ? (85%) 

Median - range 

3(1-11) 
9 (=3-14) 

+10 (7-12) 
8 { 2-18) 

*~ 0 (5-15) 

54 (67¢/0) 
9 (11%) 
18 (22%) 
16 (20%) 
1 (1.2%) 

23 (28%) 
17 (2 t%)  
9(11%) 
1 (12°/o) 
1 (12%) 

Median - range 

2 (I- 17) 
(}(e-ls) 

+10 (8-16) 
12 (5-18) 
*13 (7-18) 

18 (80%) 
0 ( 0 % )  
5 (25%) 
6 1 30%) 
1 (5%) 
3 (15%) 
1 (S°* )  
3 (15%) 
0(o%) 
2 (10%) 

de3th occurred in schedule A .  
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ANALYSIS OF THE[ INFECTIOUS EVENTS DURING 
HIGH-DOSE CHEMOTHERAPY (HOC) AND 
PERIPHERAL BLOOD STEM CELL (PBSC) AUTOLOGOUS 
TRANSPLANTATION. 

J Monr~sinos C Sol4, FI Salazar, P Maro~o, M Rodriguez, J Balmat~a, C Pericay, 
A.Ramirez, B Pardo, M Gurgui', J.J. Ldpez. Departmenls of Medics/ Oncok~gy and 
*Unit of Infectious Diseases. Hospital de Sent Pau. Barcekma. Spain. 

Aim: To analyse the inlecticus complications associated to administration of HDC and 
PBSC autoingous transplantation . 
Methods: Prospective study that includes 206 patients (p) of 219p with solid tumors 
and lymphomes (13p not included by ex-vivo manipulation) treated with HDC and 
subsequent infusion of 7,49 (2,3-44,4) x 106 CD34/'Kg, with G-CSF 5mg/kg in 
196p, All p received oral antimicroblal prophylaxis with acyclovir 200 mg/6h, 157p 
itraconezola 200 mg/t2h, 178p ciprofloxacin 500mg/8-12h and 29p ciprofloxacin 
500mg/8h + rifampicine 300mg/t2h, and stayed in single rooms with HEPA. 
Febrile neutropenic patients were initially treated with empirical i.v. imipenem; 
vancomycin, amikacin and amphotsricin B lipid complex was added if unexplained fever 
persisted during 2, 5 end 7-8 days (d) respectively,= 
Results: The median (M) recovery days to 0.5 x 10 neutrophils/L was 9 (7-30)d end 
to 20 x 10eplatelets/L was 11 (7-42)d. Severe neutropenia (<0,1 x 109/L) lasted 
for a median of 5 (4-27)d, from <1+2 to +6-, in which 65% (147/226) of febrile 
episodes (FE) and 49% (32/65) of cases of bactedemis occurred. M red cell end 
platelet transtusions were 2 (0-8) and 3 (1-34). M hospitalization days from d-0 
was 13 (9-64). M antibiotics used was 2 (0-6) during a M of 6 (0-33)d and 
amphotaricin B was used in only 7p (3%). 18gp (91%) developed fever with a M 
duration of 2 (0-16)d. 226 FE were detected, 138 (61%) were unexplained fever 
(UF), 5 (2%) were microbiologicaly documented (MDF), 23 (10%) clinically 
documented (CDF) and 60 (26%) clinically and microbiologicaly documented (CMF). 
24 FE were observed in the preneutropenic period, 18 (75%) of which were 
catheter-related. In the neutropanic period 179 (79%) FE were detected: 123 (68%) 
UF and 38 (21%) CMF. In the recovery period, 23 FE ocurred, 9(39%) of which 
were CDF (5 pneumonia). Overall, 65 bacteriemia episodes ware observed: 46 cocci 
gram (+) (40 S.epidermidis) and 13 non fermenting BGN. Among clinical foci 55 
(67%) catheter, 14 pneumonia, 2 lung invesive aspergiilosis and 1 neutropenic 
enterocolitis, were observed. 3 (1,5%) p died during the procedure. 
Conclusions: Most of the patients develop fever during the period ol severe neutropenia. 
The FE documentation depends on the period of HDC/PBSC: in preneutropenic p most of 
the FE are catheter-related, in nautropecia are UF and in the recovery period attention 
must be paid to CDF without micrdoiofogic detection. The most frequent bacteremia are 
secondary to cocci gram+ of catheter. The rapid hematologic recovery favors the 
resolution of the FE and the low morbi - mortality of the procedure. 
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PREDICTIVE FACTORS FOR ANTBIOTIC ADDfrlON IN PATIFNTS 
(PTS) WITH FEBRILE NELr~O1~,NIA (FN) AFTEK 
CBEMOTHF..RAPY ( c r )  FOR SOLID IUMORS AND TREATED WITH 
P]]PERACILIN+TAZOBACrAM (P+T) M O N ~  
Clim~mt MA, S m  V, C_mSlL~r C, Muiloz MA, OImos T, Btmi¢l C, 
Maiquez J, Cmiilem V. 
Servicio O n c e l o ~  M~lica. Inuimt Valm¢it d'Oncelel#L V=lkacia. 
~ l n  30% O f l ~  mawd with =mibio6c mouo~=rapy b ¢ c ~  of 
FN, a u=cood aatibiofi¢ seed= to be added because of pe~item fever. 
Pt'edictiv¢ factor= for a ~¢ond aadbiotk: addiliom are studied. 
Padet~ a~l  m¢¢ho~: From March-96 to Al~ril-9$, 152 FN episode* have 
balm tp~ted with P+T ~ (4/0.5 gr eve~ 6 hour= IV). Tream~'nt 
was imtiMed in palimet with fever > 38.5 =C or >38"C leegu tlum 6 hoan 
a~l  ~ -um~d ls  < 1000/,,,,,,~. Ami._k~,=m ~ adder f f  pcm.~mt fcv=r 
48b evoludoo. Prodi=ivc factors u~lics were: q ~  sex. days from CT to 
fevar, letsco¢itm, aeutrogh~ a=d platckts inithd numbet~ reepoese to 
tmmatcat, cmtrsl dcvk,¢, mucosids presence md  [ntraheapittlary infection. 
Rcsultg Mediau age: 54.3 years (range 17-75). Fanaics 113 (74.3,%). 
Median clays fi'om CT to fever: 113 (3-23). Median amnber file day of 
fever: leuco¢ites 940 /ram3 (0.3100), neutro~hik 253 /mm~, (0-i000), 
plal¢l¢~ 131000 (7000-470000). Ceattal deride: 22 pts (14.5%); 
intralmspitalaty i~fection: 24 l~S (15,8%); NO response to CT 67p~ 
(44.1%); Mucositis 21pts (13.8%). Amikacina was added ~ 48h in 45 p~s 
( 2 9 6 % ) .  Univariate aaalysis shorted sigaiScadve predictive factors: 
number of  aemrophils (p,=0.002), aumber, of  leucocites (p==0.006), days 
from CT to fever (0,09). Multivaria=¢ analysis (logistic regression) showed 
as indeFenda~t predictive factor the number of  neutrophils (p-~.0006). 
18.6% ofpts ~iht  more than 500/ram_3 aeutrophils versus 46.7% of those 
with less than 500/ram3, aeodod a second antibiotic. 
Coadussioo: Numb¢=r of aeutrephils v&en a FN' is instaurated is a 
indelg'tlgkmt predictive factor for amika¢in¢ to be added to monotherapy 
with PeT in pts with FN after CT for solid tumors. 
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ANALITICAL PRONOSTIC FACTORS IN PATIENTS WITH 
PROGRESIVE MALIGNANT DISSEASE (PMD). 

J. Feliu. JR Rodriguez-Aizcorbe*, A. Ordo~ez, A. Jimenez, P. Zamora, J de 
Castro, E. Espinosa, ML Garcia de Paredes, B. De las Heras, M. Gonz=ilez 
Bar6n. 
Hospital LA PAZ. Madrid. * Virgen de la Luz Clinic. Madrid. 

Objectives: in the group if patients (pts) with PMD symtoms and quality of 
live have been considered the main prognostic factors. Analitica] data had 
been studied very few. The aim of our study is to identifie analitical 
variables that give a prediction to survival in PMD pts. 

Patients and methods: 316 PMD pts were studied to achieve a possible 
relation between 22 analiticai data (hemogram, liver and renal parameters, 
albumine, total proteins, LDH, Na, K etc.) and survival. We used actuarial 
methods to do survival curves and Log-rank test and Breslow test to 
compare theirs. Afterward multiple regression analysis was made by Cox 
tecnical step by step. 

Results: Median survival was 26 days: 295 died and 21 alive. Uniovariable 
analysis shown an association between less survival and: hipoalbuminemia 
(p<0.001), hipocolesterolemia (p<0.05), lymphopenia (p<0.01), anemia 
(p<0.01), increase of LDH (p<0.01), increase of Phosphatse 
Alkaline(p<0.01) and increase of GGT (p<0.05). Multiple regression 
analysis only identified albumine, colesterol, PA and LDH as independent 
variables with predictive value over survival in PMD patients. 

