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Background: How best to manage advanced esophageal cancer remains
unresolved, especially in palliative care. To improve the symptoms, such
as dysphaghia, concurrent chemoradiotherapy has been useful treatment
option in advanced esophageal cancer. Recently, docetaxel has been
widely used in esophageal cancer. Therefore this study was performed to
determine the feasibility and safety of concurrent chemoradiotherapy with
weekly docetaxel and cisplatin in advanced esophageal cancer.
Methods: Patients with locally advanced or metastatic esophageal
squamous cell carcinoma, who have adequate organ function were eligible.
During chemoradiotherapy, docetaxel and cisplatin were given at a dose
of 20mg/m2 and 25mg/m2, respectively at D1, D8, D15. The cycle of
this treatment was 28 days. 2 cycles of chemotherapy was done during
radiotherapy. Radiotherapy was started at a dose of 200 cGy/day, up to a
total of 5400 cGy.
Results: Twenty-one patients were enrolled and all of these patients
were evaluable. The median age was 61.5 years (all male); ECOG
performance status was 0/1/2 = 4/13/4; stage IIb/III/IVa/IVb = 3/8/3/7.
Complete response was achieved in 6 patient (29%), partial response in
10 (47%), stable disease in 4 (19%), and one patients had progressive
disease (5%). Therefore, the overall response rate was 97%. Over the
grade 2 hematological toxicities, including of leucopenia, neutropenia,
thrombocytopenia, had not seen during concurrent chemoradiotherapy. The
most common non hematologic toxicity was odynophagia. Grade 3 or 4
of odynophagia has been developed in 5 patients (23.8%). One patient
who showed PR had developed gastroesophageal fistula and inserted
esophageal stent. Improvement of dysphagia after chemoradiotherapy had
been shown in 9 patients among 17 patients (53%) who had complained
of dysphagia at the time of diagnosis.
Conclusions: The concurrent chemoradiotherapy with weekly docetaxel
and cisplatin was promising and safe in advanced esophageal cancer
with results of good efficacy in tumor control, but also improvement of
symptoms. This treatment would be helpful not only palliation, but also
neoadjuvant setting.
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Introduction: Gastric cancer is still one of the leading cancers in incidence
and mortality throughout the world. The only curative treatment is surgery
with gastric resection and lymph node dissection. According to several
guidelines a resection with at least 15 lymph nodes should be performed
for proper staging and disease control. There is no consensus about the
extent of lymph node dissection worldwide however.
In this perspective, we conducted a retrospective study in the Southern
part of the Netherlands to evaluate the amount of lymph nodes examined
and its relation to survival.
Methods: All patients resected for primary gastric cancer (M0-disease),
diagnosed between 1999 and 2007 in the Dutch Southern Cancer
Registry area were included (N = 880). The area includes 10 hospitals
on 15 locations, which are served by 6 departments of pathology. The
median number of lymph nodes was described by department of pathology,
nodal status (N0 vs N+) and period of diagnosis (1999–2001 vs 2002–
2003 vs 2004–2007). Follow-up of vital status was complete for patients
diagnosed between 1999 and 2004. Differences in 5-year crude survival
rates between node-negative patients with fewer than the total median
number of nodes examined vs. patients with more nodes examined were
analysed by means of a log-rank test. The ratio between the number of
metastatic and evaluated lymph nodes was calculated, and divided into
4 groups: N-ratio 0 (0%), N-ratio 1 (0.1−19%), N-ratio 2 (20−29%), and
N-ratio 3 (�30%).
Results: The median number of lymph nodes examined was 7; among
patients with N0 disease 6, while among patients with N+ disease it was
8. Between 1999–2001 and 2004–2007, the median number of nodes
examined increased from 6 to 8. The median number of nodes examined
varied between the departments of pathology from 5 to 9.

