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AIDS and Cancer 

PP 1 

;UMULATIVE INCIDENCE (CI) OF NHL IN HIV+ PATIENTS: AN 
ITALIAN EXPERIENCE. 
M.Bofflto*,I.Dal Conte l ,P.Vrnels0,A.Lucchini',A.Sinlcco* 
A.Rossatl*,M.Quario*. 'Istituto dl Malattie Infettlve, 
Unlverslth dl Torlno, Osp. Amedeo di Savola; 'Servizlo 
dl Epidemlologia A, Osp. S. Ciovannl Battista, Torlno. 
Incidence of NHL among HIV+ patients is higher than-m 
the general population. We observed 1819 HIV+ subjects, 
mainly IVDU (62%) from 1985 to date: 28% developed AIDS 
and 1.3% had NHL. In 7 patients NHL developed after a 
mean tune of 16 months from diagnosis of AIDS. CI of NHL 
for HIV+ patients and for the general population were 
9.60% and 2.27% respectively. Relative risk for having 
malignant lymphoprollferatlve diseases (MLD) In patients 
who sexually acqured HIV lnfectlon was 3.80 (95%CI=1.75 
-8.24). A higher uxldence of EBV and CMV lnfectlon was 
observed Ln the group that acqured HIV by sexual inter- 
course. Conclusion: NHL 1s more frequent among HIV+ sub- 
jects than general population and sexual trasmlsslon 
seems to be a major risk factor possibly due to higher 

prevalence of sexually-trasmltted lymphotropic viruses. 
Further lnvestlgatlons are warranted. 

OP3 

HIV LOCALIZATION IN HPV-RELATED, HIGH GRADE SIL OF THE 
CERVIX MWO?vIENWITHHlVINFECIlON. 
M D’Amieo, M Cannone, G Cecchini, G Bad, M aarbais 
“E. Bmwdelli” Foundation, 20037 Pademo Dugnem, Milan, Italy 

HIV infection in&mccs the cknical course of HPV- related genital lesion. To 
e-v&ate a pas&e 113~~banism of HlV and HPV imaction we have idestitied 
the cell types in the cervix which h&our HIV with M highly sensitive technique 
39pwtiine&Ydd!4cewicalc&?..ationspacimenswithhighgIn& Sk 
occurring in HIV infe&zd women were studied. From s&c&cl intm-epith&l 
HPV positive ( ISH wn6rmcd) not tlleemed specimensWeobtainedSUifJ,4-Sp 
thick sectionathetwaeatainedwithH&E,antiSl~proteinandC~4.The 
presence of.- Imgehans’ or desldrsc cenr and cD4+ cells was 
registered The uncovesed stii were examined by an herted microscope; fdl 
thiclrness SpecimeM of mucusa were miuodi~ed from the underlying 
myometrium, &ntIy n-mod and used for PCR analysis (group A), The same, 
not ndcmdi~ wlmle sections were wed for PCR tcm &coup 8) The 
quality of DNA was checked by HLA-DQa an#iScation; then a nested PCR for 
HIV provirsl DNA, giving 8 product of 114 bp, was perfomxd Sl39 (12.8%) 
spec&nsofthegroupBwerepositivewbuatsHIVwasnevad~ectedin 
microdisscded~~0rwithout~0rcD4ctns.hconcttion 
our shdy shows that that is no ovcrlep in the diatnition of I-IPV aolj HIV, the 
lack of i&~ed Lerrgahaas’/dendritie cells could indicate a forma migration to 
the proximal lymphnodes of the infected cells; the absence of HIV proviral DNA 
eveninIheSlLs~ltratedbyCWcellscouldbeduetoalownumberofCD4 
inftied cetts in non uhxmted mucous mrmbrane. 

PP 2 

RlSK AND EVOLUTION OF SILs IN HIV-POSITIVE 
WOMEN: =RACTION WITH CERVICAL HPV 
INFECTION. 
M.Branca’,G.Migliore’,L.Leoncini’,M.Giuliani’,G.Cappiello2 and 
A.Benedetto’ 
1) Laboratory of Epidemiology and Biostatistics - Cytopathology 
Unit and AIDS Unit - Istituto Superiore di San&& - Rome- Italy 
2) Laboratory of Virology, S. Camillo Hospital, Rome - Italy 

From 14 Italian infectious disease and gynaecological Centres. 
266 HIV-positive and 193 HIV-negative women with the same 
risk factors were enrolled and underwent: a) 2 cetical smears, 
one for Papanicolaou testing and the other for molecular biology 
testing (HPV-DNA-PCR) and viral typing; b)gynaecological 
examination; c) colposcopy and directed biopsy/ies if necessary. 
Of the 266 HIV+ women, 78 (29%) had cytological smears 
showing SlLs of different degree, while only ‘20 (10%) of the 193 
HIV- women showed SILs of various degree A koilocyte count 
was performed on the cervical smears showing HpV-changes 
using a standard method. The koilocyte count seems to suggest 
that HIV infection tends to modify the effect of HPV on the 
cervical cells, increasing the risk of SlLs and a widespread 
koilocytosis. 
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PP 5 OP6 
NATURAL HISTORY OF BREA.ST CANCER: ANNUAL HAZARD OF RECURRENCE 
AFTER SURGERY. 
Azagm P, m  MarlIner ds Dudu E. Insa A, Lkh A. Msrupln M. Garcb-Conde J Sm,ci, de 
“m-by OwAqla M4dik.a HOSP(TAL CLINIC0 UNNERSITAARIO DE “ALENCU SPAIN. 

Akhough a percentage of pstinb (ph) un(h breast cancer (EC) became long term survival 
after initial treatment. natural hisbxy of BC Indudes a continuous incidence of recurrence 
over rims. To dclsrmins the annual hazard ratio (HR) of recurrence atier initial surgsry m  BC 
ph and to waIua(e the influence of prcqnortk facbrs (PF) in Iha pattern of recurrence. m  
studied a group of 1724 BC pb treatsd in a sir@ institution between February 1962 and July 
1698. I474 pb undwvmnt surgery as inilial trealmant. Median age was 57 yero (21.99) and 
sbg,ng i”d”dad: sbge 1: 270 (16%); II: 667 (67%): Ill-A : 63 (6%); III-B: 124 (9%). Invohmd 
nodes: 0: 663 (46%). i-3: 334 (26%). 4-4: 256 (17%). .=10: 151 (I I%). Hormonal receptor 
sbb,,: ER +: 916 (63Xk ER-. 556 f37Xk PGR+: 754 f51XI. PGR-: 720 149’XI Tu,i,ar ~bc 
TI .  424 (29%). T2: SOI’(55X). T3:‘122 $X1. T4: 127 i6%):‘H@olo$c grade: I:139 (9%). II. 
326 (22%). Ill: 1 I6 (6%). unknown 659 (61%). Conssrvat~ve surpery was owfomwd in 173 
(12%). Adjwanl chamothsrapy (cr) was administemd in 363 ph and 56 pb vmrs included in 
h@h dose CT and PBSC transplantattion pmgnms; 605 pts recelvd CT and hormonal 
lhe,a,,y (“T); 350 mslved “T alone. and I56 pts received no sdjuvanl ~reatmsn,. wivl a 
median follow-up of 5.6 years 490 ptr had presented a recurrence of their dlrease. with an 
avenge annual ratlo of 5.6 W. The annual HR of recwrenca was slQnifiuntIy hipher (11% pw 
year) during the second to third ysu l6e.r surgery and then remained stab* btwwn Ihe thti 
and eghth year of follow up (5 K per year). After Ihe eighth year the HR prcgnsivah, 
decreased but did not ream 0 X at my brne. When w analyzed the HR of recurrence, 
accardinQ to pmgnoslic factors, ptr with poor PF (involved node z IO. hormOnsl receptor 
negative. lumor size T3-T4, age 5 39) showed a SlgnMCantly hQher recurrsncs rate, ,.,h,,e 
menopausal ~lfltus did no, hsw any iniluena on the recurrence rata The pattern of 
recurrence., was similar indapnckmtly of PF In concluslan. annual HR of recurrence in 
patisnls with BC peaks be-n Ihe ascend and third years and lhen remains stable up to the 
wth year of follow UC. Although tha incidence of recurrence is hioher for ots with 
uni.v&rabls PF. the pittem of ntcunences is similar in (he dilfemn( p&oslie &ups A 
better understanding of Ihs natural history of BC wll allow us to desiQn new slralsgier lo 
unprove long term SUpY1vd. 

HYALURONAN IN BREAST LESIONS; EXPRESSION AND PROGNOSTIC 

VALUE 
P Auvinen, R Tammi, J Parkkinen. M Tammi, U &en, R Johansson, P 
Hirvikoskl, M Eskelinen, VM Kosma 

Departments of Oncology, Pathology and Surgery of University Hospital; 
Depatrments of Anatomy and Pathology of University, Kuopio, Finland 

BackerounQ, Hyaluronan (HA) is an extracellular matrix molecule. its 
expression is increased when movement of cells is needed e.g. during 

morphogenesis and in healing wounds. In quantitative analysis the amount of 
HA has been elevated also in various malignancies. This study exammes HA 
expression in 143 human breasl cancer patients 

&@& The paraffin sections of 143 breast carcinoma cases were stained for 
HA by using the biotinylated hyaluronan-binding region and link protein 
complex @HABC) of cartilage proteoglycan as a specific probe 
Results: HA expression was observed in the extracellular matrix around 
carcinoma cells as well as in carcinoma cells. The intensity of HA staining 
correlated to axillary lymph node positivity and poor outcome of breast cancer 

patients 
Conclusion- HA expressloo is associated with the progression of malignancy 

OP7 

COMPARATIVE ASSESSMENT BIOPATHOLOQICAL MARKERS IN PRIMARY 
BREAST CANCER AND LYMPH NTE METASTASES 
A. Bassarova. A. Popov, D. Tdlonov 
l$w$mt d Pathdogy, Depertment of Surgmy’, Medical Unhrersity, SoIts 1431, 

Ourlng tumour progression and metdadsanaccumldatbnofnwgermtie 
alteratbm Is otmwad. Inase&8d22pa(kntswMllmd3pmluvebmaateaneer 
we anelysed with indlraet SbUn-SbeptA;ldh teehdqus the expragbn of IO 67 
M&l\. 053 (DO-IL c-erb 82. HCAM (CD441 IBbQenex L&o&c&s. San Ramon. 
i;A. ki bllutj and bcl-2 (li4) (DAljO, 1:id dttut) h primary t&our and h 
metastatblymphnode.In7-wepedommdalwa~ DNA anatyab. 

&,57% orada 111. whereas h imps tie’- iham&Kl67wtumwere 
between 11,29% and 24,625?b. Invaalve lobular m  mpoc#srpavsscavitv 
12.5396 and 6.03?4 in met&&a. hpfhwytumourweddeetedp53pariFke 

Immunoreaeth’ii h 31.91% of the - wbareaa h mab~mm the pawncage ot 
p63 PadtMty Was 40.91. 22,72% from Pmury braat eanwra wlrec-aIbB2 

OP8 
SENTINEL NODE LYMPHADENECTOMY IN PATIENTS WITH EARLY AND 
ADVANCEDBREASTCANCER 

A Bembenek. T  Aeuhl. J Markwardt, W Haensch, PM Schlag. 

Department of Surgical Oncology, Robert-Roessle-Klinik, Humboldt-University,, 
Lindenbergerweg 80, 13122 Berlin. Germany. 

The axillary lymph node status plays a crucial role in the current management of 
breast cancer patients. As described for melanoma patients the sentinel node (S. 
N.) concept has been introduced in clinical trials of patients with breast cancer to 
determine the need for axillary dissection. We evaluated the predictive value of 
sentinel lymphadenectomy in our breast cancer patients. 

From 11/95 to 12/97 114 patients with breast cancer underwent a sentmel node 
mapping followed by axillary dissection. Sentinel node detection was performed 
using preoperative lymphscintigraphy with Tc-99m+beiled nanocoll and 
inlraoperative detection with a y-probe. Tumor size ranged from pT1 (r&7) to 
pT2 (n=39), pT3 (n=lO) and pT4 (n=B). In 89 of the 114 patients (78%) a sentinel 
node was detectable and subsequently a sentinel lymphadenectomy performed. 
Postoperative histological findings revealed that 32 of the 89 detected sentinel 
nodes showed metastasis (36%). 48 were tumorfree (54%) without subsequent 
tumor detection in the axillaty tissue, thus representing the axillary nodal status 
correctly. In the remaining 9 (10%) patients the S. N. was free of tumor, but 
metastasis was found in the axillaty tissue, giving rise to an overall detection rate 
of 82% (32/39) and an overall predictive value of 90%. While pTl-tumors (n=57) 
showed a detection rate of 94% and a predictive value of 98%. both parameters 
decreased to BOX (B/IO) resp. 96% in pT2-tumors (n=39) and to 60% resp. 64% 
in pTm4-tumors (n=l6). 

We conclude that in patients with Tl- and T2-tumors the sentinel 
lymphadeneclomy is an accurate marker for axillaty lymph node metastasis and 
may help to avoid unnecessary axlllaly dissection. However, for T3- and T4- 
tumors the concept can not be recommended so far. 

s2 



Breast Cancer 

PP 11 
ADJUVANT SEQUENTIAL CHEMOTHERAPY IN HIGH RISK 

PREYENOPAUSAL BREAST CANCER PATIENTS. PRELIMINARY 
RESULTS. 
E. BREWWSKA. T. PIEfiKOWSKI. 
Cancer Center, Warsaw, Polsnd. 

Behvesn May 95 and July 97,49 premenopsussl breset cancer pstlente 
pT l-3 wlth > 3 Involved lymph nodes sftsr rsdicsl surgery have been 
treated with esquentlsl ad)uvsnt chemotherapy. lnduelon crlterls 
Include ECOG performance etstus 9-Z and adque!e hemo#o@k and 
hepstic fun&on. The treatment cormieted of 4 cycle8 of eplrubkin 199 
mglm2 Iv d 1 and 8) every 29 days. All pts are allve. Metsetstk dlsesee 
has recognlsed in 8 pts. 
Totaly 357 cycles of chemotherapy has been given. 92 cycles (22,9x) 
has besn modyfled (doss mductlon or posponed). Leucopenls grsde 1 
and 2 occursd In 26 pts (S&2%). Them ws8 no kucopenla > grsde 2. 
No toxic death has been r;,ported. The mean relative dose Intenslly war 
0.9 for farmorubkln and O.BO for CMF. In conclusion our pmllmlnsry 
results suggest that early toxicity of sequential epirubkln and CMF Is 
acceptable. 

OP 10 
hlOM+3PATHOL0OlCAL.THM-IONSlNLocALLYADVAIKXDBMAST 
csiNcammwrrH FREomuTTvEQ. 
0. Boai*, E OIlvie@, R Tbom@. P. siveatn+. M. Di Bonito*. s. 
Bomgm**, 0. ITAim*. 
*I.N.T.E Pucale.Naple~,* A.I.R.C.**, RAL.Y 
We emmined Ibc motpho&tathdogic altemtia18 following naxdjuv~I 
ciwwtbcm~in4O~enta arlU~locallv d*mdtnaM-. AUwicau~ 
undwwUl&cuekslbiopay loobiainbiltologic andimnamqkotypic 
disgsmis, then received 130 me/m2 spidoxorebicia cvuy 2 we& for 3 cycles, 
fdlomd b7 smditiai ndial rrmtectomy. surgid spedme.ns were eonipmed 
with am hioaw reecirems. ThsaimdthcawiYvlstocommm 

and itq&~I spccimcd~~ nmdjuvmt chedipy): By ms~biopry WC 
ohkimd bidonicai d#a (H1: P&z Ki-67. oS3. wrbB2) of the t&on. Bv 
mgled npecia;uU u5 oat;i& iii fdkw’H;s ciecmc& psuma a) nod& 
14casr.s.b)dyrplui~18casen.c)dyltqhy Icasg. NoCRwaeavi&nccd. 

;Maoscopie paare (dynpilm& mddymophyl them N(n L&u lKoplulic 
c&(isd&d.inm~Ilgmupadi!Twe),fociof ds&lcucilwrmrin sits, srms 
d necrosis, stromal dysplasia, @tomoral &mpbocytic olenwnk; large cells 
with a- eosinophilic c~o#mm ant with vwciculmta nuclei rad 8mdl 
isdated cells with pycaotic oudoi. Axilluy lymph ncded with mekstmes 
slmved ateas of central nccmsis sld embolic carciaomatosur. lymph mxka 
withod metmksw revealed difTtnc sinus histocytosis andlot lymphocytic 
depletioa Comparing macro- snd micIoscopic surgical specimms, wJ ohw?ved 
IONRand4PRinlhe macrmqicpattemmxlulc,IlCRaul7PRiinthecasm 
wiIh dysplask sad 8 CR in the cows with dystrophy. Immunopbenotyping of 
cwcimav after nmedjuvad tJw.mpy could provide futkx insight into the 
biology dckma ttsisirlplrc tochcmothcrapy. 

OP12 

PREDICTION OF RESPONSE TO PRIMARY CHEMOTHERAPY (PCT) FOR 
OPERABLE BREAST CANCER M. Collecmi’ I. Miochella’, E. Owicto’ G. 
Perwzotti’, F. N&I, G. Vi&‘, C. Nobcmsco’, V. Saccbioi’, P. Vemnesi’, R 
Orecchia’, , and A. Goldhirsch’. ‘Dept. of Medicine and Radiation Oncology, ‘Div. of 
Pathology and ‘Div. of Senology, European Instimte of Oncology, Milan, Ikly 

Identification of predictors of response to F’CT might improve treatment results. We 
inwstigated the expression of cstrogm and pmgeskrone receptors, Ki-67, bcl-2, e- 
e&B-2, and p53 in patknk with operable breast cancer who subsequently underweat 
PCT. Treatmenti Grow A 120 ok1 adrinmvcin 60 m& sod cvcloohosobamide 600 

- m&n2 day I; Group B-(23 its): 5~fluorommc il 350 n&n2 day i,25, folinic acid 100 
mghnz day I,&3 and vinorelbme 20 mg/m2 day 1 and 3; courses were give every 21 
days for 3 times. In case of objective partial remission, patienk were offered additional 
3 eoursa which, for Group A only was followed by radiotherapy (50 Gy plus 10 gy 
bOOSt). SurgaywasperfOmd in aI1 patiettk. PatbdogymdCrid fl'Om43pptiarts 
(median age, SO years; mnge, 30-67; performance skms, O-1; 37 T2, 6 T3) was 
evahable. lix overall respanse rate was 58% (95% confidence intend, 42-73%). All 8 
p&ok with p53-positive htmors and only 17 of 35 with p53-negative tomors 
rwpmtded @=O.Ol). Thittece of 18 pttlicttk with high Ki-67 (>20%) bad a respmse and 
12 of 25 palienk in the low Ki-67 group responded (72 % vs. 48%; p50.04). ‘Ihe Kc67 
expression dearsed s&skotiaIIy (rsO%) in 14 patients doting ttemmcm. fiievm of 14 
FatkIts tw+mcbd and only 12 of 29 jWimk with a lower decmax rrrp~nded 
(p-0.02). No significant correlation was detected behvem response and other baseline 
featis In conchwion, these results indicate that tumors with bpseline &vakd Kid7 
expession, and positive for ~53 had a significantly higher msponse to primary 
chemotherapy. Moreover, our data suggest that decree of Ki-67 during pmqemtive 
treatment may predict response. Respective investigations using &se featores might be 
usdbl for kiloring primary and po&xtrgical systemic h-k. 

PP14 

EXPERIBNCE FROM A BREAST DIAGNDSTIC UNIT IN BERGAHD 
I.Del Prato. R.Taschini,L.Cicuttini 
Unita Dperativa di Radiologia e Benologia Diagoostica 
DBSL 12 24100 BdBgamo - Italy 

Data of the activity of a Breast Diagnostic Unit in the 
city of Bergamo are reported. 
From october 1995 to august 1997 7,895 -n were 
clinically examined, 11.758 -graph&s. 3.724 breast 
ultrasound8 and 2,294 fine needle aapirationa were 
performed. Diagnosed carcinomas were 283, of which 160 
(56.5%) clinical stage Tl. 100 (35.3%) T2. 5 (1.7%) 
T3 and 18 (6.3%) T4. Ages of the patients ranged 
between 31 and SO. Our experience shows how a well 
organized breast unit together with FONCAN (Forma OperE 
tiva Nazionale aul Cancro Y amaario) diagnostic 
guidelines application can provide a reliable way of 
breast cancer early detection. 



s4 Breast Cancer 

PP 15 

.kDJUVANT ANTIE!S’lROGEN THER4PY WITH TAMOXIPEN 
(NOLVADEX) JN EARLY BREAST CANCER (BBC) 
L. Denm&jievq R. Ardarov E. OolanmoM, J. Mihailova, M. 
NikOlOV 

sofiacancercenter, 1156sofia,Bl&afia. 

rheaimofthEtstudywastoevaluatethempeuticeffecttu3daide 
eflktn of antier(llosso Tamo&en (Nolvadex) in women with EBC. 
103 patients after radical mastectmlly, ER (+) wcrc treated with 
Ndvadm(2Omgdayly)asaptxtof~tmatmentmodahty 
httiurm E?k!pMk 1993 and !septanber 1997. 12% of ObsWed 
EBCptiU3tR&dprograssim ofdiaeaae.In6KofaUpatients 
tm&mentwasstoppedbecause.ofUbigsideeiTbcts”.Smallside 
eflbts(in2834)vmemcrecommcminprrnnemopausal~ 
OurdatanyBgertthat,a&atqen-Nolva&xasapaitofadjuvan~ 
treatmmtinBBCbasrgoodtheqK&ce&etandlowleveiofside 
t?flk&. 

PP 17 
ROLE OF FAC WlTa ANTI-ANGIOGENIC AGENTS M METASTATIC 
BREASTCANCERINVOLVINGLMXR 
AEzui,~S.B~D.Ajpim,PA.~gimwyMMenon 
Department of Oncology, m Faiad Specidia Hospital ad Resewcb Ce”tm, I+db, 
Saudi Ambii 

Role of chcnmtbexapy in DlctMLtic brea - ir pdJiative. We tested addition of 
anti-anuio~aic wwnts to aidbwdh based c4tamWmpy combination i.e. FAC. 

cltkhqyevery3wscL*dongwitb~sngiogadc~ats(Do~neltimg 
PO qD and Gsloibiol 0.5 mg  PO qD) from day 1 and cmtbmd till disease 
progression FAC was w”tbmed till mudrmmmpcmstwrs~. 
Ratdtc Total of 17 patie”ta wuc a&red iota study. Eleve” (647%) patie”ts were 
prcmolopaud aed 6 (35.3Yo) were post-mdlopaosal. Twdve patie”ts bad bone 
muastasis,7b.¶d1lmg tnuamsb and 5 had sotl time metasks. In 3 (17.6%) liver 
WIU the only site of metnt&, whereas 6 (35.3Y0) bad 2 sites awJ 8 (47.lYe) had >2 
sites of m.et&sis. Cba&mpy awl aMi-@ogmic ege”ts were well t&rated only 
4 (29.6Ye) patients developed febrile namopadl, 3 (17.6%) hsd grade III GI toxicity, 
3 (17.656) had gmde II, mucositis. Wkh no catt@eW rapoodas IO (59%) patimts 
aIsevdwt*lraponre. Three (17.6%) had stable disease a”d mdy 4 (23.5%) 
pmiau ti pmgre& disease.Mcdimltimetodisaw pl-opdmbldlpuimltswss 
6.3 mmths (MI(. 0.20 to 13.7 mCmt,ts) Sd in rrsponden. it was 8.4 ItIOttthr (range 
1;s to l3,7 rnO”&). 
Conclusion: FAC chmotbaapy with mti-angiogenic age”ts, is a well tdarncd, 
efFectivem&llyi”delayi”gdiseaeprograsdon blpatiatstithmemstuicbnast 
cancu i”vdving liver. More stodia are “e&d to c&i”” these results. 

PP 19 
PACLITAXEL PLUS VINORELBINE IN METASTATIC BREAST CANCER 
PATIENTS WITH CONTRAINDICATTONS TO RECEIVE 
ANTBRACYCLJNEs: PRELIMINARY RESULTS OF A PEASE II STUDY. 
I. Garcia Carhonero. U Martin, A Casedo. A Lluch*, P. P&ez Segora, L. de Paz, J. 
Garcia-Conde*, E. Dial-Robio 
Medical Oncology Seaiec, University Hospital San Carlos, M&id, Spain 
I3epatme”t of oncology, Hoapitd Cli”ica u”ivemitari0, Vale”&*, Spain 

Thirty-three metasttic breast cancer patients (pts) with prior chanotherapy (CT) 
(adjmt done 8 pt. CT for mete&& diaeese alone 14 pt, CT for both II both) 
rdved paditMd 135”@n2 over 1 hr followed by vinorelbii 3o”l&n2 over 10 
l”imtes cm day I every 3 weeks. The median age of the pat&Its was 51 years (range 
27-28). All petienta had cadreindications to receive M~“dJT)~d~ 
@nuuyANTrcsistance1Opt,~dosereachi”gthethe 
and/or myocardiopathy 23 pt). Twe”ty-eight pt bed prcxioosly receivd ANT. while 
the ru”llhiog 5 p had l-cceived prior CMF. The w”lbii0” of peclitaxel plus 
~r~~wasgivmas~~CIforma~disuLlcto9ptandforseMndor 
thirdlimtothe~24pt.Them~munbaofm*rstaticsiteswas2(~el- 
5). Twenty-two pt had viscarl invohawt. 

ovenll,3compl*esldl3~respo~swereob~amongthe33pt(objective 
response rate: 36/33,48,5Y.). The mspo”,se rate for tirst line CT was 67+h (6/9 pt), 
cmpared to 42% (IO/24 pt) as second or third he CT. Primary ANT resistant pt 
showcdansponsentcof~~(6/10pt),whilethe~gpthadanspotlseraceof 
43.5% (IO/23 pt). 

The main toxieitiu (CTC cAasi6catjon) were grade 2 dope& (92%), grade 3-4 
neutropmia (28%), nmtmpmie fever (la%), grade I-2 peripherd neuropatby (44’??), 
arthrdgias-mydgias (32%), and hype- mauions (8%). Phlebii was a 
signilicant clhical problrm in pt reccivitlg the drog~ through a peripheral vein. 

One-day paditexd plus tiorelbii Q safe, easy to administer and active in metatatic 
breast cancer pt with co”t&xlic#ioar to receive ANT. The response rate was not 
apperently it&ted hy the &actoki”ess to ANT. 

OP 16 
NO EVIDENCE OF GERMLINE MUTATIONS FOUND IN THE GENE 
PTF,N/MMACI IN FAMILIES WITaEEBED~ARY BREASTCANCER 
L. Bsttva-Schwarz, U.H. Grmnso-Weadler, 8. Jamlrig S. Scheme& end P.M. 
SCbg. 
Departmmt of Tenor Gm&a, Max-Ddb&k-Centum for Molecular Medicine, 
Berlin, Germany. 
Dqwtmmt of Sorgety mid Surgical O”coIogy, Robert-l@aleXlin& Be&, C&many. 

Objective: We search for germl& mutations of candidate genes in families with 
hereditary breast carcinoma which show no linkage to the known tumor suppressor 
genes BRCAI and BRCA2. 
Meterials a”d Metbedr: DuriDg the andysis of MDC families with 2-4 cases of 
breast cancer by a canhiio” of linkage and mutation screening sane families show 
no linkage to the k”ow” bmast cancer tmnor suppressor genes BRCAI and BRCA2. 
By analyring “od and tutor tissue from 11 of our families we found 27% (3/l 1) 
cases of LOH (loss of hetemzygosity) in the lOq23 region. We decided to analyze the 
10923 region in more d&l. since it contaias the tumor suppressor gene 
PTBN/MMACI related to breast cancer in the hereditary Cowde” disease. I” addition 
we searched for mutations by direct sequencing of the 9 codiig exons of 
PTEN/MMACI in 10 families with haeditary breast cancef (including 5 without 
liige to BRCAl and BRCA2 and the 3 which showed LOH at lOq23). 
Rmdts: We found two polymorphisms in iotron 1 and intro” 8. but no relevant 
mutations which could suggest a relation to tmnorigmesis. 
Conclusie”: Except in the tare hereditary Cowdm diseae, PTBN/MMACl does not 
seem to play an important role in the genesis of hereditary breast cancer. Further 
investigations have to be nude to elucidate its role completely. 
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THE METALLOTHIONEINS’ LEVEL IN THE CELL 
FRACTIONS OBTAINED FROM THE BREAST CANCER 
TISSUES 
B. Flo&cz&*, L. Grzybowska**, E. Staroslawska** 
* Department of Physiological Chemistry, Medical Academy, 
Lublin, Poland. l * Department of Oncology, Medical Academy, 
Lublin, Poland, 

The metallothioneins’ level in the cytosol. mitochontial and 
nucleus fractions from the breast cancer tissues and from the non- 
neoplasm& breast tissues (masthopathic breast tissues) was 
indicated in this work. 

The sample-s of the each tissue were watered in the physiological 
solution and then homogenized in 4-times volume of 10 mM Tris- 
HCI buffer, pH 7.4 in the glass homogenizer with tephlon pestle. 
The tissues homogenates were centrifuged for the reason of receive 
particular &actions. The level of the metallothioneins was 
determinated by the cadmium-hemoglobin afBnity assay (Eaton and 
Cherian), using the cadmium isotope from Du Pont. 

The higher level of the metallothioneins was ascertained in the 
cytosol and nucleus fractions obtained from the breast cancer 
tissues. 
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PEASE III STUDY: ADJUVANT CHEMOTEERAFY VERSUS ADJUVANT 
RADIOTHERAPY PLUS CEEMOTEERAPY IN WOMEN WITa NODE 
POSITIVE BREAST CANCER A RETROSPECXTVE ANALYSIS OF 18 
YEARS. 
H. Gervasio. Ii. Atv$& A Rho, J. Albano, M. Gxdilho, D. Pknentd, I. Rebelo. L. 
Pedro, C. Oliveire e L. Lima 
Deparhne”t of Medical Onwlow and rkparma of Radiotherapy of CX0.C. - 
I.P.O.F.G. COIMBRA (FORXlGAL) 

The aim of this study was to uxnpare the results of Juvrmt chemotherapy versus 
adjuwmt mdiothempy plus chemothempy in patimta with operable hreaa coca with 
positive kuihy nodes. This phase III study was held at Centm Regional de Oncdogia 
de Coknbm hetwea Jummy 1980 aul April 1983 md had&d 112 paie”ts. After 
mdtied did rtuutmtomy 57 patients were mtt&mid to receive Adrbunycin 
45”@m’fi.V. + cyd~phorphmidc 6CKlm@%.v. day I and 28 (6-l 1 cycles) (an” A) 
and 55 to radiotherapy (dose behueea 36 and 45 Gy) phu the MM scheme of 
chemotherapy (arm B). Patiats avmge age, menopaoad status end d&d TNM 
stsgingprcsmtcdrrortatirtiuldiffacaoesinbothMls.CardLct~washigherin 
mn B (23,6%) than in um A (19,2%) w 0.05). Overall sun&d was sbdlar in both 
srms (arm A-35,1%; ann B-32,7%). Recumncc rue was 57.5% (33/57) in mm A 
and 43,6% (24/55) i” arm B, narnmcctimelapaeprssmteclwstmis&ddi&ancain 
arm A (38,6 tncatbs) when c..oqmd with m B (44.4 mo”ths). 
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DOSE INTENSlTY OF STANDARD ADJUVANT CMF WITH G-CSF 
FOR PREMENOPAUSAL NODE-POSITIVE BRBAST CANCER PATIENTS. 
H. de Graaf’, P.H.B. Willemscl, S.B.w, H. Piersd. T. 
Tjabbcs’, H. van Veelen’. J.L.L.M. Coenen’, E.&E. de Vriesl. 
Departments of Jntemal Medicine 
‘Division of Medical Oncology , University Hospital Grooingco. 
‘Martini Hospital Gmningen, ‘Sophia Hospital Zwolle. 
4Mcdical Ccntrc Leeowardeo, The Netherlands. 

As the total dose and dose intensity of chemotherapy is important for treatment 
outcome, this was ~Ndicd for ~standard oral adjuvaot MF (cyclophosphamide, 
methotrexate, 5-fluomuracil) in premenopausal patients with node-positive 
breast cancer. using graoolocylte-colony stimulating factor (G-CSF). 
Treatment consisted of CMF and locoregional radiotherapy on indication. The 
indication to give G-CSF was insufficient kukocytc coont recovety, judged af 
the start of each cycle. 
Fifty-one patients required no G-CSF. 50 patients rmived G-CSF on indication. 
Twenty-two patients received no GCSF support despite insufficient leokocyte 
recovery (“control”). Followicg G-CSF, Ieukocytc recovery was adqoate in 
83% of the chemotherapy cycles. The pmentage of the patients who bad a 
dose intensity B 85% was 90% in the group who required no G-CSF, 74% in 
the group who did receive G-CSF versus 45% in the ‘control” group (p<O.OS). 
In conclusion an adquate leukocyte recovery after G-CSF was found in 83% 
of all chemotherapy cycles. The dose intensity of the G-CSF receiving 
gmup was higher compared to controls. 
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DOSE-INTENSIVE NEOADJUVANT CHEMOTHERAPY WlTH GM-CSF IN LOCALLY 
ADVANCED BREAST CANCER ILABCI. A CHEMO-IMMUNOTHERAPEUTIC 
APPROACU 7 
AH. Honk- K. Hoekman, C.J. van Groeningen, E. vs” der Wall, J. Wagstaff, 
H.M. Pinedo. 
Dept. of Medical Oncology. University Hospital Vrijj Universiteit, Amsterdam. the 
Netharlands. 

Neoadjuvant chemotherapy INACT) impfovea swivel in LABC patients. Usuelly 3-4 
cycles of conventional-dose NACT are administered prior to local therapy. In a” 
attempt to improve resulfs we increased the dosages and applied GM-CSF, which is 
also known for its immune-stlmulatory effects. which might enhance the antitumor 
effBct. 
Fonv-two patients with stage IMA or Ill6 breast cancer were treated with doxorubiii” 
(Djl90 mglm’l and cvclophorplramids (Cl11ooO m g ! m  j  at 3-weekly intervals. In the 
second md fourth cycle a 1096 doss reduction of both agents was applied. On the 
second day GM-CSF 250 p&/day was started and QIY~ for 10 davs. Initialb,. some 
patients were treated with * 4 cycles. but II the studv prograssed nd toxicitv appeared 
tolerable. 6 cycles where give” whonever possible. After the chemotherapy. pnMnts 
underwent surocrv and rsdiitherapv. 
Response r&for the whole grcud to DC was 36% 195% Cl: 94.lM)%I. with a clinical 
complete response rate of 50!b 195% CI: 35.6590. Six patients had a pathological 
complete response and in 17 patients only minimal residual disease was present. Median 
follow-up is 36 months lran~a 12-661. The disease free survival (DFSI at 3 yeus is 63% 
and the overall survival (OS) A 3 yews Is 76%. Comparison of DFS and 06 of patients 
who received 4 cycles with patisnrs who received 5 or 6 cy& showed a significant 
trend for improved DFS i~=O.Mxx)l and OS I~-O.ooO11 with incrassirW number of 
cvc*s. 
Our results with dose-intensive NACT and GM-CSF mmpams fwourablv with praviour 
mu&r. This is most appamm in the grovp of p8tia”ts who rea4ve.d 6 cvcles of 
neoadjuvant chemotharapv. We hypothesize that 1hase fworebla results m m  due to a” 
undwlving immune-stimulatofv effect of GM-CSF. and that the extended number of 
nsoadjuvant chsmotherapv cvck!s in the majority of pstients have probably contdbuted to 
these results. 
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ANTI-HER2/NElJ-ANTiBOtlY BINDING PR0FlL.E IN PATIENTS WlTH 
BREASTCANCER 
J.Jasinska, RZeilliager’,~ 
Ch.Wiltscbke. C.C Zielimki ’ 

K.Hoffmaon-Sommergrube?, O.Scbein&. 

Dcpartmen~ of Imemal Mcdicinc I, Clinical Division of Oncology, ‘Department of 
Obsteria and Gynecology, %par&nent of Gen. aod Exp. PafhoIogy, ‘Chair of 
Medical-Experimenti Gocology. Dcpamnent of Medicine 1. Clinical -1 
of Pathology, University Honpilal, Wachringer Guettel 18-20. A-1090 Vimna, 
Austria. 

Monoclonaj anti-HER-Uneu ,mtibodies have an inhibitory effect on proliferation 
of HER-2/neu exprerssmg cancer cells. lucre is evidcncc indicating the presence 
of aum-anti-HER-2/neu antibodies in patients with tumors overexprcssing Her- 
Z/neu. 
In order to dekcl these anti-HER-2lneu antibodies an ELlSA was developed. The 
assay relies on the antibody capture technique. A short fragment comsponding lo 
lhc cxlrawuular domain of HER2/neu gained by pcptide s@csis was wupled 
with wit-ad BSA as a ca&r protein awl immobilized on a 96-all plate. This 
peptide was recognized by monocloeal moose aotibodics raised against the 
cxnacellular domain of HER2/-. 
In parallel. Western blotting expkmeats were performed Membrane fractions 
from SK-BK%cells were separakd on 6Ye SDS-PAGE and transferred onto 
nitroceUulose sheets. Sent were tested for specific anti-HBRuneu IgG. Up fo now 
we scrmned 20 palients with lbeasl cancer and 20 matched paired kahhy controls. 
We obscned a wide raage of antibody levels in both goups. Blevakd antibody 
tilers of anti-HBR2lneu wre found in botb. patients and cotirnl sxa. So far there 
is no clear evidence to diwiminate between patients with breast canccx and 
healthy donors by anti-Her2Irm antibody levels. 
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INCORPORATION OF THE AMINO ACIDS INTO PROTEINS 
IN THE MI”KXHONDRIA OBTAINED FROM BREAST 
CANCER TISSUE 

L. Gzvbowska’, B. FloriaAczyk”, T. Borkowski+* 
* Department of Oncology, Medical Academy, Lublin, Poland, *+ 
Department of Physiological Chemistry, Medical Academy, Lublin, 
Poland. 