Conclusions: Determination of albumine, colesterol, PA and LDH will be 
helpfull to give a pronostic more distinct in PMD patients. 
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HIGH DOSE CHEMOTHERAPY IN BREAST CANCER WITH 
PERIPHERAL BLOOD PROGENITOR CELLS ( PBPC ) SUPPORT: 
TOXICITY OF TWO DIFFERENT CHEMOTHERAPY SCHEDULES, 
M Navslbn, J J  Cruz, J. F. San Miguel, M.D. Caballero, A G6mez, P, 
Sancnez, G. Martin. E Fonseca. Hospital Universitario de Salamanca. 

OBJETIVE: Analysis of toxicity in breast canCer patients treated with two 
drfferent high dose chemo~erpy schedules 
PATIENTS AND METHODS: 
Schedule A : Carboplatin 200 rag/m 2 / day -, Thiotepa 125 mg/ m 2 / day 
+ Cyclophosphamide 1500 mg/ rn " /day in ¢ent)nuous infusion, days -7, - 
6 -5  and-4.  
Schedule B : Cyclophosphemide 1800 mg/m a / day ( -6, -5 y -4 ) in 1 hour 
infusion + Ci&oletiq 55 mg / m 2 / clay ( .6, -5 y -4 ) in continuous infusion+ 
BCNU 600 rag/m "] day ( -3 ) in 2 hours to(lowing cisplat~n. 
PBPC mobilization was performed with filgrastim at a dose of 5 mcg/ kg I 
day at least for 4 days following hemalo l~c  recavety fTom the last cycle of 
incluCtJcn chemotherapy. PBPC were reinfused at clay O 

SCHEDULE A 
10 or more axdiary nodes 50 
Stage I1! 19 
Stage IV 11 

RESULTS. 

Patients with nautropenic fever 

Days with neutropenic fever 
Days with neutrophil ceunt<0.5xl0~J 
>0.5x109/I neutrophit count day . 
Days with platelet count < 20x10~/I 
> 20x109/I platelet count day 

Mucosit]s Grade 1-2 
Grade 3 

Emasis Grade 1-2 
Grade 3 
Grade 4 

Oiarmea Grade 1-2 
Grade 3 

Haematurm Grade 1-2 
Grade 3 

Cardtotoxicity Grade 1-2 

SCHEDULE B 
6 
2 
12 

80(75%) I ? (85%) 

Median - range 

3(1-11) 
9 (=3-14) 

+10 (7-12) 
8 { 2-18) 

*~ 0 (5-15) 

54 (67¢/0) 
9 (11%) 
18 (22%) 
16 (20%) 
1 (1.2%) 

23 (28%) 
17 (2 t%)  
9(11%) 
1 (12°/o) 
1 (12%) 

Median - range 

2 (I- 17) 
(}(e-ls) 

+10 (8-16) 
12 (5-18) 
*13 (7-18) 

18 (80%) 
0 ( 0 % )  
5 (25%) 
6 1 30%) 
1 (5%) 
3 (15%) 
1 (S°* )  
3 (15%) 
0(o%) 
2 (10%) 

de3th occurred in schedule A .  
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ANALYSIS OF THE[ INFECTIOUS EVENTS DURING 
HIGH-DOSE CHEMOTHERAPY (HOC) AND 
PERIPHERAL BLOOD STEM CELL (PBSC) AUTOLOGOUS 
TRANSPLANTATION. 

J Monr~sinos C Sol4, FI Salazar, P Maro~o, M Rodriguez, J Balmat~a, C Pericay, 
A.Ramirez, B Pardo, M Gurgui', J.J. Ldpez. Departmenls of Medics/ Oncok~gy and 
*Unit of Infectious Diseases. Hospital de Sent Pau. Barcekma. Spain. 

Aim: To analyse the inlecticus complications associated to administration of HDC and 
PBSC autoingous transplantation . 
Methods: Prospective study that includes 206 patients (p) of 219p with solid tumors 
and lymphomes (13p not included by ex-vivo manipulation) treated with HDC and 
subsequent infusion of 7,49 (2,3-44,4) x 106 CD34/'Kg, with G-CSF 5mg/kg in 
196p, All p received oral antimicroblal prophylaxis with acyclovir 200 mg/6h, 157p 
itraconezola 200 mg/t2h, 178p ciprofloxacin 500mg/8-12h and 29p ciprofloxacin 
500mg/8h + rifampicine 300mg/t2h, and stayed in single rooms with HEPA. 
Febrile neutropenic patients were initially treated with empirical i.v. imipenem; 
vancomycin, amikacin and amphotsricin B lipid complex was added if unexplained fever 
persisted during 2, 5 end 7-8 days (d) respectively,= 
Results: The median (M) recovery days to 0.5 x 10 neutrophils/L was 9 (7-30)d end 
to 20 x 10eplatelets/L was 11 (7-42)d. Severe neutropenia (<0,1 x 109/L) lasted 
for a median of 5 (4-27)d, from <1+2 to +6-, in which 65% (147/226) of febrile 
episodes (FE) and 49% (32/65) of cases of bactedemis occurred. M red cell end 
platelet transtusions were 2 (0-8) and 3 (1-34). M hospitalization days from d-0 
was 13 (9-64). M antibiotics used was 2 (0-6) during a M of 6 (0-33)d and 
amphotaricin B was used in only 7p (3%). 18gp (91%) developed fever with a M 
duration of 2 (0-16)d. 226 FE were detected, 138 (61%) were unexplained fever 
(UF), 5 (2%) were microbiologicaly documented (MDF), 23 (10%) clinically 
documented (CDF) and 60 (26%) clinically and microbiologicaly documented (CMF). 
24 FE were observed in the preneutropenic period, 18 (75%) of which were 
catheter-related. In the neutropanic period 179 (79%) FE were detected: 123 (68%) 
UF and 38 (21%) CMF. In the recovery period, 23 FE ocurred, 9(39%) of which 
were CDF (5 pneumonia). Overall, 65 bacteriemia episodes ware observed: 46 cocci 
gram (+) (40 S.epidermidis) and 13 non fermenting BGN. Among clinical foci 55 
(67%) catheter, 14 pneumonia, 2 lung invesive aspergiilosis and 1 neutropenic 
enterocolitis, were observed. 3 (1,5%) p died during the procedure. 
Conclusions: Most of the patients develop fever during the period ol severe neutropenia. 
The FE documentation depends on the period of HDC/PBSC: in preneutropenic p most of 
the FE are catheter-related, in nautropecia are UF and in the recovery period attention 
must be paid to CDF without micrdoiofogic detection. The most frequent bacteremia are 
secondary to cocci gram+ of catheter. The rapid hematologic recovery favors the 
resolution of the FE and the low morbi - mortality of the procedure. 
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COMFAR/SOIq OF TWO AN'rlEME.I"I.C COMB/lqA'rI[ON TREATMENTS IN 
BRE,ASI CANCER PAT[J~'qTS UNDE.RGOING HIGH-DOSE CH~.MO'THERAPY 
0"111~3 ) ~,qT/.! I ~ E R / P ~  BLOOD PROGENITOR CELLS "I'RASPLANT (PBPCT). 

CUmea M.A., Pdtu J, S0ri,mo V,/kamx.E, Rui¢ A, Gtt~tca- L, Landlete A. Mdtoz MA, 
V. Uaidad de Qulmigt~q~t a Altas D~ds. Se~x'icio de Onc, o4ogia Mddica. 

Valenal d'O=cololp~ Vd t~ ia  Spain. 

~ n :  l~/gh dose daemetl~y is highly aueregeaic. Combima/oa of 
wide antidol~maim~gi¢ drugs have bee~ t~arcdy im,~tigeted i~alienU 

~eated witk HDC. 
Plient~ a~l methode: Emelic episodm ~ bern aaalyz~ im 67 o~eg"~ve 

l~ast eam¢~ [~lie~s ~tt)~k'll~ I../DC tre=tm=~ fudkn~d by PBPCT and trealed 
wieb two di~e~m ,t~l/em~fic oombimsioas. Cheameherapy aeatmmt censittod m 

ooud.mu~s iafta~m. (CT(~). Two an~m~e~c camlmmlio~s llm,,~ benin tomed 
comec~,~dy. From Novemba'-9~ m Deomd~-96 30 pcs wa~e ~ ~ lp, ws~on 
3 m~ bid I.V, dmmmeta.~m~e 12 mg l.Y., toeacepam Img p.o. and muqh'am120 a~ p.o. 
e~¢¢ daily, a~l Imdg@esidlol 0,5 mS bid p.o.(Ig~o~p FD. From hmmIV.97 to Oetob~-9$ 
h,~opaid~ wm s~imad I~' doqm~ml,~me IL'~ m~ Ikl p,o. (Jp'oep C). 

