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Conclusions: Judging from the results of our retrospective study, p53
is related to disease progression but is uncertain as prognostic factor in
GISTs. We think that tumor size, mitotic rate and elevated Ki67 index is
the helpful prognostic factors in GISTs.
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Prediction of chemosensitivity to 5-FU in gastric cancer by gene
polymorphism

K. Joon', L. Hong1, S. Byungz, Y. Hangz, K. Jin?. 1Inje University Seoul
Paik Hospital, Medical Oncology, Seoul, Korea; “Inje University Seoul
Paik Hospital, Korean Gastric Cancer Center, Seoul, Korea

Background: Fluorouracil is widely used in the treatment of gastric cancer.
Thymidylate synthase (TS), dihydropyrimidine dehydrogenase (DPD) and
methylenetetrahydrofolate reductase (MTHFR) relate with the action of
5-FU. The aim of this study was to evaluate the predictive value of gene
polymorphism of these enzymes to the effect of 5-FU in patients with gastric
cancer by HDRA (histoculture drug response assay).

Material and methods: From August 2004 to April 2005 we examined
eighty-seven histologically proven gastric carcinoma tissue specimens with
HDRA to 5-FU. Patients were categorized into a chemosensitive (>30%
inhibition) or chemoresistant (30% inhibition >) group. All patients were
received postoperative adjuvant immunochemotherapy with mitomycin,
5-FU and OK-432. Genomic DNA was extracted from blood and genotypes
were determined.

Results: There were no significant relationships between chemosensitivity
and gene polymorphisms (TYMS gene polymorphisms (double (2R) or
tri-tandem (3R) repeats of a 28-bp sequence in the promoter region
(p=0.34) and a 6-bp variation in the 3’-untranslated region (p = 0.15)) and
MTHFR C677T polymorphism (p=0.18)). IVS14 + 1G>A mutation in the
dihydropyrimidine dehydrogenase gene was not noted in all patients.
Conclusions: Our data did not provide evidence that gene polymorphism
of these enzymes influence the effect of 5-FU in patients with gastric
cancer. But the observation of these patients can provide additional
information of relationships between clinical data and gene polymorphisms.
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A novel mode of antitumor activity for imatinib mesylate:
consequences for the design of surrogate markers of efficacy and
combination therapies

J. Taieb"?, F. Ghiringhelli', M. Terme', C. Borg", N. Chaput', C. Ménard',
A. Lecesne®, M. Heinrich®, T. Turz', L. Zitvogel'.  Gustave Roussy
Institute INSERM ERM 0208, Immunology, Villejuif, France; 2pitie
Salpétriere Hospital, Gastroenterology, Paris, France; 3Gustave Roussy
Institute, Medecine, Villejuif, France; 4Helath and Science Univ, Cancer
Institute, Portland, Oregon, USA

We have recently reported that STI571 has not only a tumor cell
autonomous effect but also acts on host dendritic cells (DC) to promote
natural killer (NK) cell activation and NK cell-dependent antitumor effects
in mice (Borg C. et al, J Clin Invest, 2004).

Moreover, about 50% of gastrointestinal sarcoma (GIST) bearing patients
undergoing therapy with STI571 acquire NK cell activation correlating
with clinical outcome. The study of the Time To Progression (TTP) for
43 patients that benefited from a median follow up of 13.2 months in both
cohorts of GIST, those exhibited enhanced NK cell functions (n=22) at
2 months of Gleevec versus those who did not (n=21) revealed that TTP
is significantly longer in patients with NK cell activation (Log Rank Test,
p=0.03).

The potential associated prognostic factors: type of c-kit mutation, extra-
gastric primary tumor, haemoglobin level <7 g/dL, performance status over
2 and pulmonary metastases at entry, were all comparable in these two
cohorts.

The lack of S8TI571-mediated NK cell induction found in the other
50% of cases could be assigned to the presence of high numbers of
CD4*CD25""regulatory T cells (Treg) in blood at entry, which were shown,
by us, to inhibit NK cell effector functions in human ex-vivo and in-vitro.
The mean percentages of Treg among CD3'CD4" T cells in GIST patients
displaying NK cell induction were not elevated compared with normal
volunteers (mean 1.1+0.3 GIST, mean 1.2+0.4 in NV, p=0.5) whereas
these yields were increased by three fold in the group of patients with
no NK cell induction (mean 3.2+0.8E in GIST, p=0.02). We finally found
that the combination of immunopotentiating dosages of cyclophosphamide
(aimed at reducing Treg function) with STI571 had synergistic anti-tumor
effects in a mouse model of lung melanoma metastases. Altogether, NK
cell activation is a novel surrogate marker of efficacy of STI571 which is
critical for TTP and could be enhanced by pre-treatment of GIST patients
with Treg inhibitors.
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Influence of hepatic dysfunction on safety, tolerability, and
pharmacokinetics of PTK/ZK in patients with unresectable
hepatocellular carcinoma