The mitochondria were prepared from the breast cancer tissues and 
non-neoplasmatic tissues (masthopathic breast tissues). The pure 
whole mitochondria were incubated in mixture including radioactive 
amino acids (glutaminic acid, glycine, asparaginic acid, lysine, 
isoleucine). The incorporation of amino acids into protein and 
aminoacylation of tRNA were determined. 
Although, the cancerous mitochondria possesed endogenic higher 
ability of aminoacylation of tRNA but have very lower ability of 
incorporation of the amino acids into protein in comparison with the 
control tissue. It was observed that cancerous mitochondtia differ 
f?om mitochondria of the control tissue. 
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= EFFEcls OF TJ3E ANTI-CANCER DRUG TAMOmN ON TRE 
CRLLULAR REDOX STATUS 
A Ientolino (I), S. Bonagura (2), G. D’Aiuto (2), MI. Ferrante, p. (2). 
F. Salvemini. M.V. Ursioi (11 A Fran& (11 
(1) lotemat&nal Iostitote oi&Uics aad %ophysicq Napks, Italy 
(2) National Institute of Tomoors, Naples. Italy 

Some recent reports have suggested that the anti-cancu drug Tsmoxifee (Tam). 
widely used in the breast canccc tbcrapy, can be invokd io oxidative cellular 
metabolism with anti-oxjdattt or pro-oxidant effect. Because both ER-posit& as well 
as E&negative cells are Tam respoasive it is evident that Tam acts not only thmu8b a 
mechanism mediated by I?& but also by M s&native ER-bulepe&nt me&a&n It 
is well known that reactive oxygen species (ROS) produced inside the cells during 
oxidative metabolism are. involved in many human m such as cancer. With our 
research we waot to clarifv if some uodcsiderable effkts of Tam caa be &bed to 
oxidative effect produced by this drug. We decided to study the role of Tam in the 
dhhr redox SUNS starring With tdysis Of oxidative stress enzymes &pr&on in 
human breast cancer derived cell lines treated with Tam and/or with antioxidant at 
sweral wnwurations and for di&ent times. We are measuring the activities and the 
levels of the major enzymes involved in cellular response lo oxidative stress by 
enzymatic s.says and westam blotting and we are also measuiog the intracellular 
levels of ROS and GSH (reduced glotathione) by flow cytometry. 
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INHIBITION OF BREAST CANCER TISSUE AROMATASE ACTIVITY 
AND ESTROGEN CONCENTRATIONS BY THE THIRD GENERATION 
AROMATASK INHIBITOR VOROZOLE 

P.Chr. de long’, J. van de Ven’. J.W.R. Nortie?. 1. Mailimu-Smeele’, G.H. 
Danker’. J.H.H. Thijssen’, P.H.Tb.J. Siee’. M.A. Blankenstein’ ‘5epatm~cnr.r q/ 
Infernal Medicine and Endocrinologv. Univerlily Hospital Wrechr. The 
Nefherlands; ‘Departmenr of lnrernol ,Uedicine. Hospirul Diukonessenhuis. 
Urecht. ‘Deportment of Inrernnl Medicine. SI Antonius Horrpifal, Niawegcin 

Purpose: To study the effects of the third generation nonsreroidal aromatase 
inhibitor vorozole (RivizorTM) on intratumoural ammatase activity and estrogen 
concentrations in breast cancer tissue of posmenopausal patients. 
Methods: During seven days preceding mastectomy eleven postmenopausal 
breast cancer patients were treated with vorozole (2.5 mg/d). During surgery 
turnour tissue sample.9 were obtained, in which aromatase activity and estmgen 
concennations were measured and compared fo results obtained in nine 
unpretreated postmenopausal breast cancer patients. 
Results, Eight patients were evaluated. In rrcated patients median tissue 
aromatase activity was 89% lower than in conrrols (p<O.OOl). Similarly, median 
tissue estrone and esrradiol concentrations were 64% and 80% lower respectively 
in treated patients (p=O.OOl resp. ~~0.05). 
Conclusion: Vorozole is able to significantly lower ammalase activity and 
estmgen concentrations in breast turnour tissue. Impairing estrogenic stimulation 
may he an important mechanism in the antitumour activity of ammatase 
inhibitors. which is further 10 be tested in clinical investigarions. 
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COMPLEX TREATMENT OF ADVANCRD BREAST CANCER USMG 
NEOADJUVANTCEElbfOBADIATIONTHKZ4PY 
!Z&moova-Poleva& N. Ognerybov 
Cancer R-h Center, Moscow, Russia 

410 patients with advaoccd breast cancer (T3-4N2-3MO) were treated with complex 
and cc&ii chemomdiotbcrapy. 260 patients (63,43c) had the ndiotherapy in dose 
of 40-42 Gy, 150 (36,6%)- in dose 60 Gy. W& radiotherapy the patients were 
subjected to drug treatment according to various schedules: VW CMF, CMFAV, 
VCAP, FAC. 3 weeks atIer the completion of coring it was accomplished tire clinic 
evaluation of eaiency of preoperative measures in acwr~w with the 
fecommendation~ of WHO. As ae objective cuing result it was accounted only the 
complete and partial tomoor qression. In this casea the surgical interveotion was 
carried out. EfRtiwcy of the chemoradiation therapy was obsex& in 95,1% (390 
patients): the complete regress& of tumour was in 23.4% (96), partial regrusion was 
in 74.4% (305). The stab&&n of tomour process was in 2,2% (9). The patients 
were observed doting 102 months. 5 and 7-years survival rates were 75,8% aed 
69,3%. 
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EFFECTIVITY OF BOOST IRRADIATION ON TEE LOCAL CONTROL 
AFlXR BREAST CONSERVING SURGERY AND EXTERNAL 
RAD10mEBAPY 
url- Maya, C. Idams&, T. Nagyw 
Center of Oncorediology, Uzsoki Hospital, Budapest, Hungary 

In our first study (19861992) we examined 111 patients after breast consuving 
surgery: 56 patients rec&ed 50 Gy whole breast external bmdiation, the local 
recurmnce rate was 10,7%4 another 55 patients mceived 50 Gy whole breast 
irradiation plus 10-20 Gy interstitial boost radiotherapy, the local recanmx rate 
5.4%. The median follow-up were 45.5 and 46.8 months reqectively (range 34-89). 
We ideotitied 6 routinely applicdble pammeten which were associated with 
significantly higher local nxurmn cari&.Inoursecondstudy&atedin1993every 
high risk patients had got boost radiation. The medien fbllow-up was 37.2 months 
(range 19-50 mo.). We treated 44 patients, the reccurance rate was only 2.3% (l/44 
pts.). We recommend the&ore whole breast irradiation plus boat irradiation in every 
cases of high risk breast caocer patients. (Sii risk factors were: tumour 
infiltration close to surgical margin, EIC poshivity, high grade histology, 
endolymphatic spread, bwasive lobular center. etc.). 
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WHICH IS DETERMINED QUALlTY OF LIFE (QL) IN 
BULGARIAN BREAST CANCER 
colmmm 

PA-drnF=z 
STUDY BBTWEBN 

INTERvEw wK2w 
QUESTIONARlES (EORTC-QOL-3&=23) 

STANDARTISFD 

J. Mihailova, L. Daametadjievn, R. Antonov, M Nil&w 
soiiacallcer~, 1156scdiqBul@a. 
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CARBOXYTERMINAL TFLOPEI’TIDE OF TYPE I COLLAGEN (ICPT) - A 
POTENTIAL SERUM MARKER IN DIAGNOSIS OF ADVANCED BREAST 
CANCER 
ILK&,&m (I), A. Jukkola (2). J. and L. Ristcli (3), V. Kataja (1) 
(1) Departmat of Oncology, Kuopio University Hospital 
(2) Department of Oncology, 0oh1 University Hospital 
(3) Department of Medical Biochemistry, Oulu University, Fiend 

We explored where the preoperative serum levels of metabolic tiagments of type I 
collagen (PINP; the aminotamid propeptide of type 1 proco@eo, PICP; 
carboxytuminal propeptide of type I procollagen, ICTP; the carboxytenninal 
telopeptide of type 1 collagen) correlate with the stage of breast cancer (BC). We also 
examined the IS&&XSS of PINP. PICP and ICTP in diagnosis of BC. 
Methods: The PINP, PICP end ICTP serum concentmtionq were measomd by RIA 
methods tirn samples drawn prior to soy surgical procedures in 138 BC. 94 BBD 
patients and 100 healthy controls. 
Results: The serum levels of ICTP significantly correlated with increasing stage of 
BC. especially with stage IV BC (pQ.001). The mean value of ICTP was signiticantly 
elevated in BC group compared to BBD and controls, but the sensitivity was weak. 
Condusion: Our results demonstrate that ICTP is * potential seam marker io 
diagnosing of advaoced BC. However, none of these markers an use&l in diagnosing 
BC in its early stages. 
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FREE RADICALS SCAVENGERS AND BREAST CANCER 
&b&@& E. Sqxinger, R. Madjew& 
Department of Homao Anatomy, Department of Pathophysiology, Medical University 
of Lublin. Specialistic Hospital of St& Cardinal Wysqn&i, Loblin, Poland 

Introduction: Early diqnosis in breast cancer is serious clinical problem, sa new 
diagnostic ltlrlrkas are stiu fmulding. 
The aim of this study was estimate a peroxide-antioxide balance of an organism in a 
bfeastcanwr. 
Patients and methodsz We ane,lyd the two groups pf patients. The fust group 
counted 48 women with breast cancer. They were treated by modified radical 
mastectomy (removal of only the breast and the aillary lymph nodes). In the second 
one (the contml group) counted 15 worn with diagnosis of benign dysplasia. They 
were treated by himorectomy. The patients did not had other complaints. Assay of 
peroxide-antioxide baleoce of 811 organism was performed oo the ground of the activity 
of I& radical scavengeq such as soperoxide dismutase (SOD) in erytbrocytes and 
glut&one peroxidase (Gpx) in whole blood and lipid paoxidation products in plesma 
(MDA - malonyl dialdebyde, CD - conjugated dienes, HPETE -lipid hydropemxide). 
The activity of glutatione pemxidase (Gpx) were determined using method of Paglia 
and Valentine’s and the activity of superoxide d&muse were daamioed osiog the 
Kaweguchi’s method. Conjusated dienes - CD and lipid bydroperoxide (HPETB) were 
marked using the mahod of Boege’s sod Augusta in Warda’s modificetion. The 
concwtration of malonyl dialdehyde (MDA) were danmined using the method of 
Okava and Yagy. In both gmqs abovamentioned mericers were dettied twice 
times before surgery, ten days afta the operation and thirty days after it. The obtain 
results were statisticauy fLdyzed. 
RestdLI: The average age of patients WBS 49 years (rage 33-68 years). In the 
approximately 65% of patients with the breast cancer the level of lipid peroxidation 
products was signiticantly higher before operation than after it. On the contrary the 
levels of superoxide dismutase (SOD) and glutatione peroxidese (Gpx) in 
approximately 70% cases were higha before the opation than after the operation, 
respectively. In patients with diagnosis of beoign dysplasia, we have not noticed the 
considerably changes of the levels of lipid peroxides product and tbe levels of 
soperoxide dismutase (SOD) and gh&tione peroxidase (Gpx) before and afler the 
opmtion, respectively. 
In the group of women with breast cancer were statisticaliy signi6caoUy higher levels 
of lipid perioxides and the levels of soperoxide and glutatione peroxidese than in group 
of women with diagnosis of benign dysplasia. 
Conclusion: Our results ahowed that: 
* Breast cancer caused intensity the process of lipid peroxidation in an organism and 

increased of the activity of&e radicals scavengers. 
* Thedetenniu tion of levels of lipid peroxidation products and the activity of SOD 

and Gpx may be of considerable importance in diagnostic of breaa cancer. 
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lNTRAlUMORAL PHARMACOKINETICS OF CYTOTOXIC DRUGS IN 
CANCER PATIENTS 
MM&, M.Bnmner’. R.Mltb?, R.schmi$, G.Btage?, B.BKkJO-Daum’ 
and HG.Ei&br’. Dapattmorb of Clinical phamwmiqjy’, Intwnal Medidne 
1. Dluldon of OnodogJ, Depstlmutt of Ciinicai end Laboratory 
Diagnoels? Vbnna Unhmmlly Bchoal of Medkinq Vienna. Awbia 
The transfer of cytobdc agants across the tumor an&helium into the 
intorditial tumor spm is con- a critical step in dinical maponw of 
solid tumors to antlnaopl8etk: ahemdsmpy. Tha press& study themfore 
amployed an inncwtiva tachnlquq in vlvo micmdialysb, for maasuring 
intarstigal tumor phamtacokinatics and plasma to tuntor tmnsfsr ratss of 
carboplatin. Muorwacil (5Fu) and m&&wata (MTX) in mdancma- 
(n=B) and braast ancer- (wig) patlsnts. 
Major gharmacckinstio pammstsrs for ths inB&tial tumcr spats wara 
obtainad Cr all campounds. ‘Tham was a high intarindiiual varlabilll in 
tmmrndothdial bansfar of all thrsa cumpounds. Plasma Iawls wsrs not 
pmdkhm of cwsqanding lamls in tha intarstiHal tumor spsca. In ccntrast 
to MTX. 5FiJ intamtitial tumor loed was aseodated with fawumble dinical 
rsspcnsa. 
Wa condude ihat assessment of transfsr ratss info tha tumor ccmpartmsnt 
is *sibIs by in vivc micmdklysia. This infotrnation may axplain dtug 
msbtanm in some gafisntr and may hsip to ogtimka dosing and 
adminktration s&dubs. In contrast tc S-FU, l ccass of MTX to the 
intarstitial spaa was not a rata limiting stap for clinical rasponu to 
chamcfhampy. In Murs rlaction of ncwl cytcdcxic compounds with 
favcrabla tumor psn&abon~ charactaristics may baccma possible by 
microdialysis. 
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NEOADJVAM’ CHEMORADIATION THEIUPY IN TREATMENT 
OF ADVANCED BREAST CANCER. 

Omenkov N. A.. F’oddobnaya I. V., Letyagk V. P.. polcvaya E. 8. 
394622 Voronezh, Rwsia, Studencheskaya str., 10, Chair of oncology, 

State Mectical Academy. 
Combinative neoadjuvant chemoradjation therapy was carried out for 

265 patients with advanced breast cancer I T2-4 NI-3 /. For 86 patients radiation 
was administered in the regime of classic fraetiotting the dose up to summed 
oidus dose 40-44 Gy. but for the rest - according to split course up to summed 
oidur dose 60-70 Gy. Mediciaae therapy was carried out according to schemes 
CMP, CAP’, VAh4, CMFVP, CMFAV, VCAF. Complete regression of hunoar is 
marked in 21%. the partial regression - in 74.1%. Stabilization oftumw process 
is observed h-5,9% only. Estimation of curing pathomorpheoe showed that the 
complete regression of rumour was observed in 14.4%. Pronounad 
pathomorphose was foond out in 44.5% of observations, but part of weak aad 
moderate pathomorphose was J3,%. The absence of caring pathomorphose was 
dxetved in 7.2%. According to obtaintd data 5- and lb year total and without 
relapse sorvivality for neoadjvant chemoradiation therapy waf 69,3%, 56,5% and 
57.3% and 42% correspondingly. For combioative chemoradiation therapy the 
most effective schemes of medkinal curing are CMF and VAM. 

Recommeddations for canying out the chemoradiation therapjr for any 
forms and stages of mamma cancer. accompanied by the o&ma of skin with the 
presence of me@tases in regimml lymphatic nodes as well as node types with 
multiple metastases in lymphatic nodes. 
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NEOADJUVANT CREMOTBERAPY (Cl-) PRIMARY MEDICATION FOR 
BREAST CANCF.R 
T. Go 
StaRGrade in Chwlogy, Royal B omnemoutb Hospital, Dorse-t, United Kingdom 

Neoadjuvant c hemotbmpy is B kind of chemotherapy given to regress the primary 
mmow. Nwadjuvant chemotbm;lpy trmnmt is givm in cases of wrcinoms of the 
breast where the tumows are lwger than 3 cm. diameter. Thu. paiient woohI have 
sd surgery or no surgery et ait Bwides padents would have good cosmetic results. 
The regimes used for neoadjuvacd CT (NCT) are CMF, Mb&f, AC and ECF. Details 
of the regime will be meatioaed. 
Common Side Effects 
Gened bone marrow depressiorr, emesis and 1~. 
specac: with MMM haemclytic: umetnk syndrome; with ECF hypemusis, patmat 
plantar syndrome, hair loss; with AC hair loss. 
Todeity: Percentage in delay of chemotherapy for neutropcaia is more. or less the 
same for all the regimes. Aati-emedcs have been given according to the degree of 
em&s. Amonn them CMF and Mh4.M have less emesis e&c&. 
Fouow-up: &orements wax done with each oycle of treatment. Some patients 
under ECF were changed to AC regime especially due to central lint ~mplktions 
while those under the AC re$me need not chaage treatmeat. Therefore hmnel line is 
mandatory for this tr&meat. 
Tuned line tioa pmeedunc and eompueatkns 
Ruponre rate: Regarding respoose t-ate fares with MMM nod ChfF were thoroughly 
reviewed. ECF and AC uemmum: arestiulmderg~. 
Smsmaty: Nwadjwmt clxmotherapy wntriiea hatter tummn control, letter 
cosmetic results and better sltwhd. 
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CONTINUOUS INNSION OF 5-FLUORGlJlWCIL GiN) GIVEN WITH 
VINORELBINB (Vi) AND CISPLATIN (P) (ViFW) IN HEAVLY PRBTREATED 
METASTATIC BREAST CANCER (MBC). E, && E. Momone, M.G. zampino, 1. 
Miichella, M. Colkoni, C. Nobemseo, T. De Pas, N. Fazio, F. de Bmud, G. Perwzotti 
and A. Gotdhitscb. Dept. of Medicine and Redietion Oncology, Europeno Institute of 
oac01O~y. Miht, hd,‘. 

We iawstigated the treatment effect of a combination of .$U plus V sod P (ViiIJP) ia 
MRC, asswing that the regimen will be also sabjestively very well tolemtcd. Ibirty- 
onep~withMBCcntcrcdaphnscBstudy,atthetimeofchirprrl~minsryPnnlysir,26 
were evdmble for response (3 toe early and 2 becaasc of amneasurabIc disease). & 
m median age 47 ya (23-64); PS O-I/z: 22/4; 5 premenopausal, 21 
postmatopaoppI; all pts were prebakd for uatoskdc disenee; 18 pts (58 K) had 
previous exposure to FU @vat as boles injection): 21 (68%) huJ previous 
wthmcycIines. ‘llte nmt common site of mctpbtatic disease were sot? tissues $58%), 
liver (52 %), bone (39??) aad hmg (19 %). Treatment consisted of ,Fu (200 mghn /d), P 
(60 mghn’ i.v. on day 1) and V, (20 mg/dose, i.v. on day 1 aad 3 Partial tee-posses 
wereobsavedinll of26 assessable ptp (42%. 95% wntideace interval, 24 - 60). In 
addition 9 pk (35%) had stable disease and 6 pro@ while oa ucatmeat (23%). 
Adysis of resqonses according to metas&& sites shows a aoteworthy effect on liver 
nxtmmea (60 1) and on soft tkue &eases (6/l I). The median duration of respoase 
was 3.8 ma (range 1.5 - 6.1 mos). Ninety-tbrer cycles were &miaistued (range I-6); 
gde 314 granukqtopenia ~88 observed in 18W7% of cycles. G&e 314 nadirs 
genedy lasted 00 more than 7 days. Only one episode of aeatropenic fever was 
observed during 1 cycle. requiring hospitaliaadoa therapy. The trrptment was very well 
tokmtd ObSCIVing nausea and vomiting in 30% of cycles. Grade 2 alopecia wps 
&served oaly ia 3 pts. Conclusions: we identified a combiaatioo chemotherapy with 
remadcablc efficacy in heavily pretxeatcd patients which is also subjectively very well 
tolerated. ‘Ihe regimen warmote further iovesti@ioo as first-line sod primely 
chemothempy. 
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EFFECF OF TAMOXIFEN ON LENS AND VITREOUS BODY IN HUMANS: 
A SURVEY ON 62 CASES 
P. Olii (I), S. Bonaguta (1.2). M. Verolioo (3). G. Iaewioo (3). M D’Aiuto (I), 
and C. Costqttiok (3) 
(1) Cancer Institute of Naples; (2) ALRC Fellow; (3) Bye Clinic, II University of 
NapIs, Naples. Itdy 

Tamoxifen is a non steroidal @.kstrogeo widely used io the. treatment of breast cancer. 
Previous investigators reported the occweacx of redoal toxicity ia humans indud by 
tamoxifen, while in vi&o studies this compound is reapoasible for the devetopmeet of 
lens opacities. The aim of this study has been to verify the ocular toxicity of tamokfea 
on 62 women undergone to hysterectomy and ovariectomy aad oader therapy from 36 
months. A group of 50 age-matched womm oadagow to hysterectomy and 
ovarketomy, without tamoxifen therapy, sewed IW eontrot. 
After 36 month of therapy, with a wmulatiin dose of 21.9 g, there were no retinal 
toxicity. On the contrary, about 5(p/. of women under thexapy presented pulvendent 
opacities situated in the peripheral part of the lens; in the group of women without 
therf~py the prevalence of lens opacities was about 25%. Our fiadings demoastmte that 
hysterectomy and/or ovariectomy slohrc per se increases the prevalence of lens 
opacities and that tamoxifen treatment acts with a positive synergjsm. 
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DOSCFINDMG STUDY OF HIGH-DOSE EPIRUBICIN (E) AND 
DGCETAXEL (It) AS FIRST-LINE CBEMOTBERAPY lN ADVANCED 
BREAST CANCER (ABC) 
0. C. Sessa, G. Martinelli, D. Cdvellad. A Goldhirsch 
Intemationd Breast Caocer Stody Group 

Aims of the study were to detenniae the mEdmom-tokmted dose (MTD) of the 
combination given every three weeks with am.l witbout groti factors (G-CM) 
support and to evaluate the toxicity profile and the anti-tomour aotivity. Twenty-eight 
patients were entered from July 19% to My 1997,75% of whom had visceral disew. 
E was given BS a 15&o iaibsion followed after I-hour interval by D given as I-how 
infusion. A three-day steroid medication was administered. A maximum of 4 cycles of 
ED was given, D alone cotid then be eontinoed for 4 cycles ia responders. Four dose 
levels were explored: Grade 4 neutropenia was oaiwrsd Q SO?h of cycles) at all dose 
levels and represeated the dose-8mitiog toxicity (DLT). The MTD without G-CSF 
support was reded at E 90 ragImaaad D 75 m&a15 G-CSF allowed highez dosea to 
be administered with acce@able toxicity: the MTD with G-CSF was reached at E 120 
mg/m’ and D 85 q/mz. Non-baetutoksieal toxioity was mild: io pertioular neither 
cliaical oadiotodcity (LVEF was monitored every 2 cycks) nor severe mu&is or 
fluid retention wxe obaaved. A sign&ant aathoawor actitity was obsewed at all 
dose levels: a Phase II trial is oagoiog at E!D 90175 mglm? 
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CONSERVATIVE TREATMENT OF EARLY BREAST CANCER USING 
BRA-RAPY ME’TBODS 
A. ParokoMpyg M. N&y&kio, N. Androsov 
Cancer Reeamh Cater. Moscow, Russia 

The wmbii method of conservative surgery was used in our department in 1985-94 
(93 women with TI-2, NO, MO stsges, with the kwalidott of the tomour in the 
inner, cemtrd quadnnla). consuvative managmcat consisted of quadmntectomy, 
totd sxilhy d&section @us brachyth?apy of the parastemal limpbatic collector and 
iridium implants. There were two groups of patients with these combiitions: the 
patie.nts of the I group got radiotherapy on the second day atIer the operation. we 
boosted a tomow area by an interstitial impbmts (15-30 Gy), wing a microSelectron - 
LDR. We performed the cathetmisation of the ir&rior pectoral artery for kndiition of 
the pamsternal lymph node chain, using I microSelectron-HDR (dose of 74 Gy in 
three itactions). 5 years survival rate 92.3%. IO-year 80.3%. The patients of the II 
grvllp&~tbeconservatingaugerygotoaly~on of tbeparastanallymph 
node chin, using s microSelectron-mR in the same. doses. Tim 5th and IOth-year 
survival rates: 84.69&h 75.5%. The local rew- rates were in the I group-7.1%, in 
the II group-11.1%. Patients by them&w evaluated coswtic reauks as good in the 
most of cases. 
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USE OF TUMOUR MARKERS TO ETIOLOGY DlFFERENTiATION IN 
PLEURAL EFFUSIONS 
R. Pikner. L. Pew, L. Holubec 
Department of Nuclear Medicine, Charles University Facully Hospital, Pilsen, 
Czkh Republic 

Background: In clinical practice, the di&rmt&ion betwceo malignant and benign 
pieural effusions in patients with breast tomours is of diagnosdc boportance. 
Patients and methods: In 400 patienta (185 with breast cancer and 215 with benign 
diseases sssociated with ptausl &sioos), the levels of lumour markers CEA 
@‘ham&a), CA 125 (CIS), TK (Immuooti) and TPS (J3EKl) were followed up in 
setum and pleural fluid. For all tomour markers the se&i* has been calculated at a 
led of 90% specificity. The results of each were c.ormlated with clinical fearures, an 
ECG, a chest X-ray and a cytological examination of the pleural fluid. 
Results (sensitivity at 90% specificity): 

TK 
TPS 
CEA 

CA 125 

PLEURALFLUID 
70% 
78% 
63% 
45% 

SERUM 
60% 
68% 
42% 
45% 
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RESULTS OF RECURRENT BREAST CANCER TREATED BY 
RADIATION THERAPY (RT) AND HYPERTHJZRMIA (HT). AN ITAL.lAN 
MUJ.aTICENTRlC STUDY. 
M.G. Rue Red& D. Nassisi, R. Vema and C. Airaldi. 
Dip. Di Discipline Medico Cbirurgiche Sez. Di Scienze Radiologicbc, 
Universita’ &gli Studi di Torino. 

The incidence of local recumncesofbreastcancerisintherangeof10-4O%. 
Using tadiotherapy (RT) alone, the rate of local failure is between 40-6@%. 
Cwentlitemturedatasuggestihatbypw&&a(HT)combinedwithRTan 
inaase the local control rates. 
From Febrary 1982 to October 1995,231 lecunmt breasl cancer were trealed 
withRTandHT. The reanaxswefelcxatedinthechestwallin19Ocases, 
withinthebrcastin19casesandintheregionallymphnodes in22ca.w.The 
combined llatment resulted in the total group of Ileated lesions ill 57.5% 
amlplctc response rate, 36% partial response rate and 39% no respom. In lhe 
remain& 2,6% of leeiom, prop%.sion was dwemed. To date, 62 patients a 
alive without disease, 72 am alive. with disease, 72 died for local progression 
and25dkd ford&ant metadamtitbnocvidenceoflocaldisease.Three,live 
andsevenyearachmial localamtrolare45, 3Oand25?4, respectively. In 
univariateaaalysistheQsedRT,thminimumand~~intratumoral 
temperatureandLhesizedtbelesions~tsdstatistically~~~In . muhmmaMana&isthemiablesstatisticaUy@ilicantwemthe&seofRT 
andthesizeoflesions.Thefombiaedtbe~hasbeenweU~~edbytbe 
normaltissueswithalowrateofmajortoxicity. 
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TEIE ROLE OF TUMOUR MARKERS FOR PATIENTS WITH BREAST 
DISEASES 
BEiksg, L. Hohrbec, L. Peca 
Department of Nuclear Medicine. Charles Universily Faculty Hospital, Pi&n, 
Czah Republic 

The turnour markers follow-up is especiaUy important for early detection of distant 
metastasea. The authors will present results of stody done at the Charles University 
Faadty Hospital in Filsen. For the problem of discrimination between benign and 
mslignsm breast turnout’s the data of 230 benign cases and 255 pnsurgical 
examinations of breast carcinomas from the Faculty Hospital in Pilsen were. used. TK 
(wiwi~ yi% of 57’?‘??, foIlowed by TPS (46%), CA 15-3 (45%) and CBA (28%) 

scnmmatlve sbthty bzhveen tttalignsnt and benign tumows (for ell marker 
specificity was 90%). The estimation of m&stases development was based on tumour 
markers follow up. After reaching complete remission, the women is foUowed up in 1 - 
3 months intends in order to dcteci any metaswic process as soon as possible. 
Results from Pilsen contain about 1499 serum samples (remission N=1143, 
progression N=356). TK haa proved to be the best tumour marker with sensitiity 
88% (specificity 9oo/o) followed by CA 15-3, TFS and CEA. Authors reccomend a 
combination of CA 15-3 and TK as the best, while TF’S (TPA) CA 125, CEA could be 
added. Tbis work has been supported by IGA MH of tbe Czech Republic No.3767-3. 
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LEUCOCYTE NADIR AS A MARKER FOR CREMOTRERAPY EFFICACY 
IN NODE POSITIVE BREAST CANCER TREATED W’ITB ADJUVANT C’MF 
P. Poikoneh T. Saarto, J. Lundin. H. Joensw, C. Blomqvist 
Depsrtmettt of Oncology, Helsinki University Hospital, Helsinki, Fii 

The purpose of the tidy was to exsmine the ssswiadon behveen experienced 
leucocyte nadir and prognosis in breast cancer patients rec&ing adjuvant CMF 
chemotherapy. 368 patients with node positive breast cancer witbout distant 
metsstssea were treated with 6 cycles of CMF cbemothenpy. 60 patients also received 
tsmoxifen AU patients undewent Burgcry and received local radiotherapy. The impacl 
of hematological toxicity of CMF on DDFS and OS was asemd. A lower lamcyte 
nadir during the chemotherapy was signiflcamly associated with longa DDFS o.02) 
in an univsriste analysis. The number of mctastatic lymph nodes, hamour size, steroid 
receptor stshs, surgical procedure, tamoxifen therapy, gmdc, histol~cd type and age 
also signifawdy associated with DDFS in uniwiate analysis. In moltiwxiate analysis 
only number of metastatic lymph nodes, tomour size, progesterone receptor sta!us, 
surgical procedure, age and tamoxifen therapy retained prognostic signiflcancc. The 
leuuxyte nadir during the adjuvant CMF chemotbempy might be a biological marker 
for a chemotherapy e&wy. 
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DETECTION OF ~53 OVEREXPRESSION, ~53 ANTIBODI- 
ES AND CELL PROLIFERATION FOR AN ADMINISTRATI- 
ON OF POSTOPERATIVE BREAST CANCER INTENSIFIED 
ADJUVANT CHEMOTHERAPY 
Savov V.A., jCoshe1 S V Shitikov B.D. 
Research Institute*gf &&logy, H.insk, Belarus 

p53 overexpression is the common genetic abno- 
rmality in human carcinomas. We have estimated 
a high risk of tumor progression using p53 mu- 
tation (immunocytichemistry, PAb 1801 - DAKO), 
p?3 Ab (ELISA - Imunotech) in the sera of 
tients, gel1 proliferation in tumor CR 
mistry, 

(radio 
H-tinidine-Amersham). Retrospectively 

46 breast cancer patients (T N ) after surgi 
cal intervention were separa 9& i nto 2 groups. 
I group: 21 patients with ~53 positive tumors; 
the prolif. activity was 23.7 - 2.1 dep/rin/mg 
DNA; ~53 UAb were detected for 16 patients. 
II group: 25 patients with ~53 negative tumors 
the prolif. activity was 10.4 ?: 2.4 dep/min/mg 
DNA; ~53 HAb were not detected. 
~53 overexpression was correlated with 3H-ti- 
midine test data and ~53 Ab sera levels. All 
these tests may be used for an administration 
of postoperative intensive adjuvant chemothe- 
rapy in node-negative breast oancer patients. 
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SELECTIVE DECREASE IN SERUM IpGl - AN INDIRECT, TISSUE NDN- 
SPECIFIC TUMOR MARKER DETECTING CARCINGMAS DF DIFFERENT 
DRWNS WITH WGH SENStTlMl’Y AND SPECIFICITY 
E. Schauenstein, W. t3tehdt~~#c C. fiimchmann. M. W&achw, &&y,& K 
SchauenWn’ 
DepHbneneolF. end Ssnsd and Erperlnwnbl PsWqy. UnivsrsNy d Gmz. 
A-8010 Gmz Fwbls. ‘PAA -KISS. Frwnh&&r .a a2152 Mwtlnwk.d, oamsny 

Maliinanl dbesaes of vartous tirauss have pretiusly besn found to be assodated 
with a ch8W ah& in t’?e smum gattem of tgG subdawes. 
s@itIcant mdud&n of the perosm of lgG1 and an ttttauaw 

LS., a hiahly 
ofthapa~of 

In02 mlative bl the total IQG. Hera WB summarks tba data conmmtno the 
ihgmstic perhmlam of this tumor marker in a total of 1200 oatlents~ti 
cardnomas of the breast, the fenlate mproducthe tract and with cokktal cancer. 
Ushw oua6tative affinity chmfllatomaohv it was found. that fl) meon values for 
%IgGl ‘and lgG2 of dl &car pet&-&dked signlficmntfFdn; those of patients 
with benign d!dease and healthy controls. This ,shifF was found reversible after 
saxes& swgioaI thempy (2). Wilh breast - a quantltativa dependam on 

tumor steglng was established. A signitlcant shnt was found alraady at&y stages 
(TNMl), albwkg to discrhninate these tumors from boniin lasions wigr a pcopabiity 
of63%.Thesensitivityinaeascsdwithstageupto80-90%(3). 
With cardnomes of the ovary. corpus or Cervix uled. and wiiti cobreda cancer M 
wthitetive association was found with tumor stews. Besed on a cakulated cutoff 
&a spedMy and sensbii ofy&rGl to dlln&te tetween conhds and cawer 
patients were found to be 90% and 60% in gynewk@ic melignzmt db-, 
regardless of kcef&atbn. Wti coloredat cancar these values wem found to be 
b6% end 74%. respadtvely. 
In condusion, the IgG subdass shift is a phenomenon dcsdy rdated to the gmwth 
of matignant tumors, that could be diagnosttoslly used as a scmening method to 
detect eady stages, as well 3s for the po*perattve nmnkoring of malignant 
diseases 
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BREAST CANCER GRADING IN CELL SAMPLES 

B. hrbinc. A BabiE; M. Us-Kraioves 
The lnsthute of hcology, Ljubljme, Blwenia 

0BJECTtVE:One of the most important prognostic faders of bmsst osnosr - 
histologlosl grade of malignancy is obtained by hlstolcgiml investfgatlon of 
tumor tissue. In patisnts who receive pmoperatfvs chsmothsrapy this factors 
cannot bs dstwmlnsd. The aiim of our study was to mluats if tumor grade 
can bs nssesssd from espirathn biopsy umpk. 
STUDY DESRM: Asplratfon biopsy smears from 85 pstknts Mth Invasive 
ductal carofnoms of the breast IDC ware analysed. All the smm wra stalnsd 
according to Glemsa method Thws van 25 tumor grade I ICC (HO I), 30 
grede II IDC (HG II) and 30 grade Ill IDC (HG III). S&e and shape of the nudel, 
danslty, disblbution and quafir of the chromatin, and numbar, siza and shape 
of the nucleoli of 200 oells relscted independsntly were evaluatad In each cdl 
smear. 
RESULTS: The number of nucleoli per cell nucleus and the sizs of cell nuclei 
yielded the highest correlation wlth HO. By oombtnlng all the evaluated 
propsrtles of cell nuclst, the differentlatton betwesn HO I and HG Ill was 
possible at 80% reliablllty. vrhweas the dlfferentlabon betwsn HO I and II and 
betwesn HG II and HO Ill is amslderebly less retloble. 
CCNCLUSK)N: The rstiebility of our proposed critsrle for the wsluation of 
tumor gmde from cell aspirates should bs tsstsd against the sun4val of 
patients In a prospectivs study that would also lndude the esssssment of 
intsrobserver and intmobssrvnr reproduclMty. 
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RESULTS OF BREAT CANCER SCREENING PROGRAM 
G. Szentmurtoni, M. Dank 
Depsrtment of Diagnostic Rrdiology and Oncothempy, Semmekveis University of 
Medicine, Budapest, Hungary 

The aim of this study v/m to wnmsriee the resubs of a one yew saeening propml for 
breast cancer in our dep~~mt. In Hungary one womsa in seven will experience 
breaet c- at some point in her lifetime. Wtih no prinwy prevention, e&y measures 
remain the main hope of decressing mortslity. We have saeened 498 women, - 
age 52, using chicaI breast exsminstion, msmmogrspby or ultrssonography and 
respective FNAB We found :!OS norm& 167 csses of msstopsthy, 75 benign soliter 
lesions, 30 inflsmmatoty lymph nodes, 5 mal@st lesions. In 7 csses we found 
suspicion of melignsncy (positive msmmogrsphy and sine morbo PNAB diagnoses), in 
9 csses conclusive diagnosis; wss not schieved (these patients sre followed up 
thorougly) Bved on our results we dstermined the msMganettt of dIfferant lesions in 
cases of suspicion of msiignswy or unoertsio dirgnoeis, end we discuss the rish factors 
and social etlkts. 
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Immunohiste&mieal LaealisUiem ef has Cystic Diamw hid PmteblS, 
Apolipoproteiu-D utd Ziac alpha-2 Glyeeperotcin in Ductal Carcinenta in 
situ ef the Breut. 

lAramsjorpmlciosjscsentin brcastgnxscyslkdimtwiluidmdocpessedbytk 
cyst Iining spocrbw cpitheiium are gross cystic dieawe &id pat&-I5 (GCDPP-15) 
~y2-D (“D, GCDFP24) sad ziac sI@te-2 g@prot& (Zags GCDFP- 

unolustochemiealsMyofthescpretehtsmspaComrditt57msesof 
duccalcarcinamrinsitu(DcIS)ofthcbrrast,incloding9usarolmcrpbologically 
qocritw DCIS. Positivity wss scrn io 2507 (43.&SYe) eases with satXCDFP-15,21/57 
(36.84%) casts with soti-APO-D sad 23157 (40.35%) cakes with aati.ZaGP. GCDFP- 
IS positivity wu n&d in S/13 g&46%} of the til difBsmtiseat, 11119 (57.89%) 
intamcdisrely ditTsmatistcd sod 9R5 (36:oO %) of the pmly diffauatisted cases 
(Ipo.32). APO-D positivity was am in 3113 ( 23.00%) anll ditl~ 9/19 (47.37 
9%) intamediatdy dilrcrcntistcd sod 9RS (36.00%) pocdy l5iBmhd Qxs UFO.37). 
ZaGP was deteded ia S/13 (38.46%) of well d&uttkd cases, 11119 (57.89%) 
-tely diflscntiated and 7t25 (28.00%) poorly diffcrcatis105 cases (po.13). In 
the 9 cases of qmcrim DC& GCDPP-15 positivity was dskctaf in 7 (7.28%). tie 5 
(55.56%) and 6 (66.6%) cases - pwitive for APO-D sad ZaGP rupatirety. 771~ 
~~ofthisQfudyiadieetetha(uIseisnorigniticsatagocistiaabc(ancr!the 
acpnoionof~ehe~proteinsandthedcgreeofdiff~mofDc19oCthebeart 
Morrova, smtw rswpbol~calIy aponiae DCIS cases a&Year to lose atprruim of these 
poteins. 

