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showed any K-Ras mutations in the bile fluid. In contrast 17 (34%) of 
50 patients with PSC revealed K-Ras mutations in the bile fluid. The 
Mayo-score of the PSC patients was not significantly different between the 
PSC-patients with (n = 15, score = 0.45) and the PSC-patients without 
(n = 27, score = 0.3) K-Ras mutations. In 6 of the 50 patients with PSC 
an orthotopic liver transplantation was performed. In 4 of the 6 patients a 
K-Ras mutation could be observed more than 12 months before OLT. The 
explanted livers were intensively investigated by a pathologist. The PSC 
livers without K-Ras mutations revealed only the typically inflammatoty 
bile ducts of PSC. However in the group of the PSC-livers with K-Ras 
mutations one liver showed high graded dysplasia in the bile ducts and in 
two livers incidental cholangiocellular carcinomas could be observed. The 
K-Ras mutations of the bile could be confirmed in the tumors. 

Conclusion: Our results suggest that the occurrence of K-Ras mutations 
is an independent prognostic factor for PSC-patients. 

500 ORAL 

A randomized trial on hepatic arterial CDDP and i.v. 5-FU in 
unresectable colorectal liver metastases 

M. Cosimelli’ , M. Tedesco’ , R. Mancini’ , D. Giannarelli’ , C. Garufi’ , 
L. Tipaldi’, E. Cortesi’, P. Di Tora3, L. Capussott?. ‘Regina Elena Cancer 
Insfifufe, Mulfidisiplinary Co/ore&l Cancer Working Group, Rome; 
*University. Deparment of Medical Oncology, Rome; 3tJmiversity of 
Palermo, Deparment of Surgery. Palermo; 4Mauriziano Hospital, 
Department of Surgery. Torino, ltaty 

Following a previous phase II study on bolus hepatic arterial CDDP and 
i.v. 5-FU, this multicentric randomized phase II clinical trial was started to 
evaluate effectiveness to give hepatic arterial CDDP and i.v. 5-FU. Since 
the minimum follow-up is 36 months, long-term results are now available. 

Materiel and Methods: One hundred twenty-three pts with colorectal liver 
metastases staged Ill and IV A according to the TNM classification modified 
by Gayowski and Starzl underwent surgical cannulation of gastroduodenal 
artery and port implantation. Hepatic arterial CDDP 24 mg/m2/day by bolus 
(arm A) vs continuous (arm B) infusion and i.v. 5-FU 500 mg/m*/day were 
delivered on days 1 to 5 every 28. 

Results: Objective responses evaluated by liver sonogram were 52% 
and complete responders were 17 without significant differences between 
the two ans. The arm B experienced a lower number of toxic events; 
overall G3 toxicity was less than 30%. The 5-yr survival was 20.4 and 16.1 
in the arm A and B respectively. The responders showed a 5-yr survival 
significantly higher than the non responders (28.2% vs 16.6%; p = 0.006). 
The complete responders experienced the highest survival (41.4%) and 
half of them benefitted by a surgical resection confirming a pathological 
response in 4 pts. In the arm B, the subgroup whit no change (30%) showed 
survival rates as high as the responders. All the pts with progression ab 
initio died within 14 months. 

Conclusions: This combined hepatic arterial and systemic therapeutic 
approach allowed: a) to observe long-tern, survivors, b) to resect the 
complete responders, c) to reduce toxicity significantly when CDDP was 
delivered by continuous infusion. 

501 ORAL 

Basal level gene expression of thymidylate synthase (TS) in 
colorectal cancer and normal colon mucosa - No evidence 
of relation to disease course 

P.-A. Larsson’, E. Odir?, Y. Wettergre$, L. Larsson*, G. Carlsson*, 
B. Gustavssor?. ’ Helsingbq Hospital, Dept. of Surgery, Helsingborg; 
2Sah/grenska University Hospitat/&tra, Dept. of Sugerx Gliteborg, 
Sweden 

The aim of the present study was to prospectively analyse gene expression 
of TS as a prognostic factor in colorectal cancer. Biopsies were obtained 
from both tumour and macroscopically normal colon mucosa in 31 colorectal 
cancer patients. No patients were previously subjected to chemotherapy. 
Thirteen patients were classified as having advanced disease, i.e. tumours 
not amenable to curative resection at diagnosis or developing distant metas- 
tases or recurrent disease during the follow up period of 24 to 36 months. 
Eighteen patients were classified as having a locally controlled disease. The 
gene expression levels of TS were measured by semi-quantitative reverse 
transcription-PCR. Gene expression was calculated as the ratio between 
TS gene cDNA and beta actin cDNA x 10-2, quantitated on an ABI PRISM 
7700 sequence detection system. Average TS gene expression was 98.3 
* 87.6 in tumor and 43.9 f 25.7 in normal mucosa. Gene expression of 
TS was significantly higher in tumour biopsies than in normal colon mu- 

cosa (p 4 0.05), but there was no significant difference in distribution of 
tumour TS values between patients with advanced disease and those with 
surgically controlled disease. Previous reports have suggested that high TS 
gene expression is associated with lack of response to 5-fluorouracil based 
chemotherapy and short survival. TS protein has also been proposed as 
an independent prognostic marker, but there is no evidence in the present 
study that high tumour TS gene expression predicts a more aggressive 
course of the disease. 

