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COOPERATIVE ONCOLOGY GROUP STUDY
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George Samelis, Dimitrios Tsavdaridis, George Fountzilas
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Background: Adjuvant chemoradiotherapy using bolus 5FU has been established as the
standard treatment of stage II/III gastric cancer. The focus of research in this area now
is on optimizing the chemotherapy regimen and defining the role of radiotherapy. This
study was designed to determine whether the addition of radiotherapy to
chemotherapy as adjuvant treatment, translutes into an overall survival (OS) and
disease-free survival (DFS) advantage in operable gastric cancer.

Patients and methods: From 8/4/2002 to 13/4/2005, 133 patients with operable gastric
cancer were randomized after surgery to receive either 6 cycles of carboplatin (5 AUC)
and docetaxel (75 mg/m2) every 21 days (Group A, N=65), or the same chemotherapy
regimen with an additional radiotherapy course of a total of 45 Gy, administered
between cycles 3 and 4 (Group B, N=68). Analysis was performed following the intent
to treat principle.

Results: Fifty three patients (81.5%) completed 6 cycles of chemotherapy in group A,
while 49 patients (72%) completed chemotherapy in group B. Fifty six patients treated
in group B received radiotherapy (85%). Most commonly observed severe (grade 3 and
4) toxicities were alopecia (23% in group A versus14% in group B, p=0.26), non-febrile
neutropenia (12% in group A versus 19% in group B, p=0.47), febrile neutropenia (8%
in group A versus 6% in group B, p=0.99) and diarrhea (11% in group A versus 1.5%,
p=0.06). Median relative dose intensity for docetaxel was 0.98 for patients treated in
group A and 0.96 for patients treated in group B, while the cumulative dose of
carboplatin was 2850 and 2400 in the two groups respectively. After a median follow-
up of 25 months, no differences between the two groups were observed, in terms of OS
and DFS (p=0.76 and 0.15, respectively).

Conclusion: This study could not demonstrate a significant difference in the survival of
patients with operable gastric cancer treated either with adjuvant chemotherapy alone
or chemoradiotherapy.
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Background: The oral fluoropyrimidine capecitabine has proven efficacy and safety in
colorectal and breast cancer. Phase II data in AGC suggested that XP would show
comparable efficacy to a standard FP regimen, with potential safety and convenience
advantages. This phase III study evaluated XP vs. FP in first-line AGC.

Methods: Pts with previously untreated measurable AGC received either oral
capecitabine (1000 mg/m2 bid d1-14) + cisplatin (80 mg/m2 i.v. d1) q3w (XP arm) or
5-FU (800 mg/m2/d continuous infusion, d1-5) + cisplatin (80 mg/m2 i.v. d1) q3w (FP
arm). XP requires 1 day per 3 weeks in hospital; FP requires 5 days. Pts were treated
until disease progression or unacceptable toxicity. Primary endpoint: non-inferiority in
progression-free survival (PFS), defined as upper limit of 95% CI of hazard ratio (HR)
<1.4 (first test) and <1.25 (second test).

Results: From Apr 03 to Jan 05, 316 pts were enrolled in 46 centers/13 countries. Arms
were well balanced: median age (years, range) XP (56, 26–74), FP (56, 22–73); median

Karnofsky PS 80 (range 70-100) in both arms; male/female: XP (64/36%), FP (69/
31%). Median no. of cycles was 5 (XP and FP). Median follow-up is 22.1 months.
Primary endpoint was met: HR 0.81 (95% CI, 0.63–1.04). Overall response rate (ORR,
RECIST) was superior with XP vs. FP (41 vs. 29%, p=0.03). Median PFS (5.6 vs. 5.0
months) and overall survival (10.5 vs. 9.3 months) were highly significantly non-
inferior for XP vs. FP. These findings were confirmed in subgroup analyses (reflecting
prior chemotherapy, gender, age, Karnofsky PS, no. of metastatic sites). The most
common treatment-related grade 3/4 adverse events (XP vs. FP) were: neutropenia (16
vs. 19%), vomiting (7 vs. 9%), stomatitis (2 vs. 7%), diarrhoea (5 vs. 5%), and anaemia
(5 vs. 3%). Other grade 3/4 events occurred in <5% of pts.

Conclusions: XP showed highly significant non-inferiority for PFS and significant
superiority for ORR vs. FP with similar safety. Subgroup analyses confirmed these
results and suggest that capecitabine should become the fluoropyrimidine of choice for
AGC.
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Background: Using standard chemotherapy with single-agent gemcitabine (GEM)
a median survival time of around 6–7 months has been reported. A considerable
number of randomised studies examined the question, whether the addition of
a second cytotoxic agent might improve the prognosis. However, while progression-
free survival was significantly prolonged in some of the individual studies, only one
trial so far showed a signficant advantage for overall survival.

Methods: A meta-analysis was performed including 12 trials comparing GEM vs.
GEM+X. The analysis comprised a total of 3687 patients and was predominantly based
on published data.

Results: The meta-analysis revealed a significant survival benefit for GEM+X with
a pooled hazard ratio (HR) of 0.91 (95% CI: 0.85 - 0.98, p=0.0079). The overall test for
heterogeneity resulted in p=0.68 (I2=0%). The analysis of platinum-based
combinations indicated a HR of 0.83 (95%CI: 0.71-0.98, p=0.03), while for
fluoropyrimidine-based combinations the HR was 0.89 (95%CI: 0.80-0.98, p=0.02).
No risk reduction was observed in the group of trials combining GEM with irinotecan,
exatecan or pemetrexed (HR=0.99). A meta-analysis of the trials with adequate
information on performance status (PS) was performed in 1682 patients. This analysis
indicated that patients with a good PS had a marked survival benefit when receiving
combination chemotherapy (HR=0.76; 95%CI: 0.67 - 0.87; p<0.0001). By contrast,
application of combination chemotherapy to patients with an initially poor PS
appeared to be ineffective or even harmful (HR=1.08; 95% CI: 0.90 - 1.29).

Conclusions: The meta-analysis of randomised trials indicated a significant benefit
when gemcitabine was either combined with platinum analogs or fluoropyrimidines.
This benefit was specifically observed in good PS patients, while patients with a poor PS
may rather benefit from single-agent therapy.
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Background: Several attempts have been accomplished in order to improve efficacy of
the gold standard Gemcitabine (G) in APC by combining such agent with both
chemotherapeutics or new targeted agents. However, conflicting results are provided
by phase III trials with polychemotherapy and the impact of novel ‘‘biological’’ drugs
(ND) remains to be defined. Methods: All prospective phase III trials comparing single-
agent G with G-based polychemotherapy regimens (poly-G) or G plus ND were
considered eligible. A pooled analysis was performed and event-based relative risk
ratios (RR) with 95% CI were derived through both a fixed- and a random-effect model
approach, exploring OS as the primary outcome and PFS and ORR as secondary
outcomes. Heterogeneity between different trials was also taken into account. Results:
Sixteen trials involving 5561 pts were identified. The analysis was conducted
considering five different subgroups: 1) overall population 5561 patients, 16 trials), 2)
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polychemotherapy (poly)-G vs G (3682 pts, 12 trials), 3) platinum-containing poly-G
(PG) vs G (768 pts, 5 trials), 4) fluoropyrimidine-containing poly-G (FG) vs G (1640
pts, 4 trials), and 5) ND-G vs G (1879 pts, 4 trials). As shown in the table, no significant
differences in the primary outcome (OS) were observed in any of the five groups
analyzed. Conversely, a significant advantage was evident with regard to both PFS and
ORR in the overall population as well as in the P-G vs G subgroup (with both fixed-
and random-effect model), although with some heterogeneity. Conclusions: Whatever
drug (chemotherapeutics or targeted agents) is added to G, median survival is not
improved. However, the addition of platinum compounds appears to significantly
improve PFS and ORR, possibly justifying the use of platinum-based poly-G in
younger and fit patients.
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Purpose: To develop a multivariate model capable of predicting survival in patients
with locally advanced or metastatic gastric adenocarcinoma.
Patients and methods: A total of 1455 patients out of 1598, who received first-line
palliative chemotherapy for unresectable, recurrent or metastatic gastric
adenocarcinoma between September 1994 and February 2005 were included in the
analysis. Survival was the primary end point assessed. Clinical data at the time of the
initial chemotherapy were collected.

Results:

Conclusions: Seven poor prognostic factors for survival in gastric cancer patients
receiving first-line palliative chemotherapy were identified in this study and prognostic
model will be presented at the meeting.
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Background: Cetuximab and oxaliplatin-5FU/FA demonstrated high activity in first-
line metastatic colorectal cancer. Here we report on the first available data from a trial
assessing the efficacy of this combination in advanced gastric cancer. Methods: Pts
received cetuximab 400 mg/m2 at first infusion followed by weekly 250 mg/m2

combined with the FUFOX regimen (oxaliplatin 50 mg/m2 plus 5FU 2000mg/m2 plus
DL-folinic acid 200 mg/m2 d1,8,15,22 qd36). The primary endpoint was response
according to RECIST. Toxicity was reported according to NCI.CTC v3.0.

Results: From 4/05 until 03/06 we included 53 pts at 7 study centers: 13 women and 40
men; median age 63 years, range 38-80. 3 pts had irresectable locally advanced and 50
pts had metastatic disease. Immunohistochemical staining for EGFR is actually
available in 27 pts. EGFR was detectable in 16 pts (59%). 23 pts are still being treated. 3/
53 (6%) pts died within 60 days after inclusion. Completed reports on toxicity during
the first 2 cycles of chemotherapy are available in 43 patients. Reported hematological
toxicities grade 3/4 were: leukopenia 2.3%, febrile neutropenia 2.3%, and
thrombocytopenia 2.3%. Grade 3/4 non-hematological adverse events were: diarrhea
25.6%, fatigue 7.0%, dyspnea 4.7%, sensory neuropathy 2.3%, and deep vein
thrombosis 2.3%. Cetuximab-attributable skin-reactions occurred as follows: grade
0 18.6%, grade 1 34.9%, grade 2 41.9%, grade 3 9.3%. Response is actually evaluable in
28 patients showing an overall response rate of 64.4% including 1 complete and 17
partial responses. There were 25.0% stable diseases, and only 3 patients (10.7%) had
progressive disease. Tumor response and toxicity data of all patients will be presented
at the meeting.

Conclusion: The first analysis indicates a very promising efficacy and a tolerable safety
and toxicity profile of the cetuximab-FUFOX regimen in advanced gastric cancer.

1077PD CETUXIMAB IN COMBINATION WITH FOLFIRI AS FIRST-
LINE TREATMENT IN PATIENTS WITH UNRESECTABLE/
METASTATIC GASTRIC OR GASTROESOPHAGEAL
JUNCTION (GEJ) ADENOCARCINOMA: PRELIMINARY
RESULTS OF FOLCETUX PHASE II STUDY

Francesca Di Fabio1, Carmine Pinto1, Salvatore Siena2, Stefano Cascinu3, Claudio
Ceccarelli4, Fabiola Lorena Rojas Llimpe1, Vita Mutri1, Stefania Giaquinta1, Edera
Piana1, Andrea Angelo Martoni1

Study group RR 95% CI p Heterogeneity

Overall population
OS 0.95 0.85, 1.07 0.42 p=0.99
PFS 0.90 0.83, 0.97 0.007 p=0.24
ORR 1.57 1.30, 1.89 <0.0001* p=0.01

Poly-G vs G
OS 0.92 0.80, 1.05 0.23 p=0.99
PFS 0.87 0.79, 0.95 0.003 p=0.09
ORR 1.70 1.40, 2.07 <0.0001** p=0.01

Poly-G vs G
P-G vs G
OSPFSORR 0.82 0.61, 1.12 0.22 p=0.98
PFS 0.66 0.53, 0.81 <0.0001 p=0.74
ORR 1.77 1.27, 2.45 0.001 p=0.17

Poly-G vs G
F-G vs G
OSPFSORR 0.90 0.72, 1.10 0.30 p=0.78
PFS 0.85 0.72, 1.01 0.06 p=0.23
ORR 1.37 0.97, 1.94 0.07 p=0.06

Poly-G vs G
ND-G vs G
OS 1.04 0.85, 1.28 0.7 p=0.71
PFS 0.97 0.85, 1.12 0.70 p=0.99
ORR 0.77 0.44, 1.38 0.37 p=0.96

*Significant at REM (p=0.001); **significant at REM (p=0.01).

Patient characteristics

Patient # (%) (N=1455)

Age (median age, range) 54 (21 – 86)
Male sex (%) 948 (65.2)
Performance status
0–1 1189 (81.7)
‡2 266 (18.3)

Disease status
Locally advanced 43 (3.0)
Metastatic 1412 (97.0)
Previous gastrectomy
Curative total gastrectomy 217 (14.9)
Curative subtotal gastrectomy 232 (16.0)
Palliative total gastrectomy 136 (9.4)
Palliative subtotal gastrectomy 110 (7.6)
Bypass surgery without gastrectomy 94 (6.5)

First-line chemotherapy regimen
5-FU based 826 (56.8)
non-5-FU based 629 (43.2)

Multivariate Prognostic Factors for Poor Survival
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Background: The aim of this phase II study was to evaluate efficacy and safety of
cetuximab combined with FOLFIRI as a first-line treatment for advanced gastric or GEJ
cancer.

Methods: Eligibility criteria were: histologically diagnosis of stomach or GEJ
adenocarcinoma, unresectable/metastatic disease, EGFR+, measurable disease, no prior
chemotherapy for advanced cancer. Pts received cetuximab weekly at 400 mg/m2 iv
loading dose, and then at 250 mg/m2 iv maintenance dose, CPT11 180 mg/m2 iv d1,
LFA 100 mg/m2 iv followed by 5FU 400 mg/m2 iv bolus and 600 mg/m2 iv continuous
infusion 22h d1-2(FOLFIRI) every 2 weeks, for a maximum of 24 weeks, then
cetuximab alone was allowed in pts with CR/PR/SD. Anti-tumor activity was assessed
by CT and PET at baseline and after 6 weeks, and further by CT alone or CT and PET
every 6 weeks.

Results: From November 2004 to December 2005, 49/54(90.7%) screened subjects were
EGFR+, and 38 pts were enrolled in the study. Pt characteristics were: 26 (68.4%)
males, 12 (31.6%) females; median age 63.5 years (39-82); median KPS 90 (70-100); 34
(89.4%) stomach, 4 (10.5%) GEJ; 18 (47.3%) prior gastrectomy; 13 (34.2%) prior
adjuvant chemotherapy; 4 (10.5%) locally advanced disease, 34 (89.4%) metastatic
disease. Median number of treatment weeks was: 13 (1-55). Median dose intensity was:
5FU 100% (25-100), CPT11 100% (25-100) and cetuximab 100%(80-100). At the
present time, 27 pts are assessable for response and 38 for toxicity. Objective
responses(RECIST) were: 4(14.8%)CR, 10 (37%)PR, e.g. 51.9% CR + PR (95% CI:33-
70%), 11 (40.7%) SD. Median TTP is 6.5 months(3-15). Survival data are premature
(86.8% of the pts are alive). Grade 3-4 toxicity (CTCv3.0) was: 16 (42.1%) neutropenia
(1pt died of febrile neutropenia), 1(2.6%)thrombocytopenia,
2(5.3%)hypertransaminasemia, 1(2.6%)hyperbilirubinemia. Cutaneous toxicity was:
12(31.6%) gr1, 11(28.9%) gr2, 7(18.4%) gr3.

Conclusions: Combination of cetuximab and FOLFIRI appears to be active in gastric
and GEJ adenocarcinoma.This treatment has been well-tolerated and the major toxicity
appears to be limited to neutropenia.
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Background: Single-agent docetaxel has a 17%-24% response rate (RR) in advanced
gastric cancer. The addition of bevacizumab to standard chemotherapy has improved
RRs and survival of patients (pts) with metastatic colorectal, lung, and breast cancer in
randomized trials.

Methods: Pts with measurable, metastatic esophageal or gastric cancer received
bevacizumab 5 mg/kg day 1 and day 15 and weekly docetaxel 35 mg/m2 day 1, day 8,
and day 15 on a 28-day cycle. Prior adjuvant therapy and 1 prior chemotherapy for
metastatic disease were permitted.

Results: Thirty pts have been enrolled: median age= 59 years (40-78), male/female= 28/
2, ECOG performance status 0/1= 13/17, gastric/gastroesophageal junction/ esophageal
carcinoma= 6/4/20 and adenocarcinoma/squamous cell carcinoma 29/1. Sites of
metastatic disease included: lymph nodes (23 pts), liver (21 pts), lung (15 pts), bone (3
pts), and other (3 pts). Most pts had received prior chemotherapy (24 pts) and prior
radiotherapy (16 pts). Grade III/IV toxicity occurring in >5% of pts for all 30 pts was:
fatigue= 4 pts (13%), gastrointestinal bleed= 4 pts (13%), anemia= 4 pts (13%),
neutropenia= 3 pts (10%), and arterial thrombosis= 2 pts (7%). Additionally, 5 pts
(17%) had grade II nail changes and 4 pts (13%) had grade II tearing. Treatment was
held in 7 pts and reduced in 4 pts due to toxicity. Although no pts died during the
study, 5 pts died within 30 days after study completion. Among 23 pts evaluable for
response (5 were not evaluable and 2 were too early to assess), 1 complete response and
5 partial responses (ORR= 26.1%) were noted. Additionally, 7 pts (30.4%) had stable
disease as their best response.

Conclusions: The regimen of weekly docetaxel and bi-weekly bevacizumab (AvaTax)
was well tolerated, although the risk of hemorrhage and arterial thrombosis remains
a concern. The preliminary RR in mostly pretreated pts is promising. Further accrual to
35 evaluable pts is ongoing. Supported by Genentech.
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Introduction: Capecitabine (CAP) + gemcitabine (GEM) may prolong overall (OS)
and progression-free survival (PFS) in advanced pancreatic cancer as compared with
GEM alone. The anti-angiogenic agent bevacizumab (BEV), a humanised anti-VEGF
monoclonal antibody produces synergistic anti-tumor effect with GEM or CAP. This
multicenter, phase II trial is evaluating the efficacy and safety of BEV plus GEMCAP in
patients with advanced pancreatic cancer.
Methods: Eligible patients: unresectable or metastatic pancreatic adenocarcinoma; no
prior systemic therapy; ECOG PS 0/1; adequate organ function; no major surgery
within 28 days and no CNS metastases. Patients received BEV 15mg/kg (day 1), GEM
1000mg/m2 (days 1 and 8) and CAP 650mg/m2 twice-daily (days 1-14) every 3 weeks
until disease progression (maximum of 12 months). Response was assessed using
RECIST. Adverse events were graded using NCI-CTC v3.0. Flow cytometric analysis for
circulating endothelial cells (CECs) (CD31+, CD34+, CD45-) was performed at
baseline and on day 3. The primary endpoint is an improvement in PFS of 1.6 months
as compared with a historical value of 2.5 months with GEM alone.

Results: Thirty-two patients have been enrolled: median age 64.5 (range 38-79) years;
50% male; stage III/stage IV: 3/29. Cycles completed=170; median=5 (range=0-16).
Response data are available for 27 patients. Partial responses confirmed in 6 (22%)
patients; 18 (67%) achieved stable disease. Median PFS was 4.7 months (95% CI: 3.9-
9.8); estimated OS 8.9 months (95% CI: 4.6-10.2). Treatment was well-tolerated. Grade
3/4 adverse events: pulmonary embolism (n=4), anemia (n=3), neutropenia (n=3),
thrombocytopenia (n=3), hand-foot syndrome (n=3) and emesis (n=3). One grade 5
toxicity (haemorrhage). An improvement in QOL was observed in 12/19 (63%, 95%
CI: 41%-81%) patients. CEC levels on day 3 were increased in 11/18 and decreased in
7/18 patients (p=0.2101).

Conclusions: These results suggest that the addition of BEV to GEMCAP improves PFS
and QOL compared with historical data. The primary endpoint of the study is likely to
be reached. (Supported by a grant from NCCN).

1080PD NCCTG PHASE II TRIAL OF BEVACIZUMAB,
GEMCITABINE, OXALIPLATIN IN PATIENTS WITH
METASTATIC PANCREATIC ADENOCARCINOMA

George P. Kim1, Ann L. Oberg1, Nathan R. Foster1, Daniel J. Sargent1, Anthony
Jaslowski1, Deborah Campbell2, Eric Hedrick3, Axel F. Grothey1, Steve R. Alberts1

1NCCTG, GI Oncology, Rochester, MN, 2Sanofi-Aventis, Oncology,
Bridgewater, NJ, 3Genentech, Oncology, San Francisco, CA

Background: The combination of gemcitabine and oxaliplatin (GemOx) is an active
regimen in pancreatic cancer. A study with the biologic agent, bevacizumab, and
gemcitabine has also demonstrated significant activity. Based on these observations, the
NCCTG initiated a multi-center phase II study to evaluate whether a regimen
containing an active cytotoxic doublet with an active targeted agent improves 6-month
survival and is tolerable in previously untreated patients with metastatic pancreas
cancer.