PP 47 

WILL DELAYED SURGERY ENABLE TO SPARE LYMPH NODES 
IN BREAST CONSERVING THERAPY BY CREATING THE 
POSSIBILITY OF INVESTIGATING PROGNGSTIC FACTORS 
&f&&&y& L. Kufykio, I!& Ik?l&iewin 
Institute ofOna%gy, 20-090 lublin, ul. Jaczwxkiego 7, Poland 

The eim of thii study was to establish if delayad maptcctan Yperfamd 
aila tmnaedomy has any etkot on a following paiod without symptoms. 
In the years 1985-91 123 1 operations for breast amcez wue paformed. 
lltt shniy inchbd 28 wornat With I and II degtee of clinical advance 
of the disease, in whom tumorectomy ws pahmed for variau reasons 
and next, a&x a final diignasis of cancer ( contInned by ktopathological 
investigations ) a modified surgery using Pateyk4 method WBS performed 
Oft the average radical llmsbmmywaspRfomlcdclgbt&ysa&rhtmof- 
edomy. 
llte cIinicaI - of disease in this group WBS compared with another 
gmupwbaebotb operationswaepe&rmedatthcsametitne. 
No slatisticaUy significant difkences were found cut. Results suggest 
dtet deIayed operations have no negative effect on the ciiicai course 
wd tile, in some particular cases, to define current prognostic factors 
and possibly spare lymph nodes in breast conserving thwpy. 
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COULD CORE BIOPSY BE USEFUL IN ASSESSING AND PLANNING OF 
NEOADJUVANT TREATMENT OF LOCALLY ADVANCED BREAST 
CANCER? 
R Thea M. Di Bonito, G. Botti. G. Cortino, P. OIiviero, G. D’Aiuto 
Niiond Cancer Institute of Naples, Naples, ltaly 

Percutaneous large needle biopsy (core biopsy) is now commonly used in breast cancer 
detoztion. However many works studied only histologicsl rkdings. Chtr sim was to 
correlate histological diagnosis to morphological snd nnmuaopheno~ psttems in 
looally advsnced breast cancer We have correlsted these dsts with cliinical response 
(measured in surgicsl specimens) to neosdjuvsnt therspy: Based on our results, WC 
plsn to ox. these findings to individuslim the spprosch to neosdjuvsrtt thaapy. We 
paformed core biopsies (16-14 S needle) on 152 women with lo&y sdvso& breast 
uncer, aversging 3 specimens per biopsy Ssmplu were pmcessed with routine 
methods, formsliie&xed, pamSloe embedded sad EE stsined; some psrttfike sections 
were proceed with immueohistocbemiml techniques to id&i@ biilogicsi dam We 
studied histological type, hormonal ststus. &inS, Ki-67, w.rbB2, p-170. 1381152 
cases were dgoanl and in 130/152 we identitled the histotype (101 ductsI and 29 
lobular carcinomae). In l&l/138 c8scs were &r&d es follows: z/Gl, 74/G2,28/G3. In 
14 cases histologiep1 disSnosis was not obtsined due to inm5cieot tissue or scant 

breast cpithelium. Io 122J138 cases we had sdequste tissue sample for 
immuoohistocbunicsl studies. 60 were EFt+ acd Pgrti, 62 casts were Et- and Pgr-. 
Over 50% showed high pmUfaatioo levels (Ki-67: > 20% positive), sed c-EBB-2 and 
pS3 were strongly positive. The 138 womea aubscqueotly recciwd oeosdjuvsot 
therapy of epidoxorobicin 150 r&ins every 21 dsys for 3 cycles, followed by radical 
maslectomy. we the0 cbrrdated our previous dsts with the same shldies of the 
aqtical specimen. Our subsequent studies will focus on d6cscy of using 
immunohinocktid data in plsaahlg neosdjuvsat thempy. In partiazlsr, we will study 
hktologicd type, grading, maptor status (l?q PgR), p170 (MDR) c-ERB-2. 
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RISTOLtKIC DETBRMINARTS FOR DIFFERENT TYPES OF LOCAL 
RECURRENCB AFI-ER CONSBRVATWE SURGERY AND 
RADIOTHERAPY FOR INVASIVE BREAST CANCER: A MULTICENT~ 
CASECONTROL STUDY IN TRE NETHERLANDS 
Ad’ C. VoogJ (I), H.L. Peter-se (2), J.W.W. Co&e@ (3), for the Dutch Study 
C&p on Local Recurrence dta Breast Consuvation (BORST) 
(1) Emdhoven Cancer Registry, Eindhoven, Tbe Netherlmids 
(2) Dqwtment of Pathology, Netherlands Cancer Institute, Amsterdam, The 
Netherlands 
(3) Department od Epidemiology and Biostatistics. Erasmus Uniwsity Medical 
School, Rotterdam, The Netherlands 

The purpose of this study was to determine which histologic factors sre associsted 
with ml increased risk for local -cc in the breast aftcs breast-conscrviog therapy 
for early breast cancer (TNM stage I and II) and whether risk patterns wry according 
to menopausal status and type of local reaurence. 
Through complete follow-up of the patients of eight regional radiation oncology 
departments. two crmcex institutes and one surgical clinic in The Netherlands, 360 
patients were identified with local recurrence in the breast after having received brwt- 
conserving therapy (local tumour excision, axillary dissection and irradiation of the 
breast) during the eighties. For esch case two controls with s follow-up of similar 
duration without local v were randomly selected. 
Histologic slides of the primary tumour were reviewed. 
Among premenopausai patients the risk of rewren ce for those younger than 35 years 
was significantly higher than that for premenopausal pstients of 45 years or older 
(rdativs risk: RR, 2.9; 95% confidence intaval - 95% CI - 1.3 to 6.6). The risk of 
recwrence at or near the site of the primary tumwr wss most significantly increased 
for patients with high grade extetlsive intmductsl component adjacent to the primary 
turnour (RR, 4.1; 95% CI, 1.7 to 9.8). Microscopic margin involvement was an 
important risk indicator for diffuse. recurrence and recurremx in the skin of the breast, 
especially in the presence of vascular invasion (RR, 25; 95% CI, 4.0 fo 150). To 
prevent local v at or near the site of the primary tumour, tide local excision 
or mastectomy should be considered for patients with high gmde extensive intrsductsl 
component. Microscopic margin invohmnent in the presence of vasculs~ invasion 
?.ignificantly imnxses the risk of &se recmTeoce or recurrence in the skin 
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ANALYSIS OF BASIC TUMOR- AND HOST-RELATED FACTORS IS NOT 

HELPFUL IN THE SELECTION OF BREAST CANCER PATIENTS 

FOR SERJAL CA 15-3 DETERMINATIONS DURING FOLLOW-UP 

J. Woltackl, A. Dz!ewkka-Bdrlnkc, C. Rolka&mrn~iewkz, 

K. l&iewskl-Kmak*, W. Halduklewkz” 

Dcpwtment of Radiotherapy, PCK Mxkhne Hcrpbl, Gdynb, P&h Navy H@tal*, 
Gdatkk, SpecYIstk Center for Lung Dissasei and Oncolow*‘, Okztyn, Poland 