502 ORAL 

Value of peptide receptor imaging using 
indium-11 loctreotide (OCT) and iodine-123 vasoactive 
intestinal peptide (VIP) in patients with carcinoid tumours: 
Vienna university experience 1993-1998 

M. Raderer, A. Kurlaran, B. Niederle, F. Vorbeck, H. Vierhapper, 
W. Scheithauer, P. Angelberger, J. Pidlich, I. Virgolini. University of Vienna, 
lntemal Medicine I, Wahrinper Giirteel 18-20, A-1090 Vienna, Austria 

Introduction: Radioloabeled peptide analogs (111 In-OCT, 123l-VIP) are 
being used to identify primaty and metastatic tumour sites in patients with 
carcinoid tumours. 

Methods: A total of 194 patients with a verified or suspected diagnosis 
of a carcinoid tumour were referred to our institution between 1993 and 
1998. All patients underwent scanning with 111 In-OCT, while 131 patients 
received both 111 In-OCT and 123l-VIP in random order. Imaging results 
were compared to results to conventional staging including CT, sonnogra- 
phyand endosonography not older than 4 weeks. In case of discrepancies, 
results of surgical exploration also were taken into account. 

Results: In total, 84% primary or recurrent carcinoids could be visualized 
by means of 123l-VIP, while metastatic sites were indentified in 82% of 
patients. In patients scanned with 111 In-OCT, 91% of primary or recurrent 
carcinoids could be identified, and metastatic sites could be imaged in 
95%. In a direct comparison, 111 In-OCT was found to be superior to 
1231-VIP, with 93% vs 84% of scans being positive in primary of recurrent 
turnours, 90% vs 82% in metastatic sites, and 43% vs 25% in patients with 
carcinoid syndrome. Overall, peptide receptor scanning was more sensitive 
than conventional imaging, which located malignant lesions in only 71% of 
patients. 

Conclusion: Our results indicate a high sensitivity for both peptide tracers 
for localizing tumour sites in patients with ascertained or suspected carcinoid 
tumours, with 111 In-OCT scintigraphy being more sensitive than 123l-VIP 
receptor scanning. Both peptide tracers have a higher diagnostic yield than 
conventional imaging. 

503 ORAL 

Health-related quality of life in five-year survivors of 
endocrine gastrointestinal tumours 

G. Larsson' , P.O. SjddBn’, K. 6berg*. L. von Essen’ ‘Uppsa/a university, 
Dep. of Public Health and Caring Sciences, Uppsala; ‘Uppsala university 
Hospital, Dep. of Endocrine Oncology Uppsala, Sweden 

Purpose: Patients with endocrine gastrointestinal (GI) tumours have a 
relatively long median survival, those with carcinoid turnours, 90 months 
and those with endocrine pancreatic tumours (EPT), 72 months. In a mailed 
survey, HRQOL was evaluated in long-term survivors of endocrine GI 
tumours. 

Methods: EORTC QLQ-‘230, FACT-G and an importance-satisfaction 
with HRQOL aspects questionnaire were mailed to a sample of patients 
(carcinoid tumours n = 84, EPT n = 55) referred to the Dep.E.O., Uppsala 
University Hospital. 

Results: Mean time since diagnosis was 130 months (range 60-360). All 
patients were still treated at the Dep.E.0. The majority of patients (77019) 
had ongoing treatment (interferon, octreotid, chemotherapy, radiotherapy, 
omeprazol). Both the EORTC QLQ-C30 and the FACT-G ratings suggest 
that the patients perceive their HRQOL as relatively good. In addition, the 
ratings of satisfaction with selected HRQOL aspects indicate that quality of 
life was perceived as satisfactory. There were no major differences in the 
HRQOL ratings between patients with carcinoid tumours and patients with 
EPT. Patients who rated that a specific aspect was of a higher importance 
than their satisfaction with that aspect also rated a low HRQOL on the 
EORTC QLQ-C30 and/or FACT-G for that aspect. 