Methods: Treatment consists of gemcitabine 1000 mg/m2 IV over 100 minutes and
bevacizumab 10 mg/kg IV given on day 1, 15; oxaliplatin 100 mg/m2 IV is given on day
2, 16. A treatment cycle consists of 28 days. Eligibility includes: no prior chemotherapy,
ECOG PS 0-2, bili< 2x UNL, AST< 5x UNL. Pts with stable full dose anticoagulation
are eligible. Bevacizumab specific exclusions include no recent stroke, heart attack,
embolus, tumor invasion or significant proteinuria. CT scans are obtained every 2
cycles. Treatment continues until disease progression, severe adverse events (AEs), or
patient refusal. Evaluability for AEs required at least 2 cycles of data.

Results: Eighty-four pts were enrolled from 7/05 to 2/06 with the median duration of
treatment at the time of analysis being 2 cycles. When considering only AEs that are at
least possibly related to the study regimen, 18% of 65 evaluable patients had
a maximum grade ‡ 4 adverse event. The majority were non-hematologic events.
Three patients died from grade 5 events (1-gastric perforation, 1-cerebral ischemia,
1-multi-organ failure).

Conclusions: Early assessment of adverse events in this trial reveals a reasonably
tolerable regimen, although the three grade 5 events indicate caution must be exercised
and that analysis of the full dataset is required. Additional efficacy and toxicity data will
be presented.

1081P PROGNOSIS OF SMALL BOWEL ADENOCARCINOMA
TREATED WITH FOLFOX-4 OR XELOX; A MATCHED CASE
CONTROL STUDY DERIVED FROM A DATABASE OF 581
PATIENTS WITH COLORECTAL CANCER

Jacob Lønborg, Adam C. Vilmar, David Mård, Søren Astrup Jensen,
Jens Benn Sørensen
Finsen Centre, Rigshospitalet, University of Copenhagen, Dept. of Oncology,
Copenhagen, Denmark

Aim: Small bowel cancer (sbc) is a very rare disease, which basicly is treated as
colorectal cancer (crc). The purpose was to compare efficiacy of chemotherapy and
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prognosis for patients with adenocarcinoma of small bowel (sbc) to crc patients in both
adjuvant and palliative settings.

Patients and metods: A case-control study including 13 sbc cases treated palliatively
(n=7) with either capecitabine monotherapy or combined with oxaliplatin (XELOX)
or receiving adjuvant 5-FU chemotherapy (FOLFOX-4) following surgery (n=6). A
control group was derived from a database of 581 patients with crc by matching each
case to 5 patients, according to the following six criterias: Chemotherapy regimen,
stage, age, gender, performance state (PS) and lactate dehydrogenase (LDH).

Results: Response rate for sbc patients in the palliative group was 14% compared to 37%
for crc patients (P=0.1). Median progression free survival times were 2.7 and 7.2
months (p=0.05) and median overall survival times were 8.5 and 12 months (p=0.6)
for sbc and crc patients, respectively. In the adjuvant group the progression free survival
rates were 63% and 93% (p<0.0001) after one year and 66% and 73% (p=0.4) after
three years for sbc and crc patients, respectively. Overall survival rates after tree years
were 80% and 87% (p=0.5) and after five years 80% and 82% (p=0.9) for sbc and crc
patients, respectively. For the entire patient populations the progression free survival
rates after one year were 50% and 65% (P=0.04) and median time to progression were
6.7 months and 31.1 months (P=0.6) for sbc and crc, respectively. Overall survival after
3 years were 55% and 61% (p=0.5) for sbc and crc, respectively.

Conclusion: Standard chemotherapy-regimes for patients with sbc seem less efficient
and the prognosis worse compared to crc patients, especially in the palliative settings.
However, ferm conclusions can not be drawn from the small patient population in this
very rare disease. Multicentre studies is warranted to confirm these results and define
the optimal chemotherapy regimes in sbc.

1082P A PHASE II STUDY OF DOCETAXEL IN COMBINATION WITH
GEFITINIB IN GEMCITABINE-PRETREATED PATIENTS
WITH ADVANCED/METASTATIC PANCREATIC CANCER

M. Ignatiadis, A. Polyzos, G.P. Stathopoulos, E. Tselepatiotis,
Ch. Christophyllakis, K. Argyraki, N. Androulakis, N. Vardakis,
A. Potamianou, V. Georgoulias
University General Hospital of Heraklion, Department of Medical Oncology,
Heraklion, Greece

Purpose: To evaluate the efficacy and tolerance of the docetaxel/gefitinib combination
as second-line treatment in patients with advanced pancreatic cancer. Patients and
methods: A total of 27 patients pretreated with gemcitabine-based chemotherapy were
enrolled onto the study. Docetaxel (75 mg/m2, iv) was administered every 3 weeks for
a maximum of 6 cycles and gefitinib (250 mg/d, p.o) continuously.
Results: One (3.7%) patient achieved a partial response (PR) and five (18.5%) patients
stable disease (SD) [disease control rate (PR+SD): 22.2%, 95% CI: 6.5%-37.9%]. The
median duration of the disease control, the median time to disease progression and the
median survival were 3.1 (range 2–13), 2.3 (range 1–7.3) and 3.5 (range 1–13.9)
months respectively. Grade 3/4 neutropenia was recorded in 10 (37%) patients,
although only one (3.7%) developed grade 3 febrile neutropenia. One (3.7%) patient
experienced grade 3 mucositis, one (3.7%) grade 3 fatigue and two (7.4%) grade 3
diarrhea. Grade 1–2 rash was observed in 13 (48%) patients. There were no treatment-
related deaths. Conclusion: The docetaxel/gefitinib combination although safe has
minimal activity as salvage treatment for advanced pancreatic cancer after failure of
gemcitabine-based chemotherapy.

1083P PHASE I TRIAL OF CAPECITABINE (CAP) AND
GEMCITABINE (GEM) WITH CONCURRENT RADICAL
RADIOTHERAPY IN LOCALLY ADVANCED PANCREATIC
CANCER (PAC): INITIAL RESULTS

Michael Michael1, Trevor Leong2, Timothy J. Price3, Vinod Ganju4,
Andrew Strickland5, Michael Jefford1, Anna Muller6, Sam Ngan2,
Alvin Milner7, John R. Zalcberg1

1Peter MacCallum Cancer Centre, Medical Oncology, Melbourne, Australia,
2Peter MacCallum Cancer Centre, Radiation Oncology, Melbourne, Australia,
3Queen Elizabeth Hospital, Medical Oncology, Adelaide, Australia, 4Frankston
Hospital, Medical Oncology, Melbourne, Australia, 5Monash Medical Centre,
Medical Oncology, Melbourne, Australia, 6Adelaide Radiotherapy Centre,
Radiation Oncology, Adelaide, Australia, 7Peter MacCallum Cancer Centre,
Biostatistics and Clinical Trial Centre, Melbourne, Australia

Background: Primary chemoradiation with infusional 5FU is widely used for the
treatment of patients (pts) with locally advanced, unresectable PaC, but with
disappointing results. Novel chemotherapy regimens in combination with radical
radiotherapy (RT) thus need to be evaluated to improve the efficacy and pt
convenience. The combination of Cap (Xeloda�) and Gem has shown superior activity
in advanced PaC and both agents are potent radiosensitisers. The aim of this phase I
trial was to determine the MTD of the Cap plus Gem combination with concurrent RT.

Patients and Methods: Eligible pts had unresectable, locally advanced PaC based on
imaging and/or surgical staging, adequate organ function, ECOG PS 0-1 and no prior
therapy. During RT, Gem was escalated from 20 to 50 mg/m2/day IV (given days 1 and
4 of each week of RT), and Cap was escalated from 800 to 2000 mg/m2/day (given daily

in 2 divided doses, days 1-5 of each week of RT) in 7 planned dose levels. RT consisted
of 50.4 Gy/ 28 fractions/5.5 weeks using conformal techniques. Three pts were entered
to each dose level and if 1 of 3 pts had a dose limiting toxicity(s) (DLTs) the cohort was
expanded to 6 pts. DLTs were defined prospectively and based on treatment-related
toxicities and treatment interruptions.

Results: 16 pts have been accrued to date, with complete data on 14. Dose level 1: Cap/
Gem; 800mg/m2/day / 20mg/m2/day (3 pts). Dose level 2: 1000 / 20 (8 pts). Dose level
3: 1300 / 30 (5 pts). Three pts (21%) had a PR, and 7 pts (50%) had SD. No DLTs were
observed on dose levels 1 and 2, whilst 2 DLTs were observed in dose level 3; grade 3
dehydration (1 pt) and grade 3 diarrhoea and dehydration (1 pt). Dose level 2 was
declared the recommended dose level and is being expanded to a total of 10 pts. No
grade 4 haematological toxicities have been observed.

Conclusions: The addition of Cap and Gem to radical RT was both feasible and
generally well tolerated. For future trials, Cap 1000 mg/m2/day and Gem 20 mg/m2/day
(twice per week) is the recommended dose when combined with 50.4Gy of RT. Further
results will be presented.

1084P ESTROGENE RECEPTOR EXPRESSION IN PATIENTS WITH
CANCER OF THE STOMACH

Dmitriy Pototskiy1, Sergey Azatyan2

1Dnepropetrovsk Regional Cancer Centre, Oncology, Kiev, Ukraine,
2Dnepropetrovsk Municipal Cancer Centre, Oncology, Kiev, Ukraine

This study was aimed at the investigation of estrogen receptor expression (ERE) in
patients with different forms of cancer of the stomach and estimation of a potential for
antiestrogen adjuvant therapy in improving the results of the treatment. In 27 patients
(10 females and 17 males) with cancer of the stomach, ERE was studied by using
immunohistochemical investigation of micropreparations fixed with formaldehyde
solution. Intensity of positive staining of estrogen receptors was estimated by using
computer-aided imaging. Twelve patients had moderately differentiated cancer of the
stomach, 3 patients - low differentiated, 7 patients - undifferentiated, and 5 patients
had mucous cancer of the stomach. In all patients (except for 3 patients with G3),
intense staining of estrogen-positive receptors was noticed in the nuclei of tumour
cells, nuclei of lymphocytes, light zones of lymph follicles and nuclei of endothelium
cells of the capillaries. In case of cancer of the stomach, estrogen-positive staining
having optical density of 1.8 to 1.98 is spread over 12.4% to 74.7% of the nuclear zone
of tumour cells. ERE in normal glandular cells of cervical zone was found in all patients.
No correlation of the receptor status of a tumour with the patient’s gender was noticed.
Thus, tumour cells of moderately differentiated, low differentiated, undifferentiated
and mucous cancer of the stomach are hormone-dependent, therefore, such cell may be
susceptible to antiestrogen hormone therapy, e.g., with Toremifene, which makes it
possible to expect an improvement of the results of the treatment. ERE (concentration)
in non-tumour cells should be studied separately. This can be done by using
quantitative imaging for immunohistochemical investigations.

1085P PACLITAXEL(PAXEL�)/5-FU/LEUCOVORIN (PFL)
CHEMOTHERAPY IN INOPERABLE ADVANCED OR
RECURRENT GASTRIC CANCER; A PRELIMINARY REPORT
OF MULTICENTER PHASE II STUDY

Samyong Kim1, Hyo Jin Lee1, Do Yeon Cho2, Ji Chan Park3, Sang Byung Bae4,
Kyu Taek Lee5, In Sung Cho6, Chang Soon Han7, Suk Young Park3,
Hwan Jung Yun1

1Chungnam University Hospital, Internal Medicine, Daejeon, Republic of Korea,
2KonYang University Hospital, Internal Medicine, Daejeon, Republic of Korea,
3Daejeon St.Mary’s Hospital, Internal Medicine, Daejeon, Republic of Korea,
4Sun Chun Hyang University Hospital, Internal Medicine, Chon-An, Republic of
Korea, 5Sun Chun Hyang University Hospital, Internal Medicine, Chun-An,
Republic of Korea, 6Eulji University Hospital, Internal Medicine, Daejeon,
Republic of Korea, 7Chungju St Mary Hospital, Internal Medicine, Cheongju,
Republic of Korea

In patient with inoperable advanced or recurrent gastric cancer, a paclitaxel(Paxel�)/5-
FU/leucovorin (PFL)combination chemotherapy was evaluated in a multicenter, open
label, phase II setting. Paclitaxel(Paxel�) 75 mg/m2 iv hr 0-2, 5-FU 2000 mg/m2 iv hr 2-
48 and Leucovorin 40 mg/m2 iv hr 0-2 were administered every 14 days. 1 cycle of
chemotherapy consisted of 2 chemotherapy sessions 14 days apart. Out of planned
enrollment of 49 patients, 30 patients were enrolled from November 2004 to December
2005. Out of 30 enrolled patients, 3 patients withdrew and 27 cases were evaluable. A
mean of 3.3 cycles of chemotherapy were administered. 12 patients (44.5%) showed
partial response and 7 patients (25. 9%) showed stable disease with a disease control
rate of 70.4%. Median survival time is not reached and mean survival time is 9.8 mos
with a range of 3-15mo+. More than grade 3 toxicities of PFL chemotherapy were;
nausea 1.2%, vomiting 1.8%, stomatitis 0.6% and anorexia 1.8%. There were no grade
3 or 4 hematologic toxicities associated with PFL regimen. Only 5.3% each of grade II
anemia and leucopenia and 0.2% of neutropenia were noted. PFL chemotherapy
appears very promising with ample efficacy devoid of severe toxicities.

Annals of Oncology abstracts

Volume 17 | Supplement 9 | September 2006 doi:10.1093/annonc/mdl227 | ix311



1086P IRINOTECAN, LEUCOVORIN AND 5-FLUOROURACIL (ILF)
VERSUS ILF PLUS CISPLATIN (PILF) FOR ADVANCED
GASTRIC CANCER: INTERIM ANALYSIS FROM
A RANDOMIZED PHASE II TRIAL

Dong Bok Shin, Se Hoon Park, Eunmi Nam, Eun Kyung Cho, Jae Hoon Lee
Gachon University Gil Medical Center, Hematology and Oncology, Internal
Medicine, Incheon, Republic of Korea

Purpose: Irinotecan, in combination with 5-fluorouracil (FU) or cisplatin, clearly
demonstrated efficacy against gastric cancer. We compared the combination of
irinotecan, leucovorin and FU (ILF) with ILF plus cisplatin (PILF) as first-line
chemotherapy in patients with measurable metastatic gastric cancer.

Methods: Patients with chemotherapy-naı̈ve, histologically-confirmed, metastatic
gastric adenocarcinoma were randomized to receive irinotecan 150 mg/m2 on day 1,
leucovorin 20 mg/m2 and a 22-h infusion of FU 1000 mg/m2 on day 1 and 2 (ILF), or
ILF plus cisplatin 30 mg/m2 on day 2 (PILF). Treatment was repeated every 2 weeks
until disease progression, unacceptable toxicity, or patients’ refusal. Primary endpoint
was response rate, assessed every 4 cycles of chemotherapy.

Results: As of February 2006, 72 patients were enrolled and 56 were evaluable for
efficacy. For both groups, 433 chemotherapy cycles were delivered (median, 5 for ILF
and 6 for PILF). PILF was associated with, although statistically insignificant,
substantially more grade 3 or 4 toxicities than ILF (44% and 38% of patients treated
with PILF and ILF, respectively). However, no patient died of toxicity during
treatment. Response rates were 39% and 48% (p=0.49) for ILF and PILF, respectively.
Disease control (response plus stable disease) was achieved in 64% and 90% (p=0.02)
of patients treated with ILF and PILF. Median progression-free survival (PFS) was 4.5
months (95% CI, 3.9-5.1) for ILF and 6.7 months (95% CI, 5.7-7.6) for PILF (p=0.01).
For all patients, median survival time has not been reached yet but the estimated 1-year
survival rate was 48%.

Conclusion: Both ILF and PILF combinations were active, with acceptable safety
profiles. PILF appears to improve disease control and PFS, which merits further
investigation.

1087P DETECTION OF EPSTEIN-BARR VIRUS BY IN SITU
HYBRIDIZATION AND POLYMERASE CHAIN REACTION IN
GASTRIC CARCINOMA

Ho Young Kim1, Jong In Lee1, Kwang Yong Shim1, Mee Yon Cho2, Ji Sun Song3,
Seung Hoon Seong4, Jung Han Kim5, Hun Ho Song5, Jae Kyung Roh6

1Yonsei University Wonju College of Medicine, Internal Medicine, Wonju,
Republic of Korea, 2Yonsei University Wonju College of Medicine, Pathology,
Wonju, Republic of Korea, 3Kwandong University College of Medicine,
Pathology, Goyang, Republic of Korea, 4Yonsei University Wonju College of
Medicine, Surgery, Wonju, Republic of Korea, 5Hallym University College of
Medicine, Internal Medicine, Seoul, Republic of Korea, 6Cancer Metastasis
Rsrch Ctr, Yonsei University College of Medicine, Internal Medicine, Seoul,
Republic of Korea

Purpose: Epstein-Barr virus (EBV) has been known to be linked to a spectrum of
neoplastic conditions, including nasopharyngeal carcinoma, Burkitt’s lymphoma,
peripheral T-cell lymphoma and Hodgkin’s disease. This study aims to investigate the
association of EBV with gastric carcinogenesis in Korea.

Methods: Fifty-three cases of gastric adenocarcinomas were studied for evidence of
EBV infection by EBV-encoded small RNA (EBER) in situ hybridization (ISH) on the
paraffin sections and amplifying the EBV genome encoding envelop glycoprotein
(gp220) with polymerase chain reaction (PCR) in fresh gastric cancer specimens.

Results: EBER was detected in 7 (13.2%) of 53 gastric carcinomas and all EBER-positive
cases were male. In 6 (85.7%) of 7 EBER-positive cases, the tumors were located in the
upper and middle part of the stomach. EBER ISH study showed strong positivity in all
the tumor cells, but negativity in surrouning lymphocytes, stromal cells and normal
gastric mucosa in EBER-positive specimens. DNA PCR was positive in 23 (43.4%) of
53 gastric carcinoma, including all of 7 EBER-positive cases.

Conclusions: We could observe some association of EBV with gastric carcinoma and
our findings concerning the distribution of EBV-positive gastric cancers by sex, site and
histological type are similar to those in Japan. However, EBV-positive rate of gastric
cancer is higher than that in Japan and lower than that in Western countries. Further
studies should be performed to elucidate the oncogenic mechanisms of EBV in gastric
cancer.

1088P DOCETAXEL (T) PLUS CISPLATIN (P) AND LEUCOVORIN/
5FU (LF) IN 1ST LINE ADVANCED GASTRIC CANCER AND
ADENOCARCINOMA OF THE ESOPHAGO-GASTRIC
JUNCTION: RESULTS OF THE MULTICENTER PHASE II
GASTRO-TAX-1 TRIAL

Sylvie Lorenzen1, Norbert Weigert2, Volker Heinemann3, Marcus Hentrich4,
Regine Hollweck5, Tamara Seroneit6, Nadine Röthling7, Christian Peschel1,
Florian Lordick1

1Klinikum rechts der Isar, Technical University of Munich, 3rd Medical
Department, Munich, Germany, 2Elisabethkrankenhaus, Medical Department,
Straubing, Germany, 3Klinikum Grosshadern, 3rd Medical Department, Munich,

Germany, 4Klinikum Harlaching, 4th Medical Department, Munich, Germany,
5Klinikum rechts der Isar, Institute for Medical Statistics, Munich, Germany,
6Sanofi-Aventis GmbH, BU Oncology, Berlin, Germany, 7Klinikum rechts der
Isar, Center for Clinical Studies, Munich, Germany

Introduction: Studies combining T, P, and F every 3wks have shown superior efficacy
but high rates of hematological toxicity in advanced gastric cancer. In order to reduce
toxicity while maintaining the efficacy, we assessed an alternative schedule.

Methods: Chemo-naive patients (pts) with advanced esophago-gastric
adenocarcinomas received T 50 mg/m2, P 50 mg/m2 day 1, 15, 29 and L 500 mg/m2 plus
F 2000 mg/m2 d1,8,15,22,29,36 qd49. Because significant reductions to <80% of initial
drug doses became necessary in 80% of pts, the regimen was amended after the first
15pts. Doses after amendment: T 40 mg/m2, P 40 mg/m2 day 1,15, 29 and L 200mg/m2

plus 5-FU 2000 mg/m2 d1,8,15,22,29,36 qd49. Primary endpoints were response and
toxicity.