Sllllllee Imlt~l~¢~: episod~ were e~duatad every ~ ~ ~e ftrsl day 0 r 
u~tmmt t¢ to ~ S day ~ (pmplm~ Ix~Zmitm ccth ~ d~,), .~mueme~c 
tmpoe~e wm cwduatad -, compk,~ ~c~poase (CR) it" no em~c episod= were prmmt, 
meier ~powe (MR) if  Imtia~ts had I or 2 episodes, minor t~spoue (mR) if had 3 or 4 
ep/md~, md Im resl~tse (NR) ff mum than 4 q~itmks were pa:sex. 
Reml~. 67 patimts ~ m  evaltmed. 30 ia lmup H and 3~ in IF,oup C. Three (10"/.)t~ 
ia 8mup Hmd 4 (14,3%) in ~ C l~Sa~led CR for C~e whole 4 d~)'s ~rea~nen~ 
penod.(p,=N.$.) ~ =re Joyed in the ,uable: 

'Gr, auFH I 2(6.7) ¢(0) 12(6.7) 126($6.7) 
[ Group C 13(8.1) ] 4 (|O.8) 11(2.7) 129(711.4) I 

No stmiuie..~J, significJw d i f f ~  weT© foemd Im'weea botk g~uups, neither 
evetVd~ me m. wlbole t~,=tmant l)e~od ee~m~e,=. N¢.veabde~ due number of patients 
wilh t¢~s tkm t~o emelic episod~ i~ ~lighW ~l~et tn lllo~ C (19% ~ 6. 7% ), 

Vo~ is an iml~mumt problem ia palaaRs tmre~goinlt hil~-do~e 
~'eaem=at. ev,m v, ith hea',.~" mtlemetic ~e,~n~. Both amaieic 

combinations ~Imw similar r~s.~s. 
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A D V E R S E  E F F E C T S  D U R I N G  I N F U S I O N  O F  
C R Y O P R E S E R V E D  P E R I P H E R A L  B L O O D  S T E M  
CELLS F O L L O W I N G  H I G H - D O S E  C H E M O T H E R A P Y ,  
R Cajal, G Azaceta, A S~ienz, J] Mayordomo, L Palomera, D Isla, 
JA Moreno, JM Domingo, MJ Varo. JL Martf, L Murillo, A 
Yubero, J Herr~lez. P Bueso, P Escudero, MD Garcfa, M Gutidrrez, 
A Tres. Med. Oncology&Hematol. Univ.Hospital.Zaragoza. Spain. 
B a c k g r o u n d :  Infusion of cryopreserved peripheral blood stem 
cells (PBSC) is frequently associated to adverse effects, related to 
dimethylsulfoxide (DMSO). Aims:  To evaluate the frequency and 
severity of adverse effects associated to PBSC infusion and possible 
risk factors. Pa t ien t s  and  Methods :  From November 1994 to 
June 1997, 93 courses of high-dose chemotherapy with PBSC 
infusion were given to patients (pts) with breast cancer (51), non- 
Hodgkin 's  lymphoma (15), multiple myeloma (6), acute 
leukemia/mielodysplasia (5), ovarian cancer (4), Hodgkin disease 
(3). germ cell tumors (3), small cell lung cancer (SCLC) (2), others 
(2). PBSCs were cryopreserved in polyolefin bags with 109; 
DMSO as cryoprotectant and frozen at -80°C in a methanol bath. Pts 
were  p r e m e d i c a t e d  wi th  f u r o s e m i d e ,  ondanse t ron ,  
dexclorfeniramine and 6-metbylprednisolone before PBSC infusion, 
Right after defreezing in a 37°C water bath, PBSCs were infused 
through a central venous line with serial measurement of vital signs. 
Resu l t s :  Median number of bags infused was 3 (range 1-]3). 
Median volume infused was 374 ml (100-1602). PBSCs were 
infused in 1 day (90 pts) or in 2 (3). Forty-five pts (48%) had 
adverse effects, including unpleasant taste (18%), pharingeal itching 
(16%), nausea/vomiting (16%), abdominal pain (]5%),  mild 
hemoglobinuria (15%), dry cough (8%). chills (7%), precordial 
opression (7%), flushes (5%) and vagal reaction (2%). One pt with 
SCLC and chronic bronchitis had a respiratory arrest secondary to 
vaga[ reaction. He was resuscitated but died in ICU 10 days later. 
All other pts required no medication. No pt receiving <200 ml had 
any adverse reaction(p<.001,2-tail).Conclusions: PBSC infusion 
was associated to adverse reactions in 48% of pts. Most were mild 
and did not require therapy. The volume infused was directly 
correlated with frequency of adverse effects. 
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COPING STYLE: A PREDICTIVE VARIABLE OF THE FEARS 
RATE IN THE FAMILY OF CANCER PATIENT. 

M.E.Hemdndez de Pa_b!o, MP.Bar re to  Martin, CCamps  Herrero. 
Department of  Medical Oncology, General University Hospital of  
Valencia, Spain. (University of  Valencia). 

JUSTIFICATION: We hipotetize a relationship between fears 
prevalence and mechanisms of coping in cancer patient 's family. 
The aim of this Study is to assess the prognostic factors of fears 
rate. 

MATERIAL AND METHOD: Sample: 29 families of cancer patients 
were interviewed using the Mini Mental Adjustment to Cancer Scale 
(MINIMAC) and Fears Scale. 
Analyala: Multiple Regression models were developed and applied 
to test independent variables that affected outcome 
Statistical significance was set at the 5% level 

RESULTS AND CONCLUSIONS: Coping style was a prognostic 
variable to fears rate of  cancer patients" family. Ways of coping 
that increase fears rate are: Depression (E,= 761261 ), Fatalism (f~= 
624711) and Anxious Preoccupation (1~= 157144) Ways of coping 
that reduce fears rate are: Fighting Spirit (1~= -203572) and 
Cognitive Avoidance 03 = -169151 ) 
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A R.~DOMIZED TRIAL ON THE HEMATOLOGICAL 
AND EXTRAHEMATOLOGICAL EFFECTS OF 
ADDING GM-CSF TO POSTRANSPLANT G-CSF 
AFTER HIGII-DOSE CHEMOTHERAPY WITH STEM 
CELL RESCUE. LMurillo,. A Yubero, D Isla, J'i Mayordomo, R 
Cajal, L P',domera, JA Moreno, J Herr~iez, P Bueso, JL Mart/, P 
Escudero, A S=lenz. biD Crarcfa, A Tres. Medical Oncology and 
Hematology Divs. Hospital Clfnico Universitario. Zaragoza. Spain. 
Background: Neutropenia after high-dose chemotherapy (HD- 
Cht) with stem cell rescue is significantly shorter with peripheral 
blood stem cell (PBSC) infusion than with bone marrow. However, 
neutrophil (ANC) recovery takes around 8 days(d) and the use of 
early postransplant granulocyte colony-stimulating factor (G-CSF) 
does not shorten this period significantly. Preclihical data show 
syncr~, between granulocyle-macrophage CSF (GM-CSF) and G- 
CSF when given sequentially. GM-CSF might also ameliorate C.ht- 
induced mucositis. Aims: To test if ~d ing  early postransplant GM- 
CSF to late G-CSF results in earlier recovery of ANC, monoc?qe, 
platelet(PLT) and reticuloc)1e counts than G-CSF alone and it 
ameliorates Cht-induced mucositis, bleeding, need for total 
parenteral nutrition (TPN) or other complications. Pa t ien t s  (p3 
and  Methods :  From 11/95 to [1/97, 72 p with solid tumors 
(bre.~st ca 52 p.non-Hodgkin's lymphoma i 1 p, others 9 p) treated 
~ith HD-Cht+PBSC were randomized to GM-CSF 5 m c ~ g / d  s. c, 
d +3 to +6 followed by G-CSF 5 m c g / K g / d  s.c. d +7 to ANC 
>1000 vs G-CSF 5 mcg/Kg/d s.c. d +7 to ,~NC >1000. Daily 
complete blood counts and toxicity assessmems were performed. 
Resul ts :  Thirl)'-six p were Ireated with GM-CSF+G-CSF and 36 
~x ith G-CSF. P characteristics were well balanced between both 
arms. Median time from PBSC infusion to, ANC>100 was 7 d for p 
on GM-CSF+G-CSF vs 8 d with G-CSF (2-tailed-p<.l. Iogrank), 
Number of p taking > 10 d to reach ANC>500 was 4,"36 (11%) with 
GM-CSF+G-CSF vs 10/36(27%) with G-CSF(p<.05). There were 
also marginally significant differences in monocyte recovery, 
nunaber of PLT transfusions, grade 3-4 mucositis and time with 

impro~ ements ha ,~,NC recovery and mucosifis over G-CSF. 
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Anemia in cancer patients in one year period. 
A Cubillo Gracifin, M Comide Santos, A Navas, J. Fell6, A Ordofiez, p.Zamora ,E.Espmom B. de las 
Hems, J. de Castro, E. Casado y M, Gonz~tlez Bar6n 

Servicio de Oncologia  M~dica, Hospi tal  Universitario La  Paz  Madrid. 

llagmlmen 
Purpose : to make a descriplJve study end tu find out the relation between the ar, aemia in cancer 

pauent s and the thfferenl factors it del~nds on such as the age, sex, treatment, types of tumor and its 
widespread.. 