In attempt to ldentlfy the subgroup of breast cancer patients whkh beneflrs hy 
serial CA 15-3 assays, we evaluated the assoclatlon between the se&h@ of CA 
15-3 test ln de&&g dlstatnt mm and bask tumor- and host-related 
factors. The retrospectfve anar Included 103 metasta& p&nfs aged at 
primary diagn& 28 to 78 years (median 48), who were lolkmd-up with 
stanadard procedures and serial CA 15-3 evaluations; totally 73 1 assayr were 
pe&nned. As a result, we didn’t observe any statistkally sighkant relatlonshlp 
between the se~itivlty of CA 15-3 test and menopausal status (premenupausal ys. 
postmenopausal), pretreabnent CA 15-3 value (c 30.0 U\ml vs. > 30. 0 
U\ml), primary tumor size (TI +Tz vs. TJ + T+), hist&gkal type of the tumor 
(ductal vs. lobular), axlllary lymph nodes status (negatJve vs. pcelttve), UICC 
cllnkal stage of the dBase (I + II vx. Ill + IV) as well as Bkom-Rkhardson 
grade (I+11 vs. Ill). 8ased upon results of the presenf study, WC conclude that 
awssmenf of above facuxs ls not helpful In the selection of patlen for serial CA 
15-3 assam during tWbw-up. 
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-INBI~cAL~uFBoNETuRNovERIN 
BREASTCAN(ZRPA~WITIiE0NE~AZX~ 
D. Vrbmec, B. Belev 
Department of Pathophysiolqgy, university Hospital 
Bebro, Zsgreh, Croatia. 
ThetRderstaudingsnd themonitoringofmetastaticbo- 
nediseaserelmins msatisfactory. In this study we co- 
w-=-d-- ofbonetumoverin25breast 
cancerpatientswithbonemetastases,aged~7Oyears. 
Allpatientsueretreateduiti pamWmnate 60agi.v. 
every month inaditim tostsnadadendom%eor chew- 
therapy. Blood or urine -tsiDcl~totsland 
lxmealkalim phoaphatase,osteocalcin (I.GP),hydroxy- 
~~~,Wridinoline(~),decqwi~~(DPyr) and 
ICl'Puereperformdbaseline,t,3and 6monthaftersta- 
rtblgt.bsrspy.ltlemeauval~0fallaline phospbatase, 
Pyr,DPyrsndIcTPueresigllificantlyincreasedin7/25 
(28$),21/25(84~),22/25(88%) and 17/25(68%) patients re- 
spectively (p<O.DDl). Therapy s~ficsntly reduced Pyr 
(84.4+/-12.3 vs. 32-W-7.6 md./md meatin) snd DPyr 
(16.7+/-7.1 vs. 9.4+/-3.7 n~Wnmm1 creatinin). ‘here 
werenocban@x~ino~teocalcinandh ydmxypmlineleve- 
Is. Tttese results indicate that sequerltisl measurement 
ofPyrandDPyrcanbeusedtommitmingtheresult.s 
oftherspyofbcmemetsstases. 



Gastrointestinal Tumours 

OP 53 

TUMOR-DERIVED TGF+ AND IL-10 CONTRIBUTE TO A TH2 
IMMUNE PHENOTYPE IN PANCREATIC CARCINOMA PATIENTS 
E A.‘ti& l-bad. F. Smn. C. Srhm, N. Sbma. K MMWCI$ A. hAma’. 

Delml& d Chikal PhjBk.paun?k# and - apacmxnl c4 MecmFsurgic* nii$iims* 
UriwmRyafTwim,lOllT&.lhly. 
Previous studies in expertmental animals have demonstrated that the 
production of immunomodulatory cytokines by tumor cells can down- 
modulate local or systemic immune responses to tumor cells. In 
contrast, effects of tumorderived cytokines on immune parameters in 
tumor patients are poorly understood. In this study we investigated 
functional consequences of TGF-p and IL-10 production by human 
pancreatic carcinomas. We report expression of TGF-p and IL-IO in 
pancreatic carcinoma tissue associated with significantly elevated levels 
of both cytoklnes in the sera of the majority of pancreatic carcinoma 
patients. Using conditioned media of pancreatic carcinoma cell lines we 
demonstrate that tumordertved TGF-j3 and IL-10 inhibited in an addiiie 
fashion both T lymphocyte proliferation and the development of Thl 
responses in PBMC preparations of normal donors. The anti 
proliferative and Thl-sulppressive activities contained in conditioned 
media of pancreatic cardnoma cells were due primarily to IL-IO and/or 
TGF-p as shown by the capacity of cytokine-specific neutralizing 
antibodies to reverse these effects. Finally, enhanced TGF-p and IL-10 
serum levels were associated with aberrant Th2 immune responses in 
PBMC obtained from pancreatic carcinoma patients. These results 
suggest that tumor-derived TGF-p and IL-10 coordinately regulate 
systemic immune responses in patients wlh pancreatic carcinoma. 
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PSEUDOMYXOMAPERlTONEl-Cascrqnwtandlituamrevicw. 
S.Bento.F.Gomes,~b~a,S.fh~~o~o,~.~cluipur,~.ti 
smvipoIKmlogiaM6dica l,IlutimDPormguCs&~logia 
1093 L.i.&o& Fxalgal 
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MAPKINASBACTMTY IN METASTATlC TIJMOUR ff THE LIVER 
Pa&ow& I., Wiw T., Pyda P., Pawkk T., DIEM M 

3”DqMlrMdSugay,UnivarilydMcdicalScimca,M)-355PoeMd, 

LivcrllIua&marcfouaAtiZM5%ptimtttitb largsboudcsnoer. lo 
utatcasethcpmgocds*pooraododyrbad2o%asescfmbelm3tcdby 
radicalslugery.lllcaimdollrsludyw&stoc!vabbndof~2d 
MA?K(ntilopnacaimedpmOeinkioam),otleoftheimporPnt~of 
pIMemtiooand~ lothentmsmdclomoorsofthclll. 
Thcmatuialamai1mddlivahiopirrtlLcclf~nn16~~ 
opcratiooforlafp bomlaoax.TkactivUyofMAPKwascnhvtsdfora 
woholpartdtmanr,bnr&rpmt(bmwao-and- 
-llVU)md~hraWitYftK-. 
WClt&anctem-blodrtccbniqpcrvithIgG~8gJinStMAPK. 
ln13casswcfalmiinaerse V3iVi~MAlKiOtltC!ialO#Sl&UlkOtliVU 
mmour.ln9dl3cawsthchi&staaivitydMAPkinasswrsfotmdinthc 
paipknydtomom. 
olumRtltssaatoaKI6rmtbemleofkioasecsgdeiotbc-aIKl 
growthdmaslatkhutimmrs.TkbighkvcldhfAPKiothpfiphuy 
ofthetemotlrcmexplalonpidlIoowr~aItdthcltlgpeIwols~of 
lunmnrrcanrmadtcrmxrpy. Wctugg&thatinthccasedthclivcr 
nwa&sistktnmwtissueshldbcrcs&aIwithwi&margin. 
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mmIcoBAm FTLOIU INFECTION IN PATENTS WITE GASTRIC 
CANCER IN INDU: COMPAIOSON OF YOUNG AND OLD PATIENTS. 
DK. Bhwii N. K&k&, BC. Shmq K. Joshi*, A Sachdev, K. Vaipbd*, K. Sii. 
Dqmtmat of Oastmataology and Pathololoav’, Postgraduate Institute ofMedical 
Education and Rucarck Cha5d&utal6OOl2, lNDlA. 

mckgromad/ Aims Hesee pylcri ilskion has bca implicaIod in patho@nesir 
of gastric -. Sii the is pawhy of qorts t?om developing counbia on 
assodationof H.pylorikthgMtric-,wcperformcdcarecontroI5tudytctind 
out the rc4ationship betwem Kpykwi aId &c cantor and ah c.ompcd 
c4cuaoIcIistic of gastric cnncu and Hpylori poaitbity in younger and olda patialts. 
Patients and Methods: t3aamsmv h=3n or endoscooic biow~ (1~431 aam~lu 
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METHOD OF TREATMENT THE IMPOTENCE mER COMPLEX 
THERAf‘Y OF CANCER OF THE AMPUL4R PART OF THE RECTUM 
A,uZU@h, L.s. JZssina, I.V. Gonchar, IA Liscoko 
City Hospital IW, Kmsnoarmeyskaya Str. 88, Donet& 340086, Ukmine 

Problem cd the impotence therapy in patients nxeived complex h-eatment on 
occasion of the rectum cancer including surgical intervention and radlel 
therapy leave to be topical practicelIy to patients of all ages. Radial damage 
and oprational trauma of the prostate is considered to be the main causes of 
the impotence development. Conventional methods of sexoal function renewal 
am low effective end sometimes contra-indicated to this patients. We have 
elabmated complex epproach for sexual function renewel inchrding as standard 
methods of stimulation as magnetic-resonance therapy, hyperbaric oxygenation 
and electrical stimulation of the pestomte. Totally 41 patients with overage 
4.5-months duration of postoperative period who rweiwd the complex therapy 
were randomically selected for observation. Swgicnl operations performed i.e. 
abdmind-anal and hdomiml-above-anal resections, Ihwnel typ. operations 
were sphincter-swing and allow to entrance to the p&mate. Further 
development of wccr process has not been detected. The course of complex 
treatment corn& of hyperbaric oxygenation (P=1.5 atm, duration- 50-60 
min, l&12 proccdurcs per COU~SC), magnetk-resonance therapy (duration= 
60-90 min. 10-12 procedures per course), ekarical stimulation of the 
pastor& (rectal electrode, I= 6-20 mA, f= 100 Hz broken and ceaseless 
regimes, duration= 3040 mln, IO-12 prowduos per course). Perfect 
renewal of sexual fbnction has been detected in 17 patients, partial renewal - 
in 19 and absence of effect - in 5 patients. We presume that complex 
approach suggested allow to effectively wiew sexual function in patients 
undergone to sphincter-saving operations. 
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FAS/APO-1 (CD94 EXPRESSION OF PERIPHERAL 

T  LYMPHOCYM (Ly) IN COLORECTAL CANCER PATIENTS 

S. Donino, 1. Engele, I. Jaunalksne, V. Januskevics, G. Zakenfelds 
Latvian Oncology Center, Riga, lATVlA 

Fas/APOl system of T lymphocyfes plays important role in immune 
response - its intense signalizing can ocf as either an intensifier or a 
suppressor of the immune reactions via apoptosis. With the aim to 
characterize the expression of Fas/APOl (CD95) system of T ly in 
peripheral blood we have examined 32 cobmctal cancer patients 
and 12 patients with benign large bowels diseases. CD95+, CD3+, 
CD&, CD8+, CD16+, CD38+ ond CD1 9+ were determined. 

Patients with benign large bowels diseases had 23.2% CD95+ cells 
(424*196 cells/mm3) but in cobrectal can-r patients 29.3% wos 
CD95+ cells (579f203 cells/mm3) and Fas/APQl expression 
depends from malignant procsss spread. The elevated number of 
CD95+ cells in colorectal cancer patients allows us to suggest Ihal T 

ty apoptosis is increased and it can contribute tumor escape from 
immunological confrol. 
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IQ-~MutationOnhdonhii - 
M&cukr ~enetk Mdmr For Pancreatic Car~inoms. 

v. Oufek HI, M. P&koti 131, T. Krechler RI, J. Janda N, M&Q& 111 
HI wept of Internal Medicine and &atroenterolow, Na Homoke HoqW 

Prague, Czech Republic. 
m 1st lnteml clinic of 1st. Medical Faculty, Charka UnhferaKy, Prague 
13/ 1st. clinic Of Surgery of Id Medical Faculty, Chsdes Univeraily, 

Prague, Czeh Republic. 

Pancreatic carcinoma represents nowadays a difliadt medical problem - both 
for its’ increasing frequency and for diagnostic and therapeutic prcbleme. 
On the field of diagnostic approach, moUec&r Genetic methods are used 
more fmqmUy. 
The authors describe speciiic K&as mutation on codcne 12 in palients with 
pancrecltic cmhcma, HMch is being repotted in up to 90 per cent of csses. 
Oats& of this mutation has been performed by pdymerase chsh reactjon 
mathod (PM). Both pancreatic t&sue and pancreatic Md have been 
obtahd during surgery. 
T&h? of 5 cansecufive pancreatk carcinomas has been anatysed - with the 
mutatkn baaing found in all five samples. 
Pancreatic fluid has been anelysed in the same 5 patfents - urvi(h the mutabn 
bee@ fowl h 4 of 5 samples. 
The ellhor~ proved the method to be petspectiw marker for pencmetic 
carcinome daOn08ie in the eettin~8 of dlniwl practice. 
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COMBINED TREATMENT IN THE CASES OF COLORECTAL 
cANcEFbprc1iminary report 
Ju Czoukiewicz, P. Tokar, H.Pamucka, K. Droslk 
Prov.Hosp.of C)nool,Dept.of RT,Opole. Poland 
In the years 1992-1995 in our Department the 
preliminary investigation on the radio-chemoth. 
In the cases of colorectal cancer was started. 
To these programm were qualified patients after 
radical surgery procedure, with Adenocarcinoma 
Dukes C. There were 28 pts (20 men, 8 women). 
The median age was 52 years. 5e RT with ChT 
were strated simultaneusly 4-8 weeks after 
operation.The RT was applied in the doses l,SGy 
daily up to 57-7OGy. The ChT 5FU(325mg/m2) + 
Leucovorin (30mg/m2)nduring the 5 days was 
applied at the first and last weeks of RT and 
at thefourth and nineth weeks after RT. The 
medfan survival was 26 months (2-53m). The 
program was good tolerated. There were no 
serbous side effects. Our results allows to 
open the randomized investigation. 
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RUNOTECAN (CFT-II) IN PRETREATED h4ETASTATK COLORECTAL 
CANCER(CRC): A WGLE RWlTUl?ON EWE. 
Y. FemBndez. MA. Lam, P. S&as, ML. Alonw, C. Garcia-Gir6n. Medical 
Oncology Service Hospital General Yag~e. Burgos. Spain. 

From November 96 to May 97, 13 patients (pts) with metastatic colorectal cancer 
previously treated with 5Fu based chemotherapy (ct) were given 35O/m2 of Irinotecao 
as a 30 minutes N ir&sic+r q3w. 
Pts charec&stics: Median age: 52 years (40-74), 6 male and 7 female. ECOG: D-1: 10 
pts;2:3pts.RimaryNm0r:lDnlOpb;rcctum3prs.Atdiagnoais1Optswaes(age 
D and in 3 of then the primary tumw WIE not removed. 12 pts tivcd weancot 
with SFu-bawd as fll line for metes&tic CRC. Metastxric sites: multiple: 8 pts, 
hgk spts. Liva: 85%. Lymph nedes: 38%; Lung: 15% Soft tissues 15% 
Peritorteem: 8% 
Numbaofeycla(cy):5omedian:3;range1%.Initpldosescverereducedin5~ 
bccmse of toxicity. Only 8 pta were evaluable for rcspcwe (2 early deaths and 3 early 
withdrawal). Data on toxicity are awilable for 13 pts end 49 cy. 
Results:Nore~wereobsaval.4ptshadnochangesam14~vedisare 
tile therapy. Major toxicities: Grade (gr) 3 I4 neutqha: 12 cy @5%) out of 
wfiich3ey(6%)withGr~2feva,,Gr2/3disnbea:17cy(34%);Gr2/3emeoir:19 
cy (38%)~ Or 3 alopecia: 10 pts (77%). Moderate and intecse asthe&.- observed in 
22cy(44%).1ptdicdofscprifshockaftR2ey.~surviwllime:Smonms7 
p~~dend:5~proBressivedisas,1fmmtoxicityand1~~~ted 
beam. 
Conclusion: In OUT Dmall gnnip e4’ praurted metestatic CRC patients, UT-11 
showed no activity. 
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THE RESULTS OF EXTENDED RESECI-ION OF THE RECTUM 
FOR CANCER 
I.G.GATAULLIN, R.F.GABDRAHMANOI’, I.I.ABDULLIN. 
Kazan State Medical Academy.Republic Cancer Center. Kazan, 
Tatarstan. 

We analyzed 321 cases of the carcinoma of tae rectum. All these patients 
underwent radical surgery in the Republic Cancer Center. In general, we 
found that sphincter saving resections were predominating among all 
surgeries for rectal cancer-169 (52,6%) versus rectal extirpations-135 
(42,1%). 64,5% (207 from 321) of all surgeries were extended. We studied 
indications for extended resections in rectal cancer. In order to make 
surgery more radical we use extended aortoiliopelvic lymphadenectomy as 
a part of radical surgery for rectal cancer. Results of surgical treatment 
were assessed in two groups of patients with rectal cancer. 
1, I I4 patients underwent classical radical surgery. 

2. 207 patients underwent only surgical treatment with extended 
lyrnphadenecromy (extended surgery). 

The number of complications in both groups wash? significantly different 
20.2% versus 23,2% respectively. Mortality was 35%. Remote results 
showed that 5-year survival in patients from the first group with regional 
metastases was 9.1%. It was significantly lower than in patients without 
metastases (39,50/o). in the second group S-year survival was 26,394 in 
patients with regional metastases and 42,9% wtthout. 
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TOTAL MESORECTAL EXCISION (TME) WITH OR WITHOUT PREOPERATIVE 
RADIOTHERAPY IN THE TREATMENT OF PRIMARY RECTAL CANCER 
&&z&g& JHJM van Kneken. J Hemtans, JWH Leer, CJH van de Velde. on behalf of 
the Dutch ColoRectol Cancer Group. 
Leiden Unrwrsip Medical Center, Leiden. 7’he Nerherlundr 
One of the mayor problems m the beatmeet of rectal cancer is the appearance of local 
recumncs. Two important factors that have been reported to reduce local recurrence rate 
are Total Mesoredal Exciaon (TME) surgery and preoperative radiotherapy. However, no 
study has evaluated the effect of preoperative radiotherapy in combination wth standardI- 
zed TME surgery. 
These considerations led us to set up a trial m which Th4E surgery is standardized, in 

which randomization takes place for preoperanve radiotherapy, and in which strict quhty 
control is being performed for the surgical, radiotherapeuhcal. and pathological &sapli- 
“es. We evaluated the tirst 500 patients with respect lo their baseline characteristics and 
short-term morbidity in order to judge the feasibility of the trial 
Since the start ofthe trial in january 1996, over 700 patrents have been randonuzed from 
78 Dutch hospitals. Complications during operation were reported in 20% of the cases. 
Postoperative complications were dtvided in general, infectmu. and surgical complicate- 
ens. Thhuc percentages were respechvely I’?%, 3 I%, and 30%. Leakage was reported in 

15% of the cases. The number of readnussion, rcintcrvention, and hospttal death were 
respectively 6%, IS%, and 3%. Acute toxicity due to radiotherapy was reported in 28% of 
the irradiated patients in various degrees. We found significant differences between rhe 
randomization group with rerpect lo bleed loss during operation (larger in the RT-gmup) 
and cxamincd ljmpb nodes (less in the RT-group). 
The ME trial is tbe fit in tbc world in which the effect of preoperabve radiotherapy m 
combinanon with TME surgery is evnhuted. Standardizenon of surgery, radiotherapy, and 
pathology has been achieved. The feasibility of tie trial has been shown good which czm 
be con~ltied from the large number of r;ndomized pahents and participating hospltals, 
and the number of surgical and radiotherapzuticnl complications. 
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NATURAL HISTORY OF LATE RADIATION PROCTOSIGMOWlTLS 
TREATED WITH -IOPICAL SUCRALFATE SUSPENSION 
R. Kochher, P.V.J. S.C. Sharma, K. Sii 
Department of GestroenteKllogy Md Radiothempy, PGIMEK cha”digalth, India 

Intr&~ction: Rectal bleeding due to late radiation proctosigmaiditis is often diicuh 
to matqe. We had earlier reported the dfcdcy of topical sucmlfate enemas in 
controll@ rectal bleeding (Dig Dis Sci 1991,36:103). We now preseot the longtmn 
rtsults of rcctal\y f&in&t& suta-ate in kemotIhagic ptoetos+oidii. 
Metbodr: 26 women (mean age 52 + 10.7 yeas) with rectal bleeding due to radiation 
proaosigmoiditis following mdiothempy for genital mabgoancy were included. Chid 
severity of bleeding was graded 1u Severe ( > 15 episode-); Moderate (8-14 
episodes/w&); Mlid (2-7 episodt&week~ Negligible ( < I episodelweek) snd nil (no 
bleediq). 10 pat&s had nmderate and sixteen patients had severe bleeding. 
Sigmoidoscopy rexe&d severe chenges in 9 (34.6%) moderate in 15 (57.69?/.) sod 
mild in 2 (7.69??) patients. AU patiatts were treated with 2Oml of 10% rectal 
pucrdfhte suspension enema twice daily till rectal bleeding ceased or failure of therapy 
was acknodcd~ed. Clinical follow up was done 4 w&WY till 16 weeks sod every 2-3 
months tbenafter. RespoaJe was considered good whenever cliical severity of 
bleeding showed improvemmt by a chqe of two ~mdes. 
Resultsz Medita mdiaiion dose received was SOG (range 45-956). Median time 
interval between radiation and onset of rectal symptoms was 11 months (mqte 3-39 
III). 20 patients (76.9%) achieved good response at 4 weeks, which increased 
progressively to 84.6% and 92.3% at 8 and 16 weeks respectively. The reduction of 
blee&g with treatment in gaetal and the change h the stntus of reztal bleed& at 4 
weeks intervals was sig”ifictmt by Wdcoxom matched pairs signed m&s test TWO 
patients did not respond requiri”g diisio” colostomy. All the patients were followed 
over a mdii duration of 45.5 months (rattgc 5-73 m). 17 (70.8%) patients remained 
free of blgdins while seven (22.2%) had rkun-e”ce. AU recurrences responded to a 
short t- reinstitution of therapy aad remained t?ee of bleeding OYQ a median 
duration of 35 months (tange 9-56 III). There were not tredttnent related 
com&xtions. Ten (38.5%) patients had otba associated late toxicity due to pelvic 
irmdiatio” in the form of esymptometic r&tal Stticture (“=3), rectovagid iisrula 
(“=I), intestinal stricture (“=I), vaginal stmosis (rt=l) nod h&a (n=6). 3 patients 
had progression of the primary disease in the form of pelvic recurrence (o=2) and 
hepatic metastasis (n=l). 
Conclusions: Sucrulfate enema* induce * In&g remission in a majority of patients 
with moderate to severe hemorrhagic late radiation proctosigmoiditis. 
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A PHASE I DOSE ESCALATION OF RYDROXYUREA (RU) IN ADDITION 
TO CONTINUOUS INFUSION !J-FLUOROURACJL (SFU) IN PATIENTS 
WITH ADVANCED COLORECl.AL CANCER 
&J&, F.I. Lofts, F. Thompson, I.L. Ma& 
Departnxnr of Medical Oncology, StGeorgc’s Healthcare NHS Trust, Londoq 
United Kingdom 

Intmduction: 5FU is the most &ective chemotherapy agent with activity against 
wlorwtal cancer. Con!itmou~ it&ion SFU has equal eflicacy to bolus SFU but with 
less toxicity. Hydmxyurea can potentiate the inhibition of thymidylate synthaase 
induced by SFU. by reducing the pmducdo” of dUMP. The clinical significance of 
such a potmtiation is mx known. We set out to determine the maxintum tolerated dose 
(MID) of HU administasd orally in anbinadon with protracted infusion SFIJ 
(3OO&m’lday) in patients with adva”ccd coiorectal czmcer. 
Patients and methods: Conseaing p&eats with histoIogicaliy wr&med inoperable 
or mctastatic colorectd cancer *we comnwnccd on palliative continuous in&sional 
5FU. AU patients were fit to recaive chemothenpy (PSQ adequate haematological, 
renal and hepatic limctio”) with “o uaconvolled iatemmet~ t illness. Oral HIJ 
(8OOtng/mYday) was admhistwed from day 3 of the imitsio”. Cohorts of 3 patiettts 
rwoivcd HlJ at escnlatm~ dose Ievds. LeveJ I was one day HU per week and each 
subsequent level added HU for one extra mccewive day. Full blood count and all 
toxicity were monitored we&y. 
Rrsulta: Entry to level 5 has bee” completed, with 20 patients entered (1 I M, 9 F; age 
51-85 years; 85% metestatic). Two patients bad previous adjuva”t SFU/Levamisole, 
and 2 pelvic radiotherapy to reaixzt tamtour. 61% of patients complctcd B fidl 24 
weeks of treatment, 39?? stoppine betwee” 13 and 20 weeks with progressive dixease. 
There have been 4 episodes of grade 3 pebnar plrntar syndrome (level 3 and 5) iod 
sttxnatitis (level 4 and 5). All twohd afta B 25% dose reduction in SFLJ. There has 
been no gmde 3 or 4 hmmatologicd toxicity. The ovaall mspom rate is 29% 
Concluriou: A combiitio” of catittuous infusion SFU with oral HU is well tolaated 
and recruitment continuea to de& the MTD. Early response data we in line with that 
expected fur co”ti”uous infusion SFIJ. 
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EFFECT OF THE MULTIPLE MODULATION 5FU IN ADVANCED 
GASTRIC CANCER 
KUZNETSOVA E.A.,GARIN AM. 
CANCER RESEARCH CENTER RUSSIA. 
FA+Mtx+I are well known as modulators of S-FU. We used this effect in 
following regimen of chemoterapy for treatment patients with metastatic 
gastric cancer: Inmn A-3 Mil II-I/m2 s/c daily, l-10 ds ,+Mtx 20 mgk2 
i.v.bolusdstand9ds,+FU300mglm2(inlhouraftaMk)i.v.infusion 
ds2and9ds,+N3oO~m2i.v.bol~~withFA2Omg/m2 i.v.ds4and6 
ck, + DDP 40 mg/m2 i.v. ds 1 and 8.36 antmatcd patients with metastatic 
~ccanctr(m~age4?)recivadl06cwsesoffoliowingngimen.19 
pts ( 27 uxmes) revcaM discasc PR. 17 pts raxived 79 cmrses (mean 4,8). 
3117 (17,6 %) pts had complete mponsc ( cdirmed by hiatdogy ), f?om 6 
toll mths (mean 85). S/17(29,4% ) p& -PR, from 4 to 9 mths ( mean 6,5) 
9117 (52,8 %) pts - STAB&m 3 to 8 mths ( mean 5,s). One pt follow up 
withouttnatmmt(aftu6courses)mortthenllmonths,cR was proved 
by UST, CT. Overall response - 17/36 ( 47,2 %) .Duriag this treatmeat WC 
admealui such side effects: fever ( 38 )-15 pts (41,6 % ) , higher than 38 3 
pts ( 7,9 % ) , nausa 1 l/36 ( 30,5 % ),vomlting (I-II gr) - lo/36 ( 27,7 %) , 
ncutropenia ( I-II gr) - 6 136 (16,69/o Those side efkcts are not sever and 
don’t deteriorate quality of lik.These K&S suggest that this regimen can 
beactiveinadvaa&gas.triccancerwithanaccf@ktoxity. 
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AUM~ODIES AGAINST PEPTIDE EPl-lQPES OF GA733 TUMOR- 

ASSOCIATED AN’ftGEN IN COLORIXXAL CANCER 
Sz.Mosolits. J.Fagerberg, U.Harmenberg, U.Ruden. HMellstedt 
Immune and Gene Therapy Laboratory, Karolinska Hospital, 171 
16 Stockhohn, Sweden. 
In more thao 90% of colotectal caocer the GA733 tumor-associated 
antigen is overexpressed. Autonzactiv humoral and cellular 
responses were shown to target the antigen. In this study B cell 
epitopes were mapped against the antigen. Sera from 136 patients 
reacting against the antigen and 30 healthy blood donors were tested 
in BLISA for naturally occming IgG antibodies against 23 peptides 
synhized from the entire aminoacid sequence of the external 
domain of GA733 antigen. 13% and 3% of healthy blood donors 
had autoantibodies against pepti& 2 and peptide 8. reqcctively. No 
autoantkxiiea were detected in tbe control group against the other 
peptides. Antibodies were found in cancer patients mostly against 
peptide 2 (50%) and to a lesser extent (8-996) against peptides 1, 4, 
7, 8 and 20, mspectively. Inhibition ELISA using mAbl7-1A and 
mAbc215 indhed that the serum antibodie8 were specific for me 
antigen ad peptide 2. Mom patient8 in advanced stage had 
antibodie.s against peptide 2. No correlation was found between 
reactivity to peptides and overall survival. 64% of the patients with 
colorectal carcinoma who had IgG antibodies against the GA733 
antigen had peptide - particularly peptide 2 - specific autoreactiv B 
cells and fouowingly probably also 8M T cells. Thus the 
GA733 antigen maybe a good target for immunotherapy. 
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SYNCHRONOUS BENIGN AND MALIGNANT COLORECTAL TUMORS. 
COLONOSCOPIC FINDINGS 
A. Naeorni,T.Taslt. V Katit, S.Petrovie-Nagorni. IStamenkovit. V.?ivkovlt. 
DBenedeto-Stojanov. S.Filqoviti 
Clinic for gastroenterofogy. O’inrc for pathology and Clinic for Oncology 
Faculty o/medicine NiZ: Yugoslavia 

Benign and malignant colorec:tal tumors are associated in 1247% patients m 
dependence of number of coloredal carcinomas: 12-62% in patients with 

solitary carcinoma and 57-86% in patients with synchronous carcinomas. We 

analysed colonoscopic findings in 40 patients with synchronous benign and 
malignant tumors. Multiple colorectal carcinomas we found in 7 (17.5%). 

solitary carcinoma and solitaly adenoma in I8 (45%). solitary carcmoma and 

multiple adenomas m I2 (30X) multiple carcinomas and solitary adenoma in I 

(2.5%) and multiple carcinomas and multiple adenomas in 2 (5%) patients. 

Synchronous benign and malignant tumors were localised in the same (25%) 

and in the different (75%) colorectal segments. 

Conclusion: Total colonoscopy in patients with colorectal tumors (benign or 
malignant) detect synchronous colorectal tumors in huge number of patients. 

Detection of synchronous tumors may prevent development of metachronous 

colorectal carcinomas. 
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ANGICGBNESIS IN ASTLItR-COLLZR BZ COLON CANCW 
D.Pantalone, L.Hessarini, A.R. Palomba, M.BontP, K. 
Kroning and L.M.Pern:Lce 
Clinica Chirurgica II,Istituto di Anat6mia Istologia 
Patologica, 50134 Pirenze. Italia 

The growth and maintenance of solid tumors depends on a 
process called angiogenasin whereby the ingrowth of new 
vessels provides nutrients and a means of eliminating 
waste products by a process other than simple diffusioa 
Recent works in brea:st cancer, NSCL cancer and others, 
has demonstrated that tumor with low angiogenesis 
activity have reduces1 risk of recurrence and metastasis, 
We studied 99 patients with Astler-Collar B2 colon 
cancer resected between 1972 and 1990. 
Inmunohistochemical studies were performed on formalin- 
fixed and paraffin-enbedded tissue using the monoclonal 
QB-BND 10 for CD34 endothelial antigen and a policlonal 
P-III antibody. Our hypothesis was that quantitative 
assessment of angioganesls might identify a subset of 
node-negative colon cancer patients at high risk for 
recurrence or death. 
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LUNG RESISTANCE PROTEIN (LRP) IN COLOBECTAL CARCINOMAS 
m M. Filipi& T. Strmzl, RW. Sochomel, D. Depisch, R Pi&r 
Division of Oncology, Dcparcment of Intenxd Medicine I, Uoiversity of Viama 
Medical School, Vienq AI&II 
Department of Surgery, KH Wr. Nmwsdt, Neustadt, Austria 

To dewmine the clinical role of the lung lxcismm protein (LRP) in patients with 
wlorcctal cminomas, we innnuno~caUy messed the expression of this 
protein in primary colorectsl cdrcinoms spmimms (F-58). lnummotining was 
paformed on frozen sections tmy mmos of the monoclonsl antii LRP-56. Binding 
of the primary antibody wss deteaed with the avidin~iotin-peroxidsse method. 
SW1573 and SW1573/ZR120 cells were used (UL ne@ivz and positive controls, 
respectively. LRP wining wss detected es chamcttitic gmnubu cytoplasm& 
stsining. JAW wss negative in 7 (IO?@), low ia 18 (26%), inbmmdiate in 18 (26*%) md 
high in 25 (38%) earcinomss. As in nond dssw.s of the digestive tract, the apical side 
of the mucosa showed stroq and difibse stainiog. Positive LX’ expression was 
independent of size and localization of the primary timour. histologic gmde, ngionel 
lymph node involvement, disbmt metaste& and tumour atege. In eddition, overall 
!Tlmivsl of the w- positive petimts we.9 similar to LRP- negative patiems. 
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RADIO-CHEI4OTtiRRAPY IN THETREATHRNT OF 
GASTRIC CANCER WITH THR RISK FACTORS-preliminary 
M. Pamucka, L. Czepkievicz, ?I. Tokar, K. Drosik 
hov. Hosp. Of Oncol.,Dept.of RT, Cpole,Poland 

In the 1993 the preliminary Investigation on 
programm for the gastric cancer with the risk 
factors was started. For these programm were 
qualified patients who were undergone radical 
surgery procedure, the morphology of tumor was 
Adenocarcinoma, with microscopic risk factors. 
Since August 1993 to Hahn 1995 for these 
programm were qualified 7 pts (5 men, 2 women) 
with the median age 51,8 years.Four - six weeks 
after operation tht prograauaRT + ChT was 
started.lhere was: RT - 1,6Cy daily, 5 days a 
week up to 56Gy.Cht - 5 FU (325mg/n2) + Leucovo 
rin (30mg/s2) avs applied at the first and last 
weeks of RT.Three weeks after RT the second ChT 
was started.There was: 5FU (6OCmg/m2) + Adrismy 
tine (30x&2) + Mitomycine C (lOmg/m2).These 
ChT was repu&d 4 times every 3 weeks. The 
tolerance of whole programm was good. There 
were no serious aide effects. JJurlng RT there 
was leucopenie only In one patient. The atients 

10, 11, 25, 26, 35, 52 months (3 pts died . P 
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3lMmlLR POLYPOSIS M INDIAN CHILDREN 
v.BB.RtipaK.Vaiph&,KmtarSih 
Division of Pediatric Gwomterology, Deplrtment of Gsstmmtcrology and 
Pruhology,PG~Clmndijg~&lndia 

Istmductios: Polyps ocau in Bs many as 1% of children aad 90% of&m are 
juvmile polyp. They me solitary and hammtomatous in nature whcmu juvmile 
polypo~~Sj~epofyps)is~rarcconditi~witbawop~cpotential.This is 
6mttimeweareraponin~rtieafromIndta 
Objective: To study the clinical profile, maliSnant potentiel and mansgemen~ of 
juveaile polyposis in chikken &I2 years). 
Metbeds: 17 children with juvenile polyposis were evaluated clinically and 
mdoscopicaUy from March 1991 to October 1596. Colmmswpy and polypectomy 
were done 3 weekly until colonic cl-~ wss achieved md tbueaftor 2 yearly. AU 
polyps were subjected to histoIo&id acsminuiotL 
Bcsultr: Mean age wss 7.7 years, with * male prep0edal-m~ (3:l). -II was 
with rectsl bleeding (94%), pallor (65%), stunted growth (53%) em3 edems (47%) and 
the mean (SD) duration of symptoms was 33 (27) months. None had positive femily 
history or my congmital momely. Two ckikkm bsd six polyp up0 the tnoaversc 
CO10n;thCnaChSd- polyps all over the colon. AU cbildrm imd jweeile polyps 
on histology and 10 @P/o) bsd l denoatateu cbaages (lew grade dy@asii). None 
hsd high grade dysplasis, &noms or -i Total coledomy wss done in 6 
for intractsblc symptoms. colon cleewlce wu schieved in 8 &a an w/em@. 3.4 
polypemmy sassions. and 3 wae still on polypeabmy pmgrmme. 
Conclusions: Juvenile polyposis is commonly associated with low grade dysplssia, 
mid colonoswpic polypectomy is effcave but c&cto9 is reqti for intradsble 
symptoms and wfrm clesrsnce of the colon is not posswe. 
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MHlBlTlON OF TUMOUR TAKE BY SPILLING BLOOD IN THE 
PERITONEAL CAVITY: AN IN VTVO AND IN VITRO STUDY 
M.E.E.ven Rossen, L.J.Hoflsnd, P.ven Koetsveld, R.L.Marquet, J.Jeekel, 
C.H.J.van Eijck. De@. of Surguy end Internal Med. III, University Hospital 
Rotterdem. PO Box 1738,300O DO Rotterdem, The Netherfi 

Ptwious expnimentel studies proved thet nd blood cells (RBC) in the 
abdominel cavity inhibit local tumour take. We invest&&d by what mczhenism 
this effect comes about. In viva ~lu4: I .0x10’ CCS31 coloncarcinoma cell9 were 
injectedip inrers.Ineddition,inexp I l.SmlRBCwerc injected, inexp III5ml 
RBC were injected after CC531 cells had adhered. Contml groups received 
1 .Sml PBS. In exp III group 1 received 1 .Sml RJX end group 2 the contents of 
1.5mI lysated REC. Afbx 21 deys abdominal tumour take wes suxed Invitro 
s&: RBC in incrmaing smomt.5 were added to CC531 cells (group 1+3) or a 
cuhired monolayer mesotbeiii plus CC531 cells (group 2+4). In groups (1) 
end (2) RBC and tamour cells were edded simultaneously. In groups (3) end (4) 
RBC were added efbx CC53 I cells had edhmd. AfIer 48 hrs lumour t&e wes 
mwsured by DNA essay after washing away unbound cells. &&$: In the in 
vziw exp the mean score with regard to nanour teke wes significantly less in exp 1 
ss wmpsred to the cont~01 group @<0.005). In exp II there wss no efkct of the 
added REC. Thorn wm no significant dilTerenw in lummu teke behveen groups 
in oxp III. In the in vim exp then wac a significaat inbibii of tumour t&e in 
@tips 1 end 2 in (L dose dependent manner @Golf This effect was not seen in 
group 3 end 4. conclusion: Intre red blood cell substances Prevent tamour cell 
adhesion to the Peritoneum end consequently tumour recurrence. Most liily I?ee 
radical scavengers ere responsible for this phenomenon. 
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TUMOUR CELL ADHESION TO SURGICALLY ‘IRAUMATIZED 
PERITONEUM lNVOLVES INTERLEUKIN-II3 (ILID) AND COLLAGEN 
M.E.E.van L.J.Hofland, P.van Koetsveld R.L.Marquet, J.Jeekel, 
C.H.J.van Eijck. Lkpts. of Surgery and lntemal Mcd.111, University Hospital 
Rotterdam. Rotterdam, The Netherlands 

Surgical trauma of the peritoneum leads to cytokme production and denuding of 
underlying ewaCetluIar matrix components. In oncotogic surgery, both facors may 
influence adhesion of pempcxatively spilled turnour cells, and consequently 
mmour rectttTenw. We investigated in vifro tumour cell adhesion to the 
peritoneum and tmderlying extnreellular matrix (ECM) components. 
Materials and methods: Cytokines produced after abdominal trauma were obtained 
by rubbing both uterus horns of a rat and lavaging the abdomen after 5 hours. 
Tumour cell adhesion was quantified in a reproducible assay employing CC531 
colon carcinoma cells. CC53 I cells were left to adhere to a cultured monolayer of 
mesothelial cells after pre-incubation with the collected lavage fluid, IL-1 p, IL-6 
or TNF-a. Also, adhesion to collagen, the largest ECM component, was assessed. 
&I&: Turnour ccl1 adhesion began within 5 minutes and peaked at 60 minutes, 
with a significant increase between 5.30 and 60 minutes (pcO.005). Adhesion to 
collagen and a mesothelial monolayer preincubated with the lavage fluid and IL- 
lp showed statistically significant more nanour cell adhesion (pCO.01). TNF+a 

and IL-6 pm-incubation had no effect. 
Conclusion: The results of this in vitro study indicate that tun~our cell adhesion is 
markedly enhanced by cytolcmes produced due to surgical trauma. Taken tog&her 
with the excellent adhesion to collage”, these factors may account for the habitual 
tumour recumncc at the site of inflicted surgical trauma 
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FINAL RESULTS OF A PEASE II MUL-ITCENTRIC TRIAL WITH >FlJ (F), 
LEUCOVORIN (LV), ETOPGSIBE (E) AND ALFAJNTE~RON (l) @LPI 
REGIMEN) IN TRE TREATMENT OF ADVANCED GASTRIC CANCER 
M. A Satolti (I). F. PorciIe (2). V. Sidoti (3), C. Capello (I), E. Evangelisti (I). 
C. Zanon (I), A. Mussa (I), 0. Alabiso (I) 
(1) Esophageal and Oncologic Surgery S&ce, Ospedale M&&e, University of 
Turhl, Italy; 
(2) Medical Onwlogy Service, Ospedale S. Lazmo, Ah, Italy 
(3) Oncological Division, OspedaJe E. Agnelli, tiolo. Italy 

~eucovorin (L.V) enhances the activity of S-FU (F). We pcrIormed a phase II trial of 
(F) Alfalntcrfero” (I) and (LV) double modulation. The purpose of our study WBS to 
investigate activity, toxicity and management of modifkd ELF (ELFI) in advanced 
.@ric cancer (AGC). From August 1994 to May 1997, we enrolled 28 patients, (19 
males and 9 fdes. with an average age of 63.5). Trestment schedule was: (E) 80 
mg!m’i.v. days 1,2,3 - (LV) 100 mp/m’days 1,2,3 - (F) 500 mg/m’ days 1.2.3 - (l) 
3.OOil000 UI SC. three timea a week during the interval between courses (l-28). We 
evaluated 27 patients for toxicity and 24 patients for response (at least three courses 
done). We had 4 patients not evaluable: one for therapy’s refusal before starting the 
treatment, one for address changing, one for suspected AMI aRa one course, one for 
therapy’s reIilsal not toxicity-cormlated atIer two courses. We administered 107 
courses of chemotherapy (average 4 courseslpatients, range l-6). We achieved 3/24 
CR (12.5%). 4/24 PR (16.6%), with a” overall response rate of 29??; moreover we 
obtained 6/24 SD (25%). Tie to progression for the CR, PR and SD was 10.8 
months. Responders’ (CR t PR) me&n survival was 12.3 months (range 3 - 15). AU 
patients’ (CR + PR + SD + P) median survival was 8.1 months About grade 3 
hematolo8k.al toxicity. we observed transitory neutropenia in S/27 patients, leucopenia 
in 3/27 patients, thrombocytopenia in 3127 patients and anemia in 2l27 patients. We 
registered grade 3 mucositi&homatitis in 2/27 patients. grade 3 vomitin in 2/27 
patients, grade 3 diarrhoea in only one patient. The @correlated feva was frcsuent 
but always moderate and transitory. In two cases ocumed the flu-like syndrome. We 
observed a moderate ssthenia in 21/27 patients. We did not obsem any grade 4 
toxicity. The ELFI regimen seems to be eacy to msnage on Day-Hospital base, with a 
fairly good activity in AGC snd a” accetable toxicity. With the aim to increase the 
ELFI’s sctivity, we arc now trying a new schedule (ELFI-E) containing Epirubicin (60 
mg/ml on day 4). This phase II multicentric trial started in September 1997. 

PP 83 
ANTICOLOSTOMA - PREVENTION ANB REMOVAL OF TEE 
PERMANENT COLOSTOMA 

soulima v. 
Department of Faculty Surgery, Medical Academy, Dneprop-etrovsk, Ukraine 

Modem state of medical requires the application of the most recent achicvwnents in 
science and technology in diagnostics aud treaonent. More 500 wlorectal cancer 
patients were subjected by use to Fii Optics diagnostics and thus were fully prepared 
for surgical intervention, performed ia much earlier terms. 
For treatment of patients with colorectal cancer, prevention and ren~oval of permanent 
colostoma the application photophrio injection and Hc-Ne laser for photodynamic 
therapy in complex of the new method surgical opaatio” (=iosuture of anal 
anastomosis”) 
The application of the photodynsmic therapy for treatment of coloreual cancer in 
complex of the new method surgicdl operation, prevention and removal of prrmamnt 
c&stoma giving of positive reeuh - not formed of permarmt mlostoma and liquidate 
of timely colostoma. 
I -mend of the treatment methods phototherapy. new surgical intervention for 
prevention and removal of pamanmt and timely colosto~ as new direction in 
oncoproctology - Anticolostoma. 

OP 82 
FREQUENT MACE GENE ANB PROTEIN EXPRESSION IN ESOPHAGEAL 
SQUAMOUS CELL cARcmoMAs IN CONTRAST TO 
ADENOCARCINOMAS AND lTS IMPLICATION FOR ADJUVANT 
TUMOURTEERAPY 
ILschumacher (I), C. Stremmel (1). W. Haensch (1). M Heberer (2), P.M S&lag (1) 
Cl\ Deoartment Suraerv and Suraical Oncolonv. Robert-R&k& Clinic - Humboldt 
iJk&ity, Berlin, G&i&y - 

-~ 

(2) Department Surgical Research, University of Basel, Basel, Switzerland 

The genes MAGE-I and MAGE-3 code for tumour-associated antigens (TAAs) which 
are rewgnized by cytotoxic T  lymphocytes (CTLs) Both might serve for turnour 
vaccination strategjes, since they are not expressed in normal tissues expect t-es. We 
analyzed 55 shock I&en tumour tissue samples of carcinomas of the ewpha8us and 
esophagocardial judo” for the expression of MAGE-I and -3 using RI-PCR as well 
as monoclonal antibodies (mAbs) directed against the MAGE-1 (mAb 77B) and 
MAGE-3 (mAb 57B) proteins which were applied on formalii-fixed pa&in sections 
employing the catalyzed signal amplification (CSA) systun. No MAGE gene 
expression was seen in any of the 55 llormd tissue specimens. In squamous cell 
cancers, IO of 23 (43%) primary carcinomas and 3 of 5 (60%) metastases yielded a 
MAGE-I or -3 n&NA-positive result. By inununohistochemistry 2 additional cases 
were positive for MAGE-I and -3. However, admocxcinomas expressed l&AGE-l or 
-3 mRNA in only 3 of 21 (14%) primary tumours. The MAGE-I or -3 protein 
detection rate was 4 of 21. Tumour tissue with dierent histology (e.g. undifferentiated 
carcinomas) revealed MAGE-1 or -3 mRNA in 1 of 6 and MAGE-1 and -3 protein in 3 
of 6 cases, respectively. Because the 8ene products of MAGE-I and -3 are presented 
to CTL by hiHC-class I molecules, the proportion of pad&s who could be treated by 
MAGE vaccination would be at best 21% (MAGE-3 presentation by HLA-AZ). 
Interestingly, the m.4b 77B directed against MAGE-I stained purely cytopltic 
whereas the mAb 578 directed against MAGE-3 revealed a mom membranous staining 
indicating another advantage of the latter for vaccination strategies. Our data indicate 
further differences in tumour biology between esophageal squamous cell and 
adetmcarcinomss. 
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COLONOSCOPIC SURVEILLANCE FOR SYNCERONOUS LESIONS IN 
COL43RECX.U CARCINOMA IN NORTH INDIA 
P V J. Sh R Kochhar, D.K. Bhasii Kkn Vaiphci, M.K. Gocnka, K. Singh 
&&tment of Gastrocnterology and Pathology, PGIME& Chandigarth, India 

Baekgmund: Synchronous polyps in colorectal carcinomas are seen in upto 3OYY and 
an additional malignant lesion elsewhere in the colon in 2.6% of the patients. 
Ahw To study the prevalence of synchronous lesions in colorectal malignancy in 
North India” patients 
Methods: 147 consecutive colonoswpies carried out for &orectal nudignancy were 
reviewed retmspectivdy and pmsence of additional lesions dsewbere in the colon was 
noted. 
