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POSSIBLE ROLE OF THYMIDYLATE SYNTHASE LEVEL IN HUMAN COLO 
RECTAL CARCINOMA: A NEW PROGNOSTIC FACTOR? 
R. Sanguedolce', C. Flandina', V. BazanoO,A.Grassadoniao, 
G. Modica", A. RussoO" and L. Rausa'. 
"Inst. of Pharmacology,""Inst. of Clin. and Phys.Surgery, 
C.I.R.O.C., Policlinico "P. Giaccone", Palermo, Italy. 
The Thymidilate Synthase (TS) level has been examined in 
human colorectal carcinomas (CRCs) andinnormalcolorectal 
mucosa to evaluate the possibility to consider TS a prog 
nostic factor of disease and to correlate enzymelevelsto 
the time of progression of disease. The enzyme levels have 
been determined in 58 pts with operable CRC,untreatedwith 
previous chemotherapy. The followup for pts lasted at least 
30 months. Only 32 of these pts were eligible for this 
study. In 7 out of these 32 pts we performed the TS deter 
&nation in segments of normal mucosa, after histological 
control (0.003 pmol/mg protein and 0.060 pmol/mg protein 
in CRCs). It is worth noting that the time to progression 
of disease has been longer for those pts who had a TS 
higher level (0.075 pmol/mg protein, n=18, P<O.Ol). There 
is no correlation with grading, staging,sexandage ofpts. 
We will complete this study with determination of ploidy 
and S phase. Supported by A.I.R.C., Milan, Italy. 
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5.FLUOROURACIL (FIJ ) rind FOLINIC ACID (PA) plus beta . INTERFERON 
(b.IFN ) for TREATMENT of METASTATIC COLO-RECTAL CANCER. 

L.Pavesi ! , G.Attardo l, G.Fiore 3 , P.Gallotti 4 , P.Cardellini ). BMassidda 6 and 
G-1. 

From Febmary 1991 to Decxmbx 1992 , 67 patienu @Is.) with birtologiully pmven meusulic 
colorecxal uncer ( colon 35, rectosigmoid 32 ps.) were treated in ao omptienr setting with FA ( 
IO0 mg b* bolos iv.) followed by 15 ’ i&rim of FU (375 m&) for 5 cmsecotivc days , q.3 
we& until progression . rrfuh~ or xvcrc toxicity bIFN ( 3 x I6 Ul ) was dminktemd im. 
during chemotherapy md three times a weok in the inter&r between chemotherapy. Pre- 
u~rmoot cham~crirdcs of ovabmble MI. were : median age M) yn. ( 4070) . MIF 3’200, median 
K.B. SO ( 60-100) , previous adjuvmi therapy 9.6% ( &motb&py 4 md radiochcnpy 2 pta.) ; 
59 ps. (95.1 S) did mr relive my treatment for meunatic disuse. Dominaot metartatic liter 
were : liver 72% , lung 6%. bone 3.3% , inm-abdominal nodes SC. A total of 408 U)UDCI was 
adminincrrd and the median nombcr of cyclu pm pu. was 6 ( range 3 to 12). In 62 ovabmble pu. 
(nut evabmble : 3 loa after the 181 cycle, 2 early doatha) ,6 CR md 17 PR > 50% wcm achieved : 
ovcnll nrponre ram 37% ( 95% C.I.= 25 _ 49% ). CR, +PRs wem l6i31 ( 51.6% - 95% C.I.= 
34.6 . 60.6% ) in colon culccr a~ wmpm-r,d to 7/J] ( 22.5% - 95% C.I.= 1.8 - 37.2% ) in 
rectorigmoid cmcer ( p=.O2) Intm-abdominal node, ( 3/6 = 50% ) and visceral ( UK45 = 
44.4%j were the man responsive memstatic sias Ovcnll median doradon of response was 7 
mos. I CR = 9 mol.. PR I 5.5 mot.). Diseue subilizstion f SD b was recorded in 25 fis. ( 40%) 
with a medim d&on of 6 month;. while 13 pts. ( 20%)‘ cxp&icnced disease pmg~ssi~n (F): 
No additorml toxicity wu recorded with tic use of b-IFN : Ieokopmia (15%). thmmbacytopcnia 
(2%) , nausea and vomiting (12%). oral mocoritis (108) sod dianhou (14%) were the most 
impwant uuumnt-relued adverre events. ‘Ihe low grade imenaity of such events never rquired 
vutmem delay or imwnrptioo. Ihe modulation of N with folinic acid and b-IFN is an effective 
and well mlerucd trubncnt for meurulic mlon unccr In planning furors villa one msy 
conridsr the obsenred natistical difference in reqxmsc rate betwem colon aud reaotigmoid 
mn”ll. 
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TREATMENT OF METASTATIC COLORECTAL CANCER. 
A RANDOMIZED TRIAL COMPARING SFU. 5FU AND 
MHC AND FTORAFOUR p.o. AND MMC. 