I. Koch!, A. Baron?, S. Roberts®, U. Junker*, M. Palacay-Radona®,

E. Masson®, D. Laurent®, A. Kay®, B. Wiedenmann', J. Cebon’. ? Charite,
Berlin, Germany; 2California Pacific Medical Center, San Francisco,
USA; ®The Alfred Hospital, Prahran, Australia; 4Jenapharm GmbH &

Co. KG, Jena, Germany; ® Novartis Pharmaceuticals, East Hanover,
USA; 6S‘chering AG, Berlin, Germany; 7Ludwig Institute for Cancer
Research, Heidelberg, Australia

Background: Vascular endothelial growth factors (VEGFs) and VEGF
receptors (VEGFRs) are important mediators of tumor growth and
metastasis, and their expression is associated with poor prognosis in
patients (pts) with hepatocellular carcinoma (HCC). PTK/ZK is a novel, oral,
angiogenesis and lymphangiogenesis inhibitor that blocks tyrosine kinase
signaling from all known VEGFRs.

Methods: This was an open-label, multi-center, phase | study to
characterize the safety, tolerability, and pharmacokinetic (PK) profile of
PTK/ZK, administered once daily at a dose of 750mg, 1,000 mg, or
1250 mg in adults with unresectable HCC. Pts previously treated with
surgery, chemotherapy, or radiotherapy were eligible. Pts were stratified
into 3 groups based on total bilirubin and AST/ALT levels. Pts in groups 1-3
had mild, moderate, and severe hepatic dysfunction, respectively. PK data
were collected from all pts on days 1, 28, and 56. The primary endpoints
were safety, tolerability of PTK/ZK, and the effects of hepatic dysfunction
on the PK of PTK/ZK.

Results: 34 pts were enrolled, 21 in group 1; 8 in group 2; and 5 in group 3.
In all groups, the most frequently reported adverse events (AEs) were
nausea, vomiting, anorexia, fatigue, diarrhea, and dizziness. A correlation
between these AEs and the study drug dose was not observed. In group
1, 2 of 4 pts who received the 1,250 mg/d dose experienced unacceptable
AEs (Common Toxicity Criteria [CTC] grade 3 fatigue and CTC grade 4
elevation of AST). 2 of the 6 pts who received the 1,000 mg/d dose
experienced unacceptable AEs (ALT over 1.5 x baseline and fatal hepatic
tumor hemorrhage). No unacceptable AEs were observed at the 750 mg/d
dose, defined as the maximum tolerated dose in pts who have mild hepatic
impairment. PK analysis indicated that there was no accumulation of
PTK/ZK. Patients’ time on PTK/ZK treatment ranged from 5 to 415 days.
The best response based on modified RECIST criteria was stable disease.
There were no partial responses or complete responses.

Conclusion: PTK/ZK is generally well tolerated in most pts with mild
and moderate degrees of HCC-related hepatic impairment at the dose of
750 mg/day.
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Prominent tumour-infiltrating lymphocites improved disease free
survival in early stage gastric carcinoma

A. Tamburini', V. Tomajer', S. Di Palo’, L. Albarello?, E. Orsenigo’,
C. Doglioniz, C. Staudacher’. " Vita-Salute University, Department of

Surgery, Milan, Italy; 2San Raffaele Hospital, Department of Pathology,
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Introduction: The degree of lymphocytes infiltration is a significant deter-
minant of outcome for a variety of malignancies including non Hodgkin’s
lymphoma, oesophageal carcinoma, malignant melanoma, colorectal
carcinoma and breast cancer. Pathologists have for a long time recognised
that tumour prognosis is closely correlated with several morphological
features including histological type, TILs, tumour associated eosinophils
and mast cell. Gastric cancer could be associated with lymphocytic
infiltrate, although the functional role and prognostic significance of this
infiltrate is unknown.

Materials and methods: Patients: Between 1993 and 2004, 204
patients underwent a RO gastric resection for T1-T2 NO. 55 of these
patients (31 men and 24 women with a mean age of 62.821+-11.8) were
analysed. Correlation between free disease survival and clinical (age, sex),
and pathological features (tumour site and diameter, Laurén, Bormann
and WHO classification, vascular and lymphatic invasion, pTNM) were
analysed.