Conclusion: In spite of a long disease duration and treatment, patients 
with endocrine GI tumours enjoy a good HRQOL as measured by the 
EORTC QLQ-C30 and FACT-G. The results suggests that discrepancies in 
the importance-satisfaction ratings of HRQOL aspects are valid indicators 
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of patient distress, and these discrepancies are useful for identification of PS 5 1, normal blood counts and hepatic and renal functions received up 
patients with a low HRQOL. to 8 cycles of TCF q3w at the following dose levels (DL): 

504 POSTER DISCUSSION 

Advanced esophageal cancer patients treated with 
hydroxyurea, leucovorin, L-fluorouracil and cisplatin (HLFP 
regimen) 

J. Taieb’ P. Artru’, C. Louvet’, M. Mabro’ , E. Carola’, E. Lucchi’, - 1 
M. Krulik’ , A. de Gramont’ ‘Saint-Antoine Hospital, Internal 
Medicine-Oncology, Paris; ‘Senlis Hospital, lntemal Medicine, Senlis, 
France 

Aim: Treatment with a multimodulation of 5fluorouracil (5-FU), with leu- 
covorin and hydroxyurea, plus cisplatin has been shown to be active in 
advanced gastric carcinomas. We studied response rate, survival and 
tolerance in patients with nonresectable, locally advanced or metastatic 
esophageal carcinoma treated with this combination. 

Patients and Methods: Eighty one patients (pts) were prospectively 
enrolled in the study: 72 men, 9 women; mean age 60.5 years; metastatic 
disease in 44 pts. locally advanced in 37 pts; baseline performance status 
(OMS) 0 (29 pts). 1 (35 pts), 2 (17 pts). Sixty nine pts had squamous 
cell carcinoma and 12 had adenocarcinoma. Treatment consisted of oral 
administration of hydroxyurea 1 g/m2 per square meter on days -1, 1 and 
2,2 hour infusion of leucovorin 200 mgfm2, 5-FU bolus 400 mg/m2 followed 
by 5-FU 22-hour infusion 600 mg/ms on 2 consecutive days, every two 
weeks; and cisplatin 80 ms/m* on day 3 every two cycles. 

Results: Response rate in 79 pts with mesurable disease was 54%. A 
weight increase was observed in 46%, and dysphagia disappeared in 60% 
of our pts. Surgery (7 pts) or radiotherapy (16) was performed in 62% (27/33) 
of nonmetastatic pts. Median progression free survival and overall survival 
were 9 and 13 months, respectively: there was no significant difference for 
these data between adeno- and squamous cell carcinomas. Grade 3/4 tox- 
icity occurred in 34.5% of the patients, with grade 3-4 neutropenia in 19% 
and grade 3 thrombocytopenia, vomiting or diarrhea in 5% of the patients. 

Conclusion: The HLFP regimen is an active and well tolerated chemo- 
therapy for advanced or metastatic esophageal cancer. 

505 POSTER DISCUSSION 

Tobacco, alcohol and the risk of stomach cancer in Canada 

J., Y. Mao, A.-M. Ugnat. Cancer Bureau, LCDC, Health Canada, 
Ottawa, KIA OL2, Canada 

Purpose: To examine the influence of tobacco and alcohol on the risk of 
stomach cancer. 

Methods: Mailed questionnaires were used to obtain data on 1173 newly 
diagnosed histologically confirmed stomach cases and 4778 population 
controls between 1994 and 1997 in eight provinces of Canada. Data were 
collected on socioeconomic status, smoking, alcohol use and diet. Odds 
ratios (OR) and 95% confidence intervals (Cl) were derived by logistic 
regression. 

Results: Compared with never smokers, the risk of stomach cancer 
increased with increasing cigarettes per day. The adjusted ORs were 1.6 
(Cl = 1.2-2.0) and 1.36 (Cl = 1 Z-1.9) for >=20 cigarettes per day among 
males and females, respectively. The risk also increased with total smoking 
years and decreased with number of years since quitting. Liquor use was 
associated with stomach cancer in males, but not in females. 

Conclusions: This study adds further support to the role of tobacco and 
liquor use in the development of stomach cancer. 

506 POSTER DISCUSSION 

SFU as protracted continuous IV infusion (BFUpiv) can be 
added to full dose taxotere-cisplatin (TC) in advanced gastric 
carcinoma (AGC) 

A.D. Roth’, R. Maibach’ , N. Fazio’, 0. Pagan?, R. Morant’ , R. Stupp’, 
F. De Braud2, C. Sessa’ , M.M. Bornerr, R. Hernann’ , A. Goldhirsch’,2. 
Swiss Group for Clinical Cancer Research (SAKK), 3008 Bern, 
Switzerland; ‘European institute of Oncology (E/O), Milan, /fa/y 

Based on the reported efficacies of TC (ASCO Proc. 17, 283a, 1998) and 
of SFUpiv with cisplatin and epirubicin (J clin Oncol 15, 261, 1997) in 
AGC, we conducted a phase I-II trial investigating the tolerability and, as 
secondary endpoint, the activity of 5FUpiv added to TC (TCF) in AGC. Pts 
with AGC, without prior palliative chemotherapy, with evaluable disease, 

DL Fts Crsplatin 

1 12 60 mg/m’ 
2 6 60 mglm’ 
3 6 75 mg/m’ 
4 3 75 mg/m2 
5 6 75 mg/m2 
6 3 75 mg/m’ 

7 3 75 mg/m2 
6 4 75 mglm’ 

Taxotere 

70 mg/m2 

85 ms/m’ 
65 mg/m2 
65 mg/m2 
65 mg/m2 
65 mgh’ 

65 mg/m2 
65 mg/m2 

5FUpiv 2 wks/3 

200 mg/m2/d. 