Ii. Havat. T. Tichler, H. Brenner 

Oncology Center. Sheba Medical Center, 
Tel Hashomer. Israel. 

The aim of this study was to evaluate the 
response rate of Ftorafour and Mitomycine C in 
patients with metastatic colorectal cancer 
comoared to 5FU and Mitomvclne C and SFU alone 
loo-patients were randomlzed to receive as an 
inltlal treatment: 1) 5FU alone lSmg/kg every 
week (Group A). 2) 5FU 15mg/kg every week and MMC 
lOmg/m2 every 6 weeks. 3) Ftorafour 800mn D.O. 

eve;y day anh HHC lOmg/mi every 6 weeks.-(&up 
C). These 0 groups were similar In terms of 
performance &at.&, age, sex, initial stage and 
site of metastases. The response rare (CR,PR) was 
2.9%. In group A, 25X In group B (CR,PR) and 18% 
(PR only) In group C. Difference in survival was 
found at one year in group A and B vs group C 
(56%.54%,20X) but not at 2 Years. Toxicity was 
mild in the 3 groups. WC did not add to response 

‘rate or survival. Ftorafour P.O. was well 
tolerated but at this dose was not effective. 

NEOVASCULARltATlON IN HUMAN COLORECTAL 
ADENOCARCINOMA: A PROSPECTIVE AND COMPARATIVE STUDY 

P.B. Vermeulen. L.Y. Dir&:, D. Verhoeven, E. Van Marck. D. Van Bockstaele. E.A. 
De Bruijn, A.T. Van Oosterom - Departments of Oncology, Pathology and 
Hematology, University Hospital, Antwerp, Belgium 

New vessel development is of crucial importance for tumorgrowth. spread 
of tumorcells via the bloodstream and the growth of metastases. The amount of 
neovascularization measured In histological sections of breast carcinoma 
correlates with the occurence of metastasis (Weidner et al., NEJM 1991). 

In this study quantlffcation of angiogenesis in human colorectal 
adenocarcinoma is done by comparing light microscopy, with and wkhout the aid 
of computerized image analysis. with flow cytometry. For histomorphometrical 
assessment of vessel density the endothellal cells are stained for factor Vfll, with 
Ulex Eumpaeus and wHh CD34, CD31 and CD36 monoclonal ant&x&s (Horak et 
al., The Lancet. 1992). For flow cytometry, these monoclonal antibodies label the 
endothelial ceils within the sinale cell susoension. resulna from mechanical and 

is measured by c&&g the labeled cells, showing a mean of 3.0 % (SEMI 2%) 
CD31 and 0.96 % (SEM:0.36%) CD34 labeled cells (n=5). 

Investigation of the onset of neovascularization in the colorectal epithelial 
system Is done by comparing vessel density as well as qualitative propertles in 
precancerous polyps, carcinoma in situ and different stages of invasive cancer. 
Quantiftcation of tumor anglogenesis will be compared with other parameters as a 
possble Independent predlctor of prognosis. An update of our results will be 
presented. 
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DOSE-INTENSIFICATION OF MITOMYCIN (MMC). METHOTREXATE (MTX). 
MITOXANTRONE (NOV) (3 M regimen) WITH C-GSF RESCUE AS FIRST LINE 
THERAPY OF METASTATIC BREAST CANCER. 
P.Rtazwli I, A.Martonil, P9Rti 1 ..C.ZamagrdZ, &Q&&&l, CM. CapotaW. L.Paveai 1, 
G.Poggi L, F.Pamuti I, and G.Roboatelli della Cona 1. 
Divisions of Medical Oncology: Clinical &I Lavoro Poundarim - Pavial, Ospedalc S.Or~la - 
Malpighi - Bologna 2, Cara Sollievo della Sofferenm , S.Giwami Romndo 3 - Italy. 