Pac~n~sy m~odm : 413 patients diagnosted m our Medical Oncology departament of Hospital La 
Paz dunng one year ( Matzo 96- Mayo 97 ) were analyzed. Serious encnua was defined as l lb <=10.5 
and slight ancnua between that value and Hb= 12 for women, and ~ t3 for men. The least l ib  value and 
its relations with the evolutinn of the tmlaor ( rernision, stabilitation, or progr~sion was studied 

ResuJtudos : 70 % of patients ck*veiol~l anemm, and 68% of those during the active trtmtment. Half 
of them were slight amnnm and 8% of them needed a blood transfusion. The cause of the anemia was the 
tumor itself th 19% of the cases, the chemotherapy treatment m 36°/~ and mixed ( Surg+ ChT+RT ) in the 
42% of the ca.u~. 82% of patients with niagcencer, 78% with colurectal cancer and 58% of other 
gastrointestinal cancers had anemia at any time of the disease. It resulted statically significant ( p < 
0 0004 ) in relatmn to the rest of tumors.The probability to have anemia is nigher for those treated with 
concomilant ChT+ RT (IC~o~:  ],42-6,52), cis o curhoplatm OR: 12,77 ( IC~o~:  3,77-51,94) and the 
male sex (lCgs,~m: 1,34-3,37). 77,3% (58/75) of the pataents with metataaslc disease developed enemta, 
while 64,8% (81/125) of the Imtientu with no metastaal¢ disease developed iL It is at the bruits of 
stathstical signification ( 1~006  ) de los qua no Similar tr.s-ults were olxdined when only slight anemia 
was conJider. Seritms anemia is more traceably in those treated withcis o carhoplatin ( [C~.,.oR: 4,33- 
14,88), in the presence of mctastasc disease ( IC.gsv, o~: 1,93.7,12) and in those who are younger than 65 
years ( l ~ :  1,12- 2,69). Neither concomitenat ChT-RT nor male sex were statically significant In 
those paliextts who developed serious anemia, the mmo¢ was in progress in 60%, in renu=on in 10% and 
in stabilhation m 3c~/u. In spite of 32% of pro~ssion. 58% of remision and 10% of stabilitation in who 
did not dominp it ( p < 0.0001 ) 
Concluaian*s : the incidence of anemia in oncolagy patients is very Mgh and in more than a half of the 
cases is slight enerrt~ The morn imlmrm~ cause is ChT treatment ( specially cisplatm ). It is more 
frecuent in the lung, coinrectal end otter 8astrontte*tinal cence~, in this order. The probability of having a 
serious anerma is bigger in Ihose patients with metastases, aged under 65 and those tleatea wash cus or 
carboplatm The tumor progresslon was sigzfifically higher in those patients with Hb < I0 5 at any urne of 
the illness 
Key wards. Aneama. Cancer. Chemotherapy. 
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P R O S P E C T I V E  E V A L U A T I O N  O F  T H E  
N E U R O T O X I C I T Y  O F  T H E  C O M B I N A T I O N  O F  
D O C E T A X E L  P L U S  V I N O R E L B I N E .  A. Yubero, D, Isla, 
J.l .  Mayordomo.  C. Ififguez, .~...~scuder_.~o. P. Larrod4,  P. 
Gonzdlez, S. Adelantado, R. Caial, L Murillo. JL Mart/, J. Herr~ez, 
P. Bueso, A. Sfienz, M.D. Garcfa-Prats,  A.Tres. Division of 
Medical Oncology, Hospiud Clinieo Universitario. Zaragoza, Spain. 
B a c k g r o u n d :  Given that both docetaxel (DTX) and vinorelbine 
(VRB) induce peripheral neurotoxicity (PIN), all patients (pts) with 
antracyclin-resistant metastatic breast cancer enrolled in a Phase II 
trial with DTX (75 mg/m2)+VRB (30 mg/m2), both i.v. on day 1 q 
21 days for up to 6 courses, were prospectively evaluated with 
serial neurologic examinat ion  after each course and nerve 
conduction study (NCS) before course 1 and after course 3 and 6. 
PN was graded with the National Cancer Institute common toxicity 
criteria (NCI-CTC), R e s u l t s :  None of  23 pts t reated imd 
DTX+VRB discontinued due to PN. but 14 received less than 6 
courses due to tumor progression (13) or neutropenic sepsis (I) ,  
Ten pts who did not receive at least 3 courses in the absence of  
detectable  PN have been excluded from analysis.  After  3 
courses ,DTX+VRB induced mild grade 1 sensor)'  PN (absent 
tendon reflexes) in 12/13 pts (92%). Only 4/13 pts had symptoms 
(distal paresthesias in the feet). After 6 courses, PN was grade 2 
(objective sensory loss in the feet) in 5/9 pts (5.5%) and grade ] in 
4. No pt reported motor or autonomic symptoms, All pts became 
asymptomatic within I month after treatment completion. NCS after 
3 courses showed only decreased amplitude of  sensitive evoked 
potentials in 54% of  pts. NCS after 6 courses showed sensory 
axonal changes in 7/9 pts (77%) and decreased peroneal motor 
ampli tude in 4/9 (44%). C o n c l u s i o n s :  The combinat ion of  
DTX+VRB induces symetric sensitive axonal PN which presents 
with distal paresthesias after 3 courses of DTX+VRB, progresses 
slowly with more courses and resolves within 1 month from the last 
course. In this small series, no case with motor symptoms or 
disabling PN was seen. The PN of DTX+VRB is less severe than 
expected given the neurotoxicity of each drug as a single agent, and 
does not preclude clinical trial s with DTX+VRB. 
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PERIPHERAL BLOOD PROGENITOR CELLS { PBPC) MOBILIZATION 
W}TH FILGRASTIM IN BREAST CANCER PATIENTS. 
M, Navalon. J.J. Cruz, J.F. Son Miguel, M Corral, A. G0rn~., P. Sanchez, 
G. Mart~n, E. Fon~¢a. Hospital Univarsitario de Salamanca. 

OBJETIVE : Analysis of mobilization Cal:raOt'/of filgrastim administ~eO at 
a dose of 5 mc~/kg/dia s.c to 75 breast can, mr patients treated with high 
dose chemotherapy 

PATIENTS AND METHODS Filgraattm was aclminimered et • dose of 5 
mcgJkg/day for at least 4 days after hematological recovery from the last 
cycle of induction ¢llemotherapy. Median age: 47 years Stage II "16 
patients Stage Ill 24 patients. Stage IV : 35 patients. Induct.ion 
chemotherapy : CAF ( cyetophosphamide 500 rr~m = + adriamicin 50 
mg/m'* + 5-FU 500 mg/m 2 ) or sOAP (¢yclophosphamide 600 
mglm2*adtiami¢in 60 mglm2+ 5-FU 600 mg/m 2 ) 48 I;~tlents ; FEC ( 5-FU 
600 mg,'m2+ 4-epirrubicin 60 rag/m2+ cyclophosphamicfe 600 mg/m 2 ) 27 
patients. 
PBPC were collected on CS Fenwall. A median of 101 were processed per 
procedure, with a mean of 2.93~ 0 79 leucapheresis per patient ( median 
3 ,  range 1-5 ) 

RESULTS 

• M ean Median , Range 

CMN x 10S/kg~ 483 ~ 418 3.18 - 7.47 
CFU'GM X 10 /kg 387 I 35.38 1.39 " 92.9 
CD 34 x 10~/kg 2.8 ] 1.92 t ,89 - 7.4 

A ~,,~conci mobdizatbon proc~clure was r~ot neCcesary. 

CONCLUSION 
In this estu0y the dose of fitgrastim at 5 meg/k9 ; day allows mobilization 
of suficient CPSP amount for supped in the setting of high dose therapy in 
breast cancer patier',ts. 
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CHEMICAL PLEURODESIS WITH IODINATED POVIDONE IN 
PATIENTS WITH MALIGNANT PLEURAL EFFUSION. 
J. Mufioz, E. Noguerbn, A. Berrocal, J.M. Vicent, A. Albert, M.J. Safont, C. 
Capms, M.C. Godes. 
Unided de Oncologia M&lica. Hospital General Universitario. Avd Tres 
Cruces SN. VALENCIA. 

INTRODUCTION: To assess the efficacy of iodinated povidone in the 
pleurodesis treatment of malignant effusion and assess it inmediate toxicity. 
PATIENTES & MI~TIBODS: Patients with relapsing malignant effusion 
were included if they were not fit to other systemic therapy. ECOG needed 
to be below 4 and life expectancy over 2 months 
After emptying pleural cavity with a tube, 50 ml of iodinated povidone were 
administered, Xilocaina 1% was added to avoid pleuritic pain. Alter 24 
hours, the tube was retired. 
Response is evaluated the first month and every two months thereafter. CR 
was the disapareance of effusion on chest x-ray, PP,, symptomatic 
improvement and effusion relapse in a volume less than 50% of previous, 
and non-response (NR), the relapse of effusion or clinical deterioration. 
RESULTS: 23 pleurodesis were done (13 fight and 10 let~) in 20 patients, 
l I of whom were female. Median age was 63 (30-88). 80°,6 presented a PS 
(ECOG) less than 3. Primary tumor was lung (30,4%) and breast (26,1%). 

