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11(13%) patienb and more than 90% necrosis was observed in additional 1136 POSTER 
14. pati+ts(l8%). After a median follow-up of 36 months, survival and 

__.-.. 

overall survival rates of the resected patients were 95%. 69% and 86% 
respectively. (uracil &xi t@afut) 

Conduslen: The preoperative chemo radiation reaimen emoloved had 
a tolerable acute toxicity brofile; It is a reasonable option in p&ieO&s who 
have locally advanced or lower l/3 recta.1 cancer and with low lowregional 
recunence. 
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Purpose: tt is contraverstal whether COX-2 expression is a prognostic factor 
for rectal cancer with respect to other establiied prognostic parameters 
for local recurrence and/or survival in this disease. 

Introduction: UFT is a 5-FU prodrug developed as a sing& agent against 
various solid tumors in Japan. Based on the etiensive use of’ LV with 
S-FU in the West, UFT was combined with LV for the treatment of CRC in 
the USA and European countries. Two larae ohase Ill studs-demonsbated 
equivalency betw&n intravenous 5-FL&c and UtikV.&nong ‘$&stern 
patients with CRC (Pazdur R., and Carmichael J.. ASCO 19991. Althouah 
hifferent doses and schedules of UFT in CRC h&e been fri& in Jap& 
there is no study with the combination of UFT plus leucwprinti,tbat~Country. 

Methods: To evaluate the impact of COX-2 on outcome of rectal cancer 
we reviewed data of 62 patients with adenocarcinoma of the rectum treated 
between 1996 and 1996, atl patients in stage I-III were resected curatively. 
The samples were stained for COX-2 exprasaion using a polyclonal antibody 
for human COX-2. According to the intensity and extend of positive reaction 
of tumor cetls tha labeling index of stained ceits was calculated. 

Results: The median labeling index was 0.58. The chi-square-test re- 
vealed no cor~elatton between COX-2 and the established prognostic fao 
tars. In the univariate analysis COX-2 overexpression did not show a sig- 
nificancy according to the endpoints local recurrence (p&41) or disease 
specific survival (p&:28). In contrast COX-2 was a significant prognostic 
factor for pulmonary metastasis (p&04). 

Conclusion: The majority of specimens showed a mild or moderate 
immunoreactivity for COX-2 but there is a lack of significancy for COX-2 
expression as a prognostic factor for local control and SUIVIV~I. However, 
them is evidence that COX-Poverexpreasion might be linked to an increased 
risk for hematogenous metaatatic spread. 
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5.fluo~~acR (5-FU) and leukovorin (LV) as first line 
treatment for metastatic colorectal canc&r (NC): A phase II 
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Background: A phase II study was conducted in order to evaluate the 
toxicity and efficacy-of the combination of CPT-11 plus LOHP plus infusional 
5-FURV in MCC. 

Patients and Methods: Thirly-five chemotherapy-na’ive patients were 
enrolled. Themedtan age,was 60 y; male/female: 21/14; PS (WHO) O/l/2: 
16/14/5; pdor surgery’24 pta; adjuvant chemotherapy: 18 pts; adjuvant FIT: 3 
pts; Number of me&static sites l/2/13: 13/12/10. CPT-II was administered 
on dl at the dose of 150 mg/m” over a 90 min infusion, LOHP on Q at the 
dose of -8.5 mg/m2 over a 2-h infusion, simultaneously but in different lines 
with LV (200 m&n* on days 2 and 3) followed by 5-FU administration as 
bolus iv infusIon at dose oi 400 mg/r&d and as 22 h continuous infusion 
at the dose of 600 mg/r#/d on’days 2 and 3. The regiment was repeated 
every 2 weeks. 

Results: All patients were ev@uable for toxicity and 28 (5 too early, 2 not 
evatuable) for response. CR was achieved in 2 pts (7.1%) and PR in 14 pta 
(50%) (ORB: 57.10%: 95 ci: 39,12%&.640/D); 9 pts (32.1%) had SD and 
3 (10.7%) PD. The median duration of respo@se was 4.5 m: the median 
lTP and OS have not yet been reached; after a median follow up period 
of 11 months. Grade 3 and 4 neutmpenia occurred in 12 pts (34.29%), 
febrile neutrooenia in 2 ots (5.7%)). anemia grade 2 in 5 its (19%). while 
thrombocyto&nia dtdn’t exceed g&de I. Dia&ea grade 3/4 was odsetved 
in 10 pts (28.50/o), neutioxicii’grade 3/4 in 3 pta /8.=5%), aathenia grade 3 
in 23s {85%). No treatment related death occurred. 