Redts: In a total of 147 patients (M:F = 3:l; mean age 46.19 years), 117 pre- 
operative aud 30 post-opezative colonoscopies were done to look for additional 
lesions. Primary carcinomas were found on the leR side of the colon in 60.53% and on 
the right side in the rest. I” 90 patients colon could be scramed upto the he&c 
flexure or cecum while in 57 patients 111 lenght could not be screened due to “on- 
negotiable growth. In all, 22 patients (14.96%) had an additional lesion other than the 
prinxary growth, of which 13 were adenonmtous polyps (8.84%) and 9 were 
archmmas (6.13%). 
Conclusions: Synchronous polyps in North Indian patients with colorectsJ carcinoma 
are less frcqucnt as compared to West though, ~ymhronous nmlignancy is as connno”. 
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SURGRXL TREATMENT OF MALIGNANT OBSTRIJCTION OF COLON 
D Stsnoiav& D. Mark. D. Miljlkovk, D. Mihsjlovic 
Surgical Clinic, Clicicsl Crater, ITi, Yugoslsvia 

Choice of surgical optiws in the treatmmt of colonic obstruction is still wntroversial. 
Jn the period 1992-1996 et the Sorgical Clinic in NIS 270 patimu were surgicelly 
treeted because of the ~010” caam (r@ant excluded). I” 81 patients (3G%.) the 
disease manifested as an acute obstruction. The cause of cancerous disease w the right 
~85 29.6% (24 patients) while on the let? colon wss 70.4% (57 patients). In sui-&J 
teatment we use& demmprensive miostomy in 23% (19 petie”ts), 0ILc stage resection 
in 62% (50 patients), in 12% (10 patients) two stage resections end 
ikotmnsvcrsoenastomosis in 3% (2 petiuas). Postoperative moftelity in the group of 
treated with decompreasive colostomy wss 42% (8 patients), in the group of treated 
with two stage reaeaio”s was 30% (3 patients), i” the group with 
ileotmnsversoanestomosis 50% (1 patient) and in the group with one stage resection 
was 12% (6 patients). Our opiaio” is that the least postopemtive mortali in group of 
treeted with one stege resection justify application emerge”cy resection es the safe 
method in the treatment of nuny obstrwtive cancers of colon when performed by 
expetiencefl surgeons in coloretti surgery. 
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PRIMARY TUMOURS OF THE SMALL INTESTINE 
v. P. Vmcb”os, V. Gougoutes, T. Kemiskos, C. Zogmfos 
Depertment of Surgery, G.P. Hospital K.AT., Kifisie, Greece 

Tote diagnosis end treatment of printmy tontows of the uneU b&&e challenge the 
surgeon because are re4stivtly rare, comparing with the other gestrointesti”el 
malignancies. 
A retrospective study from 19116 to 1997 identified only hvelve patients with primary 
neoplwns of the small btteatble. During thet dewen years period, from the hospital 
records, 12.184 patients were edmitted in the surgical departmat and 7.778 patients 
undanvaot general surgical procsdwe.s. 
The natural history, diagnostic procedums and oversll survival sfkr latr8icsl trestmcnt 
were reviewed. The preopcrrtive diegnosis mrely wes nude (o”ly in 2 patients) 
because symptoms were ague and no~wpecific. The optimal treatment is wgicel 
resection in adenoarcioaxas and sarcvntes, beside in lymphomas adjuvent 
chemotherapy or iradiation thcrspy or both for patients with posidw nodes or msr8ins 
in recamended. 
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PGRT-BHE METASTASES: 
Is AEROSOLlSAllON A PWOTAI. FACTOR ? . 
l&J&&&F. BoduiilLL Muquct, HJ. Bonja 

Dc~lofsurspy.u-ityHospital-. 
P.0.Box2040,34JoocAR¶silmb, ThcNdherluds 
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GEOCHEMICAL ECOLOGY OF STOMACH CANCER ON THE 
TERRITORY OF CRUVASRIA 
V. Suslikov, A. Kaplanova, B. Su”te”te 
Deperonent of Ecology end Hygiene, Cbuvesh State Univemity, Cbeboksuy, Rossie 

Stomach tanoc~ t&s the 6rst place in morbidity end nuxtelii emong the i”hebite”s of 
Chuveshie The ebn of the present work is to study.the peadii of prevelmtce of 
disease in difkrent ecological and biogeochemiud provinces of tbe republic. The 
findings of the investigexion allow us to work out a technology for manrging the 
onccdogid sewice taking $40 account the biogeahemid zoning of the disease 
Modern, conq~lex, methodical approscbes used in this study enable to make the 
following co”clusio”s: 
1) the spradiig of stomach center in Chuveshia is irregular. Very high mortality 
indices two times as huge 89 the average republican are constantly ra&tared is the 
South-West pert end very low ones two times es little as the average republican are 
registered in the east pact; 
2) mated of the ecological e”d biogeochemical zoning of the Chovesh territory show 
the essential difference is the costest rod ratios in the provinces with contrasting levels 
in mortality on stomach amcer; 
3) clinical, biocbsmicsl. honno”eJ, immune end nticrobiological cherecteristics of 
rcacdons of praticslly healthy people give us the possibihty to draw up tbc hypothetical 
diagram of cause - and -effect relations of stomach cenccr with the envimnmcnt. 
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ACCELERATED MODIFIED FAMTX-REGIMEN IN ADVANCED GASTRIC 
CANCER BY OPTIMAL USE OF G-CSF 

AM Wastermann, BG Taal, M Swart, H Boot, WR Garritsan 
Dept. of Medical Oncology, Netherlands Cancer Institute, 1066 CX 
Amsterdam, The Netherlands. 

For advanced irrasectibla gastric cancer, sequential high-dose 
mathotraxata and 5-fluorouracil combined with adriamycin on day 15 
(FAMTX-regimen), cycled avary 26 days, is affective but toxic, with a 
high incidence of neutropanic fever and toxic deaths. In order to 
shorten chemotherapy duration and diminish side-affects, we treated 7 
consecutive advanced gastric cancer patients with all three FAMTX 
drugs on day 1 followed by G-CSF for 10 days, in 21-day cycles 
(FUMA-regimen). Major side affects consisting of mucositis and fatigue 
occurred, and forced 4 of 7 patients to stop treatment. The next 7 
patients ware treated with the same drugs in the same doses, but with 
adriamycin one day prior to MTXlCFU (AFUM-regimen). AFUM toxicity 
was unexpectedly mild and dose reductions were not necessary, 
suggesting that FUMA toxicity was the result of the sequencing of 
cytostatic drugs. There were no toxic deaths and no dose delays. We 
conclude that the accelerated AFUM schedule with G-CSF is feasible 
and safe in advanced Qastric cancer, with the unanticipated 
observation of sequence-dependent adriamycin toxicity. 
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THORWIC METASTASECTOMY FOR GERM CELL TUMOURS: LONG 
TERM SURVIVAL AND PROGNOSTIC FACTOR 
&q& U Pashino*. A G Nicholson*. A Howicb**, P Goldsha~ 
Dipattimmto di Chhragia Univ Penqia I, l Royal Bmmpton Hospital Lmdoo 
UK,**RoyalhhsdenHospitalLmdonUK 

This study evalusted the results of tbmcic metastssectom yforgamcellhmmlus 
to asss long term survivrd and identify prognostic factors. A series of 144 
patimtwbounduwult- 0ftluxacicmetes~atRoyalBmmptoo 
Hospital were retmqwively reviewed. The disease involved the Iam8 in 73 
cases, tnediahum in 34 and botb sites in 37. Median follow-up time of 
surviving patients was 56 months. Kaplan-h4eie.r estimates of nwival wae 
cxddakd for clinical variables n&ted to primary hmmm and thomcic 
meta3We. using the Cox model for multivariate analysis. 
Compkte rexdim was achimed in 125 cases (87%); pstbolcgy &owed viable 
She161d in 44 (31%). necrosis or fibrosis in 31, ditkmtiated 

tuatomaootothewiseqec&din8. TheowraUstwival 
~~at~~iveyesrsand6S%atI5years,beingsignifiurnlysbortain~~ 
witbmRugMnt- elements (51% at 5 years, W.oDol) a iammplete 
resection (52% at 5 years, IW.018). At multivariate analysis these faetas 
rctaiDcdtbeir~cvalue,witharelativeriskofdcathof5.7farmaligaant 
taatm&m &ments and 2.8 for incomplete reaectim. In additim, the Cox 
mo&llweAleds3limesllighriskofrolapseinpntientstiretropritoneal 
dhseatthctimeofthomcicmetastasectomy. 
Thesedatacontilmthevfdoeofthaecicme lastsseetanyMascsgiagprocedure 
alter w and a potentially curative treabnent for chanaesistant 
disease. Maligmmt pathology, incomplete resection and conrwrnt~tonenl 
disease wem ilbpadmt prognostic factors. 

PP 92 
A notwaodomised trial wmparlag bfleld vs 3ddd technique of 3Zkonformd ndintioo 
therapy (3D-CRT) in 40 prostate c.wer patients. Technique and prellminwy results. 

M. H Musiglia, E. Ncgri, G. Ivddi. M.C. Leonardi, M. Knmgli. M.G. Bmmbilla. F. 
Cat&d, G. Galli. B. Jercczek-Fossa, A. Vawsori and R Grecchia: 

Dcpartmcnt of Radiation Oncology. European Insthe of Oncology, Milan, Italy. 
l University of Milan School of Medicine, Chair of Radiation Gncology. 

Facing P steep increase in out recruilmcnt of prostate cancer patients, .s new 34ield technique 
wm developed in an attempt to reduce the daily treatnxnt delivery tim. Between July 1997 
and August 1997, 20 conwcutive patients with clinically localised admocarcinoom of the 
prostate wm Mated with P 3-field conformal external beam irradiation using thaw- 
di~Siolll1 Weatmmt planning. Patients wm simulated with rcchnn and bladder mrpty in P 
supim position, the tilne comsponding to the beem porrnls being obtained for On, 110” and 
2X!‘. To ensure rrproduciblc positioning. custom-made polyurethane foam or thermoplastic 
cuts WEE produced for each patient. Based OII serial CT SCM slices with 0.5 cm thickness, the 
tpgcl md critical -I (mXum md bladder) wcz identified on each slice acd at?erwards, 
raawhu~tcd in 3D. A beam’s eye view (BEV) technique was used to display these strwnues 
spatially on digitally mxms!nxted mdiopnphs (DRR). on which. the beamtent pornis wm 
subsequently designed. applying non-uttiform margins around the outline of the target volume, 
that is, I em towards the rectal wall and I .5 cm towards the bladder ameriorly and also for UK 
upper and lo-ucr portal margins around the target. Next. the n’abnmt portals wen tnnsfmd 
Gem DRRs onto simulator films. The shaping of the beam qwtures was rcdized by 
ccnvdiod cambend blocks. The total target dose was prescribed .t tbc ICRU point md WLI 
76 Gy for the prc&ute delivered by I IS MV linear accelerator in 3g &actions md 56 days 
(mm). The setrim vesicles were exuded at 70 Gy The Ctield teclmique mu diffcrmt only 
in positioning of tk ptimt @one) and arrangement of &wulr (45’, W. 135’. 22f. 270°. 
31S”). For the oumosc of this study the records of 20 consecutive oatients kental with 6 fields 
3tiRT bet&n jync and July I697 wm analysed md served asks tot conqurism. 

Technical details and &ta regarding cumulrtivc dose-volume histogmms analyses. 
acute toxicity and early P8A profile will be discussed. 
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COhl.PARATIVE tS’lWJ3Y BETWEEN TWO REOIMES OF 
RECOMBINATEIJ a -WiERlTRON-2p (IN-IRON A) FOR 
ADvANcEDREN.4LcANcBRfARc) 
L. Demendjima, M.N&-olov, B. D&rov, p. Antmov, J. Mibsilovs 
so6achDLwcenter, 1156sofia,Bul#uk 

we estimated the de of rec. a-IN%@ &bon A) in treatment of 
ARC in tworegimes. Par 27 patients with pmoved mew @.I& 
Hep, Pk) and kc4cing preliminmy mib, chemio- and 
charmcPlotheraWa~~with~As.c.fbrapaiodof6 
weeksvmsheldinthetwofollowiqmgimes:3x3mlnRJwe&y 
and3x9mhIuwsekly. 
Tbtaimof~studytalcinginto~~ti~tbethnrpeutic~ect, 
immadiateandktesidee~,sswellasthe~~~oftbe 
remission and quality of Ii& (EORTC-QOL-30). 
our initial lt=mdts Euggert, that ARC-e with hi* doses 
legime haw slight t&es leapoitse rate than othe!xs, without 
si@ificmtdif&mceinthesi&effect~.InbothgmpsQLwss 
improved - physicial functioning @=4).0001) and disease-symptom 
dief@=0.003). 

OP 93 
BLADDER SPARING BY CHEMOTHERAPY AND RADIATION IN 
PATIENTS WITH INVASIVE BLADDER CANCER. A FIVE-YEAR 
FOLLOW-UP 
M. Martinez, X. Garcia-del-Muro, J. Mu?o+ S. Vii F. Vigues, A. Sanchez, F.J. 
Perez, N. SenaUacb, J.R Geti 
Catalan Institute of Oncology, BeWit8e Hospital. Barcelona, Spain 

48 co-tive patients with mus&-imaiv c bladdw caocer were treated between 
November 1988 and Mcy 1993. A8 paths bad pure transitional carciooma, absence 
of ditlhse Tis, and clinic NoMO stage. 39 patients had T-2-3. sta8ts and 9 bad T3,-l. 
The treatment consisted of RTU, neoadjuvant chemotherapy (CT) M-VAC (Z-4 
cycles), and mdiotbmpy (RT) (44 Gy). RT was cornioued to 64 Gy in patieots with 
biopsyproven absence of invasive cancer (CR). Cystectomy was perfbimed in p&nts 
with residual invasive tumom. 9 patiems did not mceiveRT:6withfaihretoCT 
underwent immediate oystectomy, sod 3 with CR receiwd only CT. 
The CR rate to neoadjuvant tr&meot was 75%. After a mean fo8owup of 61 months 
(51-86). the aototi sutvival sod disease 6~ survival at 5 years were respectkly 
47%aad45%.The5yeMoveorll~nlntewithan~funnio~bladdcris 
36.5%. Of the 21 cwrootly smvkio8 patients 81% have their bladder proaerved. 8 
patieats required &age cystcctomy for rocweot lttvasive csncer (5) or diffuse Tii 
(3). 12 patients bad IecmTem supa&ial bladder tumours. and 5 of them presewed 
their bladder tier fhther RTU and BCG. 
The response to CT had proSno& tie for swhl @<O.Ol). Severe complications 
wcre:1deathforfulmirwthepatitits~acT,1latcndiptioocystitisthafrrquind 
cystectomy and death in postoperatoty, and co- Iismla tllst needed 
tiosygnmidectomy. 
The long-temt bladder pranwioo is feasible in a sdected 8rottp of patients by 
multimodalily treatment. The mwivsl is similar to cystectomy-based studies. 

Sl8 
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THE USEFULNESS OF PSA, PAP TUMOR MARKERS SERUM LEVELS IN 
THE DIAGNOSIS OF BENIGN AND MALIGNAND PROSTATE DISEASES. 
CORRELATION WITH BONE SCINTIGRAPHY. 
C. P-A. Zisaimopatlos, N. Baziotis, A. Rabafakoa. 
Nuclaar Yadiina Dapt. And Urological Clinic of Anticancer Inat ‘St. Savor” 
Hospital, Athens. GREECE 

In this study wa evalutate tha PSA, PAP levels in the diagnosis and 
monitoring of patients with pmstate gland diaeaaea. 
We studied 50 normal persons (blooddonora) to sstimata the cut-off 
vafues, 38 pfianta with benign daaeaaea (hy@rophy of fha prostate) and 
95 with Ca of the pmatate in aeveml stages (49 with no matastaaea and 37 
with metastaaes). We us& the immunomdioaaay Method (IRMA) with ki 
for PSA and PAP. Bona Scans with Tc-Wm M.D.P. wem performed in all 
the petknts with Co of the pmstate. The cut-off value for PSA was 10 rig/ml 
and PAP was 2.3 rqhl. 

PSA serum levels > 10 q/ml PAP serum lavels + 2,3 nglrnl 
Benign diseases 

h-y 5/39 19% 4139 10% 
Ca Pmstate MD 26/4a 54% 40148 42% 
Co Prostata M’ 33137 89% 27l37 74% 

The @6% of the patlen~ts with posltlve bow scans for me&stases had 
efevatad PSA serum Ievds. In the follow up of the patients with Ca with no 
metaslaaea aftar therapy, 19R6 and 2OR8 had PSA. PAP serum levels 
back In -aI values. 

The PSA is a uaefulf marker in the diagnosis and the follow up patients 
with Ca of the prostate. 11s mom sensitive than PAP, but in combination 
increaaaa the senaitivily of the diagnosis. Elevated PSA swum levels had 
patients with multiply bona metaataws. 

OP 96 
ABNORMAL EXPRESSION OF THE E-CADHERIN-CATBNIN COMPLEX 
CORRELATES WITH POOR PROGNOSIS IN BLADDER CANCER 
PATIENTS. 
m A Karayiannakis, K Harrington, J Waxman, M 
Pignatelli. ’ 
Departments of Clinical Oncology and Histopathology, RPMS, 
Hammersmith Hospital., London, UK. 

We used an avidin-biotin immunoperoxidase technique to 
investigate the immunoreactivity and cellular localisation of a-, b-, 
g- catenin, and E-cadherin, which are the prime mediators of cell- 
cell adhesion. We examined 68 transitional cell carcinomas (TCC) 
and 14 normal bladder biopsies and correlated these results with 
pathological and clin,ical parameters. The E-cadherin-catenins 
complex was expressi:d in a normal membranous pattern in all 
normal bladder epithelium specimens. Loss of normal surface E- 
cadherin, a-catenin, b-catenin and g-catenin expression was found 
in 52/68 (76.4%), 57/68 (83.8%). 54168 (79.4%) and 54168 (79.4%) 
of tumours (p<O.OOl). There was a significant correlation between 
the loss of normal mlembranous expression of catenins and E- 
cadherin and increased grade (p<O.OOl) and T stage (p<O.OOl). The 
abnormal expression of g- catenin as well as E-cadherin was 
correlated with poor survival (p&05). Our data indicate that the E- 
cadherin-g-catenin complex may be a useful prognostic marker in 
bladder cancer. 

OP 98 
PROGNOSTlC FACTORS I-OR SURVIVAL IN ADVANCED AND METASTATIC 
UROTHELIAL CELL CARCINOMA IUCC) TREATED WITH CHEMOTHERAPY 
CCD van der Riit. TAW Slalinter, PIM Schmitt’ 
Deoartmants of Medical Oncoloav and Biostatistics’. Rotterdam Cancer 
Institute and University Hospital Rotterdam, 3075 EA Rotterdam. The 
Netherlands. 

Only a few studies have Ibean reported on prognostic factors in advanced or 
metastatic UCC. Studies I” unselected patients are especially limited. 
Seventy nine patients treated with chemotherapy for locally advanced IT4 
tumor, regional lymph node matastases, or locoregional recurrence) or 
metastatic UCC were retrospectively studied to determine prognostic factors 
for survival. Univariata and multivariate analyses were performed on baseline 
patient variables, tumor characteristics and chemotherapy regimens. 
Univariate analyses showed a significantly batter survival for locally 
advanced than for metastatic UCC. and for treatment with MVAC vs other 
chemotherapy regimens. Metastases to lymph nodes, lung and bona did not 
influence survival. but motastases to liver, skin and other organs were found 
to be poor prognosticators. Using multivariate analyses 3 prognostic groups 
could ba distinguished: 1. locally advanced disease or MVAC-treated 
matastatic UCC without liver or skin metastases, median survival (MS) 15.9 
mnths: II. non-MVAC-treated metastatic UCC without liver or skin 
metastases, MS 8.9 mnths; Ill. liver or skin metasteses, MS 6.0 mnths. 
A simple prognostic insdex for UCC may be used for stratification in 
randomized trials and may help in the clinical decision making proces 
whether to treat a patient with chamotherapy. 

OP 95 
R- OF A RENALANGIOMYOLIPOMA. 
AN UNUSUAL CAUSE OF MASSIYE RETItOFEmm BLEEDING 
Y.Skountzor P. Vmcheoa, D. X&ytaa, N. Kailaa, A Spirtos 
Doprtmmt of Surgery, G. P. Hospital KAT., Kikia, Greece 

Renal rngiomyotipomas are be@ llcoplrpms sod occasionally related with tuberoos 
sc~fis. Howeva wlm tbo prwmtiq symptom retroperitoneal blaedhtg were not 
associated with tuhwous sdorosis and Ibis typo of turnour ia mdlataral and solitary. 
The made of presaotation may be variable ssd only 4.5% of tha patients have rupture 
and rctroperitord ltwtmqo. Herein we qort on odditioml case of * small size 
(km x 1.3 cm) renal angiomyolipoma with spontaneous maasive retropaitoneal and 
inmperitord bleed@ requLing emar8eocy lapamtomy. 

PP 97 
OUTCOMES OF RADICAL TELF&4DIOTBERAFY IN TEE PATIENTS 
WlTE INVASIVE BLADDER CANCER 
pJQ& R Kabarowski, L. czopkiewic& hf. Pam&a 
Department of Radiotherapy, Proviooial Hospital of Oncology. Gpole, Poland 

From 1984 till 1994 47 patients with invasive bladder csocw were 8iven radical 
irmdiadonioourdepartmeat. Avaa~eageof patientswas60.7years.Thcrewere45 
males ad 2 females. -entstagingwasasfollows:29patimts-n, 18 patients- 
T3. Fimess on Kamofskyss&e. was 70 or more. There were no distaoce metastues. no 
orioary stmis with proper kidneys function. Bladder capacity was at least 100 ml. 
Irradiation was performed with tha cobalt unit or x9 MeV Iii sccelaator. Bladder 
and region of minor petis was irradiated with the radical intent by moltilield technic 
methods to the total dose 60-66Gy. All of patients cornplated the therapy. Overall 
fchmid S-years mvivd aad true 4-yeara survival were anaiyxd. Gverall actuarial 5- 
years survival rote was 39%: 44% in T2 group and 34% in l-3 group. True 3-years 
smvival rate was 40% in tha whole group. Irradiation was well tolerated. Results of 
treatment are mnpmble with the results descriied in the literature. 

OP 99 
BLADDER PRESERVATION BY BRA- IN A SELECTED 
GROUP OF PATIENTS WITH TCC 2TlG3 BLADDER CANCER 
IF.J.vaaderVaea,L.E.C.M.Blaak.K.H. Kurtb 
Academic Medical Center, Amstardam, A.Y.G.V.M. Ypma, C.J. Ho&a, Deventer, 
The Netlwrlands 

Iatmfldiea: httmtitid irradiation using Iridii-192 is a bladder sparing therapy for 
patients stdhing from s&my bladder cancer >TIG3. 
MotherIs: In the period fmm 1985 to 1997 115 patients with solitary bladder 
cnrcinoma (14 patieots TlG3.100 patients >n, 1 patient TIG3NI) wen treated with 
extemol radiation and implantation of Iridium 192. Depending on tumoor size, stage 
and grade., two difTerent irmdiadon schemes were applied, either &e-real beam 
irradiation of 40 Gy, followed by 30 Gy intcratitially or 10.5 Gy axtamslly followed by 
60 Oy intorstitidly. Hi~olo&lly all patieots. except 6 with adanocarcinoma, had 
transitional cell carcinoma Mean six of the hmours was 2.5 on. Partial cystectomy 
was performed ia 24 patients. The mean follow-up was 48 months (rreging I-144 
months). Quality of life daaaioes (EORTC-QGLC30. IPSS, sexual activity 
questioaaire) were m-red. In addition micturition was recorded in a 
volumdtkqwncy diary. 
Reseltr: Local failure, was obsrxvad in 15 patieats (13%). aad distant metastasis 
without bladder relapse in 13 pstieots. Globally the S-years survival (sccording to the 
Kaplan-Meier method) was 65%. Almost all patients complaiocd of traosient un~ency 
and bladder spasms. If the implaatation was combined with PLND prolonged 
lymphlwlmge (3) and ileum (4) wwe seea. A late camplicatioe wan small bladda 
capacity (IlOa cc) in 2 patients. Radiation cystitis with reputed 8ross haematutia 
wassaenin4patientsand sttcwddy treatd in the bypubuic oxyprl dumber. self- 
usownont of QGL (onpoinp) Blobauy deliver& a score of 60 - lOO?? (where ICW? is 
the best sdlievoble score). 
Condusion: For a h@ly aelected 8rm1p of patieats with aolhary blsdder carciaoms 
> TIQ brochythaapy with Iridium 192 is a well t&rated bladdar sparins trmtmem 
with a high perceata9e of local control and survival rates comparable to radical 
cystectomy. 
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Spcoifiosy daigmed primers gmented the (ezrpatea) 496-w a&256-bp 
tigmtnts of tummt~ waetin mRNA (fmm pmstate -Cdlh?S)MdUlOOSOp- 
&UlRNA(6WlCllOUSS MB-49 a4 line), rcspecw. No bmpur fhch mRNA 
RT-PCR hgmds - debxhble io MB49 dLs. a tk opacificity ofthe 
hammer @-actin miWA RT-F’CR Arhtiticn, at said dilatims, of LNCS. DU145, 
PC-3 and PC-3N cells to 

_. . 
mousehmgw- Lsemamq ofmo-15ocolls 

per hng. Applying this tnethod afts mbotcpic iatjeckm of PCJN cells sbowed 
human fbctin mRNA (a hmnmt cells) in 6f7 hm@- In canIr.sI, tnkmsoopio 
oxamiMtiml- ooly2nI~gscolt~-. 

Inoolldtusim,s~applicrblo,~id,-ersytopesf~~tived 
microsoopic ezuminatim-vt method was dew&pal to dotcct lnman 
mrrxametastrstsiuargapofthnudemicu!. 
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GESTATIONAL CHORIOCARCINOMA - Report of four 
cases and literature review. 
S. Barros~, H. Graqa, F. Gomes, S. Bento, MJ Passos, 0 
Costa.Serviqo de Oncologia Mbdica I, Instituto PortuguCs 
de Oncologia, 1093 Lisboa, Portugal 

Gestational Choriocarcinoma (GC) is the most malignant 
entity in the spectrum of Gestational Trophoblastic 
Diseases, with a high metastasizing potential. 
It is very important to recognize this disease, because of 
its life-threatening potential and high curability. 
Four cases of G.C. are presented. Clinical appearance, 
diagnosis, risk score (WHO), therapy and outcome are 
discussedAl paties were treated with chemotherapy, are 
alive and in complere remission at a median follow-up of 
22 months (242). 
G.C., is a very chemosensitive tumor, and must be treated 
with curative intent. 

OP 103 
FAVORABLE OUTCOME OF OVARlAA GERM CELL MALIGNANCIES TREATEO WITH CISPLATIN OR 
CARBOPlATlN -BASED CHEMOTHERAW: A HELLENIC COOPERATlVE ONCOLOGY GROUP STUDY. 
MA Dimopoulus’. W. Popadopwla’+,~B. Cbr. Pap&itriou’. N. Pvvfidiik C. An. 
mtid, A. Alpropotwrdtw+. G. Fmtzllas~! S. Mlh~los’, 0. Prtrsidos+. 
’ Oopwtmonto of Clinical Thwoplutico wrd Gynvcolopy Univwoity of Athena School of Mtdicim, + 

fhpwtmvnt of Yvdicol Onoology, Y&XI Cwww lfoopititl 8 Gopwtmont of Mvdical Oncalr~~, Uni. 
vwdty of loon& t fhpwtnmt of Illodical Omolopy, Agii Anlrpiri Ctrw Hoopitof. fl Dvpwtmmt of 
Mod&o, Ariototlv Univtroity of Thwwoloniki. 

Prrprv To tvahmtc the outcomv and the prog~od: of patiints with ovuiln #mm cdl mllipntncirs 
who wwv trvntvd with plothumt,bosud cbwnothwopy bnmodiototy aftw initial ouqtry. Yetbadw Wo 
conducttd a rotroopoctivo nviow of patfwrta with ovwk pn cow twnorv who wwo nfwrwf for 
considwatiPn of trutmont to the Dpwtmontr of Yodicol Oncolo~ pwticiipotinp in tho Holionic CP 
opwativo Oncolo~ Group. Rmk Ovw a ldyor pwied 53 potiwrts wwv incfudvd in our vtudy. 
Thwo wwo 13 potionts with dycgl~tio, and 40 potionts with nondyrpwminomotour tumoro. 

Fwty pwmt of pot&o undwwwrt sompfoto noaetfon of tboir twnwr. fMwm blood cbwnothor 
opy cwsiottd prim of eiopoltb~ vkblootbw wd blromycin (PVB) in 9 potionto. bloomVein. 
otoposido wrd cioplotin [BEPI in 15 p#ltirnto wrd bltomycin. utopooido md cwtwplotin IBEC) in 25 p* 
tivntr. With I m&n fuflvwup of 3!! months, 5 petivntr kwfopvd pru+vv dirrar and died of 

thou tumor nd orw potiwtt died of bhwnycbrinducod hw9 toricity with no ovidmco of r&o tumor. 
Thv Synr ovwrll rwvivol wov 1GGK for potiwdr with dyqwwinoma oed 85% for potionto with 
nondyqwmbromotou: twnwr Eiihty~wmnt of patilnto with advanced nundysponninwnvtour tw 
mwr md roddual dirro aftw vwpy~ry, nmobr divvrr~frrv. 

Coaofwfow Wflh thic otudy m confirm thot potionto with ovwim Gwm co! mllipnoncko how 8 fti 
vorabk outcoma whrn trvatvd with platbwrn~vvvd chvmothwrpy. Subvtiiutiin of carbaplatin for cis. 
platin did not htvu an appwmnt nvgalive afflct on pati~n outcoma. 

OP 102 
ORAL. ETOF’OSIDE AND CONTINUOUS 5-FU INFUSION IN RECURRENT 
EPITHELM OVARAIN CANCER 
~RAkltCQ,REHMkif&ChKXdogyCHltle.~e~S 
HospitpL~,cEJ22QQ,uK. 
llwapdc opbnw in recmwd ovavim wutwr (EOC) nre relatively limited. We 
prucnttbeprliminaryresYhsofepil~studyusiogthccambinstionofolal 
Lqodemdcmtinucuss-Fuin6micminpIttiadstilhraurpentEoc 
Alm:To-tbe~Imdtoknbilityof~~50mebidforl&ys, 
fwdly .d eontirmollsS-FU~2oomghdldaytiCADDpumpinpetients 
witlltwlmmtEoc. 
IMho&@ N=tO, WHO PS=d. AU had evdoeble disem wtdke raised CA125 
witb&qoatebmnatolo8jchpeticandrmsl6maions.~gerange5048y1~~, 
M~=56.2vrs.Asubdavimlincwarirmatedfortbeinhaionpnd5-NwarBiven 
viatbeCADDpump.ARpatiem$aulpleteda minimumof6wekaofSFUin6uioo 
alld2cycksofcialetqxwe.Advclxcev&3wenreuxdalwper~amulbm 
toxicity ait& I+ng and CA125 were asses& at 8 w&s. 
Rculu:Auth1O~~~eoahtlb~farrsponscandtoaicity.~werr2 
patimts with radiological pm&l tespmse and SO% in CA125 levels. Time to 
pro#raicaintksctwopatiemsw10~3434~veiy.4psticmshad 
~discascwithtwo~~~~50%msrka~.4patientsIlkdaldost 
Itrhahm ofm by 25% bualwe of >grsde 2 baemtologic/oral toxicity. Tbcrc wrc 
uotrmmmtrebtedd 
Cowduobu: The ca&ia&icn of caal Emposide and wotiuuous 5-FU seems to have 
oclivity in -1 EOC. However, the etkt of addition of S-FU to etopwide ma! 
k only mdmdditive. lntcrrstingly, evat in palimts wtlo achieved *minor Msporwe or 
stebledkase.tkewasaciinicalbenetitrqnmseintbeformof diminished 
tequiremrnb fa pfuacateais, improved bowl timctiar, aad baa pain control. 
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OVARIAN CANCER INFLUENCE OF SURGERY AND ADJUVANT 
TREATMENT IN SURVIVAL. RFXROSF’ECITVE STUDY 19864996 IN OUR 
SERVICE. 
J.A. Garcia Garcia, M.J. Sanchez Rodriguez, MC. T&era H-deq 
J.L. Garcia F’uche 
Se&e of RT and Oncology, “Sea Cecilia” Clinical Hospital, Granada, Spain 

Ovmi~ caucer is the fourth most common cause of cancer death in women and the 
bodiig cause of gynewlogic cancer death. Most of se.& revised have arround 40% of 
global survival. This suwid rates CM bo modi8ded by the d&rent progoostic factors 
(associated to the hunour or to the patient). 
Our revision has been about our own expericncc hemem 1986-1996, with a total of 
66 patients, the medium age wov 55 years (29-SI), the mow histologic subtype the 
endometrioid (47%). aad the histologic f@e I (30%) woo the moot tkqueut. The 
distribution by FIG0 stage: I 29%, II 26%, III 32%, IV 13% The surgical treatment, 
and consequently the postsurgical stage: without residual disease 58%, with residual 
disease 42% (subop6mal disease 35%, E& only biopsy 7%). The complemeotary 
treatment was indicated in 88%: QT 41%, RT 9%. QT + RT 32%. After M average 
following of 46 m. the most relcvants results are: tbc 5-years globeJ smvival were 
33%. io those patients with complete surgery 48% vs 13% in s&optimal surgery and 
biopsy, @<O.OOl). In those patients with clinical complete response were 34% vs 09/o if 
no response (pa.001). 
We con conclude that M optimal surgery in the ovariao cancer is tbe main aim, and 
evmthougb it is clear that with residual diseave we must used sggnsive treatments 
(included surgical rescue), and so it is necessary to define those patients with radical 
surgery who will benefict from an odjwant treatment and the best of those strategies. 
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IMMUNOSCINTIGRAPRY BEFORE SECOND LQOK: AN ALTERNATIVE 
TO SURGERY IN OVARIAN CANCER PATIENTS ? 
e&.Ftio*, P. Magnmi’, S. PecoreIIi, L. Fr@erio*. N. Colombo, and 

Euwpeau Institute of OnwloSy, h&Ian, Italy 
l Ssn RcBide Hospital, a Italy 

The main non-invasive diagnostic teats waihble to detect the presence of recurrent 
ovarian lxrcin0~ including uItmsonography (US) and magnetic resonance @JR), 
have a low wcuracy. The diagnosis of marrent di.YMCiSO&~-~atsurgical 

re-exploration (second look); however about SO?? of patie& undergoing this 
intuwntion are disease free, and 6C% of patients with a negative second-look will 
relapse. Thus, it would be desiderable to have a non-inn&e diagnostic procedure 
with a h&h cvxumcy. ltnmunoscirdigraphy (ISG) with mowclond antibodies against 
ovarim cancer has the potential to be a method to diagnose minimaI residual disease. 
A high ne@ive predictive v&e of ISG could result in avoiding unecasay surgery. 
To verify the reliability of this hypothesis we have evaluated with 3-step-ISG 31 
patients alTected by ovarian cancer &eduIed for surgical int-tion of second-look. 
At time of ISG, 29 patients had negative CT scans as well as tumor marker (CA 125); 
2 patients had a doubtiid CT scan and increased tumor markers. of these 3 1 patients. 
5 were negative (tme negative) and 26 positive for the presence of disease at ISG. In 
21126 ISG was istologicaUy cardinned. The diagnostic axurancy, the positive end the 
negative predictive value were 84% 81% end IOU??, respectivdy. These resutts show 
that 3-step-ISG cm detect minimal residual dixese, and above all in detectinS 
peritoneal carcinosis, where CT szan is often inconclusive. If these data wiII be 
com%med in a larger number of cases, the introduction of ISG in the follow up of 
patients with ovarian cancer could result in a different clinical management, where only 
patients with positive ISG will be scheduled for second look surgery. 
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CERVDC CARCJNOhlA, TREATMENT AND RESULTS 
0. Krawts, L. Mqina 
Cancer Research Center, Moscow, Russia 

For intracavitary brachythnapr,of cmrical cancer the Agat-B HDR (with a “Co), 
Selectron-LDR/MDR (with a Cs source) were used. This study was perfonued in 
304 patients with stage I, II, III cervical cancer, treated with a wmbiion external 
heam radiotherapy end hnchythaapy during 1982-1996. The regime prescribed to 
pointAwasasfoUows:brschythaaWwithHDRof20-30Gy/hwasginnaslOGy 
per frasction, once a we& total dose (TD) 40 Gy; with L.DmR of 2.0-2.5 Gy/h 
wss &en as IO-12 Gy. once II wed& Tn 40-50 G-j. The extental gamma-therapy or 
photon therapy (15 Mev) to the whole peti was identical in the two groups. TD 20- 
30 Gy. The external grmunetherapy parimed cdhhr tissue and p&c lymph nodes 
was performed on days free &can inlxacdvitary radiotherapy, upto a point B TD 2630 
Gy. The 5- and IO-year survival results are the following: HDR - stage 1: 85.1% and 
56.9% and 85.7% and 85.4% in group LDRA4DR w.05). Evaluation of followup 
results in stage II patienta discovered somewhat better 5- and IO-year survival rates in 
.~roup HDR (67.5% and 65%) as compared to Smup LDRiMDR (61% and 46.5%) 
(pcO.05). Among stage III patients the best results were achieved in group 
LDR/MDR: 57.7% sur,ived 5 years end 51.3% survived IO years free t?orn discsse: 
against 42.6% and 42%, respcctivdy, m.05) in group HDR. 
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COMPLICATIONS AFTER CONCOMITANT RADIOTHERAPY FOR 
FEMALE GENITAL CANCER 
N. Semikoz 
Department of Radiology, Regional Centre for Cancer, Done&, Ukraine 

Severe damages of adjacent organs and tissue occur in some cases following 
concomitant radiotherapy for femrde genital cancer. The patients with late 
postradiation complications, including rectovaginal fist&s - 24 cases, nsicovaginal 
6.stulss - 14 cases, mucomeha - 25 cases, have been treated at the Done& Regional 
Centre for Cancer. Treatment options are r&ted to early detection of complications. 
However, cure and improved survival result ordy from surgery in patients with late 
destructive complications. 
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pS3 AND WAFI EXPRESSION IN EPlTHELlAL OVARIAN CANCER: PROGNOSTlC 
AND PREDlCTlVE IMPLlCATlONS 
D., F. Cm& A. Durmdo,S. Drew, R. Riccbiardi, M. Lcvcsqu+ E.P. Dinmandis 

and M. Massobrio. Dept. of Gynecology. University of Turin, Division of Gynecology, 
S’Anna Hospiral, 10126 Turin, ITALY: Pathology and Laboratory Medicine, Mount Sinai 
Hospital, University of Tomnm, MSG IX5 Toronto, CANADA. 

WAFI is an inhibitor of cell cycle pmgrcssion and of DNA r@ication whose expression is 
regulated by the ~53 tumor suppressor gene. Tumor tissues from 148 consecutive patients 
with primary epithrlial ovarian carcinoma were assayed both for WAFl Protein using 
calorimetric immunoassay and for ~53 proiein using an immunoiluorimeuic assay 
developed by the authors. Detailed clinicnpatbologic information. as well as patient 
response to treatment, were collected and related to p53 and WAFI cancentradons in the 
tumm extracts Elevated ~53 concentrations were arsociatcd with advanced stage (p=O.O02) 
and high grade disease (p==O.OS), the prescncc of residual tumor @=0.005) in suboplimally 
debulked patients @=0.008), and elevated pest-operative CA-125 values (p=O.C+l). p53- 
positivity was also. more cemmon in patients who did not respond completely to 
chemotherapy (fl.05) and whose tumors had lower WAFl levels (p=o.O6). Trends 
suggested that WAFl positivity was asso&& with mdometrioid histotype, optimal 
debulking surgery, small residual tumor and high CA-125 pre-operative values. While ~53 
positivity war a significant indicator of increased risk for patient death (p<O.OOl), WAFI 
positivity indicated a trend for decreased risk for relapse. p53-positivity indicated poorer 
prognosis in .patimts given chemotherapy @=O.Ol) and ws suggestive of increaxd risk of 
treahnmt failure (p=O.OI) while WAFl expression was not acsociatcd with neatmeat 
outcome. These results strongly suggest rhc prognostic and predictive value of ~53 protein 
accumulation in ovarian cancer while the timctional status of the WAFI protein 
accumulation needs further investigation. 
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PILOT STUDY OF OVARIAN CANCRR SYSTEMIC CBEMOTRERAPY 
WITH CYCLOPHOSPRAMJD~ EPIRuBIClN, CARBOPLATIN WITB 
CONCOMITANT INTRAPERITONEAL CARBOPLATIN 
P. Nuqtlski (I), G. Weislo (I), P. Kowdski (I), P. Langiewicz (I). A. Dtipanow (2). 
A. Staszewski (2), J. Sieh&ycka (3), C. Szcqlik (1) 
(I) Department of Dncology, (2) Department of Gynecology, (3) Department of 
Radiology; Central Clinical Hospital MMA, Watxaw, Poland 

For thirty years now the epidemiologistz have been observing pennaat increase of 
morbidity and mortelity due to ovarian - in womm of the Polish society Ovarian 
cancer is treated with debulking surgery followed by c4mmthmpy. Among all used 
protocols against ovarian cancer the best restdta have been observed with re&ent: 
cyclophosphrnnide (CTZQ. epirubicin (YRBC), carhoplatin (CBDCA). Thcrcfore. we 
enrolled 17 women (aged 42-77) with ovarian - (range of FIGCI staging I-IV). 
cUnic.sl status of 70-w! Karno*s score. AU patients were investigated between 
February 1995 and January 1997. They re&ved a mod&d regiment consisting of: 
CTX-600 mg/m’i.v., FRBC-50 mg/mli.v., CBDCA (Carboplatin-Ehewe) - 400 mg/mz 
i.v. plus intraperitoneal CBDCA (CarbopIatin-Ebewe) - 200 ntg AU patients were 
operated because of ovarian tumours and the opaation was menet to reach the 
surgicat cytoreductive et?& or complete resection (10 and 7 rupeaively). After the 
surgery all patients received 152 cyclcp of chemotheraphy according to the above 
mentioned regimen. prior to admission to Gynecology Unit all investiigated women 
have been assessed with imaging techniques such es: (sonogrephy, abdominal & 
pelvical axial CT, chest X-ray), hematological & biochemical parameters and levels of 
serum marker-Ca-125. Toxicity was assessed using the WHO score schedule. 
Moreover, laparoscopic assessment of peritoneal cavity was done when 3 and 6 
chemotherapy cycles were completed. In the gmop of 17 patients we observed: 59?? 
(10) CR including 47% (8) histopathological reqhmm, 29% (5) PR and 12% (2) PD. 
Overail response rate of 88% (I5 females) was observed in seven patients with 
dimension of residual diseese < 2 cm (seven CR) and eight with dimension of residual 
disease larger than 2 cm (three CR md five PR). Progressive disease was noticed in 2 
women F&X debulking surgery without optimal cytoreduction with residual tumour 
she larger than 2 cm. We wllccted all data a&r wmpletion of six end eight cycles of 
adjuvant systemic end intmpe&oneal chth in 71% (12) and 29% (5) patients, 
respectively. Among the total nun&u of 152 chemoterapatic cycles in 8 caes the 
time intervals between cycles have ban prolonged due to myelosuppression. Ten 
cycles have required giving GM-CSF or GCSF. Hepatotoxicity (3rd WHO degree) 
was observed in one patient. Two p&nts bad to stop chemotherapy because severe 
toxicities. Early results indicate an importam role of systemic and intraperitoned 
chemotherapy in patients with ovarian cancu afta debrdking surgery. 
Key words: Ovarian cancer, chemothempy with wnwmitant intraperitoneal 
carboplatin, results, toxicity. 
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CASE REPORT INTRAPERICARDIAL PACLITAXEL INSTILLATION IN 
METASTATIC PERU&DIAL. EFFUSION BY OVARIAN CARCINOMA 
G. Vietti Ramu~ l , P. Nousseo *, L. Tonda *, P. Canarotto l , F. Scaroina” 
DH OocologiaL, Medicine B” e Cardiologia”, Osp. G. Bosw. ASL 4 Torino, Italy 

Paclitaxel (P) is widely used for ovarian carcinoma treatmeat. Phannacodynamic 
chWttCtWiStics make P suitable for intracavitaty USC: in the serosal cavities it has * 
high serosal fluid I plasma concentmtion ratio end a long half-life. It does not act as 
a sclerosittg agent. P is used by the intnperitoneal roote. We wed it by inuaperi- 
cardid Instillation to treat a pericardisl effision doe to metastatic ovarian cancer. 
CASE REPORT. O.L. (66 years old). 1994 wtober: diagnosis of ovarian carcino- 
ma stage Ilk; surgical treatment and edjuvaot chemotherapy with Cisplatin iv. 
1997 june: diagnosis of cardiac tamponade. A 750 ml pericardiocentesis of bloody 
effusion was pcrfmed. Cytology was Positive for CA125+ neoplastic cells. After 
5 days of continuous drainage (daily amounts of fluid bctweeo 100 and 250 ml). 30 
mg of P were instilled and the. catheter was removed. An echocardiogram was 
performed daily for two weeks and then monthly. Perfonnaace status improved 
Tom ECOG 4 to 1. After one month t?om P iostillation systemic therapy with P 
and Cyclophosphamide was begun. To date (27/l 111997) no relapse was seen. 
Previous studies demonstrated that direct cytotoxic effect plays a minimal role in 
the activity of drugs used for serosal treatment of neoplastic effisions. Their 
sclerosiog action inhibits effusion recurrences. The need of a shier and longlasting 
contact between the two semsal surfaces makes the treatment of loculated and 
quickly forming efiions dificulc. Our report suaests that drugs with very high 
intracavitary concentration may have a diit cytot6xic activity and may be use&d 
in such cases, even if they do not act as sclerosing agents. 
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CAN FLUDARABME ERADICATE MALIGNANT CLONE IN LLC ? A CASE 
REPORT 
Abbedessa & Liguori L, De Luca C., Giwdano S., Musch& R., De Rienzo M., 
lsuxinoS.,PennaccbioL.,Abbadew~G. 
Dipwtimento di Intemistica Clinica e Spzimentale “F. Magrass?‘. Sewndo 
Universiti de& Sti di Napoli. Napoli -It&. 
htroductlon: The CLL stand& therapy gives a cmnplete remission (RC) m low rate 
percentage. The new therapy with Ihe pork &nxtabobte cykwabine (Fludarabine) 
leads ovdl (complete plus partial) msponse rates of 40 to 80%. However the tite.ria 
for complete response are lqely clinical rather Tao biological: peripheral lymphocytes 
count < 4OCWmmc. bone marrow relative lymphocytes count < 30%. impslpnble liver and 
spleen, no pathologic nodes, normalisa~ion of cy@enias. 
WereporthneacaseofaCU~~sed~thedessppearance of a mowclcmal B- 

cell population atter fludambine treatment. 
Care report: S.A., a 70 ym old female, a!T&ed (1988) by CLL, RAl s(age 1, was treated 
with Cblommbucil 0.5 mg& in bolos every 15 days, for B total of 37 courses. lo 
September 1995 OUT patient bad a relapse cbamclerised by the increase of nodes, bver 
and spleen, the expansion of clonol CI.I,B lynpbocytes ( WBC = 13.730, L = 70%; CDS 
= 27%; HL4-DR = 84%; CD20 = 73%; Sa-k = 66%) end the appearance of sienc 
puapmtein l8M-k (1643 II@). A Fludambine treatment (30 m%mq/day for 5 days each 
month, for ~1 total of 5 cycles) was started. At the end of the tbempy. a complete response 
was achieved witi the disappearance of pamprotein (IgM = 297 mg/dl) and LLC clones 
(CDS = &I%, HLA-DR = 540/o, CD20 = 2, Sm@k = 11%) 
Conclusioa: Current criteria of CR linpbopmlifaative disorders evalu&n refting to 
clinxal parameter don’t seem lo be very reliable: the certainty of the cure is piven out by 