CR PR NR Overall 
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  r_eslx2n_~ ... . . .  
4weeks 3 (20%) 7 (46,70,6) 5 (33,3%) 10 (66,6%) 

8 weeks 2 (13,3%) 5 (33,3%) 3 (20°,4) 7 (46,7%) 
16 weeks 3 {20%) 1 (6,62%) l (6,62%) 4 (26,6%) 

80°.6 had toxicity: pain (69,6%), nausea (30,4%), vagal reaction (21,8%), 
fever (17,4%), disnea (13%) and cough (4,3%).' 
CONCLUSIONS: lntrapleural therapy with iodinated povidone is similar 
to other eytostatic agents. There is a high freeueney of toxicity, that however 
is manageable. It is a cheaper therapy. 
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USE O F  L E N O G R A S T I M  I N  O N E  D O S E  F O R  C A S E S  O F  N E U T R O P E N I C  F E V E R  I N  

S O L I D  T U M O R S  

G ~ e r l  S ,  Angeles C ,  Del Moral F., Diez L., Rlzo A., Sancbez AB., Lizdn J" Secci6n de Oncologia  M6dica.  
Hospital  Cltnieo Universitario San Juan  A l i ean t e  

INTRODUCTION:  LenograsUm is a t~ombinthg gticeproteth equivalent to G-CSF sad separaled from a 
human eelulu l ine of  CHU-2. In ¢]imcal plactice, its rise is recomended to reduce serious neut~opema and associated 
comphcatthm in patients with malignant ao~a- myeloid neoplasms undergoing ¢itotoxic ehonotherapy wlch is associated 
with • high in~tdence o f  neulrapeni¢ fever. Various stuthes have demostrated the clinical benefits of  this medicine, but 
in view o f l ~  high coal it was recomended Io be used rationally 

M A T E R I A L  AND M]E1~IODS: Between april 98 and july 98 twenty cases of  neula'openic fever were 
registered- 60%(12) were womaaaad40=/o(g) were raen with an average age of60(dh-77),  l n45%(9)  of thecase~ 
the baiic neoplasm was breast cancer 25"/* ( 5 ) ,  lung cancer 10 % (5), 10% gasmc cancer (2), 10=/o advanced 
colonectal cancer (2), utera~ lemmyosarcoma (I) and temporal osteosarcoma {19) In 60% of  the cases (16) tt was the 
lust  episode of  neutropenic fever. The inifigl empiric antibiotic m:atrarnt was ceftacidnne/amahacin i.e. in 75% (15)of 
the eases, imipeaem Lv. 10% (2), ceflacidlme i.v. 10% (2) and ofloxacin i.e. 5% (I). In 50 % of  the cas~,  d ~  foe1= of  
mfectaon was not deternuaated. 25% hmg/tespirato¢7 tn~t  (5), skin/soft ttssue 15% (3) and 10% digestive tra~t. 

Two pa~deots have been mcludad twice in the s~udy. 
The average ¢,a~:~tlll suffac© of  the sample w=s 1 'gin a (I "4 -2). A total of  7 patients (35%) had a C.S • I "75 

m ~ aad tbercthre r=ceived a dosts beinw the theoretically recomended dasis ( 19 '2 MU for m ~ of  C.S.) 
l.enograsttm is administered suboltanemuly it, doses of  33"6 M~J Ir~y regardless of  the corporal surface. The 

bogle ¢.ntena fm il~elusinn w ~  a iotal amount of  ~U~ophils <6= 5on/ram ~, wthoul protilaclic use of  lenograslml 
other G-CSF, and mesured l e~ r  of  >6-  3g"C 

RESULTS : The average araount of  daya requxred Io obtain a numbeT of  neuuophils >6 = 15OO ~ and to 
obtain up,resin w ~  I "85 days (1-4) and 2'1 daya (I-S) nespectively. The average duralaon of  adnuantration of  
lelmgrasttm per episode was 4 '9 days. 

The most frecuent side effect was skin reaction th the injection area (15%) and pare in bones ( I 0%). 
Only one patient could not be evaluated doe to prog~ss of disease and exitus 
The group of  pattents who received a dose thcoreticafty below the recnmended dose required an average of  

I '8 (I-3) to obtain a.n amount of  neot/ophtls >6 -  1500 h~ln ~ and 1"4 (1-5) to obtain aptrexia The group of  patients 
who r~elved the theorelically correct dose was I '7 (I-4) ~ d  2 r4 (I "8) respectively 

CONCLUSIONS : Due ~, the small scale of the sample analyzed~ no sigthficant differences can be 
estabftshed between both gr oupa. Until a hrger n ~ r  of eases is completed, a d ~ s t r a t l o n  of  a standald dose of  33'6 
MUtdey does 11o( seem to have adverse eft'el;Is In patients with CS > I "75 m: Thanks to tts low local end sisterinc 
toxicity the lenogtastLm ~S a safe chmg m daily clinical pr~nce  
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EVALUATION OF THE ONCOLOGIC PATIENT'S SATISFACTION 
WITH SOCIAL WORKER UNIT 
C Cabo, C. Camps, J, Mufioz, A Albert, M J, Safont. MC G-odes, A. 
Berrocal, JM Vicent. 
Social Worker's Unit and Medical Oncology Department. Hospital General 
Universitario. VALENCIA (SPAIN) 

PURPOSE: the aim of our study was to evaluate the satisfaction of both 
patients and relatives with the social service given by the Social Worker's 
Unit (SWUU) of the Department of Medical Oncology of the Hospital 
General in Valencia 
PATIENTS AND METHODS: A transversal study was done 510 patients, 
admitted to the Medical Oncology Department from January 1994 to May 
1997, were included. A questionnaire was sent by mail including two 
aspects: the patient's satisfaction with the SWUU, and the type of services 
offered by the unit and accepted by the patients 
RESULTS: 32%o of the oncologic patients made at least one consultation at 
SWU. Only 25,9% answered the questionnaire, and a relative filled in most 
of them (64,1%). The information about the existence of the Social Worker 
Unit was given by the social workers themselves in 31%, the oncologist in 
20°/o, and the rest by the staff and publicity. 90% of the patients did not find 
any difficulty in contacting with the social worker. Most of them (75%) were 
satisfied with the Unit 80% of the patients considered that the facilities 
offered were suitable Social services offered by SWU were economical aids 
(42%), technical equipment (22%) and nursing houses (15%). However, the 
patients requested mainly, nursing houses in 42%. technical equipment in 
32% and economical aids in 20% 
CONCLUSIONS: The Social Worker Unit was easily available and 
provided a high degree of satisfaction. Most of the patients got the 
intbrmation from the social workers or the oncologist The nursing houses 
and technical equipment were more requested by the patients than the 
economical aids. 
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DOMICILIARY CHEMOTHERAPY IN ONCOLOGY (DCT): 

R][SUILTS OF X PHASE Ill[ I IV CLINICAL TRIAL 
M. Navarro, A. Stnchez, M. MartJnez, 1. L6pez, E. M6ndez, & L  Pomt6n, 

J.M. Horr~s, J.R. C, ernll 
Insfltut Cntal/t d'Oncologi~ L'Hnspitalet, Barcelona 

~)bieetive: To determine the life quahty (LQ), the accomplishment of the treatment, the patient's 
satisfaction for the care, and the chemotherapy (CT) duration in comparison to the chemotherapy 
duratmn at hospital. A secondary objective is to find no differences in medical complications 
Nlaterial and Method: Randomized clinical trial to demonstrate the efficacy and security of the 
DCT versus a hospital ~-eatment. Patients with eolorectal cancer eligible to treamaent with 5- 
Fluorouracil CT based, either as adjuvant or in disseminated disease, were selected. The analyzed 
variables were: LQ (EORTC-30 questionnaire), satisfaction with medical and infirmary care, 
treatment accomplishment and toxicity, and use of the health system resources. 
Results: Between Oct. '96 and Oct. '97, g7 patients were included: 67 adjuvant treatments (39 colon 
and 28 rectum) and 20 dissermnated diseases. 42 pattents were treated at the hospttal and 45 
followed DCT. There weren't significant differences in the randomized assignation to these groups 
neither in sex, age or tumor type. 8 patients left voluntarily the treatment (7 from the group at 
hospital and 1 from the DCT group), and 22 treatments were suspended because of tuxieity or 
disease progression (13 from the group at hospital and 9 from the DCT group). There weren't 
differences in LQ between the two groups during all the treatment. However, differences were found 
at the end of the treatmunt; the patients of the DCT group reported more satisfaction and a significant 
better accomplishment degree of the tmalmenL 
Conclusions: DCT treatmenl with 5-FU in bolus improves the accomplishment degree of treatment 
and the patient satisfaction with the care without increasing risks. A program with these 
characteristics may suppose more costs to the health system but the patient's costs are minor due to 
the improvement of their time management. 
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ESTIMATION OF COST-EFFECT1VINESS IN FOLLOW- LIP PROGRAM IN 

PATIENTS WITH BREAST CANCER, RANDOMIZED TRIAL. 
A Ollra_ A Santaballa, J.Montalar, B. Munlltriz, M. Pastor, A. Meseguer, A. Fuertes*, A. Yuste, 
C Herranz. 
Servicio de Oncologla M6diea. Hospital La Fe (Valencia). 
* Servicio de Gesti6n. Hospital Amau de Vilanova (Valencia). 

The constant/nc*cesing of the sanitary expense, and the limitation in resources, make 
planning to define the efficacy of the routinary clinical practice. This is very important in breast 
cancer due to its high ineider~e. 

Objetive: To evaluate the rate cost-etfeetiveness of the diagnostic methods in early 
detection ofrenurrences in patients with breast cancer 

Material and method: Randomized clinical trial allocating breast cancer patients to two 
alternative follow-up protocols: intensive with diagnostic laboratory tests (blood count, 
bioetgn~stry and hiomarkers) and image exams (fiver ultrasound, bone scan and chest 
roentgenography) vs clinical follow up. Patients with no metastatic breast cancer, under 70 
years old, after finishing the initial treatment of their disease and no subsidiares of high- 
chemotherapy, are eligible for randormzation into this trial. Mammography is performed every 
year in all women. 