200 mg/m2/d. 
200 mg/m2/d. 
225 mglm’ld. 
250 mglm’ld. 
275 mg/m2/d. 

300 mg/m2/d. 
350 mglm2/d. 

To date, 188 cycles of treatment have been given to 43 pts with a median 
of 4 cycles/pt. 82% of the cycles could be given on time. Two dose limiting 
toxicities (tox) - defined as grade (gd) 4 neutropenia with fever and/or gd 
3 tox of any other kind apart from alopecia in cycle 1 - consisting in gd 3 
diarrhea + mucositis and in febrile neutropenia in 2 pts occurred in DLB. We 
conclude that DL7 is the MTD and recommended dose, and that TCF, with 
a preliminary response rate of 50%, is active in AGC. 

507 POSTER DISCUSSION 

Eight-hour infusion versus bolus injection of doxorubicin in 
EAP regimen in patients with advanced gastric cancer 
(AGC): A prospective randomised trial 

I. Popov, S. Jelic, D. Radosavljevid, 2. Nikolic-TomaSeviC. lnstitutza 
onkologiju i radiologiju Srboe, Belgrade, Yugoslavia 

Purpose: Doxorubicin is carrier of myelotoxicity in EAP (doxorubicin 40 
ms/m’, etoposide 360 mg/m2, cisplatin 80 mg/m’) regimen. The aim of 
this study was to compare a E-hour infusion doxorubicin (arm A) and 
i.v. doxorubicin injection (arm B) in EAP regimen with respect to toxicity 
esspecially doxorubicin-related, objective response, time to progression 
(TTP) and survival in pts. with AGC. 

Methods: 120 chemotherapy-naive pts. with measurable AGC were 
randomised between September 1994 and August 1998. 58 pts. in arm A 
and 50 pts. in arm B were considered as evaluable. Arms were balanced 
in relation to age, sex distribution, previous therapy, histological grade and 
performance status. 180 cycles were applied in arm A (median 2) and 201 
in arm B (median 4). 

Results: No difference was detected (p = 0.12) in the response rate 
achieved: an A 21% (CR 3/58; PR 9/58; 95%CI: 12.5-23.7) and B 34% 
(CR 3/50; PR 14/50; 95%CI: 22447.8). There was significant difference 
in PD (p = 0.005) between arm A (50%) and arm B (24%). lTP (p = 0.01) 
and survival (p = 0.02) analyses detected an advantage for arm B vs. arm 
A. WHO grades 3-4 toxicity were (arms A%/B%): anemia E/10, leucopenia 
24/26, thrombocytopenia 6/16 (significance p = 0.05) nausea/vomiting 5/8, 
diarrhea 6/2, mucositis 8/5. Four treatment related death was occurred, 2 
in each arm. 

Conclusion: Bolus injection of doxorubicin is superior to 8-hour doxoru- 
bicin infusion in EAP regimen, in terms of survival, TTP and PD rate without 
being significantly more toxic. 

508 POSTER DISCUSSION 

Randomized trial of preoperative (PRT) and intraoperative 
(IORT) radiotherapy versus surgery alone in resectable 
gastric cancer 

V. Skoropad, 8. Berdov. Medical Radiological Research Center of Russian 
Academy of Medical Sciences, 249020 Obninsk, Russian Federation 

Purpose: To evaluate the outcome of adjuvant PRT and IORT in resectable 
gastric cancer a prospectively randomized clinical trial was performed from 
1993 to 1998. 

Methods: Eighty five patients underwent curative operation were included 
in the study. Forty three patients in the experimental group were treated 
with PRT (27 Gylll days), gastrectomy and IORT (20 Gy using e-12 MeV 
electrons); 42 patients in the control group- with surgery alone. 

Results: Experimental treatment regime showed good acute and late tol- 
erance. The median follow-up time is 27 months. Loco-regional recurrence 
was diagnosed in 2 (5%) patients in the experimental and in 7 (16%) - in 
the control group, distant me&stases - in 9 (21%) patients in each group. 
Recurrence-free interval was significantly longer in the experimental group 
comparing with the control one: 22.4 (5-50) months and 9.9 (4-24) months 
respectively. Overall survival was slightly better in the experimental group: 
77% (33/43 patients) and 66% (28/42). 