Conct~etons: The cornbinatkm of.&FUiLV + CPT-11 + LOHP.is an active 
andwell-toletated teghnent as front-line treatment in MCC and merits further 
evaluation in prospective randomized trials. 

Methods: To evaluate the applicability of the resultsof ttl+large.Westem 
trials to the Japanese population we decidedto comparetfte.r$sponse rates, 
the PK. and the type, frequency, and severity of side efie&‘in American 
and Japanese pts with me&static CRC, 

Reautts: A total of 99 pts (45 in USA; 44 in Japan) has been .enrolled; 
all are evatuable for toxicity and 96 pts are evaluable~for response. Both 
groups were well matched for gender, age, perfont&@, an&prior adjuvant 
treatment. As of now, re-sults show a comparable reaponss; r&e& 36% and 
34% in Japan and the USA, respectively. Diitiea was fh~main.,toxickv in 
both gro@s and Severe diarrhea was &en significantly la$s .pften am&g 
Japanese pts (9% versus 22% in the USA). liematotogi&l~foxidty was 
very mild and not significantly different in both groups. ,7here w&e no 
other sign&ant differences in toxicity. This indicates that UFT&y isequtiy 
active in both ethnic groups but potentially more toxic @ong Western 
pts. Although AUC and Cmax of Fr, 5-FU and Uractl were stQht higher in 
Japanese pts than in the USA, when the results are adjusted for BSA, the 
parameters are similar. 

Conclusion: The present study indicated that UFT/LV-therapy is an 
equally efficient and reasonably well-tolerated treatment fm;Amdcan and 
Japanese pts with metastatic CRC. This data indicates that an ektrapolation 
of clinical data from the Westto the East is reasonable. 
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Purpose: Human colorectal cancer cells express slalyl @vis (@(CA 19-g), 
which acts as a ligand for E-selectin, an a&f&n mo&cute invc$+d in 
the binding of cobrectal cancer cells to endothdlll c&k. Circulating levels 
of inflammatory cytokines have been seated *th -the diise status 
of cancer patients. Moreover, IL-6 has been asacciated w#h CA, 149 
levels in patients with color&al cancer. Therefore, this study was aimed to 
verify whether tumor marker levels correlate wtth Mood mtratlons of 
Cyokinea and adhesion molecules involved in the haematog&aus spread 
of cotorectal cancer cells. 

Methods: Serum tumor markers (CEA, CA 19-g. CA 72-4), cytoklnes 
(TNF-alpha, IL-6, IL-lbeta) and soluble adhesion.molec@s(sP- Fd SE- 
selectins,. SVCAM) levels were measured in &rum’samples from x patients 
with primary (Stages: A=6, B=34, C=l9, D=2) or recurrent (locai=3, dis- 
tant=12) coioreclai cancer. 

Results: Median cy?oldne levels were higher in cancer patients (TNF: 
13.8 w/ml; 11-l: 0.5 @ml; IL-& 2.4 w/ml) co&red to co&rota (T&F: 0.3 
pg/ml; IL-l: 0.1 pg/ml; IL6: 0.2 pg/ml) (all p<O.oO!). Moreovari t@ean (SD) 
sE-selectin and sVCAM, levek were higher in ‘cancer pati- [SE-selectin: 
56.2 (32.5) q/ml; sVCAM: 985 (509) ng/mll compared:to,controls [SE- 
selectin: 39.3 (14.8) ng/rnl, ~~0.01; sVCAh4: 478 (239). rig/mf, p~O.O01]. 
Plasma sP-selectin levek did notshow any atghiflcant iI@ren&: IL-6 lev- 
els directly conelated with SE-selectin (r=O+lO, p<O.ClT) ar@;syG;AM (r= 
(x4.8, p<O.O02), and sE-sele&in directly correlated with+ftS&l (r&43, 
~~0.006~. Patients with sE-selectin r70 n&nl:fmean {2SDI of contmlsl 
ilso hd higher levels of CA 19-9 (p<O.&lO5); CEk,ip&102) or Cd 
72-4 (~~0.02). IL-6 and sE-selectin levels were higher i&@tiis wftf~ 
metastasis (median 1L-6=5.5 w/ml; median SE-se&iii=71.5 ngimr) than 