Results: Since January 1996, 89 patients were randomized, 45 were asigned to the 
intensive follow-up group (1~) and 44 to the clinical fi~llow-up (CF). A total of 250 follow-up 
visits were performed (128 W/122.FC). In 15 cases were done no programmed visits(7CF/giF). 
Five patients have relapsed in the study period (2CFflF), only in one patient the clinic and the 
verification of the relapse by ~ mothods were simultaneous; the rest of patients asked for 
asistance due to Qixa~matology The global cost of the program of CF has been 1.811.710 
pesetas, and the cost of the if has been 3.978081 pesetas 

Conclusions: The prelimi~wy results shows an excesive cost in the IF programs in 
patients ~ th  breast eam~, without imp¢ovement in the early diagnosis of the relapses. 
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OCCUPATIONAL REINTEGRA TiON OF CANCER PATIENTS 
A.M.Jimdnez Gordo, ,ZFeliu, B.de las Hera& E.Rtos, N.Rodriguez-Salas, 
R.Molina.___...~ ,~L.L6pez, P.Zamora, M.L.Garcia de Paredes, M.Gonzdlez Bar6n. 
Servicio de Oncologia M~dica. Hospital Universitario La Paz.Madrid Spain. 
OBJECTIVE 
To determine the consequences of  cancer related to work. 
PATIENTS AND METHODS 
Between March and September in 1998, we asked to cancer patients in the 
Medical Oncology Department, about their work-related problems. 
We take a poll of  60 people, 33 men and 27 women. The median age was 46 
years old (22-65). Twenty-seven patients (45%) were employed in Service 
Sector. We make the statistical analysis with the Chi cuadrado or Fisher tests. 
RESULTS 
Fi t~  patients (83%) were in short sick-leave at the time o f  the treatment, 6 
(10%) maintain their laboral activity, 3 (5%) had a contract cancellation at 
cancer diagnosis, and 1 (1%) sought the early retirement. Of  the 6 patients who 
stay laborally active, 4 (66%) were self-employed, while 4 out of  50 in short 
sick-leave (8%) were self-employed (p=0'0025). 
Short sick-leave median time was 9'5 months (I-48). Nevertheless, median time 
during the treatment period was 7 months (I-14). 
At the end of  cancer therapy, 38 patients (76%) returned to their job, 7 (14%) 
stayed in short sick-leave and 5 (10%) passed to permanent inability. 
Ten patients (42%) who returned to job notified some changes in the 
environmental of  the workplace, 6 of them (60%) had a positive experience 
with their co-workers, while the other (40%) reported some discrimination. 
Twenty-nine patients (48%) became some disability by cancer. Nevertheless, 16 
(55%) of these returned to their workplace, 6 (20%) stayed in short sick-leave, 5 
(17%) in permanent inability, 1 (3%) were dismissed, and 1 (3%) in early 
retirement. 
Among patients became some disability, the 100% of  sarcoma and head and 
neck cancers, 40% of  melanoma and breast cancer, and 18-20% of  lymphomas 
and gastrointestinal tumors were described. 
CONCLUSIONS 
Preliminary results show that 83% of  these polled got the short sick-leave while 
treatment period. When it finished, 76% returned to their workplace. As a~ 
consequence of  neoplastic disease or therapeutic process, only 11% of  patients 
passed to permanent inability. 

SIOO 
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PROGNOSTIC FACTORS IN PATIENTS WITH SPINE METASTASES. 
E. Jim~nez; R.A. Bohollo; P. Carpintero*; 1. Gonzddez-Barrios*; M. Montero; 
E. Aranda 
Departments of  Oncology M~dic~z Departments of Traumatology*. Reina Sofia 
University Hospital Cordoba (Spain). 
BACKGROUND: The spine is the most common site of skeletal metastasis. 
Failure of its structural integrity as a result of metastatic vertebral involvement 
often brings about severe pain and/or paralysis. 
We analyzed factors affecting survival in patients with spine metastases from 
breasL lung, and prostate carcinoma. Survival was determined from the date of 
dignostic to the date of last follow-up. 
PATIENTS AND METHODS: We analyzed data from 258 patients with 
spinal metastases treated from 1987 to 1997 at our institution. The breast was 
the w ine ry  malignancy site in 168 patients, the prostate in 29 patients and the 
lang in 41 laBtients. The median ag~ was 60 years. 
We analyzed 15 factors. Survival curves were calculated according to the 
method of Ks#an-Meier, Univariate smwival analysis was performed with the 
Mantel-Cox test, Breslow test and Tarots-Ware test. Survival was recorded 
from the dale of diagnes~c of spinal metastases. Potential prognostic factors 
were analyzed in a multivariate analysis u.~ng COX'S regression. 
RgSULTS: In the univa,iatc analysis significant variables to predict sumval  
were anatomic site of primary carcinoma, senun lewes of alkaline #tosphatasc, 
p e r f o ~  status (Kamofsky), clinicul benefit after the initiation of 
treatment, brmn metastas~, liver metast._~,s__, time from primary carcinoma to 
spinal metastases (months), the clinical findings at the time of diagnosis, 
uptake had diminished demonstrated by skeletal scintigraphy. Multivariate 
analysis showed that the primary site of the c~ce r  (p<0,O0001; 13=1,78; Exp 
(15)~ 5,96; SE= 0,27), clinicni benefit after the initiation of treatment 
(p<0,00001; 13=1,1; Exp (15)= 3,02; SE = 0,25), scram levels of alkaline 
phos#mtase (p<0,00001; 13=0,83; Exp ([3)= 2,31; SE = 0J9),  and ~rformancc 
status (Kamofsky) at the time of diagnesis (p<0,0003; 15=0,76; Exp (15)= 234; 
SE = 0,21) were the moat important prognostic factors. 
CONCLUSIONS: For patients with spinal me~-~_~ms, the factors found to 
affect survival from the date of diagnomic of metastases incladc anatomic site 
of Infamy carcinoma, clinical be s t i r  after the initiation of treatment, serum 
levels of alkaline phesphatasc and performance status (Karnofsky). 
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COM~IY~'Enxz~ FRES(~RZI~I"XON OF ANTIICEOYLASZC C K I I ~ Y  
M.Gall~n, I.Tumquets, X.Fabregat, C.Vadell, E.Sales, d.Carles, R.~beas, 
C.Perez, C.Mesia. Hospleal del Mar. Barcelona.. 

IntroduetioB: 
The manual prescription of chemoeherapy is a complex process. 
Compueerlzation reduces the possibility of error and the prescrlpeion 
time . Furehermore, it eliminaees the need for intermediaries and 
shortens the waiting time of the whole cycle. 
Patients a n d ~ t ~ l  
computerized prescription of chemotherapy was initiated at our 
institution in 1991. All prescriptions have been dealt with in this 
manner since 1993. In eummmry, after entering the weight, $1ze, outline 
of cytostaelc treaemene and antiemetic standard, she program calculates 
the inteTvals and dosls to be administered. Both pharTaacy and nurses can 
know preparation orders immediately. 
R e s u l t s ,  
In its first five years, 2052 treatments have been registered in 1559 
patients, 886 {56.S%) of which were men, and 673 (43.2%) wcMnen. Mean age 
was 62.8 years (20 to 93 years}. A progressive increase in the number of 
treatments per year hag been obsez~led, from 288 in the first year to 448 
at present. The mos~ frederic e%w~our was digestive, with 398 (25.54} 
reglscered cases, followed by breast cancer, with Sea (22.7%) cases, lung 
cancer in 304 (19.54) cases and head ILiad neck cancers in 160 (10.34) 
cases. We recorded los different treatment schedules, with the most 
frequent being: 159 (7.9%) FAC or FEC; 146 {7.14) C~ in gome of its 
variane$; 145 17.14) AI-Sarraf; 140 (6.a4) 5-FU; 140 (6.84) 5-~J ~d 
follnic acid; and 122 {5.94} MIC. Thirty-three differene antineoplastic 
agents were employed: s rU was used in 918 (44.74) ereata~ents; cis-platin 
in 631 (30.s4); cyclofoafamlde in 490 (23.9%); &driamlclne in 313 115.3) 
and metotrexate in 249 {12.14), An important change occured in relation 
to the antlemetic standards, which implied uslng ondanseeron in 20% of 
the patients in 1994 to using it in s0% in Ia97. Active treat,%ants 
numbered 132 up until June 1994. 
Con=lugAo~st 
AS well as eliminating errors and acceleraelng the process, con~uterized 
prescription of antlneoplasic chemoeherapy ,~kes it possible to mantain 
and analyze the database that is created. On she other hand, it opens the 
possibility of linking this database with others within a general 
hospital, such as the ~xmo~r Register, or speciflc service databases such 
as those used f o r  neutropenle fevers and others designed ad hoc. 
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MAY A MEDICAL ONCOLOGY UNIT IMPROVE THE OUTCOME OF THE 
ONCOLOGIC PATIENT UNDERGOING SURGERY? 

Mas J, Barrios P, Fem,lndez-Trigo V, Janariz J, Gill F, Losa F. 
Surgical and Medical Oncology Units. Consorci Hospital Creu Roja Hospitalet. 
Barcelona. 