Results: From 03/04 to 08/05 we included 60pts: 42m, 18f; median age 53 yrs, (26-76);
24 adenocarcinomas of the esophagogastric junction, 36 gastric cancers. 24pts had
locally advanced tumors and 36pts presented with metastatic disease. Pts received
a median of 2 (range 0–4) cycles. Toxicity: reductions to <80% of initial drug doses
were reported in 80% vs 60% of pts pre/post amendment. 2/60 (3.3%) pts died within
60 days after inclusion. Reported adverse events (grade 3/4) were: neutropenia 23.3%,
febrile neutropenia 5%, diarrhoea 20%, nausea 8.3%, emesis 8.3% and fatigue 18.3%.
56 pts are evaluable for response: The overall response rate according to RECIST
criteria is 50% (95%CI 37.6%–64.1%) including 2 CR. 42.9% had stable disease, 7.1%
were progressive. Actual median follow up is 20.5mths with > 50% pts still alive. Mean
survival is 17.3mths (95%CI 15.2–19.4). Median time to progression is 9.8mths
(95%CI 5.6–14.0). Of the 24pts presenting with locally advanced tumors, 23pts
underwent secondary resection. Tumor-free resection margins (R0) were achieved in
20/23pts (87%). Among 23 resected pts, major histopathological responses (<10%
residual tumor cells) were seen in 9/23pts (39%).

Conclusions: The T-PLF regimen is highly active, safe and has an acceptable toxicity
profile. In locally advanced disease, a high number of patients underwent potentially
curative secondary resections.

1089P PHASE I/II STUDY OF COMBINATION CHEMOTHERAPY
WITH S-1 AND CISPLATIN IN PATIENTS WITH PREVIOUSLY
UNTREATED METASTATIC OR RECURRENT GASTRIC
CANCER

Jae-Lyun Lee, Hye Jin Kang, Min-Hee Ryu, Heung Moon Chang, Tae-Won Kim,
Sung Sook Lee, Sun Jin Sym, Min Kyoung Kim, Jung Shin Lee, Yoon-Koo Kang
Asan Medical Center, University of Ulsan College of Medicine, Oncology, Seoul,
Republic of Korea

Introduction: S-1 plus cisplatin has been reported to be highly active in advanced
gastric cancer (AGC). The objectives of this study were to define the maximal-tolerated
dose (MTD) of S-1, given for 2 weeks separated by 1 week rest, with cisplatin, and to
determine the activity and safety of this combination regimen at the recommended
dose (RD) when used as the first line treatment of AGC.

Methods: Cisplatin was fixed at a dose of 60 mg/m2 on D1 and the starting dose of S-1
was 30 mg/m2 bid (level I) on D1 to D14 every 3 weeks. The dose of S-1 was increased
by 5 mg/m2 bid up to 50 mg/m2 bid (level V) unless MTD was achieved. At every level,
a cohort of 3 pts, which could be expanded to 6 pts, was studied. Dose-limiting
toxicities (DLTs) were defined as usual manner and its occurrence was assessed for the
first 2 cycles.

Results: From February 2004 to January 2006, 62 eligible pts were enrolled. In phase I
(N=21), DLTs occurred at level V (S-1 50 mg/m2 bid, N=3), with 2 of 3 pts developing
G3 diarrhea or febrile neutropenia (FN). The RD was determined at level IV (45 mg/m2

bid, N=6) because only 1 DLT occurred at this level. After the first 20 pts (series I) were
enrolled in phase II, the protocol was amended; the S-1 dose was reduced down to 40
mg/m2 bid (level III, series II, N=23) because of delayed hematologic recovery. At the
time of analysis, a total of 236 cycles of chemotherapy were administered and 17
patients were still on protocol treatment in phase II portion. The median age was 56
years (range, 28-70) and ECOG PS was 0/1 in 98% of pts. The objective response was
observed in 21(50%, 95% CI, 35-65) of 42 assessable pts. SD was achieved in 14 (33%)
pts. With a median follow-up duration of 5.9 months, median progression-free
survival was 5.6 months (95% CI, 4.6-6.6 months) and expected 1-year survival rate
was 53%. G3 or worse toxicities included neutropenia (24%), anemia (21%), asthenia
(14%), and diarrhea (9.5%); however G3 or worse febrile neutropenia, abdominal
pain, and stomatitis were never observed.

Conclusion: New cisplatin plus S-1 regimen incorporating 2-weeks on and 1-week off is
highly active against AGC with favorable toxicities profiles in Korean pts.

1090P EFFICACY AND FEASIBILITY OF PACLITAXEL AND
CISPLATIN COMBINATION CHEMOTHERAPY FOR THE
TREATMENT OF 5-FLUROURACIL (5-FU) REFRACTORY
ADVANCED GASTRIC CANCER

Yong Tai Kim1, JooHyuk Shon2, Park Byong Kyu3, Lee Sang Hun4, Sun Young
Rha2, Joo hang Kim2, Hyun Cheol Chung2

1National Health Insurance Corporation Ilsan Hospital, oncology, Koyang,
Republic of Korea, 2Severance Hospital, Yonsei University, oncology, Seoul,
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Republic of Korea, 3National Health Insurance Corporation Ilsan Hospital,
Internal Medicine, Koyang, Republic of Korea, 4National Health Insurance
Corporation Ilsan Hospital, Surgery, Koyang, Republic of Korea

Background: Inspite many combination chemotherapy for advanced gastric cancer
have been developed, only poor results have generally been reported. We performed
a study on the combination chemotherapy of paclitaxel and cisplatin to the patients
who have already treated 5-FU based chemotherapy. The primary objectives of the
study were evaluating the disease response and elucidating the drug regimen’s safety.

Methods: Patients who have treated 5-FU based chemotherapy (FAM, FA, FM, FP)
with recurrent gastric cancer received intravenous paclitaxel 175 mg/m2 on day 1, and
cisplatin 75 mg/m2 on day 2. This cycle was repeated every 3 weeks.

Results: From March 2000 to January 2005, 27 patients from were enrolled in this
study. A total of 137 treatment cycles (median: 4 cycles) were administered. The
responses were evaluable in 22 patients; 18 patients received this regimen as their 2nd-
line treatment and the other patients received it as their third-line treatment. The
objective response rate (RR) was 31.8% (95% CI: 12.8-40.3) with two complete
responses, and stable disease was observed in 45.4% of the patients. The median follow
up duration was 16 months for all the patients, and the median time to progression was
6.2 months (95% CI: 1.8-10.5). The overall survival time was 9.2 months (95% CI: 6.8-
12.3) with a 1-year survival rate of 17.6% (95% CI: 5.2-32.6). The most common
toxicity was neutropenia. WHO grade 3-4 neutropenia was occurred 7 patients (27%)
and febrile neutropenia was observed in 4 patients (14%), grade 3-4 anemia and
thrombocytopenia occurred in 2 patient (7.4%) and 3 patients (11%) respectively.
Grade 3-4 non-hematologic toxicities included nausea in 6 patients (22%). There were
no treatment related mortalities.

Conclusion: Paclitaxel and cisplatin produced promising activity against gastric cancer
for the previously 5-FU treated patients as a 2nd-line treatment with an acceptable
toxicity profile.

1091P MULTICENTER PHASE II STUDY OF WEEKLY PACLITAXEL
PLUS CISPLATIN COMBINATION CHEMOTHERAPY IN
PATIENTS WITH ADVANCED GASTRIC CANCER

Jong Gwang Kim1, Hong Suk Song2, Young Rok Do2, Kyung Hee Lee3,
Sung Hwa Bae4, Jin Ho Baek5, Won Sik Lee6, Joo Seop Chung7,
Chang-Hak Sohn8, Jung Soon Jang9

1Kyungpook National University Hospital, Oncology/Hematology, Daegu,
Republic of Korea, 2Donsan Medical Center, Keimyung University School of
Medicine, Oncology/Hematology, Daegu, Republic of Korea, 3Yeungnam
University Hospital, Oncology/Hematology, Daegu, Republic of Korea, 4Daegu
Catholic Universitiy Medical Center, Oncology/Hematology, Daegu, Republic of
Korea, 5Dongguk University Gyongju Hospital, Oncology/Hematology, Daegu,
Republic of Korea, 6Daegu Fatima Hospital, Oncology/Hematology, Daegu,
Republic of Korea, 7Pusan National University Hospital, Oncology/Hematology,
Busan, Republic of Korea, 8Inje University Hospital, Oncology/Hematology,
Busan, Republic of Korea, 9Gyeongsang National University Hospital, Oncology/
Hematology, Jinju, Republic of Korea

Background: Since weekly administration of paclitaxel has demonstrated sustained
efficacy together with a more favorable toxicity profile (e.g. less myelotoxicity) than the
3-weekly administration, the present study was conducted to evaluate the efficacy and
safety of a combination regimen of weekly paclitaxel plus cisplatin in patients with
advanced gastric cancer.

Methods: Patients with previously untreated metastatic or recurrent, measurable
gastric cancer received intravenous paclitaxel (Genexol�, CJ.Co. Seoul, Korea) 100 mg/
m2 plus cisplatin 35 mg/m2 on days 1 and 8 in a 3-week cycle. Treatment was continued
until disease progression, patient refusal, or anunacceptable toxicity up to 9 cycles.

Results: Fifty-two patients were enrolled in the current study. Of these, 46 were
assessable for efficacy and 51 assessable for toxicity. Two complete responses and 17
partial responses were confirmed, giving an overall response rate of 36.5% (95% CI:
23.0% to 50.1%, intention-to-treat analysis). At a median follow-up of 193.5 days, the
median time to progression was 6.8 months, whereas median overall survival was not
reached yet. Grade 3 neutropenia occurred in 10 patients, while grade 4 neutropenia or
febrile neutropenia was not observed. Most common non-hamatologic toxicity was
nausea (grade 1/2 56.9%). There were no treatment-related deaths.

Conclusions: Weekly paclitaxel and cisplatin combination was found to be well-
tolerated and effective in patients with advanced gastric cancer. Accordingly, this
regimen can be regarded as an important first-line treatment option for advanced
gastric cancer.

1092P PEMETREXED PLUS OXALIPLATIN IN THE MANAGEMENT
OF ADVANCED GASTRIC CANCER: A MULTICENTER
PHASE II TRIAL

Emilio Bajetta1, Luigi Celio1, Fabio Calabrò2, Stefania Mosconi3, Ignazia La Torre4,
Carlo Barone5, Rossana Berardi6, Vito Amoroso7, Graziella Pinotti8, Francesco Di
Costanzo9

1Istituto Nazionale per lo Studio e la Cura dei Tumori, Medical Oncology Unit 2,
Milan, Italy, 2San Camillo Hospital, Medical Oncology Unit, Rome, Italy,

3Ospedali Riuniti, Medical Oncology Unit, Bergamo, Italy, 4Ely Lilly, Medical
Oncology Dept., Florence, Italy, 5Catholic University, Medical Oncology Dept.,
Rome, Italy, 6Torrette Hospital, Medical Oncology Unit, Ancona, Italy, 7Spedali
Civili, Medical Oncology Unit, Brescia, Italy, 8Ospedale Circolo, Medical
Oncology Unit, Varese, Italy, 9Careggi Hospital, Medical Oncology Unit,
Florence, Italy

Introduction: Pemetrexed alone is active in patients with advanced gastric cancer. On
the basis of different mechanisms of action of pemetrexed and oxaliplatin, and their
potential synergistic interaction, we explored the combination in locally advanced/
metastatic carcinoma of the stomach.

Patients and methods: The primary objective was response rate. Eligible patients had to
‡1 measurable lesion according to RECIST. Pemetrexed 500 mg/m2 was given
intravenously over 10 minutes, and oxaliplatin 120 mg/m2 was given over 2 hours; both
drugs were given on day 1 of a 21-day cycle. Patients were to receive ‡6 (maximum of
8) cycles unless disease progression occurred. Vitamin supplementation was given as
well as dexamethasone. A total of 43 patients were planned in a two-stage design
[alpha=0.05 (two-sided), power=80%]. An interim analysis was planned at the end of
the first stage (13 patients), so the trial could be stopped if £3 responses were observed.
Results: Between May 2004 and October 2005, 44 patients (35 males and 9 females)
entered the study. Median age was 63 years (range, 26-76). One patient (2.3%) had
locally advanced disease, and 10 patients (22.7%) retained primary gastric cancer. Main
disease sites included lymph nodes (54.5%) and liver (56.8%). A total of 216 cycles
were administered (median 6; range, 1-8). All 44 patients were evaluable for efficacy
with 5 complete and 10 partial responses (ORR 34.1%; 95% CI, 20.1%-48.1%). Stable
disease occurred in 8 patients (18.2%). All the toxicities were manageable.

Conclusions: These preliminary data suggest that activity of the combination is
promising in the palliation of gastric cancer. Final analysis of the study results will be
available on June 2006 and will be presented at the meeting.

1093P IRINOTECAN/CAPECITABINE VERSUS CISPLATIN/
CAPECITABINE IN ADVANCED ADENOCARCINOMA OF
THE STOMACH OR GASTROESOPHAGEAL JUNCTION:
INTERIMSANALYSIS OF A GERMAN AIO PHASE II STUDY

M. Moehler1, S. Kanzler1, M. Geissler2, J. Raedle3, M. Ebert4, H. Scherubl5, D.
Flieger6, T. Seufferlein7, P.R. Galle1, T. Hoehler1
1University of Mainz, I. Dept. of Medicine, Mainz, Germany, 2University of
Freiburg, Dept. of Medicine, Freiburg, Germany, 3University of Homburg, Dept.
of Medicine, Homburg, Germany, 4University of Magdeburg, Dept. of Medicine,
Magdeburg, Germany, 5Campus Benjamin Franklin, Dept. of Medicine, Berlin,
Germany, 6Klinikum Aschaffenburg, Dept. of Medicine, Aschaffenburg,
Germany, 7University of Ulm, Dept. of Medicine, Ulm, Germany

Background: Irinotecan with 5-FU is highly effective in advanced gastric cancer. In
addition, capecitabine seems to be as effective as 5-FU, with its advantage of oral
administration. Thus, we compared efficacy and toxicity of irinotecan/capecitabine
versus cisplatin/capecitabine in this prospective multicentric, open trail.

Methods: Patients (pts) with previously untreated locally advanced or metastatic
adenocarcinoma of stomach or gastroesophageal junction and Karnofsky Performance
status (KPS) of ‡ 60%, at least one measurable lesion and adequate organ functions
were eligible. Pts were randomized to 3-weekly cycles of irinotecan 250 mg/m2, day 1
(arm A) or cisplatin 80 mg/m2, day 1 (arm B). Capecitabine was administered at a 1000
mg/m2 twice daily for 14 days followed by a 7-day rest in both arms. Primary endpoint
was remission rate, treatment was continued until disease progression.

Results: At submission time, 91 of 120 pts (planned sample size) were randomized to
arm A (45 pts) or B (46 pts). Interim data were available on 76 patients included into
intent to treat analysis (34 pts arm A, 42 pts arm B). Baseline characteristics (arm A vs.
B) were median age: 60 vs. 64 years, gender (female/male) 23%/77% vs. 30%/70%, KPS
(‡80%) 97% vs. 93%, tumor distribution of gastric origin and gastroesophageal
junction 85%/15% vs. 63%/37%. Grade 3 toxicities in A/B (% of pts) were anemia 3/9,
neutropenia 17/19, diarrhoea 17/5, nausea 14/21, vomiting 3/14, hand-foot syndrome
6/2, respectively. Grade 4 toxicity occured only for neutropenia with 3% vs.5% in A/B,
respectively. In 59 evaluable pts (28/31 in A/B), overall remission rate (CR + PR) and
tumor control rate (CR + PR + SD) were 39% vs. 42% and 64% vs. 74%, respectively.
Despite being only very descriptive, median progression-free and overall survival (arm
A vs B) were 5.2 vs. 5.0 and 8.9 vs. 9.4 months, respectively.

Conclusions: In patients with advanced gastric and gastroesophageal cancer, both
regimen irinotecan/capecitabine or cisplatin/capecitabine are effective, well tolerated
and can be administered safely on an out-patient basis. Currently, both treatment arms
are comparable.

1094P COMBINATION CHEMOTHERAPY OF S-1, DOCETAXEL AND
CDDP FOR THE TREATMENT OF ADVANCED GASTRIC
CANCER

Yoshiro Niitsu, Tetsuji Takayama, Yasushi Sato, Tamotsu Sagawa, Seichiro Abe,
Junji Kato
Sapporo Medical University School of Medicine, Fourth Department of Internal
Medicine, Sapporo, Japan
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Purpose: A combination of 5-fluorouracil (5-FU), docetaxel and CDDP has been
reported to be active for the treatment of advanced gastric cancer. However, severe
toxicities of this combination have been pointed out. Recently, S-1, a new oral
fluorinated pyrimidine compound consisting of tegafur, 5-chloro-2, 4-
dihydroxypyridine and potassium oxonate, was proven to be significantly more
effective and less toxic than 5-FU for advanced gastric cancer. In this study, we first
performed a phase I/II study and subsequently phase II study of the combination of S-
1, docetaxel and CDDP in patients with unresectable advanced gastric cancer.
Methods: Eligibility criteria were pathologically proven unresectable gastric cancer
(stage IIIb - IV), PS 0 - 1, and no prior treatment. Doses of S-1 (80mg/m2, d 1 - 14) and
CDDP (60 mg/m2, d 8) were fixed. Docetaxel (d 8) was dose-escalated from 60mg/m2

(level 1) to 70 mg/m2 (level 2), and then 80mg/m2 (level 3). This treatment was
repeated more than 3 times every 3 wks. Results: Twelve patients were enrolled.
Toxicity and efficacy data of all the patients are available. At level 1 (n=4), no patient
developed grade 3/4 toxicity. At level 2 (n=5), two patients developed grade 4
neutropenia, and one developed grade 3 nausea/vomiting. At level 3 (n=3), two
patients developed grade 4 neutropenia and grade 3 nausea/vomiting. Dose limiting
toxicities (DLT) were neutropenia and nausea/vomiting. Recommended dose (RD)
was determined as docetaxel 60mg/m2 (level 1). 91% of the patients achieved objective
response consisting of 1 complete response and 10 partial responses, and only 1 patient
showed disease stabilization. Four patients achieved down staging, and received
subsequent gastrectomy. Of these, 3 have been disease free for more than 16 months,
suggesting a possible complete cure. Median survival time was 476 days. On the basis of
these data, currently phase II study is ongoing. Of the 16 patients assessable until today,
88% of the patients achieved objective response consisting of 1 complete response and
13 partial responses. One of the partial responders showed down staging and received
curative gastrectomy.

Conclusion: Our regimen is feasible and shows a very high response rate with 15%
curability.

1095P PHASE II STUDY OF CAPECITABINE AND CISPLATIN AS
FIRST-LINE CHEMOTHERAPY IN PATIENTS WITH
ADVANCED ESOPHAGEAL CANCER

Yong S. Hong, Hyo R. Lee, In G. Hwang, Sang C. Lee, Jeeyun Lee, Joon O. Park,
Young S. Park, Ho Y. Lim, Young-Hyuck Im, Won K. Kang
Samsung Medical Center, Sungkyunkwan University School of Medicine,
Division of Hematology-Oncology, Department of Medicine, Seoul, Republic of
Korea

Background: 5-FU and cisplatin remains as standard treatment for metastatic
esophageal cancer, producing response rates of 20 - 35%. Preclinical studies suggest
synergistic anti-tumor activity of capecitabine and cisplatin.

Methods: This non-randomized open label phase II study was designed to evaluate the
efficacy and safety of capecitabine 2500mg/m2/d on D1-14 and cisplatin 60mg/m2 on
D1 every 3 weeks as 1st line chemotherapy in metastatic or recurrent esophageal cancer
patients. Patients with; histologically proven, measurable lesions, age 18-75, ECOG PS
0-2, no prior chemotherapy in metastatic settings, life expectancy over 3 mo and signed
written informed consent were eligible.

Results: Between Dec 2003 and Mar 2006, 45 patients were enrolled. The median age
was 62 yo(47-72) and male:female ratio was 44:1. Nineteen patients had initial
metastatic disease and 26 patients had recurrent disease. The most frequently involved
metastatic site was lymph node(35). Of the 45 patients, 36 patients were assessable for
treatment response. Three patients are receiving chemotherapy as of to date, 4 patients
were lost to follow-up, and 2 patients had adverse events of tracheoesophageal fistula
and tumor bleeding respectively. The overall response rate by intent-to-analysis was
57.1%(95% CI,42.7-71.6) with no CR and 24 PRs. SD was observed in 6 patients
(14.3%) and 6 patients(14.3%) had PD. After a median follow-up duration of 15.8
mo(1.3-34.5 mo), median overall survival was 12.6 mo(95% CI,11.3-13.8) and median
TTP was 4.4 mo(95% CI,3.0-5.8). A total of 176 chemotherapies were delivered and
163 cycles were evaluable for toxicities. Grade 3/4 hematologic toxicities included
neutropenia(30), leukopenia(11), anemia(2), thrombocytopenia(1) and febrile
neutropenia(2). Grade 3/4 non-hematologic toxicities included anorexia(16),
fatigue(9), constipation(6), hand-foot syndrome(5), diarrhea(5), and stomatitis(3).
There was no treatment related death.