the documented disappearence of the marker’s monoclonality and, if possible, of the 
shuctwsl genie abnormalities (oncogenes). 
lo OUT patient the disappearance of bolb the limphoid surface So&k restriction and of thr 
sieric IgM-k pamprotein suggests comple& eradication of malignant clones atler 
Fludambine treatment. 
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PATIENT-SPECIFIC MOLECULAR ANhYSlS IN EXTRANODAL 
MARGINAL ZONE LYMPHOMA (MZL) 
F. Bettoni, E. Roggeru, F. Cavalli nod E. Zuccs 
Division of Oncology, Ospcdale San Giovanni, 6500 Belli~~~na, Swirruland 
Regression of low-grade gastric MZL (MALT lymphoma) has been demonsuatexl 
&er H. pvrOri eradication in a large proportion of cases. F’CR monc&naMy m 
gastric biopsies has been proposed as a procedure in the evaluation of response 
after antibiotic treatment. However. fhe common presence of a poly- or oligoclonal 
background usually limits the sensitivity of this PCR assay, in addition, false- 
negative and iXlse-positive results can r&e& the analysis. To overcome these 
problems, we implemented a more sensitive and more specific PCR approach 
using allele-spe&c-oligonucleotides (ASO) designed from the CDR3 sequence of 
the individual MZL immunoglobulin heavy chain (lg) genesl to allow patient- 
speciik monitoring The CDR3s wwe amplified using Em-nested PCR with 
cor~sensus primers from DNA extracted from parafftnrmbedded sections 
Eighteen gashic low and 5 high-grade MZL clones have been already sequenced. 
Ten lowgmfe (56%; 95%(X:31-78Ye) clones showed a BD rewmbination 

sequmces matched prwicwly repmted Ig sqwnces, 
autoamibodies. In 4 (33%. 95%Cl:lO-65%) of these, autoantibodies were the 
closest matches. CDR3 seqwnoes were used to design ASO& tich specifically 
amplified only the clone from the corresponding MZL sample. ASOPCR analysis 
of pot4-treatment biopsies allowed molecular monitoring of antibiotic-treated 
p+ients shaving that the lymphoma clone can persist for several months tier 
lustologic remession. In fact. the MZL clone was oflen detected in bistolo&allv 
nonnnl-mm&s. sometimes bhowing no monoclonal band with coflsen -. - 
PCR. Moreover. ASO@CR allowed det&ion of the lymphoma clone?wz 
biopsies performed several years prior to the MZL diagnosis and bistolo&ally 
compatible with chronic gastritis. thus confirming that the gastric MZLs originate 
from this chronic inflammation background 
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TREATMENT OF AGGRESSIVE NHL IN ELDERLY 
I.Aurer,I.Radman,J.lZovaEeviC-Metelko,B.Labar 
Division of Hematology,University Hospital 
Hebro,Zagreb,Croatia 

We investigated the course of patients (pts) 
older than 60 with aggressive NHL unable to to- 
lerate conventional aggressive anthracycline 
based chemotherapy. We identified 12 pts with 
centrocytic/centroblastic (CC/CB),centroblastic 
(CB),and peripheral T (T) NHL,and 3 with large 
cell lymphoma (LCL); and compared them to 25 
pts with CC/CB,CB, and T NHL, and 24 with LCL 
from the same age group who received anthracyc- 
line based chemotherapy.There were not enough 
pts with LCL to enable intergroup comparisons 
but LCL pts fared worse than non-LCL.In the 
non-LCL group there were more CRs with more in- 
tensive treatment (16/25,vs.4/12),but survival 
was similar (median 30 mo,vs.27 mo).We conclu- 
de that less intensive chemotherapy, like COP, 
is a feasible option in pts. with intermediate 
grade NHL. 

PP 115 
TREATMKHT OF HISTOLOGICALLY AGGKRBSIVE NON-HODGKIN’ S 
LIMPHOMA: PILOT +!‘UDY. 

.Qu Vy, R. Bsmabd, A. Rodriguez, A. Duque, P. Borsega, 
F. Aosillo, A. Gdaez, A. Norsno, 1. Iglesias, J.A. Morano 
Department of Oncology, Hospital Universitario Virgen de1 
Rocio, 41013 Seville, Spain. 

RWltgXVWbd: The treatment of histologically aggressive 
non-Hodgkin’s lymphoma (NIiL) is still a great challenge 
for oncologists. We are conducted a pilot study to 
evaluate the treatment outcome when increasing the dose 
intensity of the standart dose CHOP by shortening the 
interval batween each treatment cycle to 2 weeks. 
Patiat ud mMhnd8: Nineteen cssss of biopsy proven 
histologically aggressive KKL vara salacted to enter the 
study. All of them received 4 cycles of CHOP avery two 
weeks with granulocyta colony-stimulating factor support 
(GCSF) . Another 4 cycles of the standarr CHOP were 

adninistratad thereafter. 
Rosulta: All patients were assassable for rasponse. There 
was a 73,7% cusplets response (CR); a 21% partial response 
(PR) and gnly one case of failed therapy(LT). The main 

cause of toxicity was haematologial. No treatment-related 
deaths were observed. 
CoaalUaion: Increasing the dose intensity of the standart 
CHOP in the treatment of histologically aggressive NHL 
might ha more efficient than the standart CKOP therapy. 
The G-CSF support allows acceptable haeaatological toxici- 
ty levels during the treatment.. 

S24 



Lymphoma, I.eukaemia and Myeloma 

PP 118 

FULMINANT CArlDIAC TAMPONAUF IN CHRONIC 
LYMPHOCYTIC r,FUKAEMIA: AN UNUSUAL COMPLICATION 
O.Giannini* , ?.Schoenenberger-Eerzins** 
Institute of Pathology* and Department of 
Medicine**, Kantonsspital, Luzern 6004, 
Switzerland. 

We report of a patient with chronic 
lymphocytic leukaemia (CLL), stage Rai 0 at 
the initial diagnosis, who died unexpectedly 
of acute cardiac failure. He had undergone 
oral anticoagulation because of venous 
thrombosis. At autopsy, cardiac tamponade 
due to massive leukaemic infiltrates in the 
epi- and pericardium were found. 
This rare outcome of CLL is discussed 
regarding a literature review. 

PP 120 

EARLY ASSESSMENT OF RESPONSE TO CHEMOTEERAPY BY FDGPET 
IS HIGHLY PREDICTIVE OF OUTCOME m PATIENTS WITH BIGB- 
GRADE NON-HODGKIN’S LYMPBOMA INHL) 
G Jerusalem*,Y.BerminM.FFs~~~~*,F N~iar*.~.Paulns*.R.Ripq*.G. Fillet 
Department of Medicine, Division of Hematoloav and Division of Nuclear Medicme. 
U&ersity of Li&e, Liege, Belgium 

-. 

High-grade NHL are curable by intensive chemotherapy, but many patients either fail 
to enter complete remission (CR) or relapse after CR Early assessment of therapeutic 
efficacy may be impowant to identify poor responders and offer them other potentially 
etfective treatment modalities and may have prognostic value for patients eventually 
entering CR Tumor volume reduction based on radiological criteria is only a late sign 
of effective therapy On the other hand, positron emission tomography using ‘“FDG 
fluorodeoxyglucose (FDG-PET) can provide information about metabolic changes 
within days after the start of chemotherapy. Therefore, we evaluated response by 
FDG-Pet ai& 2-3 cycles of polychemotherapy in 20 patients with NHL The absence 
or presence of abnormal FDG uptake was correlated to clinical outcome. Seven of the 
20 patients still presented increased FDG uptake in one or more sites previously shown 
to be involved by lymphoma at diagnosis Four of them did not enter CR after 
completion of chemotherapy and w-progressed 4, 4. 5 and I5 months after diagnosis, 
respectively Two CR patients relapsed a1 12 and 20 months after diagnosis and only 
117 remains in CR at 30 months. FDG-PET was negative in 13 patients and all of them 
achieved CR Eleven remain in CR after intervals ranging f?om 8 Lo 36 months from 
dmgnosis. Two relapsed at 6 and 14 months and died of lymphoma. The probability of 
achieving CR (33% vs lOO%, p=O.O009) was significantJy lower in patients with 
positive FDG-PET. Overall survival (291 17% vs 75 f 15% at 3 yrs, e.0086) and 
progression-free survival (14% + 13% vs 82% 12% at 3 yrs, @ 0039) were also 
d&xnt between the hvo groups of patients. We conclude that FDG-PET after 2-3 
cycles of polychemotherapy for high-grade NHL is highly predictive of outcome, 
including the probability of achieving CR, progression-h survival and overall 
EUniVd 
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IN-FIELD RELAPSE IN MANTLE IRRAOIATED PATIENTS WITH IN-FIELD RELAPSE IN MANTLE IRRAOIATED PATIENTS WITH 
HODGKIN’S DISEASE HODGKIN’S DISEASE 
Fm, Vftek P. Fm, Vftek P. 
fnstitute of Radiation Oncology. Prague, Czech republic fnstitute of Radiation Oncology. Prague, Czech republic 

Introduction: The purpose of this retrospective analysis was to find out the 
supradiaphragmatic nodal sites with the most frequent occurence of 
relapses of the Hodgkin’s disease after mantle field irradiation. 

Patients 6 methods: From 1975 to 1992 170 patients with Hodgkin’s 
disease were irradiated using mantle technique with or without irradiation of 
the infradiaphragmatic nodal sites with or Mthout prior chemotherapy. 
Patients who had relapsed were divided into three groups dependent on the 
site of relapse (in-field, off-field, both). Analysis of failures was performed to 
identify the most frequent sites of relapse above the diaphragm 

Results: Of 170 patients 44 (25.8%) have relapsed There were 18 (10,5%) 
in-field relapses, 17 (10%) off-field and 9 (5,25%) both sites relapses. The 
median time to relapse was 23 months. Of the supradiaphragmatic nodal 
sites the most frequent site of relapse was the left hilar region followed by 
right axilla and right hilus. 

Conclusion: In accordance with previous studies in our study as the critical 
site of relapse was identified the lower mediastinum, especially the lefl hilus, 
where a significant share of tumors may be shaded by lung blocks in effort 
to spare as much lung and heart tissue as possible. 
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TOXICITY OF HIGH-DOSE METHOTREXATE (HD-MTX) 
ADMINISTRED WITHOUT DETERMINATIOPI OF SERUM LEVEL IN 
CHILDREN WITH W AND NHL 
D.. N. lovanovic, D. Skoric, P. Ivanovski 
Children’s University Hospital, Ekzlgmde, Yugoslxwa 

Since mtroducing HD-MTX the determination cf serum levels of the drug in 
regular intervals has been the pre-requisite for calculating adequate timing and 
dosage of folinic acid (FA) rescue. Being unable to assess MTX serum level 
routinely we have undertaken special precautions 10 diminish potential toxic 
effects. The major therapeutic strategy was longer duration of forced alcaline 
diuresis and not increasing FA. The study included 5 children treated for ALL 
relapse (23 doses of MTX lg/m2) and 7 children created for B NHL (23 doses of 
MTX I-2g/m2) according lo BFM protocols. MIX toxicities were accessed 
using WHO criteria. We observed mucosal toxicity grade 3-4 in 1 episode in 
ALL children and 45% episodes in children with NIU. Gastrointestinal tosiciry 
grade 3-4 was obsexved onIy in 4 episodes in children with NHL Transiently 
elevated transaminases gmde 3-4 were seen in 4 episodes in children wilh ALL. 
who were all HbS positive and 5 episodes in children with NHL. One child with 
NHL died 10 days after HD-h4TX administration on CNS bleeding Observed 
toxicities arc in agreement \vith sudies of HD-MTX side effects. We conclude 
Ihac MTX up lo 2gIm2 can be used in children shout determination of scrwu 
level. if otherwise Impossible. providing that renal function is carefully 
monitored. 

OP 121 
W~OLGBODY FDG-PET FOR POST TREATMENT EVALUATION m 
HODGKIN’S DISEASE (ED) AND NON-HODGKIN’S LYMPEOMA (NBL) 
EA.9 HIGHER DIAGNOSTIC AND PROGNOSTIC VALUE TBAN 
CLASSICAL ff SCAN IMAGING 
G Jerusalem’, Y Beenin, M.F. Fassottr’, F*, P Paulus*, P. Rico*. G. Fdlet 
Department of Medicine, Division of Hematology anl Division of Nuclear Medicine, 
University of Liege, Liige, Belgium 

Differentiation of tumor from fibrosis within residual I-a&ographic masses represents a 
problem when a.wssing response to chemotherapy after treatment of HD and NHL 
Metabolic imaging with PET using “fluorodeoxyglucose (FDG-PET) offers the 
advantage of functional tissue characterization that is largely independent of 
morphologic criteria and sptiiically depicts foci of increased glucose metabolism. 
Twenty-seven patients (I 1 HD, 16 NHL) undenven CT scan imaging and whole- 
body FDG-PET at the end of their chemotherapy program to assess response and 
identify possible residual disease Residual masses were found in I3 pahems with 
routine methods (S/l I HD vs 506 NHL, p-0 0341) and FDG-PET was positive in 6 
patients (2/l I HD vs 406 NHL, NS). All 6 p&ems with positive FDG-PET vs 7121 
with negative FDG-PET had residual masses by classcal imaging (p-0.0039). Among 
those with residual masses, FDG-PET was positive n 2/X HD vs 4/5 NHL patients 
(p=O 0530) While only l/7 patients with residual masses but negative FDG-PET 
relapsed, all patients with FDG uptake in residual masses progressed (@.OOZO) the 
p&stance of tumor was demonstrated by biopsy in I case of HD and the other 
patients relapsed after], 1, I, 2 and 2 months. Progression-free survival (PFS) was thus 
significantly dierent among the 2 groups (p=+OOO4) Among the 6 patients with HD 
and residual masses but negative FDG-PET, 5 remain in clinical CR (median follow up: 
7 months) and I relapsed 8 months later The panent:; with NHL and residual masses 
but negative FDG-PET is still in CR after 25 months. Among the 14 patients wth no 
residual masses and negative FDG-PET, 3 patients with NHL relapsed at 7, 8 and I 3 
months, respectively overall, positivity of FDG-PET was associated with poorer PFS 
(616 relapses) compared with negative FDG-PET (4/:!1 relapses) @CO 0001). On the 
other hand, the presence ofresidual masses was less con&a&y assodated with lower 
PFS (6/13 relapses) compared with no residual mass (304 relapses) (p=O 0203) In 
conclusion the detection of vital tumor by FDG-PE:: after the end of treamwt For 
HD or NHL has a higher predictive value for outcome than classical CT scan imaging. 
FDG-PET WBS mainly useful for the evaluation of resgduel masses, whereas there was 
no c.we of positive FDG-PET with no residual masses. However, a negative FlXj- 
PET cannot exclude the presence ofminimal residual cisease possibly leading to a later 
dapSe 
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SEPTlC INFECTION DELAYS STEM CELL MOBILIZATION IN PATIENTS 
WITH LYMPHOMA 
M. E. Salminen, T.-T. Pelliniemi, K. Remes 
Departments of Oncology and Radiotherapy, ClinicaI Chemistry and Internal 
Medicine, ‘IbrIm University Central Hospital, FIN-20520 Turku, Finland 

Autologous blood cell transplantation (ABCT) is commonly used treatment 
modality in lymphomas. ABCT and high-dose tharapy improves survival in 
relapsed non-Hodgkin lymphomas. Successll CD34+ cell mobilization is a 
prerequisite to ABCT. The aim of this study was to see, if septic infection 
influences stem cell mobilization. Thirty-three lymphoma patients underwent 
successful peripheral blood stem cell (PBSC) collection followiog mobilimtion 
with chemotherapy (cyclophosphamide 49/m’) and granulocyte colony- 
stimulating factor. Sixteen patients caught neutropenic septic infection. The 
target of collecting CD34+ cells > 4.0 x 106ikg was achieved io 23 pts, whereas 
4 pts had poor harvests < 2,0 x 1O”nCg. Onset of leukapheresis was determined 
by blood CD34+ cell count. In the segtic and non-septic patients, medians for the 
maximum blood CD34+ counts (10 /I) were 6 I ,7 (quartiles 25 to 176) and I82 
(57 to 219). the day of onset of leukapheresis I2 (quartiles II to 14) and 10 
(quartiles IO to I I), the yield of CD34+ cells io harvests (106/kg) 5,85 (2.3 to 
10.65) and 8.1 (3,8 to 15.5). respectively. Sepsis delayed the start of 
leukapheresis by two days @=0,004); however, sepsis did not stem to prevent 
stem cell mobilization (p=O,4). There was a subgroup of patients with septic 
infection, in whome kukapheresis was significantly delayed. 

PP 124 
THERAPEUTIC CHALLENGE OF MANTLE CELL LYMPHOMA 
T.PwinLLEFFdcr,HHnbdEcP,M.HocJio,,S~I.S~~Z. 
PI*JovgEKynBn*SM.JdddkIrvbiU 
Bemrtwncolegy Department, UnlvetxlIy Hospital, Okntouc, Czech Repnbllc 
The REAL class&don ckady oudined and ddined “Mantle Cell” Noo-Hodglrin’s 
LymphaM(McL)as~~~cclinically~MiLTbedisuerepnscnls 
some 44% of alI non-Hod&n’s Ivmohemas. It me&mmantlv atkcts maks aad its 
in&xc rises with age. &tIe &Ii” mexphol& is Mbie, but its pbawtype is 
chomctkstic, i.e. cell cxpms s&f, CD 19, CD 20. CD 79a. CD 5, but do not express 
CD 23 aotigcn. The typical cyto8eoetic abacamdity is t(11;14xq13;q32) iavoMn8 bd-I 
locusc¶theIollgamlof~ Il. 
We describe a group of 23 patknk (11 femaks. 12 mala) with the mediaa sge of 63 - 
(39-87yoarsf.~~w~~I~twasQcumntedin91%ofpati~rmthird 
of them had the blastic w&at of the disease. The ekvatioa of scram LDH. 
&miLmglobulinath~~levelrwasf~in83%78%or789(ofurs*I 
rspectivoly. Mat patient wue clmifkd 05 high--ate- or high-risk oecd@ to 
tho lmomotional Prqgmtic Index (IPI) value, modii teing 4 (1-S) points. Twelve 
p&atshadIPIvduebigberortoequal4poiats. 
T-&vu petimts wzre treated with ccmbined chcmothaapy, i.e. COP (4 patimts), 
CHOP (I I p&at?) m PmMACECytaBOM (7 patkats). 1 CR and 7 PR’s wac achieved. 
No mopmso to COP w &wed. Two PR’s wuc achieved by CHOP. The effect of 
PmMACE-CytaBDMwasPRia5pstienlsaodCRinIpatimt Mediaasurvivdft~~~ 
~sof13stillliviDgpatimtsi?l12months(2-31),mcdisn~valof1Odkaucd 
potionts was IS months. High da0 chanm (BEAM) folkmd by autolo!8ous 
paiphaalbloodstrmcclls(pBsc)~wasgi~to2f~epati~~(~43ycan, 
oneinCRsndtbcothainverygoodPR).BothofthemachieMdsustainodCR(duration 
d.+l50. or +250.). 
Our oxperim doconmt the extmtely unfavorable pmgnosia of MU aad the need for 
oggmsive tint-Ike keabnont with a poqective of high dose chanothempy with PB8C 
supputinyulmgorpsti~. 
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RESULTS OF TEE TREATMENT IN ELDERLY EODGKIN’S DISEASE 
(ED) PATIENTS - SINGLE JNSTTlTITE EXPERIENCE 
G. Tumioq E. Demioa, 1. Cbervonobab 
Comer Research Center (CRC), Moscow, Russia 

Since 1980 to 1993 70 HD patients older than M) years (group 1) and 130 patients 40- 
59 years (group 2) received various treatment programs. unt&/ourabk progaostic 
factors were similar in b&b groups. Local stages HD (26 patients in group 1 and 62 
patients io group 2) were treated with combined modality therapy: 3CVPP + IF in dose 
40 Gy + 3CVPP. In advsnced stages (52 patients in group 1 and 41 patients in group 
2) used only chemotherapy - 8 CVPP. 
Ro5uIts goup I group 2 
CR 72% 77% 
RFS 38% 53% 
OS 64% 96% 
Thirty one (44%) of elderly patients had concurrent pathology. Myelotoxic 
complications were in 40’% patknts (group I) and 21% patients (group 2). High 
number conaureot diseases and seriouse complications may explained the 
unfavourabk long-term progoosis HD in the elderly. 

OP 123 
LDCOREGIONAL TREATMENT OF ENMAN LDW-MALIGNAT BCELL 
NON-HOlMXlN’S LYMPEOMA WITH CD3xCD19 BISPECIPIC 
ANTIBODIES AND CD28 MONOSPECJFIC ANTIBODIES 
O.P.Borchmaao.HTesch,V.Dkhl,andH.Bobleo 
Utivertity of Cologne, Clioic I for Iotemal Medkbu, Cologoe, Germany 

Bisp&ic antibodies are coosidered to be of clii value in the immuaodxerapy of 
malignant diseases and are ameatly being tested ia clinical studks. In this study, tea 
paths with en&stage low-malignant Non-Hodgkia’s lympboma (B-cell type. CDl9- 
positive) were treated lowmgioodly with CD3xCD19 biic aotiies and CD28 
monospeciiic antibodies for the activation of T cells at the tumour site. Costimuktion 
via the CD28/B7-pathway by CD28-antibodies was included into the treatment 
schedule to generate prolonged T cell activation for the induction of anti-tumoral 
immunity. 
Peripheral lymphomas were either irjected with therapeutic antibodies directly, or 
treated by intralymphatic inje&ion into an a&rent lymph vesseI at ditTerent dose kvds 
(30~ to 16OOpg each aatii). Patients were monitored for toxic et&&, clinical and 
immunologic parameters. Da day five * treated and * contralateral lymphnode wcrc 
excised for comparative studies. 
Two out of tea paticots (dose level 81Opg) devdoped therapy-related WHO-toxicities 
(I”iJP). Tbrce patients showed minor clinkal mspoases aldmugh w remission of the 
disease could be induced. h pcriphanl blood and aotibody treated lymphaodes 
iacrcases of T-lmnphocyte activation markers could be demonstrated. Cytotoxicity 
assays revealed enhaaced NK-celI activity. 
These preliminary clinical fiadiags suggest a pot&al role of CD3xCD19 bispecitk 
antibodies and CD28 costimulation as a treatment modality for low-grade B-cell Nor+ 
Hodgkin’s lymphoma. 
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IL-6 IN NON-HODGKIN’ S LYMPHOMA (NHL) PATIENTS 
N.B. wia,kk Nt&, S.V. g&mum&y, S.V. Voloshiq V.V. 
Diakova, IS. Zuzgis 1.X K&ova, E.B. Zhibmt, T.I. Ionova 
DcpamntofHcmatologyaltdCIinic8lImmunology,~titarymcdical 
Acdemy, 194175St.~Ruasia 
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AML IN ELBEBLY PATIENTS - A RETROSPEtXIVE ANALYSIS 
AM. Vladareaou. D. Mut Popescu, A Lupu, A Colita 
University of Medicine, Departmaot of Hematology, Coltea Hospital, Bucharest, 
Romania 

We report the results of a retrospective 3 years analysis re&iag the bematological 
profile, the response to treatment and survival ia an over 60 years aged group (o=61) 
diagnosed with AML. Tim sex ratio was 1.25 aad the mesa age 72.2 years. Fii 
patients were aged over 80. According to the FAB classi6catioa, we found 10 LAMO. 
9 LAMI, 12 LAM2.0 LAM3, II LAM4.7 LAMS, 2 LAM6,l LAM7. Five cases 
were unclassificable on morphologic criteria aad 4 casea had a ‘tied lineage” acute 
lakmia. Patients preseated faturcs maialy related to paocytopeoi4 but there were, 
also c4vdiovascular problar (n=27). bE.pato5pknomegdy (n-?O), lldmopathieo (n=5), 
ska kaioas (I&). Peripharl blood studks showed aaemia (o=39), trombocytopaaia 
(n=30), paocytopenia (o-3 I). Among the B 5trategk5, we used Ara-C +I- an 
antracyclioe in standard doses, Am-C ia m&an dost, (up 500 mg) or low dose &a-C 
10 mgh%ay. No tmtmmt provedtobesupedof.Themortalitymtedudngthe6rst 
8 weeks of tmabnent was 47.54Y,, with a 6 months SUN% of only 40.98??. The high 
mortalityratewasmaialyduetomaktaatrelapsedI~infec&on,aad 
cordiovaseuh events ogodepadmt. We acmally cooduded dmt ia cur group of aged 
patientsthcAML~abadprogDosic,accordinstotbebiologicalprofilc,the~ 
reopo05.0 to chemotherapy aad tbo aged-related mortoIity. 
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RANDolvllzED, OPEN 
TOLERABILlTY OF A 
FOR 1-V. INJlX!l?~N. 

LABEL, MULTICENTRE TRIAL ON THE LOCAL 
RIXDY-TO-USE FORMUIATION OF IDARUBICIN 

MZutlo. MG Pmo, P De’ Besi, P GmneSna; AManinati, M R&i 
lkumaaa & Upjch, Milan. Italy 

DiTRODIJCTION : Idambicin hy&c&lmide (Ida) far injedian (ZavcdosQD, 
IdamycinQD) is spproved in mmy cotmtliis frr chc fti-line tlatmmt of acute 
my&id leukaemia (AML) rad as a .secad-line treatment in adult zad pediatric 
patients with acute Iymphocytic leukaemia (ALL). This Phae I trial was cmduded in 
Italy with the primary abjedive to canpare the tolahility at tbe injedim site of a 
new readyause (RTU) t~m~ulatim with that of the marketed freemdried 
fcrmulatim. Given the presence of glycerol in the RTU fcmmlatim - osmokality 
was mdaed for changes axuniug after adrnidrhm OF the ass@d Ida 
famu~m. 
METHODS : A tdal of 94 patimmts mquiring Ida-based dmn~apy (ALL, AML. 
APL, L>plphumas m My&ma) were raodmnized to receive either Ida RTU (49) 01 
hcedried (45) fmmlatim. The assigxd I& fmulatica was adminiacred during 
ale lrcalmcnl rzcume amding to the clinical plan of the patkit Bdh Ida 
fcmmlati~hadto be injcded in a peripheml vein over a period of 15 minutes. 
RESULTS : At amparable dme and duratim of irdbsia~, no local toxicity wzs 
dwrwd in the 93 evaluable p&eats. The uppa limit of 95% cadidmce interval of 
tie pmpmtim dpatimts with local .ZVEI& in the two trestmmt mm WYF found to be 
equal to 5.8% md 6.4% in the Ida RTU 8nd f&z-dried arm, resp&ively. TbcresOrc, 
we Cal ilsaulle with a cddmm level of 95% that local re3aim.s are expected at 
mc& in 6% of patients tr&ed vlah cilher of the two fcrmulatims. As rcgx& - 
osmolality, tbis resulted aqar able in bdh &udy arms md nd si&icantly atkued 
by treatmax. Thus the presence of ~lywrol in the RTU fcmmlatim does not appear 
tcl exert my dfea mtbisparam*ter. 
CONCLUSIONS : In this patients pcpulatim, the amninislratim of Ida RTU 
formulatim appears to have grxxt local tolerability with no z&&id e&Us m 
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PLASMA TGF-fi IN STAGE Ill NSCLC PATIENTS PRIOR TO AND 
DURING RADIOTHERAPY WlTH OR U’ITHOUI CARBOPLATIN. 
~‘, Z.Vujaskovid, AH.D. van der Lee.&, H.J.M.Gmea’. Department 
of ‘pulmonary Disesscs and %dio&erapy, University Hospital Grwingen, 
The Nethdands, 3Deparknmt of Radiobiohgy, university of Gfmiagen, The 
N&XhdS. 

Transfcmning growth fat@ (TGF-p) has been indicated as a predictor for 
the risk ofradiation-induced pneutncaitis. We measured plasma TGF-p levels 
weekly in 48 patients (pts) with stage Ilk/b non-small cell lung cancer 
(NSCLC) prior to and during radiotherapy (60 Gy, 2GyAay) with or without 
concurrent carboplatin (20 mg/m2/day) as radiosmtisizer. A bioassay using 
mink lttng epithelial cells transfected with a phsminogen activator inhibitor-l 
pranoter-h&erase const~ct was used for TGF-B measurement. Ncnmal (SD) 
TGF-p levels are 9.0 (1.9) &ml. Three pts had normal baseline TGF-p 
levels. Meao (SD) basaline TGF-p was 48.2 (25.7) rig/ml. Baseline levels were 
not related to ECOG PS, age, sex, disease stage, treatment, response or pneu- 
mods. Dming treatment TGF-@ levels decreased significantly in 13 pts and 
persisted at high levels in 25 pts. Nmrespmding pts had significantly higher 
TGF-P levels during treatment than responding pts. Nina pts developed pneu- 
moaitis. We fcund no correlatioo between TGF-p md the occurrence ofpneu- 
mm&is. Treatment with carboplatin had no influence m TGF-p levels. Cm- 
clusim: Non-respmding pts had higher TGF-/.l levels during radiotherapy 
than responding pts. No relatim ofTGF-plevels with poeummitis was found. 

OP 131 
PALLIATION M LOCALLY ADVANCED LUNG CANCER: A 
PROSPECTIVE RANDOMIZED COMPARISON BETWEEN EXTERNAL 
RADIOTHERAPY (XRT) ALONE AND IN COMBINATION WITR BIGH 
DOSE RATE (RDR) INTRALUMINALBRACIIYTRERAPY(ILBT) 
JJ. @%a+ S. Berival*. A Sandbu’, D. B&era, SC. Sharma’ 
Departmat of pulmonary Medicine and ‘Radiotherapy. Postgraduate Institute of 
Medical Education and Research Chandigarb, India 

Introduction: Ideal palliation for locally advanced lung cancer has remained elusive 
over the years. Effectiveness of lLBT comb&l with XRT was compared with XRT 
alone in s randomized prospective study in patients with non resectable carcinoma of 
lung. 
Setting: A tertiary level institute in northern India. 
Study period: Oaobex 1995 to October 1997. 
Patients and methods: 60 patients (<59 malea, 1 female) were randomized into two 
groups. Group I (n=30) received XRT (3OGy/10#/2 weeks) nod simultaneous two 
sessions of ILBT (8 Gy at 1 cm). Group II (n=30) received only XRT in the same 
dose. Responses were recorded both objectively and subjectively at the end of the 
trcatmcnt and subxqwatly monddy for minimun six mont.bs. 
Results: The mean age was 54.8 and 58.7 in the two groups respectively. The 
distribution of clinical stage, histology, symptom profIle and the site of obtiruction was 
sii in two groups. Patients taxi- ILBT when compared to group II had higher 
subjective response rstes for haanoptysis (lC@% vs El%), cough (65% vs SO%), 
pneumonia (60% vs 50%) and dyspnoea (66% vs 60%); but these diITerencea were not 
signiticmt ststisticdly @>o.OS). Objectively (on broachoscopy and radiology) the 
relief of obstruction was better in group I (89oh vs SC%, p<o.O5), acute complications 
of ILBT included mild bxxase io haemoptysis (6 p&n@). increase in cough (2 
patients) and mild esophagitis (2 patients). 
Conclusion: Intmhmind brscbytherspy provides e&tive relief of obstruction in 
palliative treatment of non-resect&e lung cancer. 
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Does chemotherapy affects Disease Related Symptoms (DRS) and Quality 
of Life (QoL) in advanced NSCLC ? A review of 70 phasa 2-3 publkbed 
stndicd since 1990. 
Ghilezan S, Sbanotto A, Russell-Edu W”, VentaIiidda V** 
Palliative Care Program, *Library Service end **WHO Collaborating Centre 
for Cancer Control and Palliative Care, European In&ate of Oncology, 
20141, M&no, Italy 

Lung caocer is among the most commonly occurring mslignaocies in the world and is 
one of the few that continues to show ao increasing incidence. llxre are slmost a 
million de&s a year sod over 1.3 million cases worldwide. Ooly 7-12% of patients are 
alive 5 years &z-r diagnosis. NSCLC accoonts for about 85% of all cases of long 
caocer. At the time of diagnosis about 80% of patients present with m&static or 
onmcctable locally advanced disease. Nearly all patients with advanced NSCLC 
prexnt symptoms related to theu ouhal disease. For example pain, dyspnea and cough 
arc present in about 50%, anorexia in 3C%, weakness in about 55%. Starting 
chemotherapy in advanced NSCLC is often a difficult clinical decision and there is a 
huge need of quantitative dam to support it. For &ese reasons we reviewed the 
published literature (1990-1997) concerning phase 2-3 trials, covered in the Medline 
Database. Seven major papers were aoalyzed, for a total of 70 studies, iovolving 6347 
patients. Of these shldia 20 (29%) were randomized and 62 (89%) were phase 2 trials. 
Only 16 studies (23% - 1351 pts) included a QoL and/or a DRS ewaloation. Two 
articles preseoted a QoL evaluation based on valid&d scales (2.9%), while tbe rest 
used non validated insinnnents, eventually combined with QoL validated tools. 
Performance Stah~s evaluation at enby, during thempy and at outcome, was repmtcd in 
only 4 studies (6%). These data do not completely support the view, expressed by 
different authors, Fiat chemotherapy positively affects QoL and DRS in advanced 
NSCLC. A wider w of validated QoL and of DRS instmmenb is essential. 
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RISING INCIDENCE ANB DECREASING SURVIVAL OF PULMONARY 
ADENOCARCINO~ CHANGES IN DIAGNOSIS OR AGGRESSIVENESS? 
M.L.G.laossen-Heiinen(l), J.W.W. Coebe+(l,2) 
(1) Eindhoven Cancer Registry, Biidbov~ The Netherlands 
(2) Department of Epidemiology & Biostatistics. Erasmus University Medical School, 
Rotterdam, The Netherlands 

We studied the changes in incidence end survival rates for pulmonary adenocarcinoma, 
using data of the Eindhoveo Cancer Regisby (1975-1994), that serves an area of 1 
million inhabitants. There was a good access to specialised care. 
The age-standardized incidence rate (WSR) of non-small cell lung cancer for males 
increased 6om 59 per 100,000 person-years in 1975 to 67 io 1983 and then decreased 
to 52 in 1995. The peak incidence rate for squamous cell carcinoma was reached in 
1978, while for adenocarcinoma it was 1985. The incidence rate for females increased 
from 3 per 100,oca in 1975 to 9 in 1995. iIlcms%g for every histological type. Among 
males the proponion with adenocafciooma &eased 6om I@?? in 1975-79 to 18% in 
1990-94. Among females, this proportionhad decreased 6om 43% to 39% 
There was s trend toward a more advanced stage among adeooacinoma patients and 
the relative I-year suwivsl ha, dweased from 59 to 45%. this decline was greatest for 
patients younger than 70 years of age and for men. However, survival according to 
stage has remained unchanged. 
Most of the increase in incidence appeared to be real, probably related to changes in 
exposure to smoldnS-related risk factors. JJespite improved dkgnosis, the proportion 
with early stsge disease and the prognosis have decreased. The biological behavioor of 
sdenocarcinoms may thus have shiflcd towmi a more rapidly metastapiziog lumoor. 
ConchJsion: in areas with bmcasing incidence pulmowy adenocarcinoma may have 
become a more aggmsive twoour, eqecidly for males, which might be due to a shift 
in (probably smoking-related) risk factors. 
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EUMAN AP ENDONOUCLEASE 1 (EAF’l) NUCLEAR EXPRESSION 
CORRELATES WlllI SURVIVAL IN OPERABLE NON-SMALL CELL 
LUNG CANCER 
s. A Gktmmamkki, MI. Kook- V. Georgouliy KC. Gattex, 
AL. Hmis 
u~shyofIrsklio~Irawion,ckeece 
Uniwsity of Oxford, oxford, U&d Kin&m 

Homsn AP endonuckase (HAPI) plays (L major role in the repair of 
qminidapyrhnidicin (AP) site8 in cdhhr DNA, either adsinS spontaneowly ox- 
through the action of various DNA dmnqing agents. A second role of this bifwctional 
protein, in reactivation of tidiwd tmuwipdon factors, hu been established. We used 
immunohistochear&ky to exembr the expression of HAP1 in normal long end in 103 
primary non-small-cdl-luag uucinomas (NSCLC). In normal llq the staining for 
HAP1 wes found to be both nuclear nod cytoplwmic in the pnaunocytes of the alveoli. 
Supattcial diited cells of the bronchial &helium presented cytopkmnic stain@ 
whik the staining for the basal cells wss mostly nuckar. Bronchial #tndular cells 
demo-cd a mixed nuclem and cytoplasmic stain@ Luq carcimmac showed ail 
pattems of expression for HAPI. Stromel fibmhksts in both normal 1% and NSCLC 
hsd nuckar staining whilst the stab@ for macrophqes and @ant c&a WBS both 
nuclear end cytoplesmk. A stmog relationship wes found be-hva cytoplssmic 
localization of HAP1 and b&Z negative eqressioo (p=O.OOl). Loss of HAP1 
expression was found to wockte with bcl-2 positivily (p=O.O2). with low prolifaetion 
index (p=o.OOl), snd with squsmous histology (p=o.O4). A survival be&t was teen 
for ptknts pnsenting nockar HAP1 expression (p-0.01). This 6oding may indicate 
the nuclear HAP1 localiadon may be r&vent to its mk as an activator of wild type 
p53. Cytoplesmic expression nuy be l&ted lo dilxrence3 in relative oxygen tensions 
in lung cancar and diiption of the normal pattern of development in bronchial 
mumsa. 
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CONCURRENT WEEKLY DOCETAXEL. AND RADIW FOR NON-SMALL 
CELL LUNG CANCER. APHASEIANDUlRbUWTH rMMuNoLoGlcAL 
TGXUJTY EVALUATIGN. !a 
I( ’ ” A~S.Kekolyris,V.GeqadiaTemoormul~ 

iitE$ZF 
DqwmenIofRadawpyQdoomlogv,Univaeity~of 
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INDUCTION OF CELL DEATH BY CISPLATIN AND VlNORELBlNE IN 
THE LUNG ADENOCARCINOMA CELL LINE AS4g. 
RmMalavrri, A. Ellinger, A. Geyrhofer, M. Hohl, H. Huber, R. Plrker, 
R. Schulte-Hennann and W. Bunch. 
DIV. of Oncology, Dept. of Internal Madidne I and Instiie for Tumor 
Biology-Cancer Research, University of Vienna Medical School. 1080 
Vienna. 
In non-small cell lung cancer, the combination of cisplatin and 
vinorelbine results in response rates of about 30%. Our aim was to 
determine whether there ils an association between inhibition of cell 
proliferation and lncmase of cell death by ctsgtatln in combination with 
vlnonlbtne. We also wanted to characterize the kind of call death. 
A549 cells were treated with diierent concentratiins of eihter cisplatln, 
vinorelbine or both drugs and the nuctear changes wem studied by 
using flourescent (Hoe&d-33250 statning) and electron microscopy. At 
@g/ml cisplatin. nuclear condensation/fragmentation typical of 
apoptosis was seen in 12% of the cells after 24h wtth further 
progression of cell destruction after 46h. At 100 rig/ml vinorelbine. 
mttosis was seen in 36% of the cells after 24h, but In none after 48h. 
Rather, most of the cells had detached from the substrate. The 
remaining cells exhibited extensive nuclear fmgmentatlons. We did not 
observe m&tic nuclei in cells treated v&h the combtnatton of both 
drugs, whit could be explained by the fact that the cell damage due to 
dsptatin induced nuclear changes were present in as many as 57% of 
the cells treated with lo(Hng/ml vlnorelbinels pgM cisptatin. There was 
a time- and dose dependent increase in histological signs of cell death. 
These changes could be observed by both fluomswnt miaw3copy and 
electron microscopy. 

PP 134 
ALPHA l--1c RExzmRs IN HUM&l LIUNG CANCER AND 
THFXR ROLE IN -ION OF SDZOND PRIMARY GROWIH. 
T.Y.Kondratenko, I.V.Zakharova, E.S.Severin 
Research Center of Molecular Diagnostics and Therapy, 
bmJw, Russis 
The adrenargic part of the autonaaic nervous system is 
not investigated in the pathogenesis of lung cancer. In 
this study alpha 1-adrenergic receptors have been inves- 
tigated in human lung parenchyma obtained at the resecti- 
on of adenocarcinoms patients. The nunber of the recep- 
tors sites markedly increased in the cancer lung-membra- 
ne preparation, including bronchioli, alveoli and blood 
vessels. The latter are known to contain postsynaptic 
alpha 1-adrenoceptor activity mediating contractile res- 
ponses of the vascular smooth muscle. The increase of al- 
pha l-adrenoceptor activity might be caused by an enhan- 
cement of vascular proliferation. The above processes 
may lead to a strong vascular smooth muscle contraction 
in lung cancer parenchyma and result in the prevention 
of second primary growth. The above findings suggest can- 
cer-induced enhancement in alpha 1-adrenergic activity 
which may be involved in the prevention of second pri- 
mary long malignant growth. The results obtained may be 
of obvious prognostic value in diagnisis of lung cancer. 
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IIIGE DOSE FARMORURICJN VERSUS FARMORURIClN PLUS 
CARBOPLATlN lN ADVANCED NON-SMALL CELL LUNG CARClNOIUAz 
PRELxmNARYREPoKr 
J. Kozklski, K. Okkk, A Kqwkki, D. Ziom A Polonska, 1. Ckslkki, 
D. Jastrzeb~ 1. Kamiwki 
Deparmlent of Phthisioprwlnono low, SUcskn MedicsI Acsdemy, Zabm, Poland 

25 patimts with NSCLC (IlblV) psekmdy untreated were mndomised into two 
gmops: group A (14 p&eats) mceived Ftunmmbicin 13O@m~~iven in i.v. b0lu.s and 
~oupB(llp~)Fumonrbicin12~phuCirplatin~mLgivminthefirst 
dayoftrratment.BotbngimscuofautrrmtwaaRpcascd~21&ysuptothe 
max. dose 840&m’ of Farmon&ii. Pruients with liver mdastases were excluded. 
Medn age of both groups warn 64 (42-69), the patients were male& histological lypcs 
were: aden- 5 pstknts (20%). planopitheue 20 patieats (80%). There were 
14 patients in the group A sod 11 p&n& in the group B. Grade III-IV toxicity 
schkved in the group A nod B, (LI tbilow l&openia 14.3% and 9.1% of p&nts, 
tmmbocytopenk 28.6% and 9.1% of patkntq aoania 7.1% of patknts in the group A, 
local reaction 9.1%, neurotoxicity 9.1% of petknts in the group B. Cardii 
complications conkned by UCG and ECG were obaewed in one patient. Following 
respon.w rates were obsuved in the gmops lxtmspdvdy: PR + s (Putkl Remission 
+ St&ilk&ion): 7.1% end 36.4% of patients. Eight patknts (57.1%) from group A and 
four patknts (36.4%) h group B were died within tbe time of obsewetion. The 
median suvival was 9 months (nmge I-20) in both groups. 

OP 138 

PREOPERATIVE CREMOTRERAFY WlTR CISPLATIN, 100 MGIM2 
VERSUS 50 MclMs JN STAGE IUA (NZ) NON-SMALL CELL LUNG 
CANCER (NSCLC): A RANDOMlZED STUDY BY THE SPANISH LUNG 
CANCER GROUP. 
c. Mmhl, M.P. L@e& R Rosdl, J. Astodiuo 
Hospital Univexsitmi gmmms Tti i Pujol, Bad&ma, Barcelona, Spain 

Although cisplatin is one of the most rctive dqs in the treatment of NSCLC, the 
optime dose of cisplatin in combiion is still unclear. The aim of our trial was to 
determine whethex higher cispktin dose (100 mg/mz versus 50 mgJm%) results in 
improved survival and increase in downstaging in patients with stage IIIA (N2 proven 
by medkstinoswpy). From March 1993 to Febnwy 1997, 83 patients were 
rendomked to rsccive eitbex cispktin 100 mg/mL or 50 n&n*, on day 1, in 
combiion with ifosfamide 3 g/m= on day 1 and mitomycin 6 mg/m’ on day I. 
Chemotherspy wss sdnhid way 21 days for 3 cycles, surgery was pafomd on 
day 63, and postoperative radiotherapy was s&e&de-i 46 patients received higher 
cispktin dose (group A), 37 receiwd lower dose (group p), both groups were well 
balanced for clinical chamc&istica. Grade 3-4 aoemia wss significsntly more cormnon 
in group A (p-=0.01). Fladiologk response rate was 5% for group A end 30% for 
group B (p=O.Ol). Thoncotomy was pafomed in 71% (86%). 58 of whom had 
reswtsble disedse. Compkte resection rate wss 61% for group A end 51% for group 
B (p-0.5). Postoperative mortality was 11%. 17 patients were downstaged, 24% in the 
loomg/mLgmup and 16% in the 50 mg/m$oup. Compkxe pathologic remission was 
objectivcdiowcprticmwhorcceind5Omglma.oV~mcdianswivalwas13 
months. Median sunivd for comply resected petients was 17 months, and 10 
months for patients with incompk-te msection or lmmecmble dkeas.e (JFo.04). 
M~survivalingroupA~13momhsand11monthsin~pB(~.3).We 
condude that preopartivc trratmrm with cisplatin, mitomycin and ifosftide 
achkves * moderate response rate aad an faeptsble msecdbiity. In patients treated 
with cisplatin 100 m&x?, ?MUiAiSsignificanthhihigherSlldtb~~nOdiff~~iO 

pathologic complete remission nor ovuall survival. 
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P53 PlUTATIONS IN NON-.SRALL CECL LUNG CANCER IN POLAND 

J Niklinaki, fl Rusin, L Chycreweki, fl Sipowicr, Y-E 
Shiao, Wf Nfklineke, 3 Laudanski, fl Furman, fl Chorazy 

Dept. OP Thoracic Surgery, Pathology and Histology, 
Bialyatok fled. Univ., Bialyatok, Poland; Dept. of Tumor 
Biology, Inatituta OP Oncology, Gliuics, Poland; Lab-of 
Carcinogeneais, National Cancer Institute, Fredaric,USA 

The study uas initiated (a) to determine the Prequency, 
location and nature of ~55 mutations in NSCLC in Poland 
and (b) to compare ~53 status with clinical data. 
We examined 214 NSCLC aerrplea using PCR-SSCp and DNA 
aequancing. P53 mutations ware Pound in 89 OP 214 tumors 
(42%), while G:C to T:A transveraions were the most 
frequently observed mutations. We note that no ~53 
mutations at codon 273 which is a known hot spot in 
American patients have bean Pound in Poland. 
No r818tionehip was demonstrated betwaen ~53 status and 
CliniCOpathOlOgiC81 data. In multivariate enelyais 
(logistic r8greS8iotTmodEl) houever, the presence of 
p53 lnutationa iS closely aasocieted with liPet,ime 
cigarette consumption. According to Cox-s regression 
mdal, p53 mutations were Pound to be independent 
prognostic factor. 

OP 141 
LUNG CANCER AND PULMONARY TUBERCULOSIS 
- col?.xIsTBNcE OR COINCIDENCE - 
Tatiana Radoaavlievid and Radosh FhdosavljeviC 
zizsti~tc for Llltg I?kasc ad zll~ul~ Bc4qack 
Authozz anal,ysed 13.5% padems sul?k@ from ~BQ cstloer I&C), 
heated in hstimte for Laqg Disease and Tuberculosis in Belgrade 