Histopathological examinations: All surgical specimens stained with
haematoxylin and eosin (H&E). Microscopic examination included histo-
logical differentiation of tumour, assessment of invasion, identification of
presence of cancer cells at the surgical margin and IEL, PLT and CRL
(Figure 1) infiltrating lymphocytes.

Statistical analysis: Software SPSS 11.0 was used for statistical analysis
(SPSS Inc., Chicago, IL, USA). Correlations of clinic pathological features
and molecular alterations gastric and disease free survival cancers were
analysed using the Cox regression. Overall disease free survival was
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calculated according to the Kaplan-Meier method, and the log-rank test was
used to determine statistical differences between life tables, considering
significant values of p <0.05.

Fig. 1.

Results: Tumour associated mononuclear inflammatory cell, such as
lymphocytes communicate with each other by extra cellular signals such
as cytokines and their soluble receptors. Several cancer cell lines suggest
that they are produced largely by tumour cell.

No statistically significant difference was observed in terms of age, sex,
site of tumour, diameter, grading, CEA and Ca 19.9 levels, lymphatic and
vascular invasion, classification (Lauren, Borrmann WHO).

The presence of IEL, PTL and CRL was showed in 26 patients (48.8%),
31 patients (56.8%) and 24 patients (43.2%) respectively.

Presence of IEL and CRL strong predicts a better disease free survival as
shown in Figure 2. Patients with high levels of IEL and CRL demonstrate
a lower rate of relapse (p=0.0003 and p = 0.005 respectively). We did not
found PLT and CRL in patients with relapse.

Fig. 2. Disease Free Survival

Conclusions: At present, there is no reason to expect a single predictive
molecular factor to emerge that determines with high sensitivity and
specificity that a patient is to expect disease recurrence or will profit from
adjuvant therapy, respectively. But this preliminary study suggests that TILs
may be useful as predictors of patient survival in surgically treated early
stage gastric cancer.
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beta-receptor (PDGFR-b) in advanced gastrointestinal malignancies-
a phase | dose escalation study with imatinib in combination with
5-fluorouracil (5-FU) based chemotherapy

A. Atmaca', S.E. Al-Batran’, A. Neumann', J. Karbach', S.M. Schmidt',
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KlinikiOnkologie, Frankfurt am Main, Germany; 2Universitétsklinikum
Dresden, Dresden, Germany; 3Novartis Pharma, Niirnberg, Germany;
4Krankenhaus Nordwest, Il. Med. KlinikiOnkologie, Frankfurt am Main,
Germany

Introduction: PDGFR-b is a mediator of tumor hypertension. Lowering of
tumor interstitial hypertension has been shown to enhance tumor uptake
of anticancer drugs. Imatinib, a specific inhibitor of the c-Kit, ber-abl, and
PDGFR gene products, enhanced the activity of 5-FU in animal models.
This study was conducted to evaluate the feasibility, safety and efficacy
of imatinib in combination with two different 5-FU based chemotherapeutic
regimens in patients (pts) with advanced gastrointestinal malignancies.
Patients and methods: Pts were treated using a traditional 3-pts cohort
dos-escalation strategy for defining the maximum tolerated dose (MTD) of
imatinib in combination with chemotherapy, starting with 300 mg imatinib
per day from day —4 to day 4 of chemotherapy with intravenous doses of
5-FU 2600 mg/m?, leucovorin 200 mg/m? and oxaliplatin 85 mg/m® on day
1, qd15 (FLO, a modified FOLFOX-regimen) for 6 weeks (for gastric and
colorectal cancer), or with 5-FU 2000 mg/m? and leucovorin 200 mg/m? on
day 1 and 2, qd15 (FL) for 6 weeks (for pancreatic, cholangiocellular and
gallbladder cancer). Prior to treatment, PDGFR-b and AKT in tumor and
stroma were detected by immunohistochemistry. Imatinib pharmacokinetic
assessments will be performed in pts receiving a dose of >500 mg/d or at
the MTD.