Conclusion: The combination chemotherapy with capecitabine and cisplatin in
advanced esophageal cancer demonstrated a promising anti-tumor activity and was
well tolerated with convenient administration as a 1st line treatment.

1096P A PILOT STUDY OF TRASTUZUMAB MONOTHERAPY IN
PATIENTS WHO PROGRESSED WHILE ON
CHEMOTHERAPY FOR METASTATIC OR LOCALLY
ADVANCED HER2-POSITIVE GASTRIC CANCER

Juergen Rech1, Dirk Arnold2, Gunnar Folprecht3, Michael Hejna4,
Manfred Hofmann5, Martin Gramatzki6
1University of Erlangen-Nuremberg, Medical Department III, Erlangen, Germany,
2University of Halle-Wittenberg, Medical Department IV, Halle-Wittenberg,
Germany, 3Technical University of Dresden, Technical Department, Dresden,
Germany, 4University of Vienna, Medical Department I Oncology, Vienna,
Austria, 5Klinikum Kassel, Medical Department, Kassel, Germany, 6University of
Kiel, Section of Stem Cell and Immunotherapy, Kiel, Germany

Background: Gastric cancer is the second most commonly diagnosed malignancy
worldwide and remains one of the most frequent causes of cancer-related death. In
many European countries it is often diagnosed at a late stage, thus leading to a poor
prognosis. Currently, no standard regimen exists for the treatment of advanced gastric
cancer. A prospective study has shown a significant association between HER2
overexpression and shorter disease-free and overall survival, suggesting that HER2 may
be a promising target for therapy in gastric cancer. This study evaluates the efficacy and
safety of trastuzumab (Herceptin�) monotherapy in patients with metastatic or locally
advanced gastric cancer.

Methods: This is an ongoing multicentre pilot study in patients with HER2-positive
gastric cancer (IHC 3+ or IHC 2+ / FISH+) who progressed under a previous platinum-
based or 5-fluoropyrimidine-based chemotherapy. Patients received an initial loading
dose of 4 mg/kg trastuzumab then weekly doses of 2 mg/kg. Efficacy end points include
response rate (CR + PR) according to RECIST, duration of response, time to
progression and survival rate.

Results: At the end of April 2006, 33 patients had been enrolled for testing by IHC and/
or FISH. 14/33 patients were IHC 0, 11/33 were IHC 1+ and 5/33 were IHC 2+ / FISH-.
Three patients were IHC 3+ and thus eligible for trastuzumab therapy. Due to sustained
response (PR), one patient with IHC 3+ disease was treated for >24 weeks with
trastuzumab monotherapy. After 24 weeks a slight progression was observed, so
combination therapy with trastuzumab and carboplatin/5-fluorouracil/leucovorin was
initiated, resulting in an additional PR after 18 weeks. The patient progressed again but
achieved stable disease with a third experimental therapy: trastuzumab every 6 weeks in
combination with daily erlotinib over 3 months.

Conclusion: Although the number of patients treated is still very limited, these
preliminary results indicate that trastuzumab may be a therapeutic option in the
treatment of HER2-positive gastric cancer. The study is ongoing and will be updated.

1097P PHASE I/II TRIAL WITH DOCETAXEL AND S-1 FOR
PATIENTS WITH ADVANCED OR RECURRENT GASTRIC
CANCER

Dae Young Zang, Hun Ho Song, Jung Hye Kwon, Joo Young Jung, Hyo Jung Kim,
Jung Han Kim, Hyen Chun Shin, Young Iee Park
Hallym Medical Center, Internal Medicine, Anyang, Republic of Korea

Background: S-1 and docetaxel (TXT) show significant single-agent efficacy in gastric
cancer and are synergistic in vivo studies. We performed a phase I/II study of this
combination chemotherapy to determine the maximum-tolerated dose (MTD),
recommended dose (RD), and efficacy in unresectable or recurrent gastric cancer.

Methods: Docetaxel was administered intravenously on day 1 and S-1 was
administered orally on days 1-14 every 3 weeks. Doses of each drug in the phase I study
were as follows: TXT/S-1, level 1 60/60; level 2A 60/80; level 2B 75/60; level 3 75/80
(mg/m2). Phase II study was being conducted with RD based on the phase I study.

Results: Total 56 patients (median age 54) were enrolled in this study (15 patients for
phase I study, 6 for phase I study of elderly patients and 35 for phase II study). At level
3, 2 of 3 patients developed DLTs (grade 4 neutropenia with fever and grade 4
neutropenia with grade 3 stomatitis, respectively). Therefore, the dose at level 3 was
determined as the MTD. Two patients (age 66 and 64 years old) developed fatal toxicity
(grade 4 neutropenia with fever and shock) during the initial phase 2 study. Additional
phase I study with level 2A for elderly patients over 60 years was conducted. No DLTs
occurred at this level. So, level 2B for the younger patients and level 2A for the older
patients were determined as the RD. A total of 295 cycles were administered (median 4,
range 1-13). The most common grade 3/4 toxicities were neutropenia (41.1%),
leucopenia (35.7%), and febrile neutropenia (26.8%). The response rate of the phase II
study was 43.3% (95% CI: 0.26-0.61) and the disease control rate was 83.3% (95% CI:
0.70-0.97). The preliminary median survival time and time to progression were 345
(95% CI: 243-447) and 224 (95% CI: 153-295) days, respectively.

Conclusion: This combination regimen showed high disease control rate and was also
well tolerated in patients with advanced gastric cancer.

1098P CHANGES FROM BASELINE HEALTH RELATED QUALITY
OF LIFE (HRQOL) ANALYSIS: NO COMPROMISE BY ADDING
DOCETAXEL TO A CISPLATIN-BASED REGIMEN IN
ADVANCED GASTRIC CANCER PATIENTS, INCLUDING
THOSE EXPERIENCING FEBRILE NEUTROPENIA (FN) OR
NEUTROPENIC INFECTION (NI)

Jaffer A. Ajani1, Vladimir Moiseyenko2, Sergei A. Tjulandin3, Alejandro Majlis4,
Manuel Constenla5, Corrado Boni6, Agnaldo Anelli7, Caroline Amand8,
Edith Morais9, Eric Van Cutsem10

1MD Anderson Cancer Center, Gastrointestinal Medical Oncology, Houston, TX,
2Cancer Research Institute, Biotherapy and BMT, St Petersburg, Russian
Federation, 3Russian Cancer Research Center, Clinical Pharmacology and
Chemotherapy, Moscow, Russian Federation, 4Fundación Arturo López Pérez,
Oncology, Santiago, Chile, 5CH de Pontevedra, Oncology, Pontevedra, Spain,
6Arcispedale Santa Maria Nuova, Medical Oncology, Reggio Emilia, Italy,
7Hospital AC Camargo, Oncologia Clı́nica, São Paulo, Brazil, 8KEYRUS
BIOPHARMA, GHOMA, Levallois Perret, France, 9Sanofi-aventis, Paris, France,
10University Hospital Gasthuisberg, Internal Medicine, Leuven, Belgium
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Background: The docetaxel (Taxotere�, T), cisplatin (C) and 5-fluorouracil (F)
regimen significantly prolonged median time to progression (TTP) (5.6 vs 3.7 months)
and median overall survival (OS) (9.2 vs 8.6 months) compared with CF in the first-
line treatment of advanced gastric cancer (GC) (Moiseyenko. J Clin Oncol 2005;23[Abs
4002]). The time to 5%, 10%, 20% and 30% definitive deterioration in HRQoL
occurred significantly later with TCF compared with CF (Moiseyenko. Eur J Cancer
2005;3[Abs 205]).

Objective: To assess the impact of adding docetaxel to standard chemotherapy on
HRQoL in the TAX 325 Phase III clinical trial using a change from baseline analysis.
Methods: HRQoL was assessed by the EORTC QLQ-C30 and EuroQoL EQ5D
questionnaires at baseline, every 8 weeks from baseline, and every 3 months after
progression. Analyses were performed on mean score changes between the two
treatments from baseline for both instruments. We also investigated the impact of FN
or NI events on HRQoL.

Results: In the 445 randomised patients, baseline compliance rates for evaluable
questionnaires were 86.0% vs 89.7% for QLQ-C30 and 78.7% vs 92.8% for EQ5D for
TCF and CF, respectively. At baseline, the mean scores were 54.8 vs 56.2 for Global
Health Status (GHS) and 62.8 vs 66.2 for the Visual Analogue Scale (VAS) for TCF and
CF, respectively. The QLQ-C30 GHS mean scores showed a constant improvement
from baseline, with no statistically significant difference between the arms for GHS and
for 5 specific dimensions (physical functioning, social functioning, appetite loss, pain,
nausea/vomiting). With the EQ5D, the VAS and Utility Index changes were similar in
the two arms, with a global improvement in TCF vs CF for the VAS. No impact on
HRQoL was observed in patients experiencing FN or NI events vs those who did not
experience them in terms of changes from baseline.

Conclusion: When added to CF, docetaxel significantly prolonged TTP and OS in
advanced GC. This HRQoL change from baseline analysis shows that TCF does not
compromise HRQoL when compared with CF, even in patients experiencing FN or NI.

1099P CAPECITABINE (X) AND ETOPOSIDE (E) FOR PATIENTS
(PTS) WITH LOCALLY ADVANCED OR ADVANCED GASTRIC
CANCER (AGC): A MEXICAN ONCOLOGY STUDY GROUP
PHASE II TRIAL

Salvador Reyes1, Eduardo Tellez2, Aldaco Fernando3, Saenz Julia4, Antonio
Garcia5, Raymundo Fernandez6, Laura Torrecillas7, Daniel Capdeville8,
Alberto Palomo9, Fernando Delgadilo10

1IMSS San Luis Potosi, Medical Oncology, San Luis Potosi, Mexico, 2ISSTEP,
Oncology, Puebla, Mexico, 3Centro Medico 20 De Noviembre ISSSTE, Medical
Oncology, Mexico City, Mexico, 4IMSS Monterrey, Oncology, Monterrey, Nuevo
Leon, Mexico, 5IMSS Querétaro, Oncology, Querétaro, Mexico, 6IMSS
Zacatecas, Oncology, Zacatecas, Mexico, 7Centro Medico 20 De Noviembre,
Medical Oncology, Mexico City, Mexico, 8Hospital Aranda De La Parra,
Oncology, Leon, Guanajuato, Mexico, 9IMSS Merida, Oncology, Merida
Yucatan, Mexico, 10ISSSTE Guadalajara, Oncology, Guadalajara, Jalisco,
Mexico

Background: Palliative chemotherapy is the mainstay of treatment for >60% of pts with
non-resectable/AGC and for 80% of pts with recurrent disease after surgery. As toxicity
of the most popular regimens remains high, more effective and better tolerated
regimens are clearly needed. The oral fluoropyrimidine X (Xeloda�) has proven
efficacy and safety in colorectal and breast cancer. Phase II data in AGC suggested that
X can replace 5-FU with comparable efficacy and potential safety/convenience
advantages. This phase II study evaluated the XE combination in poor-prognosis pts
with AGC. Methods: Pts with previously untreated locally advanced non-resectable or
recurrent AGC were treated with X 1000 mg/m2 orally bid d1-14 + E 120 mg/m2/d x3d,
q3w. Primary objective was response rate (RECIST criteria); secondary aims were
safety, quality of life (QoL), progression-free survival (PFS) and overall survival.
Results: Baseline characteristics of the 65 pts enrolled were: male/female 54%/46%;
median age 53 years (range 29-74); ECOG PS 0/1/2 (25%/58%/17%). Main metastatic
sites were: stomach 66%, lymph nodes 21%, liver 9%, other 20%. Median number of
delivered cycles was 5 (range 1-14). In the 53 evaluable pts, overall response rate was
38% (including 6 CRs and 14 PRs), with stable disease in 34% of pts. Treatment is
ongoing in 12 pts and 1 pt died during treatment. At a median follow-up of 4.6 months
(95% CI, 2.3-7.2), median PFS and median survival have not yet been reached. QoL
improved in 9 of 15 domains of which the following were significant: global health
status (p=0.045); fatigue (p=0.013); pain (p=0.033); loss of appetite (p=0.002);
physical functioning (p=0.027); emotional functioning (p=0.004). The remaining
scales showed no change or non-significant impairment (constipation). The most
common grade 3/4 adverse event was neutropenia (14%); all other events occurred in
<5% of pts. Conclusions: XE was well tolerated and QoL was improved or maintained.
These findings are impressive given the poor prognosis of the pt population and
suggest that this combination should be evaluated further.

1100P THE ROLE OF LYMPH NODES ON DISEASE FREE SURVIVAL
IN OPERATED GASTRIC CANCER (TURKISH ONCOLOGY
GROUP STUDY)

Gokhan Demir1, Nurullah Zengin2, Özcan Yıldız1, Gülen Doğusoy3, Faruk Aykan1,
Özlem Er4, Abdurrahman Isxıkdoğan5, Serdar Turhal6, Ugur Yılmaz7, Sxuayib
Yalçın8

1Istanbul University, Medical Oncology, Istanbul, Turkey, 2Numune Hospital,
Medical Oncology, Ankara, Turkey, 3Istanbul University, Pathology, Istanbul,
Turkey, 4Erciyes University, Medical Oncology, Kayseri, Turkey, 5Dicle
University, Medical Oncology, Diyarbakır, Turkey, 6Marmara University, Medical
Oncology, Istanbul, Turkey, 7Dokuzeylül University, Medical Oncology, _Izmir,
Turkey, 8Hacettepe University, Medical Oncology, Ankara, Turkey

Objectives: The standard treatment in early stages of gastric cancer is surgery with
lymph node dissection. In this study, our aim was to determine the nodal factors that
are effective on disease free survival (DFS) in gastric cancer.
Patients and Methods: A total of 372 patients (121 females, 33%; 251 males, 75%) with
gastric cancer operated in various centers in Turkey were evaluated retrospectively. The
mean age of the patients were 59+12years (19-85). Among the patients, 27.% did not
have nodal metastasis, whereas 269 patients 73% had nodal metastasis. Median DFS
was 81 months in the patients without nodal metastasis, whereas it was 19 months in
those with nodal metastasis (p.00001). The mean number of lymph nodes dissected
during the operation was 20.7+12.8 nodes (2-61). In 55.4% of the patients, the
dissected lymh node number was over 15. There was no correlation between the
number of dissected lymph nodes and DFS. Among the patients who had lymph node
metastasis, the mean lymph node diameter was 1.73+.8cm. among the patients with
nodal metastasis, 41,1% had N1, 20.4% had N2, 10.8% had N3 disease. Median DFS in
N1 patients was 21months, whereas it was 14 months in N2 patients and 9 months in
N3 patients (p.01, p.00001, p.0014, respectively). Immune-reactive lymph nodes
(NR)were determined among the dissected nodes and were ranked according to their
numbers as NR0, NR1 (1-6 reactive nodes), NR2 (7-15 nodes), NR3 (>15 positive
nodes). Among NR0 patients, DFS was 7 months, whereas it was 17 and NR1 patients,
33 months in and NR2 patients, respectively (p.04, p03, p.0007). The patients were
divided into 3 groups according to the number of the dissected nodes divided by
number of positive nodes as A (<3), B (3-10), and C (>10). Median DFS was 12 months
in group A, 21 months in group B, and 38 months in group C (p.03, and p.005).
Conclusion: Our study suggests that presence of lymph node metastasis, N status,
number of immune-reactive lymph nodes, and the ratio of the dissected/affected lymph
nodes were effective on the DFS in operated gastric cancer. The relationship of DFS
with the number of immune-reactive lymph nodes seems to be a striking observation,
which to our knowledge, has not been reported before.

1101P SALVAGE CHEMOTHERAPY WITH IRINOTECAN,
5-FLUOROURACIL AND LEUCOVORIN IN PATIENTS
WITH ADVANCED GASTRIC CANCER

Sun Jin Sym
Asan Medical Center, Division of oncology, Seoul, Republic of Korea

Background: Although the role of 1st line chemotherapy has been well established in
advanced gastric cancer (AGC), the role of salvage chemotherapy remains still not
settled. Irinotecan is active as a single agent and not cross resistant to fluoropyrimidines
and platinum in gastric cancer. So, we tried a combination of irinotecan with
leucovorin (LV), and 5-FU continuous infusion (FOLFIRI) as a salvage chemotherapy
in patients with AGC.

Patients and methods: Between Oct. 2003 and Apr. 2006, a total of 139 patients with
AGC who had failed to fluoropyrimidine plus platinum and/or taxanes were treated in
Asan Medical Center with following FOLFIRI regimen: Irinotecan (150 mg/m2 on day
1) as a 2-h infusion followed by LV 20 - 200 mg/m2, and bolus and infusional 5-FU 2.0
- 2.8 g/m2. Cycles were repeated every 2 weeks.
Results: Out of 139 patients, 74 (53.2%) had previous chemotherapy with all of
fluoropyrimydine, taxane, and platinum; and 52 (37.4%) had previous exposure to two
of the 3 agents. Of the 72 patients evaluable for response with measurable diseases, 1
(1.4%) achieved a complete response, and 9 (12.5%) partial responses, and 23 (31.9%)
showed stable disease (disease control rate 45.8%; 95% confidence interval [CI], 34% -
57%). The median time to progression (TTP) was 2.6 months (95% CI, 1.6�3.6
months) and the median overall survival was 6.5 months (95% CI, 5.6�7.3 months). In
50 (45%) out of 110 patients in whom FOLFIRI chemotherapy was finished, TTP by
FOLFIRI regimen was longer than that by previous chemotherapy. The treatment was
well tolerated in general, but 2 patients died due to treatment-related neutropenic
sepsis.

Conclusions: The response rate to FOLFIRI regimen was not so remarkable in
previously treated patients with advanced gastric cancer, however, disease stabilization
could be induced in a significant proportion of patients. The value of FOLFIRI regimen
as a salvage chemotherapy should be explored further.

1102P CHEMORADIOTHERAPY IN THE ADJUVANT TREATMENT
OF GASTRIC CANCER

Esra Kaytan Saglam1, Betul Ozturk2, Serap Baskaya1, Sezer Saglam2, Burak
Sakar2, Sumer Yamaner3, Emre Balik3, Ethem N. Oral1, Ahmet Kizir1, Faruk
Aykan2

1Institute of Oncology, Radiation Oncology, Istanbul, Turkey, 2Institute of
Oncology, Medical Oncology, Istanbul, Turkey, 3Medical Faculty of Istanbul,
General Surgery, Istanbul, Turkey

Purpose: To analyze the effect of surgery plus adjuvant chemoradiotherapy in patients
with node positive adenocarcinoma of the stomach.
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Patients and method: Ninety consecutive patients (25 female and 65 male) with
a median age of 51 years (25-70) who underwent curative resection (D1 and D2) for
gastric cancer, between January 2000 and December 2005 were included into trial.
Patients with lymph node metastasis considered eligible for study. There were poor
differentiated adenocarcinoma in 27 patients (30%) and intermediate differentiated in
63 patients (70%). T stage distributions were T1 in 3 patients (3,3%), T2 in 7 patients
(7,7%) and T3 in 74 patients (82,3%) and T4 in 6 patients (6,7%). 37 patients (40.7%)
underwent subtotal resection and 53 patients underwent total resection (59.3%).
Median numbers of resected and involved lymph nodes were 17 (10-57) and 5 (0-29)
respectively. The adjuvant treatment consisted of 400 mg/m2/d of 5-fluorouracil (5-
FU), plus 20 mg/m2/d of leucovorin (LV), for five days, followed by 4500 cGy of
radiation (RT) at 180 cGy per day, given five days per week for five weeks, with
modified doses of 5-FU (375 mg/m2/d) and LV (20 mg/m2/d) on the first four and the
last three days of RT. One month after the completion of RT, two five-day cycles of 5-
FU (400 mg/m2/d) plus LV (20 mg/m2/d) were given every 4 weeks in order to
complete 5 cycles.
Results: Median follow-up was 36 months. The most frequent tumour location was
antrum (38%). Weight loss more than 10% was observed in 14 patients (15.5%). Grade
II esophagitis emesis and leucopenia were 21%, 20% and 16%. Grade III diarrhea and
leucopenia occurred in 2 (2.2%) and 3 patients (3.3%) respectively. Febrile
neutropenia was not observed. During RT, grade IV local skin reaction occurred in 1
patient. Full course chemoradiotherapy was completed by 60% of patients. Loco-
regional recurrence was observed in 3 patients (3.3%) and systemic recurrence was
observed in 14 patients (15.5%). Most frequent systemic recurrence location was liver
metastases in 5 patients (5.5%). Median survival was 36.2 months and overall survival
rate was 48.6% for 3 years.