in a period 19851996 years. We’m fmd 599 cases (4,43%) LC 
associated witi pulmonary thmuoh~& (PT), divided in two 
groups: A-93 pItients witi LC md active PT, and B-507 patients 
with LC and PT. In A gfoupe bw, most fbqumtly pahhistological 
typ8Lcwa8squamowc8llc s&noms (72 cases, 78,3%. pcO,OOOl), 
and microcelhdar carcinoma and adanocarcinoma was in 9 cases 
(9,6%). Both squamouscell type LC and active PT WB’~ found in 
45 patients (p<O,oOOl) in same si&. In B group the most mtly 
pa&ohistological type was too squamaus Len (357 cas0s - 70,4%, 
p<O,OOOl), than mirrocelhdac was 72 cases (142%) and 
adenocsminoma 54 (10,6%)Both squamous cell LC and old PT 
we’re found in 136 patients (380/i) in same side, and in 152 patients 
(42,60/ p<O,OOl) old TB was billatera~, and LC in one side. Also, 
we’re fomd 24 patients (44,4%. p<O.OOS) with adena~&~~oma 
md old PT situated in same side. 
We’re conch&d: 
l.Squamous cell carcinoma w-as the most frequently pathohistological 
type in our patients witb Lx: and PT; 
2. May be strong connection between Lc and PT. 

PP 140 
THE PROGNOSTIC SIGNIFICANCE OF l-l-P-1 EXPRESSION IN NON 
sMALLcElLLuNGcARclNoMA 
E&g& M. ENekt8ecr, c. Di Lmom 
DipaammdiRicacheMalieheeMurfologkhe,I8titumdiAnatmoia 
Patokgica. ullivasitb degli smdi di udine, Italy. 

Tbis study invesrigti the frequency and prognostic significance of 
immunohistochemicsl expression for =F-1 in B cossccutive series of 96 
surgically resected nonsmsll cell lung carcinomas (NSCLC). Tumour 
immunmzaclivity fur lTP-1 was categorized as follows: T-IT-1 (++): 250% 
TIT-1 positive neoplastic cells; lTF-1 (+): l-4946 positive cells; l-IF-1 (-): 
<l% positive cells. ‘i-IF-1 stain was always 1imiIed to nucki. Of the 96 
specimens of NSCLC, 59(61%) ml-IF-1 (-). 20(21%) wue‘ITF-1 (+) and 
17 (18%) wwc TIT-1 (++). TTF-1 expmssion wss signifiitly higher in 
adeaocareinanas (AC) than in xqmunous cdl cafcinanax (see) &Ko.oool). 
The Kaplan-Mcia mahod was wed to osumatc aorvival and cox regres8ion 
model wa8 pmfcmed for multivarisle analysis. The &don&@ behvees l-IF-1 
expnssion~poJt9urgicalsurvivalwasanalysadfor88~0(60sccand 
28 AC). Survkal curves among the TIF-I (-). TTF-I (+) and TIFl (++) 
groups resultal SignUicanUy different (logrank test, p&04). Multivariate 
anslysisshowedthatTI’F-1 (~~)NSCLCwenassoMcdwithabadpmgnosis 
(pso.009) indcpendmUy from pN status @=o.Ol) or pStagc (p=O.OOOS). We 
also sepamtely andysal subsets of patients with SCC and with AC end found 
that m-1 may be s useful pmgnoslic faXor only in XC patialts (p&OS). 
In conclusioe, our stedy showed Ihat immusohismchemical &e&m of m-1 
protein is a promising indiw to predict clinical outcome of primary. resected 
NSCLC ptkm, especially in those with xquamous cdl type, 

OP 142 
SIGNIFICANCE AND CLINICAL IMPLICATIONS OF THE PRESENCE OF 
ANTI pY ANTIBODIES IN TEE SERA OF PATIENTS WITH VARIOUS 
TYPES OF CANCER 
8..%IdT..SOUSSi 
UMRZ18 du CNRS, Curie ImtiMc, Paris, Fmce 

Abnormal accumulation and stmctuml alteration of ~53 in hunours, together with 
subsequent relmc of p53 protein from tmusformed c&, may initiate immune 
mpmse with genemtiou of ciradating autoantibodies to ~53 protein (p53-Abs). 
The aim of our studies wss: (a) to detumine the prevalence of p53- Abs in patients 
with various type of canca, (b) lo study the origin of this immuoe response that is only 
found in cancer patient% (c) to correlate the presence of p53-Abs with various clinical 
psrsmeters, (d) to smdy the variation of p534bs during the treatment of patimts. 
We have found that the presence of p53-Abs is strictly correlated with the 
accumulstion of p53 protein in b.unour cells. Analysis of this immune response clearly 
showed that p53-Abs recogok immunodominant gritopes localized in the amino- and 
cm-boxy- terminus of ~53. Such immune response is similar to that of snimsls 
hypcrimmunized with bumso ~53 suggesting that the accumulation of ~53 is strongly 
iwolved in this humoral response. 
In breast cancer, the prewdmce of p53-Abs is about 15% as tested by ELI%. 
immunoprecipitation or immunoblotting. We found a close correlati~~n between the 
presence of such antibodies and poor prognosis parameters such as hi@~ hisblo&l 
grade and the absence of hormone receptors. Furthermore, we showed that patients 
with p53-Abs had a shorter survival time compared to patients without p53-Abs. 
Adysis of the sers from patients with high risk lung cancer showed that p53-Abs can 
be detected several months before the clinical diagnosis of pulmonary cancer. In s 
recent work we perfooued a prospective analysis of patients with hmg cancer. The 
follow up of 25 patim over * period of 30 months showed * good correlation 
between the evolution of the ~53 antibodies titer and response to therapy. Rapid sod 
speci6c decrease of these antibodies during the therapy sugg~s that LL coostent 
pnsence of p53 is ncccssay to ma&in this bnmuee response. 
We conclude that screening for serum p53-Abs may facilitate the e&y diagnosis and 
may be a useful tcchoique for .¶.x&g altaations in p53 sod monitoriDg ul.s rrsponse 
to therapy in patients with lung cancer. 
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A PHASE I STUDY OF ACCELERA TED EKE DOSE EPIRUBICIN (FIDE) 
AND CISPLATI3 WITE GCSP SUPPORT M PATLENTS WITH 
ADVANCED NON SMALL CELL LUNG CANCER (NSCLC) 
E.F. P.E. Postmus 
Departmeol of Pulmonary Lkues, Audemic Hospital, Vrije Uoiversiteit Amstadaq 
The Netherlands 

HDE and P chemotbaspy (CX:I is s&e in NSCLC (Mutoni et al. Ann. Oocol. 1992; 
3:864). In this pbsse I shtdy we inves@ted wbetha dose intensity of this regimen 
could be increased with GCSF support. Eligibirity critti age 18-75 years, 
psthological proof of NSCLC. stage II&Iv, last qtotoxic m >4weeks, 
ECGG PS 5 3, WBC > 3.0 x lO’/L, plstelets > 100 x I@‘L, biiibin < 25 umol/L, 
crmdnine clearance > 6OmWn. Toxicity (WHO criteria) wss monitored day 10, 14 
and 21: physical exambwion, CBC/di&eniisI, slktdioe pbosphstase, LDH, ALAT. 
ASAT, bilirubii a&nine. Response (WHO criteria) was dewmdned aRa each 
course. At each dose. level at last 6 patients were entered. Dose limiting toxicity 
(DLT) was detkd as hemstologicel toxicity grade IV lsstiog > 4 days, osotmpenic 
fever, soy otha toxicity exceeding WHO grade III io t 2 patients at one dose level. 
The dose of P (60 m@) w&‘s constam, HDE wss es&&d fkom lZOmg/d (level I) 
to 135mg/rt+(levd II). sobsequeody G-CSF 5 ug/kg/day, days 3-12 wss added &eve1 
III) and the iotewsl baween wnusea M from 3 to 2 weeks (level IV). From 
March 1997 to September 1997 26 patients: 4 femfde, 22 male, median (range) sge 58 
years (38-72). wae included; 2 st IllA, 10 st III& 14 st lV, median ECOG PS 1 (O-2). 
11 pretreated with Cx, 1 Cx atid radiotherapy (RT), 3 RT, 11 no pretrearmsnt. At the 

t&t ttuee dose levels 2 patients eocoontaed DLT (renal fhihue (dose level I) and 
neutropenic fever (dose level II)); at level IV (6 patients, 10 courses) oo DLT wss 
encountaed, WHO grade llI/tV (no cc4me.s) leucocytopmia 3, trombocytopaia 0, 
hemoglobin 0. AII pqtieots were fully recovered at scheduled retreabo~ day 14. 
Nausea and vomiting was the pralominmt non-hematologid toxicity, 1 patient died in 
red failure presumably doe to P. Responses (aU dose levels, 22 patients cvaluable) 
Nine Pk 2 MR. 2 SD, 7 PD. 1 TD, 1 TE. Eleven patients an on treatment. live 
rehed further treatment, seven patients went off stody due to PD. 3 due to renal 
toxicity. 
Conclusion: HDE 13Sm&$m’aod P 60mg/mxwith G-CSF 5 uglkglday, days 3-12 q 2 
weeks is feasible, this study continues ss s phase II study in pretreated NSCLC 
patients. 
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MULTIMODALITY THERAPY FOR STAGEIII A (N2) NON- 
SMALLCELL CARCINOMA OF THE LUNG: 

IMMUNOLQGICAL STATUS OF THE PATIENT DURING AND 
AFTER INDUCTION CHEMOTHERAPY AND ITS 

CORRECTION. 
AA.SUHOVERSHA,M.D. 
Department of Oncology, State Medical Academy, Regtonal centre 

of thoracic oncology, 320’;02 Dnipropetrovsk, Ukraine. 

We reviewed the mw’ds unmunolo~cal status and methods of tts 
correctton of 18 patients anho underwent resection ti locally advanced 
NXXC after two cycles of rnduction (neoadjuvant) chemotherapy - 
VP+ platinol75 mghn2 (day I), vepesid 120 me/m2 (days 1 through 3) 
(EMS): every 3 weeks. Preoperatwe immunocorrection neutral&e 
immunosuppresive effect of tumor growth and induction chemotherapy. 
F’reqeratwe therapy wnh a-2b mterferon-laferon and some vegetable 
adaptogcnes (rhodiola rosea, eleutheroccccus) as immunorncdulatorr 
promotes recovery of humoral and cellular immutulty to basal level on 
day IO-14 following surgery.Therapy wtth a-2b interferon-laferon in 
combination with other adaptogens brought to decrease common toxlty 
chemotherapy and imprwrc adaptanon possibility of patients. 

PP 144 
SMALL BOWEL METASTASES IN NON-SMALL CEIL LUNG CANCEZ 
(NSCLC). A CASE RRFQRT AND A CLINICAL AUlOPSY SERIES 
INCLUDING 218 AUTOPSIRS TOGETHER WITB A IJIERATTJRE RRVIEW 
AND DIFFERENTIAL DIAGNOSTX! CONSIDERATIONS. 
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THE EFFECT OF hllCROVESSEL DENSITY ON PROGNOSIS M FIEAD 
AND NECK CANCERS 
F.N.Tunab,C.Ttmah 
Cukumva University Faculty of Medicine Department of Radiation Otxology 
01330 Bakxli-Adaaa, Turkey 

To detetmine how microvesael deasity coraietes with prognosis in head and neck 
cancers, we counted microvadsds within the epidermoid carcinomas of 81 patients 
who were treated with extad radiotherapy. in Cukumva University Faculty of 
Medicine Radiation Oncology Dm between the years of 1990 snd 1996. 
Microveesds were highlighted by factor VIII related antigen. Microvessels were 
counted in a X400 lidd in the most active areas of neovaxadarization. The mean 
microvessd count in alI tomours 25.27 (median 26). The, counts within carcinotttss 
from patients without lymphatic mUastasis (27). Multivariate aoalysis showed the 
stage of discaae is sigai6caet and independent predictors of prognosis butonly 
microvessel density is not it&paodent predictors of prognosis. Median 7OGy (60- 
76Gy) dose was &an to primaty htmwr and lymphatic metastasea with Co60 and 
Linear Accelerator. The ovarall radiot’asponse ratio was 66.6%, response qualities 
were 49.4% CR 17.2% PR, 20,9?? S, 12,3% P. The patieots who were given 
radiotherapy above 7OGy. showed si&icanUy hi&r tival. 

OP 148 OP 148 
~53, BCL2 AND RESPONSE OF LDCALLY ADVANCED SQUAMOUS CELL HFAD ~53, BCL2 AND RESPONSE OF LDCALLY ADVANCED SQUAMOUS CELL HFAD 
AND NECK CANCER TO PL4TlNUM BASED AND NECK CANCER TO PL4TlNUM BASED CHEMO CHEMO THERAPY THERAPY AND CHEMO- AND CHEMO- 
RADIOTHERAPY. A v ML Kcakwrakis, S. Kakolytis. V.Georgouli RADIOTHERAPY. A v ML Kcakwrakis, S. Kakolytis. V.Georgouli 
G. Ftmtilas. Tutaour aud AngieSea& Rewamh Group, Hell&c Cdve Orrcdw G. Ftmtilas. Tutaour aud AngieSea& Rewamh Group, Hell&c Cdve Orrcdw 
Gmupandunive?aityHmpitalofImklion Gmupandunive?aityHmpitalofImklion 

platinmnbascd dmmkmpyandmdiotkrapy(37withimiacUmaud39withamcwaU 
chew&mw~.Themedisnfouowtmtuiedwas72tmttths. Tltilwtive(46%~cases . . 
were positive for p53 aud 41(54%) negative * 19 (25%) end 5; (75%j c&s wue 
positive and negetive fbr bd-2 mspcetitiy. High plaldqe of bd-2 poaitive cells 
associstedwitblowincidcnceofnodalinvolwnclltAMtistically~hiBbcr 
~~ofp53positiveccllsanuobsavcdintbeBroupof~withfolnplete 
dv. 0ftbcdixaseasEanparedtothegmupwithmaiduddisesrdlu 
treamtmt (p3.01). H$b pen&age of p53 positive aells and cmcumnt 
chemae&~~withbetterlocal~oltfrrtti~~.O5and 
0.02). In meltiwniate analysir, the type of dtEmwthaapy (cmcwent ?S.idlthtl)wBs 
themdysigdcmt~vadabletiQlocdrdllpdc@o.o2) mdcwaallsutvivd 
(p=O.O3). The ptraat mdy pmides evidmce that p53 nuclear -tim may 
asaaciatctitbbeuerrupawetoDNA~cytotoxicagalts.-dvdhityp 
p53 loss with &uausadDNAtepairataymeacrivityirapoesible~.Inda&xt 
pLtimrmbaacd ehh~IMymttxibutetetheael&ic00fclemgaiccellswith . . 

tpbmotypc. 
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CONCOMITANT RADI- AM) DAILY LOW-DOSE 
CARBOPLATIN IN LOCALLY ADVANCED, UNRESECTABLE HEAD AND 
NECK CANCER DEFIMTIVE RESULTS OF A PHASE III STUDY. 
G. Bdtmmo~ M Rampho, M.G. Rw F&Ma, R. Ragoea aad * R. Oreechia. 
Dip. Di Discipline Medice ChilltrSiche Su. Di Scienae Rediolo&he Universita degli 
Std di Torino. l IEO e Universita’ degli Studi di Milatto. 

Radiathitm therapy (RT) alone is currently considered as the standard tx&ment for 
petients with locally advanced wesectable squameus cell cardmmm (SCC) of the heed 
andneck(H&N).HowePP, respmseretesarelimitedandsurvivalrateslowtiththe 
majority of patients dying of lew+0al tuxmexe. In attmps to bnprove the msults, 
behveen Novembar 1992 and January 19%. 164 umxnaive psticnu with SW Ill-IV 
inqxrable squanmas cell catemmEoftheheadaudneck~randomizedto~ve 
stmderdt?actioaRT(7OGyI7w)vasus RTplusCBDCA(45m%m2ondays1-5ofthe1- 
3-5-7~). Thus, 145 were evaltile far twpaw end toxicity. 129 (89%) patients wrre 
male and 16 (11%) were female. The median age ws 60 years (mnge 39-75). The 
majority (52%) had e perfomlance statusofl (ratlSel-3)andhistdogygmdell 
(59%) .Treated subsites inch&d : aal cavity (n’=?S : 19%), ompbarynx (a’=81 ; 56%), 
h~(na=15;lO%)endletynx(nO=21;15%).UtiSAJCcritmia,tbetamorwas 
Stage Ul in 33 (23%)cascsand Stage IV in 112 (77%). Ofnote, SS.6%ofpatiatts had T4 
primarynrmorand50$6hsdM-N3disaue.?hetwo~(~nptsarmRTand73pts 
arm RT+CBDCA) wem equally bdamxd aec&it~ to site, stale and N status. With e 
medienfoUowupofl6months(range65l)therrsultsarr: 

CR LRC% (48~1) DFSK (4&o) OS% (48m) 
RT 22 (15%) 

s5 ;;5 
18% 

pal.01 
RT+CBDCA 39 (26.8%) 28% 1% 22% 

Leukopeniawasthemostcamaon drug-dated side effect in mdiodzm&empy arm. The 
incidare of mwositis was net diffaenl behwut the hw treatment Sraqls. 
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The results of combinated therapy 
- surgery, radiotherapy and/or chemotherapy - 

in advanced carcinoma of the oral 
cavity and oropharynx 

D.Gheonzhiu, V.Cernea, E.Ciukanu 

Oncological Institute “Prof.Or.l.Chiricu$i”, Aepublicii 32-34, 3400 Cluj-Napoca 
Department of Oncology, Head and Neck Surgery 

Abetract: The authors present the results of a combined therapy surgery, 
radiotherapy and/or chemotherapy in 39 patients with oral cavity and 
oropharynx advanced carcinomas, treated in the department of Head and Neck 
Surgery of the Oncolegicd ln.stitu& “Prof.Dr.I.Chiriculi” Cluj-Napoca. 

A descriptive and univariated study as e function of the turnour 
growth, lymph node, hystological type and grading, localisation and treatment 
sequence was made. 

The results were estimated from local control and survivd rate at 3 
years. The best resuks ware obtained in the sequence: surgery-radiotherapy. 
Worse results were in the sequence: radiotherapy-salvage surgery. 
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PEASE D PILOT STUDY Op’ CAELYX (DOXORUBICIN EC!& PEGYLATFD 
IJPosoMAL) IN PATIENTs WITH INOPERABLE sQuAlKous CELL 
CANCXROFTEEEEADANDNFCK 
X.J. Hatington (1.2). D. Ha&cm (I), J.S.W. Stewari (1) 
(1) Departmeot of clinical Oncology, Hanrmaunith Hospital, London, united 
Kiogdom 
(2) ICRF Laboratory of Molecultare nempy, Hammaamith Hospltsl, London, united 
Kingdom 

SquamouscellcancerofthebelIdaodneck(scCHlu) account for approtidy 5% 
of a8 neoplasnm in Europe a”d the Usa. Padents praenting with i”operable SCCHN 
are frequmtly treated with nwadjuvat chanothaapy (usudly cispktin and S-FU) 
k4lowd by radical radiotherapy. Biodistriitio” ties osi”g s&DTPA-l~ed 
Stealth liposoms (JDLSL) have de”mstmted positive uptake in 7i7 p&eats with 
sdvmced SCCHN In hvo patkats who recked 0.7 mCi lDLSL before radical 
surgery, tumour uptake was 8.8 md 15.0% of the injected dose per kg.Tumour uptake 
exeedcdthatinadjacentnormdmuwsaby a mean ratio of 2.4:l. Followi”g these 
studks we have comnlmced I Phase II pilot shldy of c&x i” patients with 
inopaable SCCHN. The objectives of this study are: (1) to assess the response of 
SCCHN to two cycles of Cady~ 40 ms/m2 every three wzoks followed by a standard 
rsdiothaapy regimen ad (2) to evaluate the tolaahii and eflkacy of a synchronous 
third cycle of Caelyx at escalating doses betwee” 10 and 25 n@n? delivexed at the 
stat of radiotherapy. A&r the fi 8 assess&k patie”@ the response rate to the initial 
2 cyclu of C&x was 62,5% (5 PR, 3 SD). I” 5 -sable patients who have 
completed radical radiothaapy there have been 4 complete responses md o”e patie”t 
with a residual neck node. Two patients have ondergooe “eck d&&on after 
completion of radiotherapy - o”e pathological CR and one single involved node. 
CsdyK has bee” very well tokaat~ nausea Md vo”iti”g o/8, alopecia O/S, oral 
r3xmitis 318 (median Grade ‘I), haad-foot syndronte 3/8 (mcdinn Grade 2). There 
were no treatment delays during radiotherapy and w increase io the iocidcnce or 
s.zverity of acute radiation raaIO”s. 
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EXPRESSlON OF PROLlFERATNE ANTlGENS (PCNA AND Ki-67). c-e&B-2, 
~53 AND b&2 IN BNCAPSULATED FOLL.ICULAR THYROlD TUMORS. 

T B. KroIlio, H. &pi& M. Lschpammes, t. omasovid, Z Kusid, M. Belicza. 
Dqmtment of pathology, Cliuical Hospital “&she milotzdnice”, Zag&, Croatia 

Theaimofthisrtudywasto~~theexprtMionofpo~~lmtigms(PCNA 
and Ki-67), c-a%B-2 oncoprcteio, p53 oncoF&ein sod bcl-2 tmnor qpreasor 
proteini”folliNkradacalm ad eocaprulatcd follicolar carcinomas of the tbynid 
gk”d.lhesmdywpscMiedoutbyimot~o”~e”t~ 
arcblvd matuial using primary mtibodks purchaMd fium DAKO. ‘lksoe sections 
oflOfollicoka aod10mqsolmedfolJiallarearoinomaswerellr&zcd. 
nealhliiphosphahsem~ll~methodswaeuscd.llle 
majorby of admomas showed SE&It to modeme posltivity for PcN& Ki-67, bcl-2, 
ad c-e&B-2 ad negative stdning for p53. The majority of meapsolated 
folliculu cpcinomas showed modaate positivity ibr PCN& Kid7 nod bcl-2 nod 
slight positivity for c-erbB-2. Howevex, strong positive immuoosk&ing fa pS3 
wasobservedintlKeecasuof ~follicok~DsrpflXN!ltbe 
litmature su~gcst that the expteasioo of PCNA, Ki-67, c-e&B-2, p53 sod b&2 is 
related to the degree of difbxntiatloo of thy&d tumors. We obsmved positive 
immuaortaiaiagforp53in3(Mofcasesof~ Mlhkr cacinonlm but 
negative tuctiott in adammm. m, it-thatatpmsmtticdistktioo 
bctweQ follicular zxkamas mdampMlatedfoliiNla-shouldbe 
bad On histological aMlysb~. However, itisvuydi5colttoprcdictbchavimof 
encapmlti thyroid carciomoas oo the basis tumor morphology only. The&ore, 
funnrshdieJonthearplrrpionofthmand~ti~~should~ 
pafomed. Furlha iovestigution of 8 lsrger series of patients with a Ioog-term 
follow-op is obviously needed 
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ANALYSIS OF FACTORS INFLUENCING PROGNOSIS IN LARYNGEAL 
CANCER 
A. Nikolaou G. adnatiotidis M. Nalbadian. V. Nlkobidis. I.Da”iilidis 
Univ. ENT Dept. of AHEPA Hospital, Thessalomki, Grcoce 

In order to estimate the faclors lhat inllucncc the recurrence rate of laryngeal 
cancer. we tetrospcctively studied 514 caxs which wcrc treated at our department 
during the pcricd 1992-1996. TNM staging was as follows: Tla 126 patients. Tlb 
21. T2 101. T3 156, T4 Ill). NO 447. Nl 33. N2a 10. N2b 4. N2c 8. N3 12. 
Endclary-ngeal rcscction 23 pts. cordectom~ 67, vertical laryngectomy 33. 
supraglottic laryngcctomy 21, lolal laryngeclomy 255 (205 as prim treatnxnt 
and 50 doe to rccurrcncc). One hundred sixteen pts were treated primarily with 
radiotherapy only and 43 with a combination of radiotherapy and chemotherapy 
Rcsuhs: Among the 479 patients who were followed up closely for a median time of 
3 (1J)ycars. I58 (33%) presented progressive or recurrent disease and 108 (22.5%) 
w.xc dcccasd Analysis of the parameters having to do with the site of the tumour 
and the histology revcalcd that the recurrence rate was significantly highn when 
the turnour was subglottic (80% reccrtence rale), when dilTercntiation was poor 
(G3) 65,7?” when primary site was T4 46.4% when there were positive lymph 
nodes 47.7% when there was extension of the tomour lo lhc apepiglottic fold 
42.6% to the subglottic region 53% and linally to the base or longue 77.7%. The 
percentage of recurrences according to the treatment modality used were as follows: 
EnQkryngeal resection 13%& cordoctomy Il,9%. vertical htr. 27.20/u supragkxtic 
kr. 19Y& total lar 24,396 mdiothera~ 41% radiotherapy plus chemotherapy 58%. 

OP 151 
BIPRACTIONATED RADlOTHERApy WlTH OT  WlTliOlJT CHEMOTHERAPY IN 
f,FLLY ADVANCED, MOPERABLE HEAD AND NECK CANCER 

B. ‘. k Otmchk, ‘F. De Bmod, ‘M. Gasparetto, ‘. ‘M. Krcngli, ‘A. 
Sbanono, ‘S. Potra-Ghilcun, ‘M. Ghilnan, ‘M.C. Leonardi, ‘H. Marsiglia 
‘European Institute of Oncology, Milm. Italy; ‘Univaxity of Milan, Italy; ‘Medical 
University of Gdansk, Poland: ‘Univmity of Turin, Italy. 

Recently much attention has bee” paid to the combiiatio” of radio- (RT) and chem”thcrapy 
(CT) a”d to new t?acti”nation RT schemes in head and neck EMCR (HNC) terulting in 
improved local control and/or survival. We rqxxt preliminary rcsuks of bifmctionated RT 
alone or combined with CT in locally advanced HNC. out of 28 patients @ts). 8 were 
treated with RT alone, 2 with concomitant RTtCT. 6 with induction CT followed by 
concomitant Rl’+CT and 12 with induction CT followed by RT alone. RT was performed 
with shrinking field technique up to 74.4 Gy give” with 1.2 Gy/twicc a day for 5 days a 
week. Induction CT included cislpati” (CDDP) and fluomuracil (FU) (1 Ip pts) or CDDP, 
FU and navelbinc (VNL) (6 pts) up to a median of 4 cycks. Coneomimnt CT included 
weekly CDDP. A supportive care pmtccol, including administration of pilccarpin, 
fluconruol etc, wss employed. All pts completed therapy; the “tea” RT time wss 48 days, 
mea” follow-up - 12 months. Acute toxicity was considerable. The most common side 
effect was mucositis (28 pts), followed by hemotclogicai toxicity (26 pts), weight loss (25 
pts), skin toxicity (25 pts), “ruses, vomiting (9 pts) and ctbcrs. In 19 pts (68%) G3 or G4 
mucositis and in 6 pts (21%) G3 kukopenia w m  observed. The most srxre and early 
toxicity wss see” in pts treated with induction CT followed by RT+CT; in 4 of them 
cpioids were introduced, 3 were hospitdiwd and lxealed with parcnteral nutrition, in 2 RT 
was temporarily intcrruptcd. one therapy-related death - see”. Thus, this tresmxnt 
option has been stop&. Response has been achieved in 23 pts (82%); 16 CR and 7 PR. 
Except for xerostcmy, no other late effect has been observed In conclusion, combination of 
CT and bifractionated RT seems promising, howcvcr. high acute toxicity calls for rcscarch 
of optimal supportive therapies and less toxic treatment schemes. 
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lo-YEAR OUTCOME OF TREATMENT OF MALIGNANT TUMORS OF 
THE NASAL CAVITY AND PARANASAL SINUSES 
~JB~~~,JKIozIT 
ENT Clinic, Charles University Medical Faculty I, Prague, Czech Repoblic 

We evahated the incidence, treatment modality, and survival in a group of 53 
patieots (35 M, I8 F) with maliit tumors of the nasal cavity and pmmmsal 
sinuses hospital&d at the ENT Clii in 19881997. The mcao age of patients 
was 60 yeas (range, 18-85 years). Carcinoma was found in 33 patients (39%). 
Moreover, malignant melanoma wss fouod in 9 patients. Chondrosarcoma was 
demonstrated in 3 patients while aesthesioblastoma io 4 qtd maligoaot lympboma 
in 3 patients. and Grawitz’ tumor metastasis (in the maxillary sinus) and 
malignant myeloma (Kahler’s disease) were dete&d in 0°C patient each. 
lnvolvcmwt of individual sinuses was as follows: nasal cavity in 20 cases, 
maxillary sinus 19, ethymoid sinuses 13, ffotttal situ in we wso. TN 
classification in maxillary sinus carcinoma: T4 io 8 cases, T3 in three. T2 io two. 
Involvement of regional cervical nodes, N2 in two cases. The most fiquent 
thcrapadc option was sutgay (47 patknts, 88%) with postopemtive 
radiotherapy. Radiotherapy WBS combined with chemothempy in 3 patieats with 
malignant lymphoma and carcinoma. Chemotherapy was also indicated in 3 
patients. The five-year survival rate was evaluated in 25 patients treated over the 
1988-92 period, with 10 patie”ts survivi”g (40%). Of the total of 53 ptimts ML 
l-9 year follow-up, 3 1 patients have survived to date (58Ye). The patients show 
common symptomatology, the most frequent condition was unilatcml oeelusioo 
of the nose; the fioal diagoosis was established late; local propagation into 
sutrowldi”g sbuchlrcs; ultsatisfactoIy tcsults on long-ten” Ntvival. 

OP 155 
HIGH BOSE EPIRIJBICIN @PI) ANB CISPLATINUM (C!) IN L0CALL.Y 
ADVANCED UNDlFFERENTlA TEB NASOPJ3NtYGENN. CARCINOMA 
mm 
HA&& M. Esasokk, ES. lnq Y. Ssnacsk, M. Basamn, A. Haydan@u. M. Aliun 
DepaNnent of Clinical Oncology, lnsthute of Oncology, Istanbul U”iversity, Turkey 
Department od Radiative Gncology, Ege Univexsity, To&y 

Aim: The chemosensitivity of UNPC is well m  Imd a recent randondzed stody 
evaluating neoadjuvant ctitberapy with cisplati&pbubici&ootici” has resulted 
in better dii t?ee survivd a”d a trend for better overall survival in the 
chrmotherapy aim. It reqoims hospitalization becaose of bleontyci” in&ion and this 
combination has resulted in serious pobno”ary toxicity. This study is to evaluate the 
etlkacy and toxicity of P with iwessed dose of EPI givm on the sune day in patients 
with locally advanced UNPC. 
Methods: Fourty-six patie& with locally advuxed nonmetastadc UNPC were treated 
with P ms/m’ and EPI mg/m’ IV give” 0” day 1 every 21 days for 3 cycles before 
de&it& radiation therapy with 70 Gy for 7 week. There are 20 fenmle and 26 male 
patieots with media” age 44 (range 17-67). 17 (X37) patients had T  prima tomours 
and 32 (%72) patients had Ns or Ns nodal involvntcnt -di”g to TNM (UlCC/AIC 
1986). 
Reeultr: 43 patieots (%93) achkved II major objeotive response afta chemotherapy. 
There was 13 (Ya8) complete respomz aftex 3 cycles of chanothaapy. Three 
plnnnedcyclcsofch~weregivenwithlnorr~onewcckde~yonlyin7 
patimts. Thae was “0 doEe redwdo” for toxicily. The regbnat has teen wdl 
tokrakd. Grade 3 lmcQpr.“k OcNred in K22 of the total cycles. There was 0”lyo”e 
cyclewithgradc4leu~gndc3emcsiswar~inO/dOofthcpaticnts42 
patimtsllchievedndiothefipy.l6potisntswhodoa’trchieveCR~~~, 
became CR atIer radiotherapy. We addevcd 29146 (Y&3) CR a&r chenx- and 
radiothaspy. Median follow-up tbne is 17 months (range 4&52 months), 2 years PFS 
is %67. 
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SENTINEL NODE LOCALISATION IN CUTANEOUS MELANOMA: 
LYMPHOSCINTIGRAPEY WITH COLLOIDS AND ANTIBODY 
FRAGMENTS VERSUS BLUE DYE MAPPING. 
M. Bartolomei, M. Chinol, C. De Cicco. L. Leonardi. A. Testori’, Ii Gennari* and G. 
Pagandli. Divisions of Nuclear Medicine and ‘Surgery Eurqxan Instible of 
OncoIog~, Mihn, It&. 

In stage I cutaneous melanoma, biopsy of the fst tumowdmining lymph node 
(sentinel node, SN) may replace routine elective lymph node dissection (L3LND). We 
investigated the value of three methods to locate the SN: intraopuative pateat blue 
dye (PBD) mapping, lymphoscintigraphy (LS) with wn specific tracer @ISA), LS with 
specific tracer (MoAb). 
SO patients with diagnosed melanoma were studied. In 25 of SO pts a LS was 
pa-formed the day before surgery with 55 MBq of Tc&% HSA paticIes (Albores) 
injected intradamdly surrounding the primaty melanoma. In the others 25 pts. 185 
MBq of Tc-99m-(Fab’)2 MoAbs225 28s i+ments --K-l), binding a 
melanoma-associated antigus were injected inttndetmally both around the site of 
primary lesion and in the contmlateral site. All pts had in addition blue dye iojected 
intradermdly at the same site of radiotracer prior to the surgical procedore. Early and 
delayed images were acquired with gamma camera. In all pts except one, injected with 
MoAbs, the SN(s) was visuabd and marked on the skin Whm a blue node was 
identitied intreoperatively, its radioactivity level was measwed with a gamma detector 
pmbc (GPD). In the &saw of blue coloration, the probe was used to detect the SN. 
LS visual&d 70 of 73 excised SN(s) (38/39 with coIlok& 32/34 with MoAbs) in 55 
basks (96%). Wii GDP 71 SN(3) were detected (97%). Instead 59 were found using 
only PBD (81%). A tomour positive SN was found in 13 pts (26%). This stody 
demostmtes that LS combiied with GPD is a safe and more &e&e method of 
deteaing SN than PBD technique. LS with MoAbs coofinned the rest&s of LS with 
coIloids in SN detection. There were no evidence of increased uptairc of MoAbs in the 
involved SN compared to contmlateml non involved nodes. 
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DIPPERENTIAL EXPRESSION OF TRANSCRIPTS IN A MODEL 
OF MELANOMA PROGRESSION. 
S.Brignoli, R. Giavazziand M.R. Bani 
Lab. of Biology and Treatment of Metastasis, Dep. of Oncology, 
M.Negri Institute for pharmacological Research, Bergamo, Italy 

To identify genes differentially expressed during the progression of 
human cutaneous melanoma, we took advantage of an experimental 
model of tumor progression previously developed. WM35 cells 
isolated from an early stage RGP human melanoma lesion were 
mutagen&-d by insertional mutagenesis and aggressive variants, 
expressing several biological featuns associated with clinically 
advance stage melanoma, were established. 
To discover genes which were diicrcntially expressed in the Cell 
populations, mersanger RNA wan isolated from the parental WM35 
and the aggressive variant TX-31 cells and compared by su presrion 
subtractive hybridization to generate subtmcted libraries. creening, sp 
by Northern blot analysis, of 96 cloned subtracted cDNAs confirmed 
that about 35% are candidate cDNAs differentially expressed. 
Specifically, 20% corresponded to transcripts only expressed by the 
aggteasive variants, 6% showed incmaaed ex mssion 

a: 
in the agresaive 

variants compared to the parental cells, 9 t&owed differences in 
tmncript size. Further work is underway to identify the natme of the 
transcripts and to determine their involvement durmg melanoma 
progression. 
(supported by khan Association for Cancer Research (A.I.R.C.)). 
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INTRA-OPERATIONAL IRRADIA’ITON OF TEE BONE REPLANTS AT 
yBF> OPERpnoNS OF TEE BONE SARCOMA PATIENTS 

, A Nowkov, A Kurildik 
Medical Rsdiologicd Research Center of the Russian Academy of Medical Sciences, 
Obniosk, Russia 

Treatment of the support and motion apparatus mahgoant tomour patients envisages 
the complex use of ray- and chemotherapy and surgery. An adequate radical operation 
remains the main and leadiog part in this complex. 
Tha complicated bone and plastic operations that are impossible without 
transplantation are spread doting the recent years. Allo- and autoplastics, 
endoprothesis malting are tmditioodly used to replace the bone defects. Along with the 
advantages. these methods have their own drawbacks. Massive aliog~& may be 
broken, resolved of fragmented with time. Eodoprotbesis may cause the reaction of the 
swronding tissues in the form of metdosis or late wpporations. Therefore, the search 
for a oew plastic material is just&d and actual. 
Recently, experimental works on the use of irradiated bane gmfls to repbux the bone 
defects under oncology operations (V. Mitin, et al., 1997) were published. As 
autografts with the joint gmtmds~ they have a number of advantagea over the 
dografls, espe&Uy for children and teenagers, for whom it is difficult to W a 
congruent joint end. 
In the radiological department of the Medical Radiological Research Center of the 
Russian Academy of Medical Sciences transplantation of the g&Is of the irradiated 
resected bone, e&cted by tutnow, was done on 10 osteogenous sarcoma patients 
since 1994. All patients were done distant gamma therapy between ooe and six months 
before the operation in the Accumulated Focal Dose 36 Gray dong with the 
chemotherapy courses. 
Intm-operationd irradiation of the resected bone was done extra-corporal, under 
sterile conditions by the electric beam on the medical accelerator MicrotrowM. 
Electron energy was 12-18 MeV, the bones were irmdiied by two opposite fidds. 
Distance-Source-Surfa was 100 cm, focal seat dose was 60 Gray, at SC% isodose. 
The bone after irradiation was replanted and fixed by commonly used methods. 
Control for the reconstruction of the transplanted bone was done by X-ray-grams 
when gypsum bandages were dunged. The prdiinary analysis showed that the 
reconstruction processes in the replants began already a month after the operation and 
were denoted in the fommtion of the delicate periostal corn between the fragments of 
the mother bane and replant The r&mum peak of the recontmction in the replants 
was in the 6th - 7th months after the operation. The corn behveen the 5agments at 
these time periods looked Iike dense wupIing shadow. The cortical layer of the mother 
fragment was imperceptibly changing into the cortical OM of the replant. In the period 
between 18 and 30 months the esseotial changes in the replants structure did not ocw 
The functional character osteoporosis due to the long immobilization of the mother 
bone end replant was registered. 
Thus, the preliminary data let us consider that the irradiated replants of tumow bone 
fragments may under definite cm&ions be wed to replace bii defects of the bones 
upon the removal of the huttour. Siie irradiation by the bII single dose bad no 
negative influence upon the consolidation of the bone fragments. The search of the 
optimal irradiation parameters of the replaot is contimaed with the expuimatd 
dosimeby -ch. 

s34 
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SENTINELNODE MAPPING IN CLINICAL STAGE I MELANOMA PATIENTS. 
R &mar!, A TesCti, M Rartolomei. SH Stoldk, G Paganelll. JG Geragbty. 
Eumpem Iastihtte of Onmlogy. Via Rlpamoatl435,20141 hISan, Italy. 

hfmagement of clinically negative lymph “odes in clinical stage I melanoma patients is 
still a maim controversv. Sentittel node (SN) biousv UUI be used lo select patients with 
pmilmy “lela”o”m for therapeutic lymph&&ct&~. The aim of the shldy was to assess 
ihe efI&y of two methods to locate tl;e SN: patent-blue dye (PBD) and 8smma detecting 
or&z (GDP) usina 9R”rc lab&d colloid “articles of hlmura serum albumin. We studied 
ijs p&nts’(M:F: 36:30; mean x&S&, 51+1.8; range IS-80 ys) with cutaneous 
n~lattoma and clinically negative lymph nodes Withi” 24 hours prior to surgery. 7 Mbq of 
pR”rc labelled colloid was injected in- ly around the site of the primary 
melanoma The patients were studied wing dynamic lymphosci”hgraphy, visulising B 
total of 88 SN in 70 lymph “ode bssii. All the patients had in addition blue dye mjected 
at the same site immediately prior to the surgical procedure When the blue stained node 
was id&tied intmopemtively, its radioactivity level was measured with the GDP I” the 
absence of blue coloration, the GDP was used to trace tbe SN. Sentinel nodes were 
identified in the regional draining basin during intraopcrative lymphatic “tapping using 
PBD in 73/88 (82.9%) patients and by GDP in 85/89 (95.5%) patients. Comb- the two 
methods SN were detected in 88/89 (98.%) patients. Sixtm out of 66 (24%) patients 
had pathological positive SN. and were subsequently subjected to regional 
lymphadenectomy. I” 14 out of 16 pahents (87.5%) the SN was the only “ode with 
me&stasis. No major complications were encountered. Two cases of recurrec-x (I 2.5%) in 
patients with micmscopic SN mebslasis and two (4%) I” a patient without SN 
micromctastasis were found during a media” follow-up of 371 days. Preoperative dynamic 
Iymphoscintigraphy, intraoperative mapping with PBD and GDP - to offer a simple 
and reliable method of stag& regional lymph nodes without subjecting to a regional 
lymphadfmectomy all the patients. 
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ROLE OF LOCAL RADIATION IN TEE NEOADJUVANT PROTOCOL Ih’ 
OSTEOSARCOMA. 
N. Molinas-Mandel, G. Dermr, F.H. Den&lb, M. Hir, M. Uzel, M.&gurogtu, F 
Oner, S. Okkan, S De&so&~, G Gi+ken 
University of Istanbul, Cermhpasa Medical School, Istanbul, Turkey 

Radiation therapy for local control of non-metsstatic high-grade osteosarcoma of the 
extremities is a still a controversial issue. The net worth of XRT as a part of 
neoadjuvant combined modality treatment was investigated in 27 patients treated in 
our institution between 1991 and 1995. The treatment protocol incorporated two 
cycles of cisplatinum and epirubicin: radiation at the dose of 35Gy over 10 days b&g 
given in between cycles. Local wide excision of the timour was performed at the 5th 
week from the start of treatment followed by four additional cycles of chemotherapy 
Mean patients age was IV,9 (1 I-38). Tumour localization included 12 femur, 7 tibia, I 
femur and tibis 3 humerus and 4 fib& 26 patients underwent limb-sparing surgery, 
one patient had an above the knee amputation for progxssive disease Aver the 
primary treatmenf, 90% or more necrosis was observed in 18 patients, 15 of them 
irradiated. Necrosis rate varied between 60-90% in 6 patients, 4 of them irradiated 
The remaining 3 patients had necrosis rate less than 60%. “one of them irradiated. Chi- 
square test showed a significant correlation between radiation therapy and necrosis 
rate None of the irradiated patients progressed prior to surgery. Mean overall survival 
was SO months (37-63, 95% Cl) no significant difference was observed between 
irmdiated and non-irradiated groups. Mea” disease-free survival for the irradiated and 
non-irradiated group of patients was 22 months and 17 months, respectively. This 
difference however, was not found to be significant it can be explained in terms of 
patients heterogeneity and an imbalance of patients within two groups. We conclude 
that radiation treatment improves the necrosis rate with better local control but with no 
significant impact on disease&ee and overall survival. 
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UVEAL MELANOMA: POSSIBLE MICROSATELITE INSTABILITY 
Nm D Ben-Yehuda, J. Pe’er 
Hadassah University Hospital, Jerusalem, Israel 

Microsatelite instabiity (MSI) evahmtion results in “veal melanoma (VM) patients are 
presented 
Two groups were tested - choroidal melanoma (CM) - 16 patients and iris&ciliary 
body melanoma (ICM) - 4 patients. The analysis was performed on 8 MS1 primers of 
non turnour (ocular tissue, blood, mouth washout cells) and pamtin embedded tumour 
DNA, extracted from each patient - 80 samples total, reproducing polyacrylamide gel 
mterpretatmn 
Although determination of MS1 status in UM patients can be usefull for screening and 
possible prognosis, defining exact criteria appeared still debateble, concerning 
specificity of this type of melanoma 

OP 160 
A STUDY ON S-PHASE PRACIlON AND MIB-1 M SOFT TISSUE 
SARCOMA PATIENTS WITH RESPECT TO PROGNOSIS 
R L Huuhtane”, C.P.Blomqvist, T.A. Wikhmd, T  0. J&in& L C Andersson 
Helsinki University Central Hospital, Helsinki, Finland 

Proliferation rate was measured by Mib-1 staining and S-phase t&tion (SPF) from 
primary tumors and the results were correlated to soft tissue sarcoma (STS) patients’ 
prognosis 
155 STS patients’ primary tumors SPF were measured in the context of our previous 
work (Huuhtanen-96). These patients had either extremity or superficial trunk STS 
treated in our clinic. We found that SPF had prognostic value only in diploid tumor 
group but not in the whole material Low SPF predicted longer survival 123 Mib-1 
stamings were done to the same study population. Median Mib-1 was 18 (range I-55) 
The median Mib-1 was 11 (range l-48) in diploid hmmrs The media” Mib-I was 24 5 
(range 3.5-55) in non-diploid tomors. The correlation with Mb-1 and grade, ploldy 
and SPF were strong Correlation with Mib-I and size were not seen Low Mib-I 
predicted longer metastasis free survival (MFS) (p=O 008) Low Mibl predicted also 
longer overall survival (OS) (p==O.O20). The results were not significant when analyzed 
separately III different ploidy groups. When we used the cut point value of 10% 
represented by Choong in 1994, the prognostic significance of Mib-I was strong I” 
whole material, OS analysis p=O.O058 and MFS analysis p=O 017. 
Conclusion IQ-67 (M&-l) can be used to evaluate the prognosis of STS patient 
Based to our result Ki-67 is better prognostic factor than SPF in STS The cut point 
10% value suggested by Choong-94 worked well also in our material 
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COMBINED HYPERTHElUvlIA AND RADIATION THERAPY IN THE 
TREATMENT OF RECURRENT MALIGNANT MELANOMA 
D.Nassisi, RRagona, N.Rondi and SIX Gregorio. 
Dip. Di Discipline Medico Chirurgiche Sez. Di Science Radiologiche. 
Univemta degli studi di Torino. 

Malignant melanoma is considered to be one of the most radxoresistant tumors 
In the past decade various strategies are employed in the attemp to evoke better 
local tumor control then that achieved with radiation (RT) alone. 
From September 1983 to July 1994 48 patients affected with recurrent pnmaty 
or metaslattc malignant melanoma, were treated with a combmation of RT and 
h?perthermia @IT). The number of lesion submined to the combined therapy 
was 86. The lesion were located in head and neck area. chest wall. upper and 
lower extremities. Overall response rate was 72%. with 36% of completed 
response rate ; local hunor control was 24% at 60 months. The &tailed analysis 
of the treatment result shows that the tumor control rate is dependent on the 
dose per fraction the “umber of heating session thz core temperature and the 
size of the lesions. 
In genera, no enhanced skin and subcutaneous reaction developed after 
combined ueatment relative to those obtained after tacbauon alone. 
I n conclusion, the association of RT and HT can be effective when large dose 
per fraction (400-8OO-cGy) of RT and adecmate thermal dose can be dehvered I” 
a tumor of less then 3 centimeters. 

PP 164 
ToxK!TY PRonLfz ff HIGH DOSE MNOTRMArr 
PAllENT 

(HD*TTX) IN OSTECSARCCMA (05) 

65M)nrpla~mam”eededto”m”agatlxxmnithd~ea~~.i&re&nes 
st@ Mxmt In I3 cvdi(6.7%), inumsd 2 to 15 Urns d romul h 166 (85.5%), and mxe 
ttml 15 times lnmd I” I5 17.7%I ad%?. No oar*bnt yur dldmdbn mok&Yved. 