Among patients with N0 disease and <7 nodes examined, 5-year survival
was 57% compared to 73% among patients with �7 nodes examined
(p = 0.01). Using N-ratio, patients with N-ratio of 0% had higher 5-year
survival rates (58%) compared to patients with a higher N-ratio (N-ratio 3:
5-year survival 11%, p < 0.001). Risk of dying was strongly correlated with
N-ratio.
Conclusion: In our region insufficient number of lymph nodes are
dissected and/or examined. The difference in lymph nodes examined
between the departments of pathology could lead to differences in stage
distribution and survival. N-ratio has a clear prognostic impact. Attempts to
improve nodal assessment seem to be mandatory.
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Background: We conducted a phase I dose-finding study of sorafenib
(S) in combination with capecitabine (X) and cisplatin (P) in patients with
previously untreated metastatic or inoperable advanced gastric cancer.
Methods: Four dose levels of S, X, and P combination were tested. The
doses of S (p.o. daily), X (p.o. on days 1−14), and P (i.v. on day 1) were
escalated as following schedule; level 1: S 400mg/d, X 1,600mg/m2/d,
P 80mg/m2; level 2: S 800mg/d, X 1,600mg/m2/d, P 80mg/m2; level
3: S 800mg/d, X 2,000mg/m2/d, P 80mg/m2; level 1A: S 800mg/d,
X 1,600mg/m2/d, P 60mg/m2. The cycle was repeated every 3 weeks.
Dose limiting toxicities (DLTs) were evaluated only in the first cycles.
Standard 3+3 dose escalation design was implemented.
Results: Total 21 pts were enrolled in the study. No DLT was observed at
dose level 1 (n = 3). One DLT (grade 3 diarrhea) was noted at dose level
2 (n = 6), and 2 DLTs (two grade 4 neutropenias longer than 5 days in
duration) were observed at dose level 3 (n = 6), which made the level 3 as
maximum tolerated dose (MTD). However, at cycle 2 and thereafter at dose
level 2, the relative dose intensity (RDI) of S and X could not be maintained
(mostly below 80%) due to the frequent dose reductions and cycle delays.
So, we explored a new dose level (1A) between dose level 1 and 2.
Since no DLT was found among 6 patients at level 1A with RDI mostly
above 80% throughout the treatment period, level 1A was determined as
recommended dose (RD). Most frequent grade 3 and 4 hematologic and
non-hematologic toxicities were neutropenia (25.0% of cycles) and hand-
foot syndrome (2.3% of cycles). The objective responses were confirmed in
10 out of 16 patients with measurable lesions (62.5%; 95% CI 38.8−86.2%).
With a median follow-up of 12.7 months, estimated median progression-free
survival and overall survival was 10.0 months (95% CI, 6.8−13.1 months)
and 14.7 months (95% CI, 8.5−21.0 months), respectively.
Conclusions: Diarrhea and neutropenia were DLTs in this S, X, and P
combination. The dose schedule of sorafenib 400mg po bid daily with
capecitabine 800mg/m2 po bid on days 1−14, and cisplatin 60mg/m2 iv
on day 1 in every 3 weeks is recommended for further development in
AGC.

6564 POSTER
Association of CYP2A6*4 with the efficacy of S-1 plus cisplatin in
metastatic gastric cancer patients

M. Kang1, S. Kong2, H. Cho3, K. Moon3, Y. Park3, N. Kim3, S. Park3.
1Research Institute and Hospital National Cancer Center, Center for
Clinical Trials, Goyang Gyeonggi, South Korea; 2Research Institute and
Hospital National Cancer Center, Center for Clinical Services, Goyang
Gyeonggi, South Korea; 3Research Institute and Hospital National Cancer
Center, Center for Gastric Cancer, Goyang Gyeonggi, South Korea

Background: S-1, a novel oral fluoropyrimidine contains tegafur, which
is converted to 5-fluorouracil mainly by CYP2A6. We evaluated the
association between CYP2A6 polymorphisms and treatment efficacy of
S-1 plus cisplatin in metastatic gastric carcinoma (MGC) patients.
Methods: Chemonaive patients received S-1 40mg/m2 b.i.d. on days 1−14
and cisplatin 60mg/m2 on day 1 of a 3-week cycle. We analyzed the
wild-type allele (CYP2A6*1) and four variant alleles that abolish of reduce
enzyme activity (CYP2A6*4, *7, *9 and *10).
Results: Thirty-six MGC patients were enrolled. The frequencies of the
CYP2A6*4, CYP2A6*7, CYP2A6*9, and CYP2A6*10 alleles were 16.7%,
5.6%, 19.4%, and 2.8%, respectively. With a median follow-up duration of
32.3 months (range, 4.8−38.2 months), the median time to progression
(TTP) was 4.4 months (95% CI, 3.1−5.7 months) and the median overall