Targets: Medical Oncology has become one of the must changing medical 
specialities over the last decades. The complexity of the oncologic patient often 
demand multimodality approaches in their management and probably the need for 
specialiced units to deal with those patients. Surgical Oncology is not an exception 
to this matter. A Surgical Oncology Unit was created at the Creu Roja Hospital in 
Hospitalet eight years ago. This unit initially depended on the Department of 
Surgery and its aims were to improve the oncologic patient care. Six years ago this 
unit became a functional umt directly supervised by the medical director and 
working together with the medical ontology unit as a mixed medical-surgical 
oncologic area. Other care proffesionals like social workers and psico]ogists are also 
involved. The purpose of this presentation is to assess the assistance advantages in 
the management of the oncologic patients in this setting over the past six years. 
Material and methods: Over one hundred oncologic files have been revised in 
order to achieve resu]ts belongmg to two different time periods. First, an historical 
period previous to the oncologic mixed area, and the other refered to patients 
managed by the specialiced oncologic area. Some standard measures have been used 
as control features like: preoperative hospital stay, clinical-pathologic correlations, 
morbidity, unscheduled addmisions, time to the adjuvant treatment delivery etc. and 
some other subjective measures, although of great academic and scientific value like 
application of protocols, quality of discharge reports, clinical meetings, boards, and 
information given to patients. 
Results and Conclussinns: The results of this study may contribute to show the 
great advantages achieved by the specialiced group working together to provide the 
best combined approach to the oncologic patient. 
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P R O S P E C T I V E  A N A L Y S I S  OF  F A M I L I A L  B R E A S T  C A N C E R  
S Y N D R O M E S .  
Tusquets I, Gallon M, Ibeas I t  Vadell C, Mesia C, Caries I. Fabregat 
X. 
Servicio de Oncologia M&Lica. Hospital del Mar. IMAS. Barcelona. 
Spain. 

In t roduct ion  : The incidence of  breast cancer would probably defers 
between different countries as a consequence of  environmental influence 
and specific hereditary patterns. The analytic approach of our study is to 
model the incidence of  familial breast cancer and associated cancers in 
our breast cancer population. 
Mater ia ls  and  methods:  Between January 95 and December 96. we 
registered 292 new breast cancers in our unit. They were prospectively 
interviewed about fanuly history of  breast cancer as well as the ages at 
which those family members were affected, and bilaterality status. Those 
cases in which it was not possible to obtein information of  three 
generations were excluded, so we were able to analyse 265 recorded 
c a s e s .  

Results :  84% eases had no history of  a family link to either breast 
cancer or breast-ovarian cancers; 14% cases had a family history which 
was not significant: 2% eases showed significant criteria for familial 
breast cancer or breast-ovarian cancer syndromes. 
Conclusion:  The present study highlights a very low incidence (2%) of 
familial breast cancer syndromes in our population. 
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L U N G  A S P E R G I L L O M A  C A U S I N G  FALSE POSITIVE 

m l O D I N E  WHOL]~ BODY S C A N  IN THE E V A L U A T I O N  O F  
PAPILLARY T H Y R O I D  C A R C I N O M A  

J. M Urbano Galve.z.F. Morales L6p¢~, M. Lomas Garndo, L ~ Pufilla. 
Internal Medicine I)cpartmant infanta Cristina Universb' Hospital. Badajoz. Spare 

Introduttion: 
1311Grime whole body scan is conmlonly used to cvaltmte the presence of 

metastatic focuses in patient with palallaxy thyroid carcinoma as well as after 
thyroidectomy control. False positive studies are uncommon but they have 
been reported in relation with inflammato~ processes of the lung 
Clinical ease: 

We present the case of a 34 year-old female that was diagnosed in 1981 as 
having papillary.- thyroid carcinoma and underwent a total thyroidcctomy. 
13~lodinc whole body scan ~ e r  thyreidoctomy was negatise. In 1989 she was 
intervened of a lung aspergilloma in left upper lobe bs' embolectomy and 
resection of the area. From 1990, several m lodine whole body scans were 
positives with focal uptake in LUL ha~ing already received two radioiodine 
therapeutic doses (100 mCi). Several ~'rc isonitrilo whole body scans have 
been negatives. The patient has remained a symptomatic during this whole 
time without hyperthyroidism neither pulmonary symptoms and with 
thyrogiobulin levels inside the normality. Thorax IRM showed a 6 cm 
homogeneous south-tissue mass occupying a spherical cavity in left upper lobe 
and an opacity in right vertex that its corresponded with two mycelomas, in 
this moment she had no evidence of recurrent thyroid cancer. 
Conclusions: 

In the case of aspergilloma, the use of iodine to manufacture fungus 
endotoxins or enzymes released in a closod cavity, it could be the cause of the 
~3~lodine abnormal concentration in this cavity. However, this it is not totally 
clarified. This case makes necessary to be careful when interlxctmg abnormal 
~Iodine whole body scan, especially in the setting of asymptomatic :~:oung 

~atients and with thyroglobulin levels inside the normali .ty. In these cases, the 
Tc isoultrilo whole body scan can be useful to discard memslmic focuses of 

papillary, thyroid carcinoma. 
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HIGH INCIDENCE OF OBESITY IN YOUNG ADULTS SURVIVORS 

OF ACUTE LYMPHOBLASTIC LEUKEMIA 
E. Ca~do I , P. Znlllfign 2, E. Casade de Fria$ 3, B. T ~  l, J. De ~ 1  A. 

Jin~n aT| , A. Ordoflez I , J'N[ ~ 1 ,  M. Gonz~ez Bar6n I. 
S ° de Oncologia M6diea, Hospital "La Paz"t; Dpto. de Esta~stica de la UCM 2, 

S ° de Pediatr~ Hospital Oinico Universimrio de San Carlos3(M~kid). 

INTRODUCTION 
We wanted to ex~ore the evolution of the body mass index (BMI) in patients 
who had been treated of acute lymphoblastic leukemia (ALL) daring childhood. 
We considered as well the influence of the following factors: treatment 
modalities, age at eaagnosis, sex, and puberty. 
PATIENI"S AND METIIODS 
We examined the frecuenoy aad pattern of obesity in 37 survivors of ALL after 
a median follow up of ten years. Decimal ages at diagnosis were between 0,9 
and 14,6 years. They had re~ived several chemor~d~otherapy schedules: 
Pethema 78, BFM 83, BFM 86, and BFM 90. BMI was recorded at diagnosis, 
and after the following years: 1,3,5, and 10 years. We used the statsraphics plus 
7.1 and BMPD vs Pcg0 statLstical pregrams. 
RESULTS 
After a median follow up of ten years 79 % of the patients had increased their 
BMI. This index (considca~d normal from 80 to 120 %) increased 20,1%, and 
it was significant (p<0,0001). During the first year of treatment the steepest 
increase in BIvfl oonr~d, and this change was also significant (1Y~,0009). 
There were no significant differences in BMI evolution in boys and girls. Same 
results were obtained when competing those patients diagnosed before and 
after 7 years old. Although no significant difference were found, girls and 
youngers gained more weight than boys and older& respectively. BMI didn't 
show differences according to chemoradintherapy schedules. Menarehy was 
attained at 12,2 years old. 
CONCLUSIONS 
We conclude that most of our patients increased dramatically their BM1, 
becoming near obese young adults. Therapeutic modalities didn't appear to 
relate with obesity. Puberty seemed to be normal. Probably girls and chtids 
diagnosed at an earlier age are on a high~ risk of obesity and should be advised 
regarding a more active lifestyle anda healthy diet. 
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STUDY OF THE VALIDITY OF LIVE .SCINTIGRAPHY WITH RED 
BLOOD CELI.S-Tc99m TO DETECT AND DIFFERENTIAL DIAGNOSE 
CAVERNOUS HAEMANGIOMA AND METASTASES. 
Cebellos C*, Artal A #, Martinoz Trufero J#, Zorriila IV~, Pu~rtolas T #, Alonsc 
V ~, Artigas JM t, Navarre A*, Ant6n A #. Services od Radiolog~ t, Nucieat 
Medicine* and Medical OnGoing3 p. Hospital Miguel Server. Zaragnza 

Cavernous haeman~oma is the most frequent benign tumour of the liver. So, 
its detection and differentiation from metastases is of crucial importance in the 
diagnostic workout. Isotopic techniques may detect ~in vivo" benign liver 
lesions and help in the staging of cancer patients. 
PATIENTS and METHODS.- A series of 78 patients (p) studied by means oi 
liver scintigraphy with red blood cells=Tc99m because of a suspicion (in the 
ultrasound or CT scan) of hepatic haemangiomas is described. 
RESULTS.- In 55p (70.5%) a collection of red coils was considered positive fol 
haemangioma diagnosis. All of these cases have been confirmed with foilow-up~ 
ultrasound controls, andin  1 case laparotomy. Specificity was 100%. 
In 23p (29.5°6) no lesions were detected with the scintigraphy and the 
diagnosis of haenmagioma was ruled out. 19 I) were true negative cases and 4[ 
angiomas. Falso nogatives occurred in small, deep-located lesions. Sensitivib 
was 93.2% and global validity was 70.5%. 
CONCLUSIONS.- Hepatic scintigraphy with rod blood cells-TC99m have h i ~  
speciticity and sensitivity. It should be considered appropriate in detection ant 
differential diagnosis of hepatic lesions suspected to be caveraou~ 
haemangiomas in oncolo~, patients. 
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LONGITUDINAL GROWTH AND FINAL HEIGHT IN LONG-TERM 

SURVIVORS OF CHILDHOOD LEUKEMIA 
E. Casado I, P. Zuloaga 2, E. Casado de Frtas 3, B. Tabards 1, JM. Rodriguez t, M. 