Results: To date, 16 pts with previously treated gastrointestinal tumors
were enrolled: 8 pts with pancreatic cancer, 5 pts with cholangiocellular
cancer or cancer of biliary duct, 2 pts with colorectal cancer and 1 pt
with gastric cancer. 6 pts were treated in the 300 mg cohort, 3 pts in the
400 mg cohort and 7 pts in the 500 mg cohort. All pts were evaluable for
safety and 10/16 pts for efficacy. The treatment was generally well tolerated.
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NCI-CTC grade 3-4 toxicities were neutropenia (1/16), thrombocytopenia
(1/16) and cardiac toxicity (1/16). Main grade 1-2 toxicities were anemia
(9/16), neutropenia (5/16), nausea (5/16), constipation (5/16), and elevation
of serum creatinine (5/16). Dose limiting toxicity occurred in 2 pt (NCI-CTC
grade 4 neutropenia, mucositis, and infection in 1 pt in the 500 mg group,
and grade 4 cardiac toxicity in the 300 mg group). 1 partial remission and
4 stable diseases of 10 evaluable pts were observed. The MTD has not
been reached yet. Correlations to PDGFR-b expression and updated data
will be presented at the meeting.

Conclusions: The combination of imatinib with oxaliplatin, 5-FU and
leucovorin or 5-FU and leucovorin is feasible and safe.
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Oxaloplatin with biweekly, low dose leucovorin and bolus and
continuous infusion 5-fluorouracil (modified FOLFOX 4) as salvage
therapy for patients with advanced gastric cancer

H.C. Kwon, S.H. Kim, J.8. Kim, H.J. Kim. Dong-A University Medical
Center, Internal Medicine, Busan, Korea

Background: To determine the activity and toxicities of low dose leucovorin
(LV) plus fluorouracil (5-FU) regimen combined with oxaliplatin every two
weeks (modified FOLFOX 4), as salvage therapy for patients with advanced
gastric cancer.

Methods: Between December 2003 and December 2004, thirty-three
patients were enrolled in this study. Patients were treated with oxaliplatin
85 mg/m2 as a 2-hour infusion at days 1 plus LV 20 mg/m2 over 10 minutes,
followed by 5-FU bolus 400 mg/m? and 22 hour continuous infusion of
600 mg/m? at day 1-2. Treatment was repeated in 2 week intervals.
Results: The median age was 50 years (range: 31-74), 82% had a
performance status of 0 or 1. Among 30 patients evaluable for tumor
response, 8 patients achieved partial response, with an overall response
rate of 26.7% (95% confidence interval (Cl): 20.5-32.7%). Fifteen patients
(60%) showed stable disease and seven patients (23.3%) progressed
during the course of the treatment. The median time to progression was 3.5
months (95% CI: 2.6-4.4 months) and the median overall survival time was
7.9 months (95% CI: 5.9-9.9 months) from the start of the chemotherapy.
Total 178 cycles analyzed for toxicity. Major grade 3/4 hematologic toxicities
included neutropenia (48.4%) and thrombocytopenia (3.2%). There were
only 2 cycles of neutropenic fever. The most common non-hematologic
toxicities were grade 1-2 nausea/ vomiting (19.4%), diarrhea (12.9%) and
neuropathy (12.9%). There was no treatment related deaths.
Conclusion: The modified FOLFOX 4 regimen is safe and effective
regimen as salvage therapy in advanced gastric cancer patients.
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Activity and tolerability of combination: capecitabine(c) plus
gemcitabine(g) as first-line treatment in patients(pts) with locally
advanced/metastatic pancreatic cancer
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.General Hospital of Nafplion. Department of Internal Medicine; 2General
Hospital of Kos, Department of Internal Medicine; 3H, .Hellenic Medical
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The aim: of this study was to evaluate the efficacy and safety of C + G
as first-line treatment in pts with locally advanced/metastatic pancreatic
cancer.

Method: Eligible pts had measurable pancreatic cancer KPS >70% and
adequate bone marrow, renal and hepatic function. Prior chemotherapy
for pancreatic cancer and prior radiotherapy to the target lesion being
measured in the study were not allowed. Pts received C 850 mg/m2 orally
twice daily on days 1-21 + G 1000 mg/m? by 30-infusion on days 1.8 and
15, every 4 weeks up to 6 cycles.

Results: Baseline characteristics of the 35 pts enrolled between march
2001 and February 2005: male/female (57% / 43%); mean age 57.5
+ 8.2 years, liver metastases(49%). 32 pts are currently evaluable for
safety and 30 for efficacy. The overall disease rate, 1-year progression-
free survival and 1-year survival were 59% (9PR + 22SD), 57%
and 58% respectively. Non-hematological adverse events (grade 2/3/4)
were: vomiting (7/3/0%), nausea (8/3/0), anorexia (3/2/0%), hand—foot
syndrome (6/0/0%), constipation (5/2/0%), general weakness (2/0/0%),
insomnia (1/0/0%), and diarrhea (3/0/0%). Grade * neutropenia and grade3
thrombocytopenia occurred in 28% and 26% of pts, respectively.