twhbokl bidw - hid to’zi.cycbh ii (i.7~ ) w 3, md * 4(2%) W& 
llndc 4. 2 (1%) wiul febdk lmlkwe”h. G&xiti”al tv%l& c&wved = alade l-2 
m-ask in 25 (12&), pndc l-3 m&&is h 11(5.6%), wd pn& 4 nuaxkts in 1 yds. In 2 
CvdM (1%) obd*(in w, 2 (1%) fevu l “d 2 (1%) mnjl&mis - obravd. I” 0”e 
cwbdhmmhMlX~m~-I. ~lamUwmobsavedo”Lhc~hd 
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PREREQUISITES FOR EFFECTIVE ISOLATED LIMB PERFUSION USING 
TUMOR NECROSIS FACTOR a AND MELPHALAN IN RATS. 
I.H.W. E.R. Manosama, S.T. vao Tiei, M.G.A. vaa IJken, T.L.M. ten Hagen 
and A.M.M. Eggcrmont. 
Dapartment of Surgical Oncology, University Hospital Rotterdam /Daniel den Hoed 
Cancer Center, Rotterdam, the Netherlands. 

Isolatad limb perfusion (ILP) with TNFa in combination with Melphalan has been 
reported to yield high reponse rates in patients with advanced soft tissue sarcoma and 
‘in transit’ metastasitcd melanoma. Similar response ratea and histopathological 
characteristics arc obtained by TNFa and Melphalaa in tat osteo- and soft tissue 
sarcoma models. These models provide as with a pm-clinical model to determine 
prerequisites for an optimal perfusion. 
The present study is to detcrmine the minimally required TNFa concentration in 
comb&ion with Melphalan and optimal perfusion time in ILP in rats. Fortharmorc, the 
influence of hyperthermia and hypoxia were shtdkd for their potential to enhance anti- 
mmor effects. 
Various TNFu concentrations (IO, 20, 50 and 100 pg) in combination with 40 pg 
Melphalan were added to the perfosate. Perfusion times of 10,20,30 and 60 minutes 
were wed. ILP WBS performed at room temperatore (24-26Y), with ‘mild 
hyperthermia (38-39’C) and with ‘true’ hypetthermia (42-43Y). 
This study demonstrates that 50 pg Th’Fa is the minimally required concentration in 
combination with 40 pg Melphalan in our rat model. optimal perfusion time is 
preferably 30 minutes. Hypoxic ILP has no benificial effects over oxygenated 
perfusions. Addition of hypwthermia is mandatory to induce anti-tumor effects of 
TNFa and _Melphalan in ILP. 
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SUCCESSFUL TREATMENT OF LIVER METASTASES BY SELECTIVE 
RADlOTHERAPY WITH INN”‘XZTREOTIDE. 
AGI Aalbas, GD Slooter, WAF Btremao, RL hkquet, EF Krmning, I Jeekel, CHJ 
we Eijck. De@. of Surgery & Nuclear Medicine, University Hospital Roamiam, 
PO Box 1738.3000 DG Rot&am, The Nethcrlaods. 

somatostatin mxptor (SSR) positive tumolpo cao be visualii by Ocbwscm which 
uses low dose radioactive ” hdium coupled to Octreotidc (“‘le-Ckt). “‘In-Ott is 
selwtively bouod to the SSR. We wanted to inwstigaw whether it was po&le to 
pedom selective SSR-targeted ~adiothwapy with a hiph dose of “‘lo&t. 
Mcthods:SsRpositiveMdaegatin~ctuSwaeinjectedbnorhcpatalvcin 
on day 0. %-Ott thaqy (37Om O.OStt@ was given iv m day I awl 8. Cmuol 
tats nceived 0.05 mg”cold” o&e&& witboot “‘In. Tumour colonies in the livers 
welecolmtedonday21. 
&I& Tomow colonies of SSR-positive plmacas twoour cells (CA20948) were 
si@icantly reduced (0,0,0,0,3,15) vs. (3,20,38,60,>100,>100) in the camul groop 
(pa.01). This remit suggssts a strong &ct of Qwgeted radiotbaapy. we re+ed 
thcexpaimenPmdb~~SSRwitha~doscoflmg”wld”~~. 
~e~of”‘In-oct~was~ThcprcscnaofthcspeeificSSR 
semdtok rmesary for theqy. Wbm SSR-oeSatiw colon ackmaciioma cells 
(cc53 I) were used the number of ttmloor colonies for dlis SSR-twgItive almoor was 
not reduced by %-Ott. Ah in this experiment the nceptor depmdmcy is 
dmtowdnted. 
v show$he ISSRinediatcd et&t of selective radiotbrmpy with 
“‘In-0ct as “harpoon”. Tbesl: prom&ii results could be a basii for clinical 
applicatioobecauseawidetaog;eoftomowsdoexptwsSSR 

OP 168 
BIBOZYMEMEDIATED INHIBRION OF BFV-16 E6lE7 
IMMORTALIZATION OF HUMAN KERATINOCYTES. 
L.M. Ahwe?, A.E. Collinao, A Siikowski, A Hampd, J.A.. 
Div. of Basic Sciences, Natiood Canca Institute, Bethe& Uoited States of America 
Dept. of Biological Sciences, Northern Illinois Uoivmdty, D&lb, United States of 
Anmica. 

HFV-16 E6 and E7 gem are reqoired to e5cimdy imnottalizc a broad spemum of 
cdltypindudingcervicalLmtinocytcs Therefon,theE6iB7gmecaabe 
Mnridered rekvmt targets for aati-cmcu t&y. we pllhced sawal mgineaed 
hair@ (HI’) riboqms with the purpose of spc&Aly disruptin HFV-16 E6/E7 
mltNA, HP ribozj’nw~ am cdytic RNA mokcules able to hybridize and cut RNA 
targets provided they contain the GUC sequence. After exten&e in v&o 
characterizetion, om anti-E6 IIF ribozyme (R434) wss sdectd for in viva te3ting 
because of its superior catalytic capabiies. An inactiw veraion of R434 (R434i) able 
to hybddizc but tumble to cut was used M wntrd. Ciszrcpressioa of R434 or R434i 
with HI’!‘-16 E&E7 gmu in nonod luman ken&ocyw mlwxd cell survival r&r 
eightwedaof~ growiag. R434 was more elftctive with leas than IS% 
o-fed survival comparad to HFV-16 B6/E7 ttadctd cds while R434i bad I 
auvival mark dose to 40%. RNA at@vis by RT-FCR .&owed that full-1enSht E6/E7 
transcripts wen virhdy abma: in both uses. Ho-, R434 showed mokiple bands 
su,g&n.8 processinp. T-qession was dooe by cl&118 R434 downstrum of 
hmnaa tRNA- shequdy Om?fmhg ofprmiody immortal&d HPV-I6 E&E7 
lrartinocyt~MdCUkiCdlS.AftarelcctionOf~ cdb, both R434 and R434i 
s$t@mdyi!lbiicdl~th~tothevmtor -Cdls;hO-00 

d&krmca wue mdced bmvam R434 aed R434i tm&cted ceils. 
~akhcughR434bu~alowlevdofCtIbEtiVslloYitbepmentresdtsare 
encoungingkcruMthy~cthrtR434ic1Meto~~Mdproccssiu~~in 
thecdlular&omnmt. 
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THElUSKOFRAlXATIONC~ SAPIERTREATMENTOF 
AciEaELATED MACULAR~TION 

B, B.Dirian*’ 

s37 
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PP 170 
BIOLOCATIOB DIAGNOSIS - A KIND OF PROPHECY 

L.Cernikovskaja,privacy doctor's office? 
ul.Pidlikova 52,O7lOl Michalovce,Slovakla 

l.Method is preventiv,because make diagno- 
sis of change in the organs in early phase 
of development of oncology illness. 
2.Method determine rational cure in concre- 
&e phase of illness-surgical,chemical 
therapy,radiation or another therapy. 
3.Method help test and determine effective 
medicine for concrete patient. 
4.Method is enable prognosticate during 
of illness for concrete patient. 
This method I have using in my doctor's 
practice about 15 years.When I make diag- 
nosis,I have on my hand antenna,and the 
time,which I need is about 20 minutes. 
I am able make diagnosis also from photo. 
I heve a lot of patients from all Europe. 
I have excellent results of cure. 

PP 172 

ANTICANCER EFFECT OF ULTRFI LOW DOSE OF 
METHYLNITROSOUREA CHNU). 
DV Khaleev 
Department of Chemotherapy, Tula Regional 
Oncological Clinic, Tula. Russia 

Experimental in vivo study of tumor cell 
proliferative reaction on ultra low dose of 
HNU CO.2 ml of lo-13H HNU water solution x 1, 
i.p.1 was carried out. Proliferative activity 
was estimated by measuring of the intensity 
of tritiated thvmidine incorporation in tumor 
cells. It was found that on the 1st day MNU 
caused considerable increase of radioactivity 
per minute per 1Oe tumor cells C67.5t4.4 
- control: 144,7*23,4- treatment). FIfter that 
took place stable decrease of this index. 
&sides that HNU administration led to the 
significant increase of average life duration 
of tumor-bearers (36.B4.5 days - control: 
56.6r6.9 days - treatment). Received results 
shown that ultra low dose of HNU has an 
anticancer activity which is based on the 
inhibition of tumor cell proliferation. 

OP 174 
MEASUREMENT FO TEF, IDIOTYPIC NETWORK RESPONSE TU 
MONOCLONAL ANTIBODY THERAPY FOR OVARIAN CANCER 

;,) ICRF ~decular Oncology Uait, I.hmmmd Hospital, London, United Kingdom 
I’Jichnlsne (I), AJ.T. George(Z), H. Themes,(3) 

(2) Department of Immunology, Hammersmith Hospital, London, United Kingdom 
(3) Departmeot of Clinical Gocology, II- ‘th Hospital, Lmdon, united 
Kingdom 

Ovemll survival from overian carcinoma is in the region of only 3C%. Complete 
remissions (CR) are often achieved alIer optimal primary surgery followed by 
platinum-based chemotherapy. Moooclonal antiidies (h&b@ may be used to 
consolidate these responses: we are condwting studies using both mdiolabelled MAb 
(single, intraperitoml dose for patients in tirst pathological CR) and wInbelled MAb 
(multiple inuadama) dosea for patients in 2nd CR or with residual perhoned! disease). 
The MAb wed in both trials i the murk Mab HMFGI, which is directed against the 
tumour associated antigen MUCl. Mdhods lwe been developed to assess the 
generation of anti-idiotypic (Ab2) and e&anti-idiotypic (Ab3) antibodies in patients 
receiving l-MPG1 
The induction of both Ab2 and Ab3 has been shown in both groups of patients by 
ELISA We have also used a bioaemx to danoostrate dlinity matudon of the Ab2 
response as patients progress through the moltipkdose MAb v&nation region, the 
first time that this ha.5 been shorn using this technique. 
h4Ah therapy is most liiely to fmd clinical application in the treatment of minimal 
residual disease. Traditionel clinical nod radiological assessments of response have no 
vahle in this setting. A5mmmts of bnmonologictIl rcspoose can be cor&ted with 
survival and thus used to modi@ MAb tratmmt strategy: we have used this 
information in modifying our odabelled MAh regimen 

PP 171 
A RADIOBIOLOGICAL COMPARISON OF PHOTON AND NEUTRON 
BEAM IRRADIATION IN CEZL CULTURES IN VITRO 
L.M.TA 
Department of Oncology, Hw University Hospital, Finland 

Boron neutron capture therapy (BNCT) offers a new method of &@& cancer 
treatmem. 
The aim of the study is to compare the mdiobiikogical et&cm @hotoo, neutron, beam) 
in cell tines (glioblastomn, head and neck, &La, me4tutoma). Di&ent boroncarrier 
mediums, are tested. Tbe location of the cell deseuction is estimated. The cytotoxicity 

of 4 chemotherapy agent3 @aclitaxel, carpaplatii mitomycin ea.) are tested. 
The cell curvival curves and dose-response curvea will be presented The 
characteristics @BE) of the Fiil neutron beam is preaeoted. 

BNCT offers a new method of targeted cancer treatment. The main interest is in the 
treatment of glioma-patients and promising results with melanoma.lung cancer 
treatments presented 

OP 173 
MANIFESTATION OF ACUTE CARDlOTOXlUN IN PATIEM’S WITH 

IVALIGM DK54SE.S DURING ANTHRKYCLJNE ALMINlSTi&4TlON 
m. S. Pm.ioviC’ M Prostmn.*’ 2. FUst&f-Bketi~, N Djordjevh$, M Bebit 

Medical center Bebrdjske liosa, Belgade. Ysl!psl& 
* Pacerneker center, Instat of car- I iDkie&e KC Belgade, YugcJsld 
** Department of ClinIcal Phew and Ta&olcgy, Ml= Edgrade. Yugoslavia 

Anthrscydintsanonedthckrgatgrarpod~cagentr~probaMychemod 

expres5ed cardlotticity. cumulathn doses and Id.3 toxidty are well invesugated. 

Ma”ife3tatio” of acUte cardiiotordcity Seer”3 to be Ie3.3 mpoant SlthoUgh 3c4ne CeSe. of 

sudden deaths during anthracydll aclmirdstrsuo” vwe desu0ed &kdlnrm et al. 

Cancer 44;1979 end Ragab et al Canca 57; 1986). A t&d nwnber of 99 patk”t., 36 

wiul wft tissue sarcomas, 26 with non-Hodgld” l)lnmphoma, 23 wml Msophsryngcal 
carcinoma. 7 ~4th breast center and 5 alto lung cancer (75 ma* and 24 femek. age 
16 - 76 years, median 51) were treoted with dlffwem anthracyctlnes. 2csubldn. 
Doxotiicin, Epidoxwbicin and Mitoxantron were applied in 40, 21, 20 and 16 
pdimk respedhly. Standard Il-lead end continueus ekctrocardlogmms were 
recwded in dl patients by “hotter”-EKG monitalng, before, e and after 
anthracyclll edministration. Each patient was a control for him self. in a second 
conhI pup were patients anthrecycllm naive during first applicatton of drug and in 
IheUWdconhdgroupmn29patientswithoutmaligMnt~onin~ 

symptoma& therapy. Analy~ls of 238 “hdter” EKG records in cunparisx wtth contrd 

demonskated signlflcant QT  shortens, increase of sious txhycardla. e number of &al 
ectodc beak NEss.~ and venhidar ectodc be&!3 MS) durinn anthramlines 

electrccardiographic changes wre most eqxwed during the lint sntlueqclines 

aDPlicau.n. Ail of the”l wue tran3ie”t. .o tJw didn’t real& i”tSnuotlo” of 

a;jhracycllne used or addluond ttmapy. stat - &?5 tvtth “&focSl vEB;pd”t to 

a pouibility d serious ahythmias. 
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PK .n.m,. ., E ,nd il. m.t.bo(il~ .pir”bi.in., (EOL) md 7-d..qSll-. (Id-AONE) Y.‘ 
p.rf0rm.d in (2 pt. with n.4. p~iliv. brN.1 ..mw tnd.d v&h s conbin.tion d P (175 
mplm’ in a 3.hour IV Infusion) mnd E (00 maid u an N bolw). Fwr pt. w.iwd th.lr fb-sl CT 
COW.. with .I.Sl.-.S.nt E 24 hour. b.f.r. P. for b...,,.. E PK studin. All ..b‘.qu.nt pl‘ 
(n-3) mr. tr..t.d with E .ith.r imm.disW7 b&n 01 sftm P. in th. tint COW... lb. opposits 
..qu.nc. VI.. .dop(.d in th. ..o.nd. Hmpminissd blood urnpI.. w.r. .bt.ln.d b&r. 
,,mb”.“,. ., tb. ‘nd 0, E in,.otion ‘nd 5. 15. 30 snd W min. 2. 3.4. 8, 24.43 snd 72 h .ft.r E 
sdminhtrsti... Psrsnt E snd m.lsbdltn wrs ~s.rsd b7 HPLC r*Itb fIuorim.trlc d.Wztl.n. A 
W~rponsnti., .quation pmrid.d th. b..t d..crlpti.n .f pl..m. E .Smin.t,.n to, ‘11 pt. 
.x.,“in.d. Th. I”.,” PK p,r.m.t.n ,or E ‘lo.. ..d ,~.a”bi”.tionE~,,hpP .” S.1~ F,:” Isbl.. 

l 

co illpll 211* *  3(15’ ,003 *  712 4S4D t 2471. 

T.rmbl.l h.,Cl”‘ (u*,, b 20.4 *  4 t5.e *  2.0 11.0 *  l.0. 
Tot., pl..m. ~rpavn (AUCc.) mJl h 1750 *  228 II20 *  137 1735 t 227 
VdYnl. c., d,.lrlbld,0” N”, 
Total-body Cbmrsno~ iCl,.i 

urn’ ,141 f 100 1117 *  310 57, *  108’ 
Uhlm’ MfO 5oil 48 *  0 

- m‘s” *  ..d. *  p*O.SS n E-P (Wll..... Sk~wd R.&s tsd) 
Th. PK p.,.,..t.” .f p.,.., E mr. n.t .iS.ifia.tlf bdl...e.d b7 P in tb. E-P “q...... E 
U2, w.. 25% bw.r th‘n b.“,,“. wh.‘ .h,inld”.d br‘n8dw.b bmfon P, but tb. diffu..u 
did not ,...h .t.“.tIs.i sidnl”..... (p-S.SW,. )n sontrsst. In th. P-E ..q”.“.. C. “.I... w.r. 
.~~“,xi‘ml.k nrb. th. b...“.. ..d lb. E-P n,.... 0, wt. h th. .i.nifi..ti d.c.“... in th. 
hi and Vuqh ttm PI uqu-m a0m~w.d ID tha mvmm mm. dlh rb dlffwmxs in tbs WC 
snd CL,,. In .,i ph. EOL ,-“d quid” .“., E .dmhU,.liq” .“d “‘ t.min.l h.“-Sf. MS 
do.. to Ihal of tba parent d”q (I&Z*5 .nd 1X0*3 h in pt. tr..t.d vdth E .I... .nd ie 
~o,nbin.tion w”h P. r..p..th.lll). EOL AUC i,,.r....d I..-f.Id frmn b...“.. wh.. E w.‘ 
.dmini.t.“d with P (152.tt28 n Mlt2SS ,“@I h). A .b.iIw p.tt.8” - ..t.d ‘or 7d-AONE. 
Bath mathc4N.a incn,ud dwistg P InI.&. ..d tb. p- p..b w.. - .I lb. md of 
P in(.slon. 7%“. findings -t thst .aw.mnt l dmlnldmth of E wed P H. “(I” sn 
sOwad mdabdk or PK bahsvlow o( C in man. Hwww. sitbw~h P Mwts th. mat.b&. 
p&l.. .‘ E np.rdl... d th. s.q..... “..d. dM.m.... in th. PK of PM” E b-o”, b.s.lln, 
wrs obswd only whm P vs. #vsn b&m E. th. ponlblllt7 d . fatw rhns frOm tluwI 
or sn b,.r...ed .Smin.tin r.,. of E wh.n thl. ..q”.m. k u.4 wmnt‘ furlhw studv 
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PP 177 
MONOCLONAL NWJBODY-BASEDTHERAPY 
S.Tecudanu 
univf&yofI@Ia&Romaaia 

OP 176 
SEQUENCE-DEPENDENT PHAARMACOKINETICS (PK) OF IFOSFAMIDE (I) 
COMBINED WITH DOCETAXEL (Dl. p Schriivers', L Prank', M 
liighley', M Bruno', D Locci-Tonelli', E De Bruijn', AT Van 
Oosteroml, J Vewij', JB Vermorken'. 
Departments of Medical Oncology, %niversity Hospital 
Antwerp, Edegem, Belgium and "Daniel den Hoed Cancer 
Centre. Rotterdam. The Netherlands: 'Rhone-Poulenc Rarer. 
Paris,.France 

The PK of different sequences of the combination of D and 
I were studied in a rzhase I studv in cancer natients. D 
was given as a l-hour-infusion foliowed by a Zd-hour infu- 
sion of I (schedule A). After reaching maximum tolerated 
dose (MTD)(D:85mg/m*;I:5g/mz), I was administered as a 24- 
hour infusion followed 24 hours later by a l-hour infusion 
of D (schedule B). 
weeks. 

Both schedules were given every 3 
Schedule B was more toxic (MTD:D:75mg/m'; I:Sg/m'). 

Plasma concentrations of D and I were determined by HPLC. 
Twenty seven patients were treated with schedule A, 6 with 
B. Combining D and I did not alter their plasma half live 
(t,,,) compared to single agent data in the literature 
(D:t,,,a: 4.4-11.6 min; I:t?,,: 3.8-7.1 h). The area under 
the curve (AUC)of D increased with increasing doses (2.8- 
3.7 ug.h/ml). Sequence of administration did not alter AUC 
or clearance (CL) of D. The WC of I increased with dose 
(322-792 mg.h/L). AUC of I was higher in schedule B (1330 
t 610 mg.h/L) compared to A (792 + 324 mg.h/L) at equal 
aose related to a higher CL in B. 
D PK are not influenced by combination with I regardless 
the sequence but I PX are schedule dependent resulting in 
a higher clinical toxxity when I is given before D. 

OP 178 
ADENOVIRUS-MEDIATED HSV-tk GENE THERAPY FOR BTQC RAT 
GLIOhlA GLIOhlA 
K. TwnelB (1,2), A.M. Puumabinea (1,3), h4. Tunmm K. TwnelB (1,2), A.M. Puumalsinee (1,3), M. Tunmm (1,2), P. Vainio (4), M. (1,2), P. Vainio (4), M. 
Kossila (l), R. Johansson (2), R. Kauppinm (l), S. Ylii-Huttuala (1) Kossila (1). R. Jobansson 12). R. Kauooineo (11. S. YlbHerttuala (11 

.  I ,  . , I  

(I) A.I. Viien Institute, University of Kuopio; (2) Department of Orology; (I) A.I. Viien Institute, Univcrsity’;f K&&(2) Department ;~Oncology; 
(3) Department of Neurosurgery; (4) Depmtmsni of Radiology, Kuopio Uaive.rsity (3) Department of Neurosurgery; (4) Depmtmsni of Radiology, Kuopio Uaivusity 
Hospital, Finland Hospital, Finland 

Iatroductioa: Gene therapy is a novel1 approach for the treatment of malignant 
glioma. In the present study w evaluated the eBicacy of adeno~tuwnedisted Hetpes 
Simplex virus-thymidine kinase &ISV-tk) gene tbempy in rat malignant glioma. 
Methods: BDIX rats received ~tiaeotactic aden&us(AdV-tk)irjeotions(2Oyl; titar 
1.6 10) pfu/ml) into the tumour or healthy brain tissue either oace (~26) OT three 
times (~25). followed by GCV medication. The. growth of the tumours were 
con!inned with MRl. Animsls(a=31)wwe saaitlced after GCV treetment. 26 rats 
were. let? for long term follow up. Hematoxylia-sosis (-HE) stai&g was palformed to 
showbraintwnoun.AstroglisrindmicrogliarespoarcswereevsluatedwithGFAPand 
CD68immunohistochemicalstainie~3s. 
Results: HE-stainings showed large gliomatumoum in the cmtrol group. Animals 
with BT4C glioma tumour sad AdV-tk gene therapy showed large hunours with small 
necrotic areas which were probable due to the treatment &ect. GFAP reactivity was 
positive at the injection site antI surronding the large tumours. No or very little CD68 
reactivity was shown. The survival study is Soin~ on. 
Conclusion: Adenovims-malisted HSV-tk Sene therapy may offer a new additional 
tool for treatment of malii glioma. 

OP 180 
HYPOXIC PERFUSION OF PELVIS, ABDOMEN AND LIVER WITH TNF-a 
MELPHALAN AND MJTOMYClN C USING NEW BALLOONCATHETER 
TECHNIQUES : PHARMACOKINETICS IN PIGS 
M.G.A, E.A. de Brudn, Th. W&gets, C.H.J. vao Eijck, J.R.M. van der Sijp, 
T.L.M. ten Hagen. A.M.M. Epgcrmont. 
Dept. Surgical Oncology, University Hospital Rotterdam/Daniel den Hoed Cancer 
Center, Rotterdam, The Netherlands. 

The promising clinical results of isolated extremity perfusions with TNF-a and 
Melphalan for melanoma and soft tissue sarcoma have initiated efforts to translate this 
success to other perfusion settings. The aim of this study was to investigate 
pharmacokinetics of TNF-a, Melphalao and Mitomycin C during hypoxic pelvic 
(HPP), hypoxic abdominal (HAP) and isolated hypoxic hepatic perfusion (IHHP) 
using an innovative minimally invasive balloon catheter technique in pigs. 
Pelvic and abdominal vascular beds were isolated by retrogradely inserted balloon 
catbetem in aorta and caval vem with hlloons positioned at the level of bifurcation 
(HPP) or diaphragm @JAP). IHHP was parformed by insetting a double balloon 
catbeta in the caval vein, caaulating the hepatic artery and clamping the portal vein. 
Marked regional drug concentration advantages were observed during all three 
procedures. During HAP and HPP, however, regional drug levels steadily declined 
and significant systemic drug levels were mearmed due to leakage through collaterals. 
Throughout and after IHHP no significant systemic drug levels were measured, 
indicating complete isolation ,md aa efficient wash-out procedure. 
The results demonstrate that when performing HPP, HAP and IHHP with described 
balloon catheter techniques, marked regional concentration advantages of prrfused 
agents can be achieved, while keeping systemic exposure minimal. 

Mowclond antie have hem developed for CB~M therapy because they 
speci6cauy targst tumotu Ielated ttgg~~ current design of antibodies and 
delivery strate@es seek to overcome smmtaed is deliverinS antibodies 
to their tsrgst. FYotein atghahg tecbniquea to bummixe mmine antibodies 
dimisishss to immune reapcme, which develops +ost murine monoclonal antibodies, 
dlowing for multiple doses. Antiiodies lbtkcd to vawactive substances or conjugated 
to liposomea increase antibody and drug localization to tmnours. Tumour ~rowtb 
factors increasingly are bein targeted by antibody-bssed tbempeutics. To enhance 
immune activation of cytotoxic effector cells, bispecific antibodies and antibodies 
lit&d to superantigens are being examined. ProdruSs an bdng coovetted to their 
active compounds at tbe tummu site by antibodies conjugated to enzymes. 
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ECTEINASCIDIN-743 (ET-743 

# 
A MARINE NATURAL 

COMPOUND, SHOWS ANTI UMOR ACTIVITY AGAINST 
HUMAN OVARIAN CARCINOMA XENOGRAFTS. 
G Valoti” MI Niccletti”, J Jirnenot, G Fairclothtand R Giavazti”. 
‘Manoegri Institute for Pharmacc@ii Research, 24125 

53 
amo, Italy and tPharmaMar R&D, Cambrklge. MA, USA and 

M rkl,Spain. 

ET-743 is a tetrahydroisoquinollne alkabid of marine origin which 
has shown activ’ 

Yh tumor cell lines. A 
in v&vend h viwo against a variety of human 
ough it is known that ET-743 binds to DNA 

and rncdlfles the mkzotubule network, its actual mechanism of 

sign&ant growth inhibition (TIC=!%) of HOC1 8 tumors, while it 
had almost no activity on MNB-PTXl tumors (T/C=72%). On the 

ritonecil ovanan carcinoma xen raft model, ET-743 
increased the survival time 2 mice bearing HOC22 
complete tumor remissions. These results, showing 

that ET-743 is active on ovarian carcinoma xenografts, further 
support dln~assessment of this drug. 

OP 181 
CT AND MRI IN BD-CRT PLANNJNG OP PROSTATE CANCER 
LVanuytael (lb, G.M.Gatti (1,2l 
l.Univeraitsire Ziekenhuis, I<rtholieke Univeraiteit, Leuven, Belgium 
ZEumpean Institute of Oncology and University of Milan, Italy 
3D-CRT (three-dimensional conformal radiotherapy) uses sophisticated 
computerized treatment planning to accurately conform the distribution of a 
prescribed radiation dose to the anatomy of the pro&tic target volume in its 
3D configuration. One of the problems encountered in 3DcRT is the exact 
delineation of the target volume. At present, MJU is not mutinely used for 
prostate 3D-CRT planning because of the lack of tissues density information 
required for the correction of inhomogeneities used in dose calculation 
algorythms. However, prostate anatomy is very well defined by T2- 
weighted images, and some uncertainties usually inherent to CT-imaging 
could be solved using MRI. With CT-scan the precise localisation of the 
prostate apex is perhaps the greatest area of uncertainty, and the adequate 
coverage of this region with high-dose radiation is Jikely to be important (up 
to 75-135s of prostate cancers involve the apical portion of the gland). CI 
images on the other hand have the advantage of providing density data 
necessaty for RT planning, together with rather good definition of the taget, 
but they usually result in a delineation of a target which is larger than the 
gland itself, and which often includes seminal vesicles, bladder base, venous 
plexus, fibmmuscular stroma, neurovascular bundles and anterior rectal 
wall. The interest of MRJ in 3D-CRT planning of prostate cancer is 
increasing. since software for CT-MRJ image fusion has become available, 
combining the advantages of both image modalities. Authors are performing 
at the University Hospital in Leuven a study on the argument. 
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NUMBER OF CD34+ CELLS INFUSED IS RELATED TO 
COMPLICATIONS AND MORTALITY OF EIGH-DOSE 
CHEMOTEERMY. AA Slenr,JI Mayordomo, R CaJmI, M 
Alonao, ? BUCM, J Fhrrler, MD Gareh-?ratl, P Eacudcro, D Ida, 
A Trcr. Dlvlrlon of Mcdlc#l OneoloSy. Hospital Cllnleo 
Unlvcmlt0rlo. EaraBoza, Spaln. 
lnfusion of perlpheml blood stem cells (PBSC) following high-dose chemotherapy 
(HD-Cht) results in shottcr apIasin than bone manow (BM), and this translates 
into Iem extmhemntologlc compkations end lower mortality. Them is an inverse 
correhtion bdween the rmmber of CD34+ cells and the duration of aplasia. Then is 
little information as to tbc clinical correlates of this observation, that is, am the 
severity of ccmplicsaioas m&J tk momdity alkaed by ths aumber of CL734+ cells 
infused?. Complications in 45 conwcutive patients (pts) treated with HD 
CHT+PBSC in our institution was cvaIoated by an investigator mbawwe of the 
CD34+ counts, and subsquently correlated with the number of CD34+ cells 
infused. Pts with mild complications were theme with fever lasting <48 hours. gmde 
O-2 mucositia nod dianhoea and no need of total parenteml nutrition. Pts with 
sewxe complication were those with grade 4 dianhoca plur either peritonitis or 
sepsis of intmab&minaI origin and those who mquimd admission in the Intensive 
Care Unit. All others were labeled intermediate complications. 18 pts had mild 
complicatioos. I9 intermediate and 8 severe. The median numbcn of CD34+ 
CCIISXIO*~K~ infused were 4.3(range 2.3-18.5). 3.7(2.2-16.5) and 2.912-5.3) 
nspcc1ively(pz.05 mild YS severe). Since the evaluation of complications is 
subjective, we than compared CD34+ cell numbers in @a with toxic dspth (5 pts) VII 
Ihose who survived (40 pts). Maliam were 2.6(2-5.3) and 3.7(2.2-l&5) &x.05). 
None of 12 pl receiving 25.5~16 CD34+ cells had sevem complications vs 24% 
for 65. Infusion of high numben of CtYM+ PBSCs not only results in shorter 
aplasia but also in milder cxtmhcmatologic complications and lower mortality. 
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CLINICAL AND F.MOTTONAL EVALJJATtON OF THE ONCOLOGIC PAnENT ON 
ANnNEOPLASnC THfxAPY 
-A. CZiccdq A Vuetto, R Tom, A Mussa,, L Evqdis& M. Sqjovamd,O.Ahbiw 
Ondogkd Daq Hmpitd. Iodependmt &aim of Oeq@d md Oncologicd Suqay, 
univcuily of Turq Itdy 
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NURSING MANAGEMENT OF IRINOTEC 4N (CPT-I I)-INDUCED 
SIDE-EFFECTS 
P Buda, 0 Arosti, A Bevegni, R Pisam, Cl Iacono, M Da Chrl, R Tudisco, 
A Zappardino, A Inghilleri, I Carpanelli, M Visone. 
Deptof Oncology, Inst. for Cancer Research, 16: 32 Genoa, Italy. 

To define management policies for nursing personel, side-effects were 
monitored in patients (pts) receiving CI’T- 1 I, an inhibitor of topoisomerase 
I. Patients failing prior first-line therapy with Fluorouracil combined with 
Leucovorin for metastatic disease were entered in a Fase Il trial of CPT-I 1 
as single agent: WI-1 1 350 mg/m2 as a short infusion of 30-90 min. day 
1 q 21 days. A median no. of 5 cycles (range 1-9) were given to 25 
metastatic colon cancer pts (17 males, 8 females) with median age 63 years 
(range 36-69). All pts received prophylactic antiemetic treatment with an 
antiserotonin and steroids Atropine sulfate was not given at baseline. Side 
effects were as follows: Grade 3 diarrhoea in 6 pts (24%) all requiring 
hospitalization; acute cholinergic-like syndrome in 5 (20%); neutropenia, 
Grade 3-4,2 (8%) and Grade 2-3 alopecia in 100% of pk. Diarrhoea (there is 
no known prophylactic treatment) IS unpredictable and possibly life- 
threatening. No. of stools/ day and presence of gross blood should be 
carefully monitored. Grade l-2 diarrhoea requires a hypercaloric. low-fibre 
diet with 2 2 I liquids/day and loperamide. For acute cholinergic symptoms: 
slow infusion and atropine 0.25 mg s.c.. For neutropenia: in addition to 
antibiotic therapy, inform pts and family of importance of temperature and 
hygenic rules. New drugs require specific nursing procedures. 
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The chical effect of hgh doses (HD) metroxiprogesterone acetate 
(FARLUTAL) m  patients with advanced c&recta1 cancer and cachexk 

A. Dudov 
Department of chemotherapy 
Sofia Cancer Centre, 17% Sofia, Bulgaria 

Purpose: To evaluate the clinical effect of HD MF.4 in cancer cachexia pk. - 
weight gain (weight increase, appetite, serum proteins) and QL (mood, 
energy). 
Patients: 34 recurrent or advanced color&al cancer pk. with cachexia - 
anorexia syndrome, Kamofsky performance status >60; average age up to 65; 
no metaskses in 06; no concomitant treatment -chemotherapy, 
radiotherapy, corticosteroids or anabols. 
Methods: pk. receive 1500 mg MF’A (FARLUTAI,) daily for six weeks. At 
entry into the study and after 3 and 6 weeks, pk. were assessed as follows: 
weight; blood tests; biochemistry blood analysis etc. QL questionnaires were 
used. 
Results: 30 pk. were eligible for evaluation at week 6. There was significant 
improvement in appetite (87%) and the body weight (79%) - 1 to 3 kg. QL 
improvement in 72%. 
Discussion: h4PA is an effective agent in cancer cachexia with minimal side 
effeck, easy for outpatient treatment. The resulk are p&iminmy and the 
study is still ongoing. 
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BETWEEN SUFFERIN G AND REDEMPTION 
S. Kaeppeti 
University Hospital Zuri4 Zuri4 Switzerland 

This study is based on tmnsdiiiplinary approach to the religious intnpraatio” of their 
iUness by Jewish and Christie” cancer patie”@. Phe”omenology, henneneutics as well 
a3 the interpretative-hiogmphical method were combined to investigate the religious 
motives patients use to tiame their experiences of s&king and in coping. The results 
not only show that suffeti”g 6om cancer is to large extent a religious experience hut 
also that Jews and Christians principally do not differ in the motives they choose to 
overcome their situation. An historical analysis showed that the motives they use are 
rooted in their respective traditions. Finally it was found that there is a” 
interdependence between patients’ way of w&ring and their religiousness. 
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WHOLE BODY HYPERTEERMIA AT TEMPERATURES OVER 43.5’C IN 
THERAPY OF CANCER 
LV. Litvinov, P.S. Tyukev, SD. Niionov 
Research and Medical Center of tkcology and Neurology Biothempy, Novosibirslg 
Russia 

Introduction: Whole body hyperthennia WH) at temperatures over 43S”C uses 
tcmpemhre aa a kctor directly damaging cancer cells and coddembly increases 
efticacy of chcmothempy. WBH at 43.5X improves prognosis in cancer patients 
having advanced metastatic diis. 
Objectives: 60 cancer patients with advanced met&static diseases (melanoma, 
lipocarcoma, breast cancer. etc.), underwent WBH at tanperatures over 43.5’C and 
have heen under observation. 
Metbodr: Patients under generaJ anesthesia, pulmonary high-frequency jet ventilation 
and special heat shock protection were kated up to 43.X in a special bathmh. the 
te”lpemhJre was measured in p&at’s reotmn, esophagus and throat. Dming WBH 
reduced dose chemotherapy was conducted. AtIer the prooedure chemotherapy was 
continued at usual doses. The procedure was repeated 2 to 3 times as necessary with 
2-3 months breaks. 
Raultx Immediate e&&s such as pain syndrome regrewion and tunow and 
metatws mass reduction were demonstrated in all patients. Average remission 
duration after the procedure was 1 year. 15 patients have been in remission ova 2 
Y-. 
Condusion: 43.5”C WBH improves prognosis and life quality in patients with 
advanced cancer, and in a number of cases causes B complete remission. 
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METHYLENE BLUE (MB) IN THE TREATMENT AND PREVENTION OF 
IFOSFAMIDE (I) ENCEPHALOPATW 
1. Pekims. F. De Vos, D. Schrijvers, J. Van de” Bmnde, A Prow+, J.B. Vemwrken 
Deparhnent of Medical Oncology, University Hospital of Antwerp, Edegm Belgium 

I is a” akylating agent wed in the treatme”t of a variety of tmnows. 10 to 15% of 
patients develop some form of encephalopathy. MB may be used in the treatment of I 
encephaloPdY. 
52 patients (age 16 - 77 years) with a solid turnour were treated between 1993 and 
1997 with I. The majority had a sarco”u (32%). lung (17%) or cervical cancer (13%). 
1 was used as single agent or in combination therapy. Dosage of I ranged from 3-5 B/m2 
in the combination s&doles to 12 g/m2 as single agent. 
Twelve patients (23%) d&opal sig”itiant depression of the central newous system 
(CM), ranging 6om somnolence to stupor. Eight patients were treated with MB in a 
dose of 6 x 50 mg/d IV. Four of them showed complete recovery within 24 hours (3 
within the lb-s 12 h.). Two had partial recovery after 24 hours and complete moovery 
&a 48 hours. Two recovemd .&I 72 hours. Four patients did not receive treatment 
with MB because the CNS depression was not judged to he seven. All of these 
patients reavered within 48 hours. 
Three patients received prophylactic treatment with MB (4 x 50 n&d orally) for the 
suhseqwnt cycles of I. Two of than developed a leas severe CNS depression, o”e had 
no CNS depression at all. 
Conclusion: MB is an etTective treatment for I induced encephalopethy. Our tindings 
suggest that it may be wed 88 * prophylactic agent. 
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PSYCHOTHERAPY AS A SUPPORTIVE CARE IN 
ONCOLOGICAL PATIENTS 
J.Knooik, A.Danikiewicz, E Ziolko 
5-th Department of Internal Disease of Silesian School of Medicine 
4 l-902 Bytom,Zeromskiego 7, Poland 

This paper presents ,,creative imagery” and ,,symbol 
drama” as a forms of psychotherapy techniques in supportive care 
of oncological patients. ,,Creative imagery” and ,,symbol drama” 
are diagnostic and therapeutic projective procedures in basic 
individual psychotherapy, evolved by C.H.Leuner. 

These techniques were used in 17 patients(lymphoma). 
Seances (3 days each) were performed during every courSe of 
chemiotherapy. For evaluation of emotional status of patients we 
choose depression Ievel because those syndromes were present in 
each case, of neoplasm. Depression symptoms were examined using 
Beck Inventory before and after psychotherapy. 

Depression symptoms were less intensive after 
psychotherapy in the patients with applied ,,creative imagery” than 
in the patients without psychotherapy. Thereby quality of life was 
better during and after treatment. 
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“THE EDUCATION SCHOOL FOR BREAST CANCER 
PATIENTS” - ONE OF THE WAYS IN PSYCHIC HEALTH 
PROMOTION IN CANCER PATIENTS 
J. Mibdova. L. Dammdjieva, R. btonov, M Nikolov 
sosacancacmt~, 1136So&l3u&uia. 

nerisk&ofupaycbia~mLubidilyis~durillg~s 
md treatmutt of -. To etimata badt of “timtim about 
disease” and bcucfit of pqcbsocial suppod in sdf-help groups we 
sttutcdweeklymectixqfortmaatcaucer~andtbairh~~. 
Toestimateso&dfimckiqandpsycbologicrlfimctioningwe 
usedEORTC-QL-3O-BR-23-in&ummtMoatofB~ 
caucerpatimtsareondcradjuvaut- or fbllow-up. -l-k 
groupiafuucti~ouoppGnmodality.ThemeetiDgset4aionsare 
stllmdintwopartr:~smalllecturerabout-madical, 
JocialdpsycbologicalM,arrcaniog Bmast Cancer 
beatmentandfiZ&W-UpandZ.@HtitXt--~ 

Ourcurr&le4dtflsuggesting.thatBreaatcencaPeti0rltawhonrc 
fnanbanofthe!$emetingrh8vegreatalevcI#ofpocialfimctianing 
@=0,003)audp&5ydwsocialedaptian~withao-~. 
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CONFRONTATION OF BREAST CANCER PATIENTS OF PROGRESSIVE 
AND TERMINAL STAGE AT BOME, BY HOME CARE SERVICES 
(Y.K.O.N.) OF “AGJl ANARGJRP’ CANCER HOSPITAL 
M. Tsitowa, &R&&j, S. Mampidoy GM&k, V. Hala.sta”i 
Home Can Services (Y.K.O.N.), “Agii Amrgbi” Canca Hospital, Kitksia, Greece 

The main purpose of the present study was the nursing ewahatio” of the services 
provided to breast cmc.er patients living at home. 
During the ten years of adstcnce of OUT set-&e, 634 breast ca”cer patients were 
treated at home. Oft&se pat&s, 5 were mea aI 629 were women. From the total 
“omher of patimtg 27% are still alive, 26% died at home, 28% died in the hospital, 
while 13% wmpleted thmpy and left our semke. 
The pmblems thst were mantged by Y.K.O.N. included: 
l Woonds,causedbydanml “tcasmis and hedsores: Zw?? 
* Pain: 47% 
’ catheter L3ettleme”ts with nlonthly changes: 5% 
* Patients tmderwent che”tothempy: 28% 
and in all breast cancer patients we did blood te& accord@ to the i”shwtions give” 
by the medical doctor. 
Observation, itttewiewkg and wmpletio” of strwtud a9sasmmts forms, were used 
in data coktion that indicated the e&xv of Y.K.O.N. services. 
In cottdusi~n Yk0.N. is able to provid; medical care to breast coca patients at 
home,tothesamehigh~sasanavailableinthehospiulandalrounmcathe 
e”totio”sl tleds of cancer patkIts a”d their fatlily. 
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OPERATIVE STABILISATION OF SKELETAL METASTASES PROM 217 
PATIENTS 
P.U. Tunrl. P. Schmidt-Pa&r, G. Rotter, P.M. S&lag 
Deq-t of Surgrry and Surgkal Oncology, Robert-R&de Klioik, Berlii Germany 

Objective: As a result of improwd local snd systemic tumour control, the operative 
stabilisation of skeletal metastascs is becoming progressiv&y more important. He.re we 
mpolt OUT expe-fiences with specbil remark on endoprosdmtics. 
Material and Methedr: Behveen 1980 and 1997, 217 patients, 125 female and 92 
male, with bone m- 6om prbnary extmkeletal tomours were opemtively 
stabilised. The age of the male palients lay between 36 snd 85 years, mean 58.2 years, 
the age of the female patients belsvem 32 and 82, mean 58.9 years. Gf the primary 
tumours the renal cell carcinoma was most frequently found with 32%. followed by 
breast cancer with 24% and bronchial carcinoms with 10% III 18% of the- ceses the 
primary tumor remained unkncnvn. 29% of the patients were hospitalised with 
pthologicd frwtwes 
Reeaksz Gf the 217 bone q ,etastases 115 were treated by endoprostheses. 
Repkemcnt of the proximal femur predominated with 62 cwcs, followed by 
replacement of the dial part of lthe femur, 10 cases, and totaI femur replacement, 7 
cases. In 32 cases an cxwcbleation of the m&stases followed by patacos retilbnent 
was done. 31 patients were treated by osteosyntheais. In 39 patients an amputation 
were necessary. 
Conclusion: The goal of the operative therapy of skeletal metastases is to achieve 
weight-bearing stability. or at least exercising stability and relief of pain of the a!&cted 
limb. In our expcticnce endoprosktics has the advantage of allowing a really radical 
resection of the metastsses and fiutber permits the ii18 stability of the a&ted limb 
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STATUS OF CANCER PAIN MANAGEMENT IN GERMANY - AN 
INPATIENT AND OUTl’ATIElYT PERSPECTIVE - 
T.Zenz (I), R. Mertelsmano (1). M. Zenz (2) 
(1) Department of Hematology and Oncology, University Hospital Freiburg, Germsny 
(2) Department of Aneesthesiology, University Hospital Bochmn, Germeny 

The undertreatment of cancer pab~ has beee reported &om a nomber of tommies. We 
assessed the standards of cancer pain management ie P large outpatieot population end 
sn inpatient population of a &shy hospital. 
The computerized patient records of 1.104.435 patiats in the formex West-Germany 
were screened for patients with cmcu who received strong opioids. Additionally, the 
charts of 100 inpatients with canu(x (University ofFreiburg) were reviewed. 
Of 16.630 outpatients with caoczr only 322 (1.9%) received strong opioids. The 
majority of those patients recked very few strong opioid prescriptions over the three 
years’ period (only 99 patients received more than 3 strong opioid prescriptions) A 
wrong time iotexvd or ‘PRN’ ,rchedules were commonly used. Sustained release 
morphin and Buprenorphine were most commonly prescribed. 
The data fkom tbe inpatient population is compared to the outpatient data. 
From the data retrieved in this survey it CM be concluded that cancer pain patients in 
Gennmy are not treated in acwrdanw with well founded standards of cancer pain 
maoagcmwt. fhe WHO guidelines are not sdequately applied. Basic principles of 
opioid prescribing and pain mana~~ement ere disregarded. 

OP 194 
MANAGEMENT OF MALIGNANT PERICARDIAL EFFUSION AND 
CARDIAC TAMPGNADE BY BLEGMYCIN AS A SCLEROSING AGENT 
G. Vietti Ramus l , P. Noussan O, L. Tot@ *, P. Cmmtutto *, F. katuinaA 
DH Gncologia*. Medicina BA e CardiologiaO, Gsp. G. Bosco, ASL 4 Torino, Italy 

The incidence of symptomatic malignant pericardial effusions (hIPE) is increasiog, 
becaue of lottger survival of neoplastic patients. The goala of therapy of neoplastic 
cardiac tampmmde are prompt syttptotns relief, etiologic coafkmation and recur- 
rence prevention. Preventing MPE recmence bnprove8 survival ml quality of life. 
We evahmted the effectiveness of bmapericardial Bleomycin for tamponade recur- 
rence prevention. Since 1994 we treated 12 pts (8 women and 4 men) with MPE 
due to solid neoplasms, with overt or impending cardii tatnponade: 5 pts had 
breast carcinoma, 4 non-small cell lung cancer, 1 gastric carcinoma, I unknown 
origin carcittome and I sarcoma. All complained of dysv and mchycardia, 4 
(33%) had cough, 4 (33%) orthopnea, 5 (42%) paradox pulse. In all pts the echo- 
cardiogram documented a massive pericardii effusion, in sawn case-s (58%) with 
tamponade signs. We treated all pts with drainage by echoguided subxiphoid peri- 
cardioqentesis and subsequent 20 lU Bleomycin intraperkardial instiliation. All pts 
had a pericardial fluid cytology positive for ne~plastic cells. In all cases we 
obtained a significant and lasting symptoms relief. @uing the follow-up there was 
a significant MPE relapse in only one cae (breast ominoma) (92% of therapeutic 
success). To date the overall median sorvival from MPE diigoosis is 7.3 months 
(SD 7.4), with 13.6 months (SD 8) for breast carcinotna and 3.5 months (SD 2) for 
non-small cell long cancer. Side effects of in- instillation were fever in 
3 pts (25%) and atrial fibrillation in I (8”~). 
Conchtsions. We con6rm the effectiveness of inmcardial Bleomycin for MPE 
control. Survival is related to the primary neoplasm. 