Gonz~lez Bar6n ~. 
Servicio de Oncologia M6dica, Hospital "La Paz"~; Departsmento de Estadlstica 

de la UCM2; Servicio de Pediatrta, Hospital Clinico Universitario, Madrid 3. 

OBJECTIVES: We attempted to analyze the longitudinal growth and final height 
of a cohort of long term survivors of acute lymphoblastic leukemias, considering 
the influence of the following factors: radiotherapy, chemotherapy, sex, age at 
diagnosis, and parent's stature. PATIENTS AND METHODS: We studied 
retropectively 37 survivors of acute lymphoblastic leukemia (23 males, 14 
females), with decimal ages at diagnosis between 0,9 and 14,6 years. They had 
been treated with several chemoradiotherapy schedules: Pethema 78, BFM g3, 
BFM 86, and BFM 90. Auxometric data was recorded at diagnosis, and after the 
following years: 1,3,5,8, and at final height. Measures were obtained with a 
Harpender calliper, and compared with Tanner standards for sex and age. We used 
the statgraphics plus 7.1 and BMPD vs PC90 statistical programs. RESULTS : 
Height at diagnosis was + 0,38 +/-1,16 SDS, and - 0,58 +/- 1,45 SDS when 
skeletal maturity was achieved. Final height was reduced in -0,96 SDS 
(p<0,0001). During the ftrst year of treatment the deepest fall in height ocurred (- 
0,51 SD, p< 0,00001). After therapy was concluded patients showed a slight catch 
up, that was not significant. There was a trend of patiants treated at an earlier age 
to have a reduction in final height, compared to the older patients (p<0,0007)). 
Female subjects lost more SDS (-l,19)at attained heigths than males (-0,82), but 
the difference was not significant. Mean final height was lower in patients treated 
with higher doses of cranial radiotherapy (>24 Gy), and intensive chemotherapy 
schedules, but it was not significant. Patient's stature decreased 0,56 +/- 0,74 SDS 
over their genetic target, from diagnosis to the completion of growth. 
CONCLUSIONS: Our patients experienced a significant decrease in final height; 
it developed mainly during the first year of therapy. Girls and children diagnosed 
at an earlier age were the subgroups more severely affected, intensive 
chemotherapy schedules, and higher radiotherapy doses had a greater negative 
impact on final stature. These results underline the need to optimise the 
chemoradiotherapy schedules in childs with acute lymphoblastic leukemia. 
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THE ONCOLOGIC AREA STRUCTURE AT THE CONSORCI HOSPITAL 
CREU ROJA HOSPITALET (CHCR) 

Janariz J, Barrios P, Loss F, Gilt F, Mas J, Fernhndez-Trigo V, Peiret C, Casillas M. 
Consorci Hospital Creu Roja. Hospitalet. Barcelona. 

Introduction: The implantation of Medical Oncology Units at median level (II) 
General hospitals often reveal the need to detenmine their role among other 
assistance departments. In addition, few data is avilable for an accurate assessment 
of eficiency standars regarding assistance management. 
Aims: To describe the Medical Oncology Unit (MOU) structure as an integrated 
area along with the Surgical Ontology Unit (SOU) and a collaborative level IIl 
Reference Hospital. 
D~¢ription: The MOU and SOU Units got started as Punctional Units in 1991. 
They both work together as a medical-surgical oncologic area. They share hospital 
inpatient wards, outpatient facilities, weekly multidisciplinary tumor boards, in 
order to better coordinate patients care. In 1997 a collaborative programme was 
signed up with the Catalan Institute of Oncology (ICO), a III level reference 
hospital. Since 1997 hoth Units are composed by the following medical staff each: 1 
Unit Chief and 2 attending physicians. Developed activity: Weekly clinical joint 
meeting (MOU-SOU), MOU clinical sessions, Breast, Lung, Urologic, Gynecologic, 
Colorectal and Hematology-Oncology tumor boards. Oncologic pain and ORL joint 
boards. Teaching programme for Internal and Family medicine residents in training. 
Follow-up of the aims and features of the Health Plan related to the Oncologic Care 
for the Regional Area involved. Assessment of the application of protocols and 
trials, and time interval diagnosis-treamaent for colon, lung, and breast cancer. 
Methods: Parameters like hospitalization, outpatient care, in-day hospital, inpatient 
costs, chemotherapy costs, were all analysed. 
Cundussions: 1. A mixed medical-surgical oncology area has definetely 
contributed to set up oncologic criteria among the rest of the hospital staff. 2. The 
case load and uncologic coordination is not reflected in the activity standars used for 
the rest of specialities. 3. Quality standars for medical ontology itself must he 
stablished. 4. Productivity and quality palliative care standars must also be 
stablished. 
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USEFULNESS OF BREAST SCINTIGRAPHY WITH THALLIUM-2Ol 
IN DIFFERENTIAL DIAGNOSIS OF BREAST NEOPLASMS. 
Miravete MI*, ~os C*, Anal A#, Martiuez Trufero J#, Zorrilla M#, 

Pu~.nolas T, Manrei J#, Martinez Confln Lt, Ascnso A, Ant6n A#. Servicios de 
Medicina Nuclear*, Radiodiagn6$tico? y Oncolog(a#. Hospital Miguel Servet 
Zaragoza 

Mammogzaphy is the best technique to early identify malignant lesions in the 
breast but its sensitivity is far from 100% and other image tests are needed to 
conm"oute to the differential diagnosis (MP.J, PET, ultrasound scan, 
thermography and scintigraphy with different radioisotopes). 
Aim.- To assess the ~=_~o~ "~ validity of 11-201 Im:ast scintigraphy and its aid 
to other image tests looking for rational indi=ttions for use. 
Material and methods.- 45 cases (44 female) have been evaluated, aged 28 - 68 
years old. Any lesion, either palpable or not, previoudy examined by routine 
tcohniques (mammography, uluasoend and thermography) were selected for 
study. 11-201 Chloride was injected (111 MBq i.v.) and ~ r = r  images were 
taken from both breasts 20-30 minutes after injection, lnadiation dose was 3,1 
mGy to the breast. 
Results.- In the isotopic study of 18 breast with benign lesions a false positive 
was found (chronic non-specific granulomatons mastiffs). From 27 breast 
carcinomas (70.3% of them were ~ carcinoma), 22 were positive in the 
scintigraphy and 5 showed weak positive uptake. Minimyaro size of a lesion to 
be detected was 8 x 7 mm. Sensitivity was 82,4%, spo¢ific~ty 94,4%, positive 
predictive value 95,6% and negative predi~'ve value 77,2% 
Conclusions.- Breast scintigraphy with 11-201 is usofitl and may belp 
conventional radiolosy in the diagnosis of breast: a) dense, fibrous juvenile or 
displastic breast; b) lesions showing indirect radiological signs of suspicting 
malignancy; c)lesions with direct signs and radiologically doubtful. 
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Long-term Venous Central Catheters with Subuutsneot~s Port. 
Experience i n  a U n i t  o f  Ontology. 

P Sal~as , L Ari~* , C Per~dLndes, MA Late, Y Fernandez, C 
gaz~la-Gir6n 
Unit of Medical Ongology, * Depart of Anaesthesia 
General Yag~e Hospital. Av del Cid 96 09005. B~S. 

Between Mars 1996 and September 1998, ~hey were placed in 
the Unit of Medical Oncclogy, 70 Long-term Venous Central 
Catheters w£th Subcutaneous Por~ (LVCC}, type Calcite 9.5 
or Life-port. The catheters were used for blood-samples, 
chemotherapy and hemoderivate transfusions. Patients were 
diagnosed of: breast cancer, 29; colo-rectal cancer, 12; 
lymphoma,8; sarcoma,6; lung cancer, 5~ ovarian cancer,3: 
other tumors, 7. The complications experienced at 
insertion: transient arrhytmia, 16 (30%), arterial 
puncture, 5, not insertion, 2, local hsm~tooa, 2 and 
pnsumothorax, i. 2 axiler and subclavian catheter-related 
venous thrombosis were restorated by anticoagula~ion. 4 
catheters were removed due to infectious complications 
(5,7%), 2 out of 5 by multiple bacterias, 1 candida 
albicans, i bacilus spp. 
Uroklnasa instillstlon [stander doses) was administered in 
6 LVCC (8.5%) due to catheter oclueslon, with resolution. 
The LVCC were removed in 3 patients after treatment and 
personal declsiOn~ 1 out of 3 had to be recovered by 
interventional radiology after catheter rupture and 
migration. 
~n conclusion, insertion ~f LVCC presents a very low 
percentage of severe complications dbtrlng the insertion 
technique and treatment. The catheter removal was done due 
to severe infections in 4 patients. The coagulation-related 
diseases were resolved with stander treatment and normal 
function, patients and n~rses expressed their satisfaction 
due to easy handle of chemotherapy-administration after 
catheter insertlon. 