Conclusion: Concomitant chemoradiotherapy seems to be an effective and tolerable
adjuvant regimen in curatively resected node positive stomach cancer

1103P SEQUENTIAL TREATMENT WITH CISPLATIN (P) IN
COMBINATION WITH INFUSIONAL 5-FU/LV (PFL)
FOLLOWED BY IRINOTECAN (Ir) + 5-FU/LV (IrFL)
FOLLOWED BY DOCETAXEL (T) + 5-FU/LV (TFL) IN
PATIENTS (PTS) WITH METASTATIC (M) GASTRIC
CARCINOMA (GC): PRELIMINARY RESULTS OF A PHASE II
TRIAL BY THE GRUPPO ONCOLOGICO NORD-OVEST
(G.O.N.O.)

Fotios Loupakis1, Gianluca Masi1, Eloise Fontana1, Vincenzo Picone2,
Lucia Mentuccia2, Cristina Granetto3, Elena Fea3, Rita Murr4, Isa Brunetti4,
Alfredo Falcone5

1Azienda USL 6, U.O. Oncologia Medica, Livorno, Italy, 2Università La Sapienza,
Dipartimento di Medicina Sperimentale e Patologia, Oncologia Medica, Roma,
Italy, 3Ospedale S. Croce e Carle, Oncologia Medica, Cuneo, Italy, 4Ospedale S.
Chiara, U.O. Oncologia Medica, Pisa, Italy, 5Università degli Studi, Cattedra di
Oncologia Medica, Pisa, Italy

Background: the combination of 5-FU and P is considered a standard treatment for
MGC. Ir and T are active against GC and have an incomplete cross-resistance with P
and 5-FU. The combination of Ir or T with P and 5-FU is feasible but with substantial
toxicities. A different way to include Ir and T in the first-line treatment of MGC is to
use them sequentially to a P/5-FU containing regimen.

Methods: we are conducting a phase II study in chemotherapy-naı̈ve pts with
measurable MGC according to RECIST criteria. Sequential treatment consisted of: 3
cycles of PFL (biweekly P 50 mg/sqm d1, LV 200 mg/sqm d1 and 5-FU 3200 mg/sqm
48-h c.i. starting on d1) followed by 3 cycles of IrFL (biweekly Ir 180 mg/sqm d1 and 5-
FU/LV) followed by 3 cycles of TFL (biweekly T 50 mg/sqm d1 and 5-FU/LV).
Evaluation of disease has been performed every 3 cycles.

Results: up today 37 pts have been enrolled: age (median/range)=58/34-71 years, sex
(M/F)=29/8, sites of disease (single/multiple)=7/30, ECOG PS (0/1)=24/13. Main
observed toxicities per cycle were (PFL/IrFL/TFL): grade 3 diarrhoea 1%/1%/0%, grade
3 stomatitis 0%/2%/3%, grade 3/4 neutropenia 3%/3%/9%. Nor febrile neutropenia
neither toxic deaths have occurred. Among the 29 pts evaluable for response we
observed 1 CR and 6 PR with PFL (RR 26%); responses improved in 9 pts with IrFL
while 3 pts progressed; responses further improved in 5 pts with TFL while 2 pts
progressed. Number of cycles administered per patient (median/range)=9/2-9.
Response rate after the 9 planned cycles was 48% (4 CR, 10 PR). At a median follow-up
of 9.0 mos median TTP is 7.0 mos and median OS is 13.4 mos. Conclusions: this
sequential treatment is feasible with a favourable safety profile. Preliminary results in
terms of activity and efficacy are promising.

Supported by A.R.C.O. Foundation.

1104P PHASE I/II- STUDY WITH 5-FU, LEUCOVORIN,
OXALIPLATIN (FLO) AND MITOMYCIN C (MMC; FLOM) IN
PATIENTS (PTS) WITH PREVIOUSLY TREATED ADVANCED
GASTRIC CANCER (AGC)

Akin Atmaca1, Salah-Eddin Al-Batran1, Anne Kerber1, Sebastian Schmidt1,
Yvonne Kolassa1, Antje Neumann1, Joerg Thomas Hartmann2, Eckhart
Weidmann1, Elke Jäger1

1Krankenhaus Nordwest, II. Medizinische Klinik/Onkologie, Frankfurt am Main,
Germany, 2Universitaetsklinikum Tuebingen, Zentrum Weichteilsarkome,
Tuebingen, Germany

Background: Median survival in pts with AGC rarely exceeds 10 months. With the use
of second- and third-line therapies, quality of life and survival may be improved. FLO is
an active regimen against AGC, and has a favorable toxicity profile (Al-Batran et al. J
Clin Oncol 2004). MMC belongs to the most active single agents in the treatment of
AGC. This study was conducted to evaluate toxicity, maximum tolerable dose (MTD)
and efficacy of adding MMC to FLO in pts with pretreated AGC.

Patients and methods: A traditional 3-pts cohort escalating dose (MMC) study design
was used. Pts received FLO: oxaliplatin 85 mg/m2 (2h), 5-FU 2600 mg/m2 (24h),
leucovorin 200 mg/m2 (2h), d1, 15, and 29 plus MMC (6-12mg/m2) d1. Cycles were
repeated every 6 weeks.
Results: 20 pts (median age, 63; median number of pre-treatment, 2, range 1-7) were
enrolled in 4 treatment cohorts. All pts were evaluable for safety and 15/20 pts for
efficacy; 3 pts are still on study. Median treatment duration was 2.7 months. The
treatment was well tolerated with NCI-CTC grade 3/4 non-hematological toxicity
(related) affecting less than 5% of pts. Main grade 3/4 toxicities were anaemia (4/20),
neutropenia (6/20), thrombocytopenia (4/20), renal (1/20) and allergic reaction (1/20).
Main grade 1/2 toxicities were anemia (8/20), thrombocytopenia (7/20), renal (7/20),
leukopenia (5/20), nausea (7/20), senso-neuropathy (5/20), and hand-foot syndrome
(3/20). Dose limiting toxicity occurred in 1 pt in the 12mg-cohort. Prolonged
thrombocytopenia requiring treatment discontinuation or delay ‡2 weeks was
observed in 8/20 pts. Therefore, although MTD has not been reached, no further dose
escalation of MMC was performed. Objective responses were observed in 7 of 15 (47%)
pts, 4 (27%) pts had stable disease and 4 (27%) pts progressive disease. Median TTP
and median OS were 4 months and 6.8 months, respectively.

Conclusion: The recommended dose of MMC with FLO is 12mg/m2 every 6 weeks.
FLOM is an effective and tolerable treatment option for previously treated pts with
AGC. However, with this schedule, prolonged thrombocytopenia may represent
a significant adverse event

1105P EARLY RESULTS OF A TRIAL OF TRASTUZUMAB,
CISPLATIN, AND DOCETAXEL (TCD) FOR THE TREATMENT
OF METASTATIC GASTRIC CANCER OVEREXPRESSING
HER-2

Garth Nicholas1, Christine Cripps1, Heather-Jane Au2, Derek Jonker1,
Mohammed Salim3, George Bjarnason4, Gabriella Chiritescu1, Victor Gallant1
1Ottawa Hospital Regional Cancer Centre, Medical Oncology, Ottawa, ON,
Canada, 2Cross Cancer Institute, Medical Oncology, Edmonton, AB, Canada,
3Saskatoon Cancer Centre, Medical Oncology, Saskatoon, SK, Canada,
4Toronto-Sunnybrook Regional Cancer Centre, Medical Oncology, Toronto,
ON, Canada

Background: Cisplatin and docetaxel are active agents in the treatment of metastatic
gastric cancer. Our group and others have reported that 10-25% of gastric cancers
overexpress HER-2, a potential target for therapy. We report on the first five patients
enrolled in a multicentre single-arm phase II study undertaken to assess the activity of
TCD therapy in patients with metastatic gastric cancer that overexpresses HER-2.

Methods: Patients had primary tumours of the stomach or GE junction, and were
either FISH positive or 3+ positive on IHC for HER-2 overexpression. Patients were
treated with cisplatin 75 mg/m2, docetaxel 75 mg/m2 and trastuzumab, all on day 1 of
a 21 day cycle. The loading dose of trastuzumab was 8 mg/kg and subsequent doses
were 6 mg/kg. Patients who developed cumulative toxicity to cisplatin or docetaxel
could continue on trastuzumab as a single agent if progression-free.

Results: To date 55 patients have been screened and 9 (16%) had tumours positive for
HER-2. Five patients have been enrolled, and four of these patients are currently
receiving study therapy. A summary of the number of cycles received and best response
is below. One patient (#3) died of an upper gastrointestinal bleed that was possibly
related to study treatment and/or migrating stent. Other grade 3/4 toxicities include
peripheral neuropathy, abdominal cramping, and neutropenia (1 patient each).

Conclusion: Though HER-2 positivity is not common in gastric cancer, rates in this
study are consistent with previous reports. TCD appears to have promising activity in
patients with HER-2 positive gastric cancer. Study accrual is ongoing and updated
results will be presented at the meeting.

Patient Number Number of Cycles Given Best Response

1 11 (4 trastuzumab only) CR
2 5 PR
3 5 PR
4 5 SD
5 10 PR
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1106P RANDOMIZED PHASE II TRIAL OF NEOADJUVANT VS.
ADJUVANT DOCETAXEL IN COMBINATION WITH
CISPLATIN IN PATIENTS WITH LOCALLY ADVANCED
GASTRIC CARCINOMA

Sook Ryun Park, Noe Kyeong Kim, Young Woo Kim, Jong Seok Lee, Keun Won
Ryu, Jun Ho Lee, Il Ju Choi, Chan Gyoo Kim, Jae Moon Bae, Hark Kyun Kim
Reseach Institute & Hospital, National Cancer Center, Department of Gastric
Cancer, Goyang, Republic of Korea

Purpose: The optimum treatment strategy for locally advanced gastric cancer (LAGC)
has not been clearly established. To test the feasibility of neoadjuvant docetaxel
combined with cisplatin (DC) in LAGC, we conducted a randomized phase II study
comparing neoadjuvant with adjuvant DC chemotherapy in LAGC.
Patients and Methods: Patients with LAGC(stage IIIA-IV) were stratified by Japanese
staging system and randomized to neoadjuvant vs. adjuvant DC chemotherapy.
Patients randomized to adjuvant arm underwent surgery [D2 or higher] followed by 3
cycles of DC (docetaxel 36 mg/m2 + cisplatin 40 mg/m2 on D1, D8, q 3 wks). In
neoadjuvant arm, patients received 3 cycles of DC followed by surgery.
Results: Eighty-eight (44 per arm) patients were enrolled in National Cancer Center in
Korea. Among 42 evaluable patients in neoadjuvant arm, objective response to DC was
documented in 27 patients [RR, 64.3% (95% CI, 49.8 to 78.8%)] with 1 CR and 26
PR’s. There were 2 patients with PD (4.7%). Neoadjuvant arm tended to show down-
staged pathologic findings (T0-2 43.6% vs. 34.2%, N0-1 53.8% vs. 36.8%) and higher
R0 resection rate (81.4% vs. 72.7%) compared with adjuvant arm, but the differences
were not statistically significant. There was no significant difference in DFS (median,
14.5 mo vs. 16.9 mo in the neoadjuvant and adjuvant arm, respectively) and OS
(median, 32.6 mo vs. not reached in neoadjuvant and adjuvant arm, respectively)
between these two arms, suggesting that the timing of DC chemotherapy may not
significantly affect overall treatment outcome of LAGC. Neoadjuvant arm showed no
major postoperative complications and a favorable toxicity profile with lower incidence
of grade 3/4 toxicities than adjuvant arm; most common grade 3/4 toxicity was
neutropenia, which occurred in 37.2% vs. 60.5% of patients in the neoadjuvant and
adjuvant arm, respectively (P=0.036). Febrile neutropenia developed in one patient
(2.6%) in the adjuvant arm only.

Conclusion: Neoadjuvant DC is a feasible approach to LAGC, with a high response rate
and a favorable toxicity profile.

1107P GASTRIC CANCER: PREDICTORS OF RECURRENCE WHEN
THE LYMPH NODE EXAMINATION IS INADEQUATE

Esther Uña1, Gema Fernández2

1Clinic Hospital, Clinical Oncology, Valladolid, Spain, 2Central Hospital,
Radiotherapy, Oviedo, Spain

Background: The TNM classification (sixth edition) requires at least 15 lymph nodes to
be examined to allow an accurate staging. However, in our environment, only 20% of
patients have the recommended minimum of 15 nodes examined.

Purpose: To evaluate clinicopathological predictors of recurrence in patients with
gastric cancer undergoing radical resection with an inadequate number of lymph nodes
examined.
Methods: 101 patients were included in this retrospective cohort. We evaluated age,
gender, tumoral location, Borrmann type, Lauren histotype, type of gastrectomy,
grade, invasion depth of tumor, lymph node involvement, ratio between metastatic and
total number of excised lymph nodes keeping 20% as the cutoff value (LNR) and
adjuvant treatment. The association between these variables and recurrence was
investigated by using univariate methods and multivariate logistic regression analysis.

Results: Median (range) age was 63 years (44-85). 63% males, 37% females. Median
follow-up time for the whole patients population was 36 months (10-104). Median
number of lymph nodes analysed was 6 (0-14). Recurrence: 50 of 101 cases (49,6%); 41
hematogeneus dissemination, 9 locoregional recurrences. The following factors were
found to be correlated with the recurrence risk: tumoral location, invasion depth of
tumor, lymph node involvement and LNR. A multivariate analysis revealed that depth
of invasion [odds ratio (OR) 2.80, 95% confidence interval (CI) 1.03-7.58, P=0.04] and
LNR (OR 2.34, 95% CI 1.05-5.21, P=0.03) were independent risk factors for
recurrences of gastric cancer. Median time to recurrence: 16 months (2-50). 82% of
recurrences occurred within the first two years after surgical treatment. The estimated
cumulative risk of recurrence at five years: 61% in the whole patients population, with
serosal invasion and LNR > and £ 20% was 82% and 44%, without serosal invasion
73% and 39% respectively.

Conclusions: Invasion depth of tumor and LNR were independent predictors of
recurrence in gastric cancer after potentially curative resection with an inadequate
number of lymph nodes examined.

1108P MATURE DATA ON CAPECITABINE (X) + FRACTIONATED
CISPLATIN (P) AS FIRST-LINE THERAPY IN PATIENTS (PTS)
WITH ADVANCED GASTRIC CARCINOMA (AGC)

Maolin Jin1, Lin Shen1, Bing Hu2, Jiren Yu3, Zhaozhang Wen4, Yongqian Su5,
Baocheng Wang6, Li Chen7, Haoran Yin8, Li Chen9

1Beijing Cancer Hospital, Oncology, Beijing, China, 2Anhui Provincial Hospital,
Oncology, Hefei, China, 3No. 1 Hospital of Zhejiang Medical University,
Oncology, Hangzhou, China, 4Shanghai Changhai Hospital, Oncology,
Shanghai, China, 5Jiangsu Provincial People’s Hospital, Oncology, Nanjing,
China, 6Jinan Military Command General Hospital, Oncology, Jinan, China, 7No.
1 Hospital of Jiangxi Medical University, Oncology, Nanchang, China, 8Shanghai
Ruijin Hospital, Oncology, Shanghai, China, 9Shangdong Provincial Cancer
Hospital, Oncology, Jinan, China

Background: Gastric cancer is one of the most common malignancies in Asia with an
adjusted mortality rate above 25/100,000 population. 5-FU + fractionated P is
a standard treatment for AGC in China. In a Korean study by Kim et al., X + P
produced a response rate of 55% in pts with previously untreated AGC. Here we
present mature efficacy/safety results in Chinese pts with AGC.

Methods: 154 pts of a planned population of 120 pts were enrolled between Jun 2002
and Aug 2004. All had measurable AGC (WHO), Karnofsky performance status ‡60,
adequate bone marrow, renal and hepatic functions. Prior radiotherapy or adjuvant
chemotherapy was permitted. Pts received X 1000mg/m2 orally bid on days 1-14 + P
20mg/m2/day i.v. on days 1-5, every 3 weeks for 6 cycles. The primary endpoint was
time to disease progression (TTP).

Results: Baseline characteristics of the 141 evaluable pts (104 men, 37 women) are:
median age 54 years (range 23-80), main sites of metastases: lymph nodes 45%, liver
40%, stomach 18%, other 21%. The overall response rate was 36%, including 13
complete responses and 38 partial responses. After a median follow-up period of 12
months, the median TTP is 9 months (95% CI, 9-12 months) and the median overall
survival is 12 months (95% CI, 12-15 months). Median treatment duration was 6 cycles
(range 3-6). The most common treatment-related clinical adverse events (all grades
>5%) were: hand-foot syndrome (HFS) 23%, leukopenia 13%, and SGOT abnormality
12%. The most common grade 3 adverse events were SGPT abnormality 3%, HFS 2%,
and anaemia 2%. There were no grade 4 adverse events. Most grade 3 adverse events
improved or resolved after treatment or interruption except in 1 pt with anaemia who
withdrew after 2 cycles.

Conclusions: X combined with fractionated P is highly active and very well tolerated as
first-line treatment for AGC, with comparable results to 5-FU + P.

1109P RESULTS OF A PHASE II STUDY OF A WEEKLY CISPLATIN
(CDDP), EPIRUBICIN (EPI), FLUOROURACIL (5FU) AND
FOLINIC ACID (FA) REGIMEN WITH G-CSF IN
GASTROESOPHAGEAL (GE) AND GASTRIC (G) CANCER

Sergio Palmeri, Maria C. Macaluso, Marina Vaglica, Laura Palmeri, Alberto
Bongiovanni
Catt Oncologia Medica,Policlinico Università di Palermo, Oncologia, Palermo,
Italy

To evaluate the activity (ORR and resectability rate) and the toxicity of a weekly
polichemotherapy in advanced GE or G cancer patients (pts) we performed
a phase II study on 29 consecutive pts. CDDP 40 mg/m2, 5FU 500 mg/m2, EPI 35
mg/m2, FA 250 mg/m2 were given weekly with prophylactic G-CSF given from day 2 to
5. Pts’characteristics were as follows: median age 64 (34-81), M/F 19/17; 17 G and
12 GE cancers histologically confirmed;12 had only locally advanced unresectable
disease; 8 had either primary unresected and metastatic disease (liver 2,nodes 2,
peritoneum 2, lung 2, retroperitoneum 1); 5 had only metastatic disease (peritoneum 3;
retroperitoneum 1; lung 1); 4 pts had this therapy as adjuvant. A total of 338 cycles were
given (median 13/pt); all pts were assessable for toxicity (WHO) and 19 for response
(WHO). The ORR was 58%: 2 CR (10.5%); 9 PR (47.4%). 3 pts had SD (15.8%) and 5
had PD (26.3%). Median duration of response was 9.4 months (mo) (95% CI 3.7-15).
17/19 pts (89%) experienced a clinical benefit (ORR + SD + symptoms relief). 7/12
initially unresectable pts were completely resected (resectability rate=58.3%); after
surgery, 5 out of these 7 pts received this regimen as adjuvant treatment. G3/4
hematologic toxicities were: neutropenia 45%, thrombocytopenia 14%, anaemia 17%.
Noteworthily 2 pts experienced a non life-threatening myelodisplastic syndrome.
Nausea/vomiting (G3/4 10%) were the main non-hematologic toxicities. No
treatment-related death was observed. A delay in the treatment administration
occurred in 16 pts, while a dose reduction was required in 4 pts. The median survival
(OS) was 10.3 mo (95% CI 3.7-16.8). 7 pts lived >15 mo. The median OS in the
responders group was 12.6 mo (95% CI 9.4-15.7). In the resected pts the median OS
was 14.2 mo (95% CI 10.2-18.3). Median time to progression was 7.3 mo (95% CI 5.3-
10.1) in all evaluable pts and 11.9 mo (95% CI 8.7-15) in the resected group. Our
findings showed this schedule to be highly active and feasible. The observed
resectability rate suggests this regimen could be taken into consideration as
neoadjuvant treatment in the design of future trials for locally advanced G and GE
cancer pts.