3 M rcgimm hw been mpcrted as m effective treatmmt of advmced breast c- (ABC) with 
approxbrmtoly 50% objective respomz , lookopmia bea the ma@ dose - liiling side - effect 
( Powlu LT. ct &Bxcupu Medica J987). Fmtbumore a clear cut relationship dcu exist bawcen 
dose-inter&y and clinical outcome in ABC (wok W.M.,IC0.1984). With the aim 10 asccruin 
the fusibility and tolerability , as well as ther~peotic effic=y of intensified 3 M regbnm, we 
shortmed the drugs rdministr&m in&xv& Y follows : MMC : 7 mghnl cvay 4 wxdu. hiTX : 35 
mg/mZ sod NOV : 7 mghol cxay 2 we&. all drugs being whnbdrtued iv. bolus injrction on day I 
for a total of 6 projcctod coursc~. Recombbmm human G-CSF ( 5 )LS , kS,&y ) w,, given 
r”bcutmla?ully bcm day 2 to I2 afux each CVUIK. Trealmmt was repcalcd if ab4olute neutroQbil 
counts were > 1.5 x 103/I and p,*,a Dnmu > Km x 109, I. &m/em Dec.1991 sod lao .1993 ,30 
puieotr @tn.) with hirtologically proven md progressive ABC , previously untreated with 
cymmxic rhrmothaapy for advanced disuse, wcrc onrolled by partecipating Inaitmims. Tlw main 
pu. cbaracterirtin were : median age 53 yrs. (28-71). premenopaore IS , partmrnopaure I2 , 
disease free- interval 34 mantbs (0.132). meustatie sites: bone 9 , skin II , ti 10 , hng 11 , 
liver 9. Al lm.31.1993 a toul of I44 coomes wore admbdstexod: 24 pu. completed the plamed 6 
courses , 3 were still being rrutcd , 3 pu. did not complete ucatmem (I refom, ,2 early de& fa 
progressive disuse ). Objective response wu recorded in I5 pu.( 2 CR and 13 p11 aSO% ) for m 
ovaal, mpmse late or 63 9b ( 95% C.I. E 46.84%). Median duration of rcPponr ws 4+ month, ( 4 - 
lit month). Cbemaherapy- related toxicity was mild (WHO : 01. 2 mucoshia , musea and 
vomiting ) G-CSF - mlatcd side - effects were trmsiem md mild bme pain (4 pu.) nd rash ( 2 pts. 
). Hcmatological rescue has bem achieved in nearly all treated pts. ; only 3 c-es had m be 
postponed due to myelotoricity : two for tbombocytopain (platelet counts 69 I IOM md 41 x 
109fl respectively ) , one for neutropmia (ncutmphilr count I.0 x lO’?l). Ow rcmlts support the 
following conclusions : a) &xtmed 3 M regimen with G-CSF rescoe is feasible for at lcasl 6 
coorscs and well tolersti ; b) this schedule allows dose-inlensification over standard 3M 
combination by reducing tbm intervals of drug timbxuatim ; c) response r* observed am 
encouraging and descxvc futher bwertiguion on a larga numt!cx of patients. 
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PHASE II STUDY WITH TOPOTECAN IN COLORECTAL. 
Wanders. J. Cqlabresi F., Franklin H. and Kaye 
arlv Chmcai Trials Grouo. 

Rotterdam Cancer Institute, PO Box 5201, 3Ob8 AE, Rotterdam. The 
Netherlands. 

ToDotecan (SK&F 104864-A. NSC 609699) is a semisvhtbetic 