1110P A PILOT TRIAL WITH A COMBINATION OF CAPECITABINE
AND THALIDOMIDE IN PATIENTS WITH HEPATOCELLULAR
CARCINOMA

Hoo G. Chun, Woondong Jeong, Diana Cer, David Wolf, Leona Kim-Schluger
New York Medical College, Medicine, Valhalla, NY
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Based on the single-agent efficacies observed in phase II trials (Cancer 2004;101: 578-
586 and Cancer 2005;103: 749-755), a pilot trial with a combination of oral
capecitabine and thalidomide has been conducted in patients with unresectable,
recurrent or metastatic hepatocellular carcinoma (HCC) to evaluate its efficacy and
toxicity. The regimen consisted of capecitabine at a dose of 750 mg/m2 po bid for 14
days every 3 weeks and thalidomide at 400 mg po bed time. Eligibility criteria included
histological diagnosis of HCC, measurable disease, no prior systemic therapy, age ‡18
years, ECOG performance score (PS) £2, adequate hematological, hepatic and
gastrointestinal functions, no metabolic encephalopathy, and informed consent. A
total of 29 patients have been accrued. Two patients had never received the protocol
therapy due to rapid deterioration of clinical condition after registration. Twenty-seven
patients have been treated according to the protocol. Patient characteristics included
median (range) age, 60 (48-77) years; male, 24; median ECOG PS, 1; cirrhosis, 22;
hepatitis C antibody, 19; hepatitis B surface antigen, 4; hemochromatosis, 1;
extrahepatic metastasis, 5. Eight patients were not evaluable for response since they
received less than 2 cycles of protocol therapy. Five patients had grade 3 but
asymptomatic, transient hyperbilirubinemia. Three patients had grade 1 hand-foot
syndrome. Three patients had excessive somnolence which required a reduction of
thalidomide dose to 200 mg. Among 19 patients evaluable for response (received ‡ 3
cycles of capecitabine), 1 patient had complete response for 5 months (Time to
progression [TTP], 7 months), 4 had partial responses (TTP, 2.5, 5.0, 6.0, and 7.0
months) and 4 had stable diseases for ‡ 3 months. This experience suggests a moderate
but noticeable clinical efficacy of the combination of oral capecitabine and
thalidomide, at given doses and schedules, with acceptable and tolerable safety profile
in patients with HCC (Supported by a grant from Celgene Corporation).

1111P EFFICACY AND SAFETY STUDY OF EPIRUBICIN AND
ETOPOSIDE COMBINATION CHEMOTHERAPY IN
ADVANCED HEPATOCELLULAR CARCINOMA

Jae-Lyun Lee, Min-Hee Ryu, Heung Moon Chang, Tae-Won Kim, Sung Sook Lee,
Sun Jin Sym, Min Kyoung Kim, Jung Shin Lee, Yoon-Koo Kang
Asan Medical Center, University of Ulsan College of Medicine, Oncology, Seoul,
Republic of Korea

Background: There is no consensus on the treatment of advanced HCC (AHCC) and
systemic treatments have offered marginal clinical benefits. Recently, etoposide and
epirubicin combination chemotherapy (EE) was evaluated in patients with AHCC,
which proved to be effective, with a response rate of 39% with a median overall-survival
(OS) of 10 months (Bobbio-Pavallocini, et al. Eur J Cancer 1997). We analyzed the
efficacy and safety of EE in AHCC.

Patients and Methods: Between Dec. 1999 and Oct. 2005, 75 pts with AHCC were
treated with EE. Among them, 35 patients who fitted the pre-set eligibility criteria
(pathologic confirmation or AFP > 400 ng/ml with typical dynamic liver imaging, no
prior systemic chemotherapy, ECOG performance status 0-2, Child-Pugh class A/B,
measurable disease based on RECIST, adequate liver, renal function, and bone marrow
reserve) were enrolled on this retrospective study. The EE consisted of epirubicin 40
mg/m2 on D1 and etoposide 120 mg/m2 on D1, D3, and D5. Treatment was repeated
every 4 weeks. HBV-associated liver disease were found 80% of pts and 74% of pts had
prior history of transarterial chemoembolization (TACE) using cisplatin.
Results: A total of 102 chemotherapy cycles were administered with a median of 2 cycles
per pt (range, 1-8). Two pts had a partial response and 9 patients had a stable disease
with a tumor control rate of 32% (95% CI, 17-48). With a median follow-up duration
of 6.4 months, the median progression-free survival (PFS) and OS were 2.1 months
(95% CI, 1.8-2.4) and 6.4 months (95% CI, 4.4-8.5), respectively. There is a tendency of
improved PFS in pts with HBsAg(-) and peritoneal seeding (P=0.06, P=0.054). The OS
was significantly better in pts with HBsAg(-) and CLIP score 0-1 (P=0.024, P=0.033).
The main toxicities were hematologic events including G3 or worse neutropenia in
28.6% and febrile neutropenia in 11.4% of pts.

Conclusion: The EE showed minimal anti-tumor activity with relatively tolerable
toxicities in HBV-associated AHCC, especially in pts with prior history of TACE. Trials
on newer chemotherapeutic agents are eagerly needed in the near future.

1112P PHASE II STUDY OF S-1 IN PATIENTS WITH
UNRESECTABLE OR RECURRENT BILIARY TRACT
CANCER (BTC)

N Boku1, T Okusaka2, J Furuse3, S Ohkawa4, K Yamao5, T Masumoto6,
A Funakoshi7
1Shizuoka Cancer Center, Gastrointestinal Oncology, Shizuoka, Japan,
2National Cancer Center Hospital, Division of Hepatobiliary and Pancreatic
Oncology, Tokyo, Japan, 3National Cancer Center Hospital East, Division of
Hepatobiliary and Pancreatic Medical Oncology, Chiba, Japan, 4Kanagawa
Cancer Center, Division of Hepatobiliary and Pancreatic Medical Oncology,
Kanagawa, Japan, 5Aichi Cancer Center Central Hospital, Department of
Gastroenterology, Aichi, Japan, 6National Hospital Organization Shikoku Cancer
Center, Department of Internal Medicine, Ehime, Japan, 7National Hospital
Organization Kyushu Cancer Center, Department of Gastroenterology, Fukuoka,
Japan

Background: S-1, an oral agent containing tegafur, gimeracil and oteracil potassium at
a molar ratio 1: 0.4: 1, showed a response rate of 21% (n=19) for BTC in our pilot
study. The objective of this study was to confirm the efficacy and feasibility of S-1
against BTC.

Methods: Eligibility criteria were unresectable or recurrent BTC with histological
confirmation of adenosquamous or adeno carcinoma, at least one measurable lesion,
Karnofsky performance status of 80 to 100%, age of 20 to 74 years, adequate organ
functions, no prior chemotherapy, and written consent. S-1 was orally administered, 40
mg/m2/dose b.i.d. for 28 consecutive days, repeated every 6 weeks, until disease
progression or unacceptable toxicity.

Results: Forty-one patients were enrolled between January and December in 2004 with
one patient excluded from analysis because of no treatment. The sites of primary
tumors, gallbladder/ extrahepatic bile duct/ ampulla of Vater were 20/15/5. Twenty-
two and 18 patients had unresectable and recurrent disease. Objective tumor responses
were 14 partial response (9 gallbladder, 4 extrahepatic bile duct, 1 ampulla of Vater), 17
stable disease, 7 progressive disease and 2 patients were not evaluated, resulting in
a response rate of 35% (95% c.i. 21-52). The median time to progression and survival
time were 3.7 months (95% c.i. 3.2-5.8) and 9.4 months (95% c.i. 6.0-11.0). The main
grade 3-4 toxicities were lymphopenia (18%), anemia (8%), and fatigue (8%). The
incidences of other grade 3-4 toxicities were 5% or less.

Conclusions: Monotherapy with S-1 was active and feasible against BTC.

1113P PROGNOSTIC FACTORS FOR SURVIVAL IN INOPERABLE
BILIARY TRACT CARCINOMA TREATED WITH
GEMCITABINE AND CISPLATIN.

Sumitra Thongprasert, Busyamas Chewaskulyong, Chaiyut Charoenthum,
Sutthirak Munprakan
Chiangmai University, Internal Medicine, Chiangmai, Thailand

Previously our group had reported the Phase II study result of gemcitabine and
cisplatin as first-line chemotherapy in inoperable biliary tract carcinoma (Ann
Oncology 2005:16:279-281). At that time we had 40 evaluable patients.After that
period, we had treated another 70 patients with the same chemotherapy.We
incorporated all cases together to assess the prognostic factors of these patient
population.
Methods: From December 2000 to December 2005, 113 patients had received treatment
with gemcitabine 1250 mg/m2 in a 30-min i.v.infusion on d1, 8 and cisplatin 75 mg/m2
in a 2-h infusion on d1 every 3 weeks.

Results: Of 113 patients enrolled ten patients were not evaluable due to incomplete
treatment (7 patients were from 70 treated cases). One hundred and three patients were
assessable for response and survival.There were 62 males and 41 females median age 51
years (range 30-69) median PS 1. One hundred cases were cholangiocarcinoma and
three cases were gall bladder cancer. Median number of chemotherapy courses was
four. Overall response rate was 33.0% partial response (PR in 34 pts) with 30.1% stable
disease or minor response. Median survival time of the PR and SD patients was 14.8
months(range 2.8-23.5 mos.). Median survival time of all patients was 6.6 months
(range 0.4-23.5 mos.). There were 4.0% grade 3 anemia 4.6% neutropenia and 1.8%
thrombocytopenia there were 0.2%grade 4 anemia and 0.4% grade 4 neutropenia. Mild
increase creatinine, skin rash, nausea, vomiting, neuropathy and myalgia were seen. Of
all variable include age (under 60 vs over 60 yrs) performance status (0-1 vs 2),
metastatic site (intraabdomen vs outside abdomen), serum albumin (less than 3.0 vs
more than 3.0), baseline hemoglobin (less than 10 vs more than10), CA 19-9 (less than
200 vs more than 200), responders (PR plus SD vs PD) and surgery (hepatectomy vs
none). Both univariate and multivariate analysis showed that only responders either PR
or PR plus SD were significant for survival (p=0.046 for univariate and p = 0.044 for
multivariate).

Conclusion: The most important prognostic factor for survival of inoperable biliary
tract carcinoma was response to chemotherapy (both PR and SD).

1114P PHARMACOKINETIC (PK) AND CLINICAL PHASE II STUDY
OF WEEKLY INTRAVENOUS KAHALALIDE F (KF) AS
FIRST-LINE THERAPY IN PATIENTS (PTS) WITH
HEPATOCARCINOMA (HC)

Carmen Galan1, Esther Casado2, Francisco J. Ramos2, Eugenia Vega-Villegas3,
Fernando Rivera3, Ana Lopez4, Begoña de las Heras5, Mercedes Erustes5, Arturo
Soto-Matos5, Carlos Garcia Giron6

1Instituto Catalán de Oncologı́a, Oncology, Barcelona, Spain, 2Vall d’Hebron
University Hospital, Oncology, Barcelona, Spain, 3Hospital Marqués de
Valdecilla, Oncology, Santander, Spain, 4Hospital Doce de Octubre, Oncology,
Madrid, Spain, 5PharmaMar, Oncology, Madrid, Spain, 6Hospital General
Yagüe, Oncology, Burgos, Spain

Background: KF is a cyclic peptide isolated from an herbivorous marine mollusc, Elysia
rufescens. In phase I studies, dose-limiting toxicity was liver toxicity and two patients
with HC presented stable disease (for four and six months respectively).

Methods: This is a multicentre, open-label, non-randomized phase II study. The
primary objective was to evaluate the efficacy of KF in patients with HC and the
secondary objectives were to determine safety, tolerability and PK parameters. Therapy
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consisted of KF 650 lg/m2 over 1 hour every week until progression disease or
unacceptable toxicity. Results: 22 pts were recruited, median age was 67 years (range
37-69) and ECOG PS was: 0=41%, 1=55%, 2=4%. Median sites of disease was 1 (range
1-2). All pts but one were chemonaı̈ve. All pts were evaluable for toxicity and 21 were
for efficacy. No objective response (RECIST criteria) was observed. Stable disease
occurred in 9 patients (41%) with a median duration of 4.8 months (range 3.9-12.4).
Median progression free survival was 2.4 months (95% confidence interval, 1.8 to 3.9
months). A >50% reduction in alpha-fetoprotein was observed in two patients. Grade
3-4 haematological toxicity was not observed, and grade 3-4 non-haematological
toxicity included AST (46%), ALT (27%), GGT (64%), fatigue (5%) and
hypersensitivity reactions (5%). PK: plasma clearance was higher than the calculated
from the phase I program as a result of an increase of the volume of distribution
(presence of ascites or other third spaces or a decreased albumin could explain this
finding). Mean (SD) of half-life (hr), clearance (L/hr/m2) and Volume of distribution
at steady state (L/m2) were 0.59 (0.26), 6.90 (2.93) and 5.97 (3.74) respectively.

Conclusion: Kahalalide F was well tolerated in this patient population, and stable
disease was the best response observed in previously untreated patients with
hepatocellular carcinoma.

1115P A PHASE II TRIAL OF TS-1 AND CISPLATIN IN PATIENTS
WITH METASTATIC OR RELAPSED BILIARY TRACT
CANCER(BTC)

Yu Jung Kim1, Seock-Ah Im1, Hoon-Gu Kim1, Jee Hyun Kim1, Do-Youn Oh1, Tae-
You Kim1, Sun Whe Kim2, Yong Bum Yoon1, Yung-Jue Bang1, Noe Kyeong Kim1

1Seoul National University College of Medicine, Department of Internal Medicine,
Seoul, Republic of Korea, 2Seoul National University College of Medicine,
Department of Surgery, Seoul, Republic of Korea

Background: Biliary tract cancers are still fatal and there is need of an efficient medical
treatment. Systemic chemotherapy is increasingly being applied in advanced biliary
tract cancer. We performed this study to evaluate the efficacy and toxicity of
combination chemotherapy with TS-1 and cisplatin in metastatic or relapsed BTC as
outpatient based regimen.

Methods: Eligibility criteria were pathologically-proven BTC with measurable tumor
lesions, ECOG performance status (PS) 0 to 1, age 18 to 70 yrs, adequate hematological,
renal and liver functions, no prior radiotherapy or chemotherapy, and written
informed consent. The chemotherapy regimen consisted of TS-1 (40mg/m2 po bid
from D1-14) and cisplatin (60 mg/m2 on D1), repeated every 3 weeks.

Results: Thirty-six BTC patients (metastatic: relapsed =26: 10, gallbladder: intrahepatic
bile ducts: extrahepatic bile ducts =13: 20: 3) were enrolled from Jan. 2005 to Apr. 2006
and 26 of them were evaluable for response. Median age was 57 yrs (range, 37-70) and
all patients had ECOG performance status (PS) of 0 or 1, except for 1 patient with PS 2.
Median number of chemotherapy cycles given was 3 (range: 1-8). Out of 26 evaluable
patients, complete response was observed in 1 patient (4%), partial responses in 9
(35%), stable diseases in 10 (39%), and progressive diseases in 6 (23%). Median time to
progression was 19 weeks (95% C.I.: 10-28 weeks). Overall survival will be presented.
Total 132 cycles were administered to the enrolled patients. Grade 3/4 anemia,
neutropenia, and thrombocytopenia occurred in 7 cycles (5.3%), 9 cycles (6.8%), and 4
cycles (3%), respectively. Four events of grade 3 neutropenic fever (3%) occurred.
Grade 3 nausea, vomiting, stomatitis, and diarrhea occurred in 3 cycles (2.3%), 2 cycles
(1.5%), 2 cycles (1.5%), and 3 cycles (2.3%), respectively. Also, four events of grade 3/4
hyponatremia (including 1 event of grade 4) occurred.

Conclusion: Combination chemotherapy with TS-1 and cisplatin was relatively active
and well tolerated outpatient based regimen in BTC patients.

1116P OUTCOME OF HEPATOBLASTOMA TREATED WITH THE
JPLT (JAPANESE STUDY GROUP FOR PEDIATRIC LIVER
TUMOR) PROTOCOL-2

Eiso Hiyama1, Hiroaki Yamaoka2, Yoshiyuki Onitake2, Shinichiro Nishimura3,
Keiko Hiyama4, Masahiko Nishiyama4, Tadashi Matshnaga5, Fumiaki Sasaki5,
Hiroshi Horie5, Naomi Ohnuma5

1Hiroshima University, N-BARD, Hiroshima, Japan, 2Hiroshima University
Hospital, Dept. Pediatr. Surg., Hiroshima, Japan, 3Hiroshima University
Hospital, Dept. Pediatrics, Hiroshima, Japan, 4Hiroshima University,
Translational Cancer Research, RIRBM, Hiroshima, Japan, 5Japanese Study
Group for Pediatric Liver Tumor, 2, Hiroshima, Japan

The Japanese Pediatric Liver Tumor Study Group has conducted cooperative studies to
develop promising therapy for hepatoblastoma (HB) and hepatocellular caricinoma
since 1991. In the first trial, JPLT-1, intraarterial administration of cisplatin/
pirarubicin was studied in a total of 145 cases. The study provided 73.4% of 6-year
overall survival (OS) and 66% of event-free survival (EFS), but failed to show any
therapeutic advantage (J Pediatr Surg 37: 851-6, 2002). Poor prognosis of PRETEXT-
IV or metastatic cases led us to launch JPLT-2 protocol, which investigates cisplatin/
pirarubicin regimen (CITA), followed by second line of ifomide, etoposide,
pirarubicin, and carboplatin (ITEC) for CITA non- responder, before and after
curative resection of primary tumor and high dose chemotherapy with stem cell
transplantation (SCT) for non-curative cases or metastatic tumors. From 1999 until

2005, 175 hepatoblastoma cases have been enrolled in the study, and 126 cases (76 male
and 50 females) have completed the protocol including 23 cases (18%) with metastatic
tumors. In the remaining cases, 7 were diagnosed as PRETEXT-I, 38 as II, 40 as III and
18 as Iv. The 3-year OS was 80% and EFS was 67%. The 3-year OS of the cases with
PRETEXT, II or III tumors was 95%, while that of the cases with PRETEXT-IV or
metastatic tumors was 54%. In 23 cases who underwent high dose regimen with SCT,
only 13 cases (57%) were cured, indicating that high dose chemotherapy with SCT is
not so effective in advanced tumors. With this regimen, 5 cases suffered treatment-
related death. More promising strategies including liver transplantation and new
targeting drugs should be developed for advanced hepatoblastoma.

1117P TRIPLET COMBINATION OF GEMCITABINE, OXALIPLATIN
AND CONTINUOUS INFUSION OF 5 FU (‘‘FOG’’) IN THE
TREATMENT OF LOCALLY ADVANCED OR METASTATIC
CANCER OF GALL BLADDER.

Ajit Venniyoor
Army Hospital (R & R), Dept of Medicine and Oncology, New Delhi, India

Introduction: There is an unusually high incidence of cancer of gall bladder (CAGB) in
women in the northern part of Indian peninsula, with ASR ranging from 5.5 in Karachi
(Pakistan) to 8.9 in Delhi and 8.1 in Kolkata (India). Most of these patients present in
advanced stage in poor PS where curative surgery is not possible. At present, there is no
accepted standard chemotherapy regimen. The most active agents are 5 FU, the platins
and Gemcitabine. Doublet combinations give a response rate between 30 - 50% and
overall survival of 8 - 12 months.
Aim: To test the safety and efficacy of a triplet combination of fixed doses of
Gemcitabine 2000 mg on D1 and D8; Oxaliplatin 100 mg on D1 and D8, and 5FU 200
mg/day continuous infusion, the ‘‘FOG’’ regimen, in locally advanced or metastatic
CAGB.
Results: This is a retrospective study. 69 patients - 59 females and 10 males, with
median age of 53 years (range 21-73 yrs) were treated between 2003 - 2005. The
response rate after an average of 4 cycles (range 1- 10) was 49% (8 CR and 26 PR) with
SD in 12 cases and PD in 23. 4/8 CRs underwent surgery, 2 are planned for surgery, and
one received radiotherapy. The median overall survival was 10 months. Non-
neutropenic fever (possibly cholangitis) was recorded in 10 and mucositis in 5. Two
patients died of septicemia while on treatment, one with neutropenia.

Conclusion: The triplet combination regimen ‘‘FOG’’ is well tolerated and appears to
have a good response rate, with the ability to downstage the disease for potentially
curative surgery. However, the survival rate remains poor and may reflect the advanced
disease stage at presentation. A randomised trial comparing this with the doublet of
Gemcitabine and cisplatin is planned.

1118P PEFG (CISPLATIN, EPIRUBICIN, 5-
FLUOROURACIL,GEMCITABINE) REGIMEN IN ADVANCED
BILIARY TRACT ADENOCARCINOMA (BTA)

Stefano Cereda1, Michele Reni1, Monica Ronzoni1, Maria Grazia Vigano’1,
Giordano Vitali1, Antonio Mereu2, Luca Aldrighetti2, Alessandro Zanello3, Eugenio
Villa1, Paolo Passoni4
1San Raphael Hospital, Oncology, Milan, Italy, 2San Raphael Hospital, Surgery,
Milan, Italy, 3San Raphael Hospital, Radiology, Milan, Italy, 4San Raphael
Hospital, Radiotherapy, Milan, Italy

Background: BTA is an uncommon tumor with a poor prognosis and median survival
time rarely exceeding 6 months. While most BTA is unresectable at diagnosis, there is
currently no standard systemic chemotherapy. PEFG (cisplatin, epirubicin, 5-
fluorouracil, gemcitabine) regimen is an effective upfront treatment in advanced
pancreatic cancer (Reni M., J Clin Oncol 2001; Lancet Oncology 2005). This study
assessed activity and safety of this combination regimen in patients with locally
advanced or metastatic BTA.

Material and methods: PEFG (cisplatin and epirubicin 40 mg/m2 day 1, gemcitabine
600 mg/m2 day 1 and 8, 5-fluorouracil (FU) 200 mg/m2/day continuous infusion) was
administered to chemotherapy-naive patients with locally advanced and/or metastatic
biliary tract adenocarcinoma, citologically or histologically confirmed, £ 75 years,
performance status (PS) > 60, adeguate organ function, till progressive disease or for
a maximum of 6 months. Tumor was assessed every 2 months.

Results: Between May ‘99 and December ’05, 37 (23 or 62% metastatic disease)
patients, median age 62 (range 30-74), median PS 90, M:F=20:17, were treated with
PEFG regimen at our institution. 13 (35%) patients had prior radical surgery. Primary
tumor sites were intrahepatic bile ducts in 10 (27%) patients, extrahepatic bile ducts in
8 (22%), gallbladder in 12 (32%) and ampulla of Vater in 7 (19%). Chemotherapy is
ongoing in 2 patients and 2 patients are not assessable for response due to clinical
progression. Partial response and stable disease was observed in 16 of 37 (43%) patients
and in 12 (32%), respectively. Median and 1-yr survival (OS) was 11.8+ months and
52%. Median and 6-months progression free survival (PFS) was 7.1+months and 64%.
183 courses (range 1-8, median 6) of PEFG were delivered. Main grade 3-4 toxicity was:
neutropenia in 17% of cycles followed by thrombocytopenia in 9%, nausea/vomiting in
4%, febrile neutropenia, anaemia and stomatitis in 2%, hepatic, diarrhoea and
pulmonary oedema in 1%. A patient had a fatal cardiac infarction.

Annals of Oncology abstracts

Volume 17 | Supplement 9 | September 2006 doi:10.1093/annonc/mdl227 | ix319



Conclusions: PEFG regimen demonstred to be active with a manageable profile of
toxicity for patients with advanced BTA

1119P A NOVEL TRI-MODALITY TREATMENT OF STAGE II-III
CARCINOMA OF THE ESOPHAGUS: INDUCTION
DOCETAXEL/CARBOPLATIN, A DOSE-RANGING STUDY OF
ORAL CAPECITABINE/WEEKLY DOCETAXEL AND
THORACIC RADIATION FOLLOWED BY SURGICAL
RESECTION

James R. Rigas, Konstantin H. Dragnev, John E. Sutton, Stewart R. Gordon,
Bassam I. Zaki, Mark A. Carey, Bernard F. Cole, Ian Williams
Norris Cotton Cancer Center, Dartmouth Medical School, Lebanon, NH

Background: We previously reported our tri-modality approach in locally advanced
esophageal carcinoma of induction docetaxel/carboplatin, wkly docetaxel, 5-
fluorouracil (5-FU), thoracic radiation (RT) followed by surgery. This trial was
designed with the same tri-modality structure while incorporating a dose-ranging
study of oral capecitabine to increase the 5-FU exposure.

Methods: Thirty (30) patients (pts) with esophageal cancer were enrolled. Pts staged by
CT, PET and endoscopic ultrasound (EUS). Induction therapy of docetaxel 80 mg/m2
and carboplatin AUC = 6 was given every 3 wks for 2 cycles. Thoracic RT (50.4 Gy in 28
fractions) with 5 wkly doses of docetaxel (15 mg/m2) and escalating doses of
capecitabine (500 mg to 3000 mg) were given prior to each fraction of RT. Pts restaged
by CT/EUS. If no evidence of disease progression, pts underwent a transhiatal
esophagectomy 4-8 wks following the completion of chemoRT.

Results: Pt characteristics; 25 males, median age 64 (range 47-87), adenocarcinoma 27
pts, squamous cell 3 pts, EUS stage T3N0 = 3, T2N1 = 4, T3N1 = 22, T4N1 = 1, distal
esophagus 12, GE junction 17, midesophagus 1. The MTD has not been reached at 3000
mg of capecitabine. DLTs of dysphagia (1 pt at 500 mg and 1 pt at 1500 mg),
thrombocytopenia (1 pt at 2500 mg) and fatigue (1 pt at 3000 mg) have been noted.
Five (5) pts experienced weight gain over the course of therapy and only 7 of 30 pts
required a parenteral feeding tube. Median weight change was -3.3 kg (range of +5.5 kg
to -18.7 kg). To date, the antitumor response by EUS was 70% (19 of 27 pts), 25 pts had
R0 resection, 2 pts had pathologic complete responses. The median survival is 30.4
months with 68% and 52% alive at 1-yr and 2-yrs, respectively.

Conclusions: Overall survival is encouraging for this docetaxel and capecitabine
based tri-modality treatment for bulky locally advanced esophageal cancer. Oral
capecitabine at 3000 mg prior to each fraction of radiation is safe when administered
in combination with 15 mg/m2 of docetaxel and 50.4 Gy of thoracic RT. Funded in
part by CA23108, Sanofi-Aventis, and Roche.

1120P CAPECITABINE (X) AND OXALIPLATIN (O) COMBINATION
CHEMOTHERAPY IN PATIENTS (PTS) WITH ADVANCED
GALL BLADDER OR BILIARY TRACT CANCER: A PHASE II
STUDY

T.R. Jeffry Evans1, Eileen Wylie2, Jorge Curto Garcia2, Fareeda Coxon3, Lucy
Wall4, Martin Eatock5, Tim Maughan6, Martin Highley7, Priska Bützberger
Zimmerli8
1University of Glasgow, Beatson Oncology Centre, Western Infirmary, Glasgow,
United Kingdom, 2Beatson Oncology Centre, Clinical Trials Unit, Glasgow,
United Kingdom, 3Newcastle General Hospital, Northern Centre for Cancer
Treatment, Newcastle upon Tyne, United Kingdom, 4Edinburgh Cancer Centre,
Medical Oncology, Edinburgh, United Kingdom, 5Belfast City Hospital, Northern
Ireland Cancer Centre, Belfast, United Kingdom, 6Velindre Hospital, Clinical
Oncology, Cardiff, United Kingdom, 7University of Dundee, Medical Oncology,
Dundee, United Kingdom, 8Beatson Oncology Centre, Medical Oncology,
Glasgow, United Kingdom

Background: Advanced biliary tract carcinomas are associated with a very poor
prognosis. This phase II study was conducted to determine the efficacy of X (Xeloda�)
and O (Eloxatin�) combination chemotherapy in pts with inoperable gall bladder or
biliary tract cancer.

Methods: Pts with inoperable locally advanced or metastatic adenocarcinoma of the
gall bladder or biliary tract were eligible for this non-randomised, multicentre, open-
label phase II study. Pts were treated with X (1000mg/m2 po, twice daily, days 1-14)
and O (130mg/m2 i.v., day 1) every 3 weeks for up to 6 cycles. The primary objective
was the objective response rate (ORR, RECIST criteria); secondary objectives were
safety, progression-free survival (PFS) and overall survival (OS).

Results: 43 evaluable pts were recruited between July 2003 and January 2006. Baseline
characteristics were: median age 61 years (range: 37-81); male/female (58%/42%);
ECOG PS 0/1/2 (21%/64%/14%); primary tumour sites were bile duct (52%),
gallbladder (43%) and ampulla of Vater (5%); 93% of pts had metastatic disease. 29
(67%) pts received 3 cycles and 11 (26%) pts received the full 6 cycles of chemotherapy.
10 pts were not evaluable for response. ORR (intention to treat) was 23% (95% CI, 12-
39%), with 1 CR and 9 PRs. A further 13 pts (30%) had stable disease. Median PFS (all
pts) was 4.9 months (95% CI, 3.2-6.5) and median OS (all pts) was 7.7 months (95%
CI, 4.8-10.7). Grade 4 toxicity included nausea (2%) and vomiting (2%); grade 3
toxicity included fatigue (14%), diarrhoea (9%), vomiting (9%), nausea (7%),
neuropathy (12%) and anorexia (2%).

Conclusions: This regimen was well tolerated in these pts, and has modest activity.

1121P CHARACTERIZATION AND TREATMENT OF 1200
PATIENTS WITH UNRESECTABLE HEPATOCELLULAR
CARCINOMA (HCC): A 17 YEAR PROSPECTIVE
EXPERIENCE

Brian I. Carr, Venkateswarlu Kondragunta, Robert Branch, Marion C. Olek,
David A. Geller
Univ of Pittsburgh, Liver Cancer Center, Pittsburgh, PA

Background: HCC is usually unresectable at presentation in the US. We have
systematically followed 1200 biopsy-proven HCC patients (pts) over 17 yrs and now
present initial database evaluation of pt presentation and results from 3 treatments:
none (n=221), TACE (n=783) or Yttrium-90 (n=110).

Results: Descriptive-male:female=4:1. Median female survival=14 mo; median male
survival=9 mo. Age ranges: 1-92 yrs, median 61 yrs. Cirrhosis 77% (median survival 7
mo vs 10 mo for absence). Hepatitis and survivals (median, mo): HBV 24%(14), HCV
37%(8), B+C 17%(8), none 21%(10). Alcohol, 5+ drinks/d 42% (8 mo vs 14 mo for
none). Independent survival predictors were AFP (cutoff 25; median survival 25 vs 6
mo), bilirubin (cutoff 1.5; median survival 11 vs 3 mo), PVT (any=6 mo, none=15
mo), GGTP and Alk Phos. Tumor size 1-30, median 6.5 cm. Portal vein thrombus
(PVT): main 17.7%, branch 45%. Survivals (mo) after therapy:

TACE or Y-90 or No Rx
AFP 25+: 7, 10, 2
AFP less than 25: 15, 18, 13
Bilirubin 1.5+: 5, 4, 2
Bilirubin less than 1.5: 11, 15, 10
Cirrhosis +: 8, 11, 3
Cirrhosis -: 10, 22, 3
Bilobar -: 10, 18, 4
Bilobar +: 8, 12, 1.5
Size 5cm or less: 10, 13, 10
Size 5+ cm: 9, 13, 2

Conclusions: Several subsets of HCC pts were found with distinct survival advantages.

1122P A PHASE II TRIAL OF WEEKLY IRINOTECAN AND
CISPLATIN FOR CHEMOTHERAPY-NAÏVE PATIENTS WITH
METASTATIC OR RECURRENT SQUAMOUS CELL
CARCINOMA OF THE ESOPHAGUS

Dae Ho Lee, Ji-Youn Han, Sun Young Yu, Eun Ju Lim, Hyae Young Kim,
Heung Tae Kim, Jin Soo Lee, Noe Kyeong Kim
National Cancer Center, Research Institute and Hospital, Goyang, Republic of
Korea

Objective: This phase II study assessed the response rate and toxicity profile of weekly
irinotecan and cisplatin combination for chemotherapy-naı̈ve patients with metastatic
or recurrent squamous cell carcinoma of the esophagus.

Patients and Methods: The eligibility criteria included histologically confirmed
squamous cell carcinoma of the esophagus, no prior chemotherapy, adequate organ
functions and written informed consent. Patients were treated with 65 mg/m2
irinotecan plus 30 mg/m2 cisplatin, both administered intravenously days 1 and 8,
every three weeks.
Results: Between June 2003 and December 2005, a total of 29 patients were enrolled and
all were assessed for response and toxicity. Ten patients achieved a partial response
(34.5%; 95% confidence interval, 18.0 to 52.4%). With a median follow-up of 12
months, median progression-free survival and duration of response was 4.4 months
and 5.3 months, respectively. The median survival time was 9.6 months with 1-year
survival of 27.1%. Grade 3 or 4 neutropenia was observed in 48. 3% of patients and was
the most common cause of dose reduction or therapy delay. However, non-
hematologic toxicity was grade 3 asthenia (20.7%) and grade 3 diarrhea (13.8%) and
grade 3 nausea/vomiting (3.4%) but there was no grade 4 toxicity.

Conclusion: This two-week on and one-week off schedule of weekly irinotecan and
cisplatin combination has modest antitumor activity against squamous cell carcinoma
of the esophagus, but has significant hematologic toxicity. However, the easy
administration and favorable non-hematologic toxicity profile can make this regimen
one of the standard treatments for squamous cell carcinoma of the esophagus.

1123P PROGNOSTIC FACTORS IN OESOPHAGEAL CANCER
PATIENTS TREATED BY PREOPERATIVE CONCURRENT
CHEMORADIOTHERAPY AND SURGERY

Milada Zemanova1, Gabriela Pazdrova1, Frantisek Novak2, Alexandr Pazdro3,
Martin Haluzik4, Milan Smejkal3, Lubos Petruzelka1

11st Medical Faculty of Charles University, Oncology VFN, Prague, Czech
Republic, 21st Medical Faculty of Charles University, IV. internal medicine VFN,
Prague, Czech Republic, 31st Medical Faculty of Charles University, III.surgery
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FNM, Prague, Czech Republic, 41st Medical Faculty of Charles University, III.
internal medicien VFN, Prague, Czech Republic

Combined modality therapy in oesophageal cancer patients is suggested to prolong
survival at the cost of higher toxicity. In this study we analyze various factors to
establish prognostic factors for treatment outcome. 107 patients (pts), 93 men, 14
women, with operable oesophageal cancer were treated by neoadjuvant
chemoradiotherapy (CRT) using CF regimen for 65 pts (61%) (carboplatin, AUC 6, IV
on days 1 and 22, 5-fluorouracil, 300 mg/day, continuous infusion (CI) on days 1 to
42), or CPF regimen (CF plus paclitaxel 200 mg/m2/3hours IV on days 1 and 22) for 42
pts (39%) plus radiotherapy 45 Gy/25fr/5 weeks starting on day 1. Nutritional support
was offered to all pts. Surgery was performed within 4-8 weeks after CRT if feasible. The
influence of various clinical, laboratory, treatment and nutritional variables on survival
was tested by univariate analysis with consecutive multivariate analysis of following
factors: N-stage, performance status (PS), localization of stenosis, grade of dysphagia,
relative pre-treatment weight loss, pathological complete response (pCR), pre-
treatment serum levels of albumin, prealbumin, leptin, soluble leptin receptor (SLR)
and tumour necrosis factor alpha (TNF-a). Median survival 20.0 months and 3-year
survival of 32% was determined. Treatment with CF or CPF regimens did not differ
significantly (p=0.512). Significant factors positively influencing survival in univariate
analysis were: PS (0 vs. 1-2, p=0.012), grade of dysphagia (mild vs. serious, p=0.001),
TNF-a level (lower vs. higher, p=0.028), pCR (yes vs. not, p=0.036). Other variables
mentioned above were included to multivariate analysis due to trend in univariate one
(p<0.2). Two independent factors influencing survival were found out in multivariate
analysis: grade of dysphagia (mild vs. serious, p=0.017) and SLR (lower vs. higher,
p=0.049). PS (0 vs. 1-2) had borderline significance of p=0.062.

Conclusions: Pre-treatment serum level of SLR and grade of dysphagia were found
out to be independent survival prognostic factors in this study of multimodal
treatment of oesophageal cancer. Values of leptin, SLR and TNF-a need further
prospective follow-up.

Supported by grant IGA MZ CR 7530-3.

1124P MULTIVARIATE PROGNOSTIC FACTOR ANALYSIS IN
PATIENTS WITH ESOPHAGEAL CANCER TREATED WITH
PREOPERATIVE CHEMORADIATION: THE IMPORTANCE OF
PATHOLOGIC RESPONSE AND LYMPH NODE METASTASIS

Min Kyoung Kim1, Sung-Bae Kim1, Jin Hee Ahn1, Seung-Il Park2,
Yong Hee Kim2, Jong Hoon Kim3, Ho-Yong Song4, Hwoon Yong Jung1,
Gin Hyug Choi1, Kyung-Ja Cho5

1Asan Medical Center, Medicine, Seoul, Republic of Korea, 2Asan Medical
Center, Thoracic and Cardiovascular Surgery, Seoul, Republic of Korea, 3Asan
Medical Center, Radiation Oncology, Seoul, Republic of Korea, 4Asan Medical
Center, Diagnostic Radiology, Seoul, Republic of Korea, 5Asan Medical Center,
Pathology, Seoul, Republic of Korea

Objectives: In the primary management of esophageal cancer, the rationale for
chemoradiotherapy (CRT) followed by surgery is based on the pattern of both local and
distant failure associated with surgery alone or CRT without surgery. The purpose of
this study was to clarify which treatment-related variables could predict survival and
recurrence in trimodality setting.

Patients and methods: Between January 1993 and March 2006, 183 patients were
enrolled into two phase II and one phase III controlled tirals assessing neoadjuvant
CRT at our institution. Among them, 133 patients (72.7%) underwent esophagectomy.
We analyzed the prognostic factors of 105 patients who received curative surgery with
adequate node dissection (>12).

Results: A pathologic CR was achieved by 45 patients (42.9%). Most patients (88.7%)
are male and the median age was 63 years (range, 43 – 73). Operations performed
included Ivor-Lewis (80.0%), transhiatal (7.6%) and McKweon(13%). With a median
follow-up of 56.3 months, median OS of the entire group was 42.8 months (95% CI:
23.9 – 61.7), and the 5-year OS rate was 40.7%. Cancer-specific survival at 5 years was
55.9%. Median DFS was 32.2 months (95% CI: 21.1 – 43.3), and 5-year DFS rate was
36.1%. Dysphagia to solid food, weight loss more than 10% (< 6 Mo), non-responder,
lymph node metastasis ‡ 2, recurrent laryngeal nerve involvement, or incomplete
surgical resection were associated with poor survival in univariate analysis. In
multivariate analysis, OS was better in responders after CRT and the patients who had
£ 1 lymph node metastasis group (p=0.027, p=0.024, respectively). The survival of
patients who had 1 positive node were similar to that of patients in the node negative
group. DFS was better in the patients who had £ 1 lymph node metastasis group
(p=0.02). Initial clinical stage was not a prognostic indicator of disease free or overall
survival.

Conclusion: We suggest the number of LNs with metastasis is an independent
prognostic factor in preoperative CRT setting. In addition, the non-responder after
CRT was also associated with poor prognosis.

1125P COMBINATION CHEMOTHERAPY WITH GEMCITABINE AND
CISPLATIN IN PATIENTS (PTS) WITH ADVANCED
PANCREATIC CANCER

Abed Agbarya1, Menachem Ben-Shachar2, Suheil Nasrallah2, David Faraggi3,
Shiraz Vered3, Ron Epelbaum1

1Rambam Medical Center, Oncology, Haifa, Israel, 2Nahariya Hospital,
Oncology, Nahariya, Israel, 3Haifa University, Statistics, Haifa, Israel

Introduction: Gemcitabine is an active agent in advanced pancreatic carcinoma.The
addition of cisplatin to gemcitabine has a synergistic tumoricidal effect, and may
overcome the resistance to gemcitabine in some pts.The aim of this study was to
investigate the efficacy and toxicity of this combination in pts with advanced pancreatic
adenocarcinoma, including pts previously treated with gemcitabine.

Methods: Eligibility criteria included: locally advanced or metastatic adenocarcinoma
of the pancreas with no or one prior chemotherapy, PS 0-2 and adequate bone marrow,
hepatic and renal functions. The pts were treated with cisplatin 25 mg/m2 and
gemcitabine 1000 mg/m2 on days 1, 8, and 15 of each 4-week cycle in the
outpatient setting.

Results: sixty-six pts received this treatment.The median age was 61 years (y) (range
39–78y), median PS was 2 (range 0–2). Fifty-two pts (79%) had metastatic disease and
14 pts (21%) had locally advanced disease. Twenty-four pts (36%) received prior
treatment with gemcitabine. Median number of cycles was 3 (range 1–16). The relative
dose intensity was 0.72 for each drug alone and for the 2-drug combination. Grade III-
IV hematological toxicity was thrombocytopenia in14 pts (21%), anemia in 9 pts
(14%) and neutropenia in 5 pts (7%). Grade III-IV non-hematological toxicity was
diarrhea and vomiting in only 2 pts each one. There was no drug-related death. Sixty-
two pts were evaluable for response. Disease control (partial response and stable
disease) was achieved in 33 pts (53%). There was no difference in disease control rate
between gemcitabine-naı̈ve and non-naı̈ve pts. The median time to tumor progression
(TTP) for the whole group was 2 months (m), (range 1-19 m) and the median overall
survival was 5.5 m, (range 1-30 m). There was no difference in TTP between
gemcitabine -naı̈ve and non-naı̈ve pts (3 m vs 2 m, respectively, p=NS), and no
difference in survival (6.7 m vs 4.5 m, respectively, p=NS).

Conclusions: The combination of gemcitabine and cisplatin is active in advanced
pancreatic carcinoma, even in previously gemcitabine-treated pts, with acceptable
toxicity profile.

1126P GI-TAC: A RANDOMISED PHASE II STUDY OF SEQUENTIAL
DOCETAXEL AND IRINOTECAN WITH 5-FLUOROURACIL/
FOLINIC ACID IN PATIENTS WITH METASTATIC UPPER
ABDOMINAL (PANCREATIC-, GASTRIC- OR BILIARY)
CANCER

Åke Berglund1, Per Byström2, Dorte Pedersen3, Peter Nygren1, Jan-Erik Frödin2,
Antonina Bergman1, Bengt Glimelius1

1Dept of Oncology, Radiology and Clin Immunology, Akademiska sjukhuset,
Uppsala, Sweden, 2Dept of Oncology, Karolinska University Hospital,
Stockholm, Sweden, 3Dept of Oncology, Karlstad Hospital, Karlstad, Sweden

Introduction: The aim was to investigate the correlation to tumour marker changes and
tumour activity among patients with upper GI cancer treated with sequential docetaxel
and irinotecan together with 5FU and leucovorin. Secondary endpoints were survival,
safety, symptom relief and quality of life.

Patients: During 2003–2005, 73 patient with metastatic upper GI-cancer were included,
22 gastric carcinoma, 28 pancreatic carcinoma and 23 with biliary carcinoma. The
patients were randomised to receive either docetaxel 45 mg/m2 or irinotecan 180 mg/
m2 every second week together with 5-FU/leucovorin (500 mg/m2 + 60 mg/m2 x 2,
Nordic schedule, except patients with gastric carcinoma who were treated with the
deGramont schedule). After every second course the patients were crossed over to the
other arm. Treatment was given for six months.
Results: Despite of two treatment related deaths (3%), the treatment was well tolerated
with totally 79 events of grade 3 toxicity and 10 events of grade 4 toxicity. The
frequency of side effects were similar between the two treatment arms. 64 of 73 patients
were eligible for an objective response. Response rates, time to progression and survival
are shown in the table. All patients had symptomatic disease at inclusion, 29% had
a subjective response, 52% had stabilisation of symptoms and 19% became worse after
start of the treatment.

Results

Conclusion: Sequential treatment with docetaxel and irinotecan in advanced upper
GI-cancer seems to be promising, especially among patients with pancreatic
carcinoma. The results of the longitudinal tumour markers measurements will be
presented.

Response/Tumour Type Gastric % Pancreas % Biliary % Total %

PR 7 35 6 24 4 21 17 27
SD 11 55 11 44 8 42 30 47
PD 2 10 8 32 7 37 17 27
TTP months (median) 4.9 5.5 2.8 4.4
Survival months (median) 7.8 11.3 7.9 8.2
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1127P SECOND-LINE TREATMENT WITH PEMETREXED AFTER
GEMCITABINE FAILURE IN PATIENTS WITH ADVANCED
PANCREATIC CANCER: RESULTS OF A MULTICENTER
PHASE II TRIAL

Stefan Boeck1, Karin Weigang-Köhler2, Martin Fuchs3, Erika Kettner4, Detlev
Quietzsch5, Jörg Trojan6, Oliver Stötzer7, Eva Mueller8, Henrik Depenbrock8,
Volker Heinemann1

1Klinikum der Universität München - Grosshadern, Medizinische Klinik und
Poliklinik III, München, Germany, 2Klinikum Nürnberg-Nord, 5. Medizinische
Klinik, Nürnberg, Germany, 3Städtisches Krankenhaus München-
Bogenhausen, 2. Medizinische Abteilung, München, Germany, 4Städtisches
Klinikum Magdeburg, Klinik für Hämatologie und Onkologie, Magdeburg,
Germany, 5Klinikum Chemnitz, Klinik für Innere Medizin II, Chemnitz, Germany,
6Klinikum der Johann-Wolfgang-Goethe Universität Frankfurt, Medizinische
Klinik II, Frankfurt a. M., Germany, 7Schwerpunktpraxis München, Hämatologie
und Onkologie, München, Germany, 8Lilly Deutschland GmbH, Onkologie, Bad
Homburg, Germany

Background: There is no established treatment regimen for advanced pancreatic cancer
after failure of standard first-line chemotherapy with gemcitabine. Pemetrexed, a novel
multi-targeted antifolate, has shown promising clinical activity in pancreatic cancer in
previous phase II and phase III trials in the first-line setting.

Methods: This study was conducted to evaluate the efficacy and safety of pemetrexed in
patients (pts) with unresectable locally advanced or metastatic pancreatic cancer (stage
II-IV), ECOG performance status £2 and estimated life expectancy of ‡12 weeks (wks)
after failure of first-line gemcitabine single-agent or combination therapy. Pemetrexed
was started at 500 mg/m2 q3w (10 min infusion) with vitamin B12 and folic acid
supplementation. Dose escalation by 100 mg/m2 every other cycle and an unlimited
number of cycles were allowed. Primary endpoint was the 3-month survival rate. Here,
we report the final follow-up results.

Results: A total of 192 treatment cycles (median 2, range 1–20) were given to 52 pts
(60%male, median age 63 yrs, median time since initial diagnosis 32 wks, 89% stage IV
disease). Doses were escalated in 2 pts (4%) and reduced due to toxicity in 9 pts (17%);
the median dose per cycle was 500 mg/m2 (range 212–700 mg/m2). The 3-month
survival rate was 75% (95% CI 63.2-86.8%). At a median follow-up of 20 wks (range 1-
77), the median overall survival estimate was 20 wks, with 4 pts alive and 1 pt lost to
follow-up. Median time to progressive disease was 7 wks (range 1–62). The overall
response rate was 3.8% (0 CR, 2 PR); 12 pts (23%) had SD for ‡6 wks, 9 of them for ‡12
wks. CA 19-9 decreased at least once by ‡ 50% in 12 pts (23%). Grade 3/4
hematological toxicity rates per pt were as follows: neutropenia 17.3% (febrile
neutopenia: 3.8%), leukopenia 15.4%, thrombopenia 5.8% and anemia 3.8%.

Conclusion: Pemetrexed is a feasible option for second-line therapy with mild toxicity
and encouraging activity in unresectable locally advanced or metastatic pancreatic
cancer after gemcitabine failure.

1128P DOSE-FINDING STUDY USING OXALIPLATIN (OX) IN
COMBINATION WITH FIXED DOSE GEMCITABIN (GEM) AND
RADIOTHERAPY (RT) IN PATIENTS WITH LOCALLY
ADVANCED PANCREATIC OR BILIARY TRACT CANCER
(PBCA)

Marc Peeters1, Tom Boterberg2, Els Monsaert1, Ivan Borbath3, Anne Demols4,
Marc Polus5, Pierre Scalliet6, Tine Derre1, Jean-Luc Van Laethem4

1Ghent University Hospital, Gastro-enterology, Gent, Belgium, 2Ghent University
Hospital, Radiotherapy, Gent, Belgium, 3Clinique Universitaire Saint Luc,
Gastro-enterology, Brussels, Belgium, 4Hôpital Universitaire Erasme, Gastro-
enterology, Brussels, Belgium, 5CHU Sart-Tilman, Gastro-enterology, Liège,
Belgium, 6Clininque Universitaire Saint Luc, Radiotherapy, Brussels, Belgium

Background: Prognosis of inoperable PBCa is poor. Large randomized studies in
pancreatic cancer showed a better survival in patients (pts) with locally advanced (LA)
in comparison with metastatic disease. Data on radiochemotherapy are scarce in pts
with LA disease. Therefore, we performed this multicenter, phase I study on the
combination of radiotherapy and Gem/Ox. This regimen showed superior activity to
Gem alone in pancreatic cancer1.

Methods: After signed informed consent, pts with LA pancreatic cancer (n=14) or
biliary tract cancer (n=1) were included. They received two cycles of Gem/Ox followed
by 5 weeks of RT (25 fractions of 1.8 Gy up to a total dose of 45 Gy) in combination
with a weekly fixed dose of Gem (300 mg/m2 in 30’) and an escalating weekly dose of
Ox (levels: 40/50/60 mg/m2). NCI-CTC 2.0 was used weekly to score treatment-related
toxicity in all pts.

Results: Today, 15 pts. with a median age of 61 y (range: 44-74), median Karnofsky
performance score 90 (range: 70-100) and M/F=8/7 were included. Upto 60 mg/m2 Ox,
no disease limiting toxicity (DLT) occured. Grade 3 toxicity included nausea (n=1),
neutropenia (n=3) and thrombocytopenia (n=1). This latter patient was treated with
40 mg/m2 Ox and subsequently also experienced a grade 4. One patient receiving 50
mg/m2 Ox developed a grade 4 thrombocytopenia. Most frequent grade 1/2 toxicity
was nausea (n=8, 53%), thrombocytopenia (n=5, 33%) and diarrhea (n=5, 30%).
Fourteen out of 15 received the full course of radiotherapy. Median time to progression
(TTP) is 6.7 months (95% CI: 3.7-13.5). Thirteen out of 15 pts. are still alive.

Conclusions: Combination of radiotherapy and Gemcitabin/Oxaliplatin in pts with LA
pancreaticobiliairy cancer is feasible and well-tolerated. The long TTP underlines the
potential activity of this regimen. As no DLT has been reached, we will use a dose of 60
mg/m2 Ox for further evaluation.

Reference

1. JCO 2005;23:3509–16.

1129P ERLOTINIB AS A SINGLE-AGENT THERAPY IN PATIENTS
WITH ADVANCED PANCREATIC CANCER

Ron Epelbaum1, Julia Schnaider2, Alexander Gluzman3, Arie Figer4
1Rambam Medical Center, Oncology, Haifa, Israel, 2Rivka Ziv Hospital,
Oncology, Zefat, Israel, 3Soroka University Medical center, Oncology, Beer
Sheva, Israel, 4Tel Aviv Sourasky Medical Center, Oncology, Tel Aviv, Israel

Introduction: Erlotinib (Tarceva �) is an oral tyrosine kinase inhibitor of the
epidermal growth factor receptor, recently shown to improve survival in advanced
pancreatic cancer when given in combination with gemcitabine. There are no data
related to its activity as monotherapy in this disease. We report our experience with
erlotinib as a single agent therapy in patients (pts) with pancreatic cancer who have
failed prior chemotherapy.
Methods: Eligible pts had advanced pancreatic cancer, progressing after one or more
prior chemotherapy, ECOG PS 0-2 and adequate organ functions. Pts received
erlotinib 150 mg/day until disease progression. Disease activity was determined by
clinical evaluation, imaging and tumor markers.

Results: Ten pts were evaluable, M/F=5/5, median age 60 years (range, 49-84). Pts had
locally advanced (LA) tumor (2 pts), abdominal spread (4 pts) and liver metastases (4
pts), and received a median of one prior line of chemotherapy (range, 1-5). Treatment
duration was 1-12 + months (m). Grade II/III toxicities included rash (4/0 pts), acne
(2/1 pts) and diarrhea (0/2 pts). In one pt dose was reduced to 75 mg/day. Median time
to tumor progression was 1.5 m. However, 3 pts (1 LA, 2 liver) achieved clinical
stabilization of disease with decrease in tumor markers (by 15, 30 and 75%) for 2 + m,
8+ m and 12+ m, and they are still on treatment.

Conclusions: erlotinib has antitumor activity as a single agent in pancreatic cancer. It
can produce prolonged disease stabilization in pts progressing after chemotherapy.

1130P A RANDOMIZED PHASE II OF RADIATION AND
CONTINUOUS INFUSION OF 5FU + DOCETAXEL OR
DOCETAXEL + CISPLATIN IN THE TREATMENT OF
LOCALLY ADVANCED PANCREATIC CARCINOMA. INTERIM
ANALYSIS OF THE ACCORD 9 TRIAL

Frederic Viret1, Marc Ychou2, Aurélie Cobat3, Jaafar Bennouna4, Thierry Conroy5,
Antoine Adenis6, E Gamelin7, M Abbas8, Christine Montoto-Grillot9,
Michel Ducreux8

1Institut Paoli-Calmettes, Medical Oncology, Marseille, France, 2Centre Val
d’Aurelle, Medical Oncology, Montpellier, France, 3Institut Gustave Roussy,
Biostatistical Unit, Villejuif, France, 4Centre René Gauducheau, Medical
Oncology, Nantes, France, 5Centre Alexis Vautrin, Medical Oncology, Nancy,
France, 6Centre Oscar Lambret, Medical Oncology, Lille, France, 7Centre Paul
Papin, Medical Oncology, Angers, France, 8Institut Gustave Roussy, Medical
Oncology, Villejuif, France, 9FNCLCC, Medical Oncology, Paris, France

Introduction: Locally advanced pancreatic carcinoma remains a challenging tumour
with no clear standard of care in terms of radio-chemotherapy. The purposes of this
randomized phase II trial was to determine the efficacy and toxicity of two
experimental arms of radio-chemotherapy in histologically proven adenocarcinoma of
the pancreas.

Methods: In arm A patients (pts) received docetaxel 20 mg/m2 weekly and daily
continuous infusion of 5FU at 200 mg/m2 for six weeks, in arm B pts received docetaxel
20 mg/m2 weekly and cisplatin 20 mg/m2 weekly for six weeks. External beam
radiotherapy: 54 Gy in 1.8 Gy fractions, six weeks. An interim analysis was planned
after inclusion of 20 patients per arm: if the number of progression at 6 months was 13
or more in one arm, this arm should be stopped ; if not, 20 more pts are included.

Results: 40 pts (20 per arm) with disease considered to be unresectable but confined to
pancreas and celiac nodes were included between 06/10/2003 and 01/08/2005. The arm
A, but not the arm B, was stopped following the interim analysis. Only the results of
arm A are reported here. 11 men, 9 women; mean age 61 years were included.
Karnofsky index < 100: 14 pts. Location of the tumour: head: 14 pts, body: 5 pts, tail:
1pts. No information was obtained on chemotherapy in one patient, for the 19 others:
98% of the dose of 5FU and docetaxel was administered. The median dose of
radiotherapy received by the patients was 54 Gy. Radiotherapy has to be interrupted in
3 pts. 9 pts experienced at least one episode of grade 3 or 4 toxicity. 6 had severe
vomiting, 4 pts had severe nausea. No toxic death was observed. At 6 months, 18 pts
had progressed. Median survival was 9.7 months. Median progression-free survival was
4.3 months.

Conclusion: The association docetaxel + FU + radiotherapy has very limited effect in
patients with locally advanced pancreatic carcinoma. Doxetaxel based radio-
chemotherapy is very well-tolerated. Inclusion in the arm docetaxel + cisplatin
continues. Granted by Sanofi-Aventis
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1131P THE EFFICACY OF FLUOROPYRIMIDINE-BASED SECOND
LINE CHEMOTHERAPY IN ADVANCED AND METASTATIC
PANCREATIC CANCER: RESULTS OF AN ONGOING
ITALIAN/SWISS MULTICENTER SURVEY

Andrea Mancuso Petricca1, Piercarlo Saletti2, Maria Chiara Tronconi3,
Giuseppe Aprile4, Laura Milesi5, Stefania Aglione6, Sonia Fatigoni7,
Marina Garassino8, Roberto Labianca5, Cora N Sternberg1

1San Camillo/Forlanini Hospitals, Department of Medical Oncology, Rome, Italy,
2Oncology Institute of Southern Switzerland, Department of Medical Oncology,
Bellinzona, Switzerland, 3Humanitas Clinical Institute, Department of Medical
Oncology, Milan, Italy, 4PUGD, Department of Medical Oncology, Udine, Italy,
5Ospedali Riuniti, Department of Medical Oncology, Bergamo, Italy, 6Istituto
Nazionale Tumori, Medical Oncology Unit B, Milan, Italy, 7Silvestrini Hospital,
Department of Medical Oncology, Perugia, Italy, 8Igea Hospital, Department of
Medical Oncology, Milan, Italy

Background: Recent advances in the treatment of pancreatic cancer influence the
management of locally advanced and metastatic disease. Nonetheless prognosis
remains dismal and the impact on survival of palliative second-line therapy is hotly
debated.

Methods: Clinical records of 160 Gemcitabine resistant/refractory pancreatic cancer
patients (pts) treated in 11 medical oncology departments in Italy and Switzerland were
reviewed. All pts received a fluoropyrimidine-based salvage regimen from June 1997 to
February 2006. There were 99 males, 61 females, median age 62 years (range 34-78) and
median ECOG performance status (PS): 1 (range 0-2). 16 different fluoropyrimidine-
based salvage regimens were administered consisting of monotherapy in 59% of cases
and platinum-containing doublets in 36%. Combinations with bevacizumab,
irinotecan and mitomycin C were administered in the remaining 5%.

Results: Second line chemotherapy produced partial responses (PR) in 16 (10%) and
stable disease (SD) in 40 pts (25%) by RECIST criteria. Overall tumor growth control
(PR+SD) was 35%. The median progression free survival (PFS) was 2.65 months.
Multivariate analysis revealed that the most important prognostic factor for PFS was
PS, as pts with PS of 2 at the beginning of second line therapy had significantly worse
results than those with PS = 0-1 (Second line PFS: 78 days vs 48 days, p<0.05). Baseline
CA19-9 and number of metastatic sites were not independent prognostic factors for
better second-line PFS. Pts who had responded (PR) to first-line Gemcitabine were
more likely to respond or attain stable disease after second-line treatment, with a PFS of
2.6 vs 1.6 months (p<0.05). The overall survival (OS) for all evaluable pts was 11.5
months and 1-year survival was 45%. Within the limits of a retrospective study, OS
appeared significantly improved by platinum-containing doublets (57 pts) with respect
to other schedules (103 pts) with OS of 11.9 vs 10 months, p=0.047.

Conclusions: These results suggest that fluoropyrimidine-based salvage regimens have
marginal activity and should be considered only in pts with a good PS who have
responded to first line chemotherapy

1132P SALVAGE THERAPY IN ADVANCED PANCREATIC
ADENOCARCINOMA

Michele Reni1, Andrea Mambrini2, Lara Pasetto3, Stefano Cereda1,
Paolo Passoni4, Giordano Vitali1, Monica Ronzoni1, Gianpaolo Balzano5,
Alessandro Zerbi5, Maurizio Cantore2

1S. Raffaele Scientific Institute, Oncology, Milan, Italy, 2General City Hospital,
Oncology, Massa Carrara, Italy, 3University Hospital, Oncology, Padova, Italy,
4S. Raffaele Scientific Institute, Radiotherapy, Milan, Italy, 5S. Raffaele Scientific
Institute, Surgery, Milan, Italy

Limited information on salvage treatment in patients with PA is available. At failure,
over half of the patients are candidate for further treatment. A retrospective review of
154 patients submitted to salvage therapy at 3 Italian institutions has been performed
to identify prognostic factors and provide useful information for patients counseling.
Data on patient characteristics, diagnosis, treatment, progression and survival (OS)
were collected. Inclusion criteria were: cytological or histologic diagnosis of PA and
prior gemcitabine-including chemotherapy. Any age, performance status (PS) and
chemotherapy regimen were considered. 154 patients (88 males; 142 metastatic;
median age 60 years; median PS 80; 65 submitted to prior surgery, 27 submitted to
prior radiotherapy) with a median previous progression-free survival (PFS) of 5.5 mo.
(range 1-46 mo.) were included: 124 (81%) had received 1 prior chemotherapy line, 25
(16%) 2 lines, 5 (3%) 3 lines. Chemotherapy regimens were: cisplatin, epirubicin,
5fluorouracil (5FU), gemcitabine (PEFG; N=45); raltitrexed, oxaliplatin (TOM-OX;
N=41), irinotecan-OX (N=30), mitomycin, docetaxel, irinotecan (MDI; N=15);
docetaxel (N=10); 5FU plus either carboplatin or cisplatin (N=13). Median, 1yr and
2yr OS since first diagnosis were 16 months, 67% and 26%. Median and 6 mo. PFS
since salvage therapy start were 2.8 mo. and 18%. Median, 1yr and 2yr OS since salvage
therapy start were 5.8 mo., 13% and 3.5%. At univariate analyses, previous PFS and
peritoneal disease significantly predicted OS while age, gender, PS, prior surgery, prior
radiotherapy, number of previous chemotherapy lines, liver or pancreatic disease,
number of metastatic sites, CA19.9 basal value did not. Multivariate analysis showed
that previous PFS and PS predicted OS. Median and 1yr OS based on chemotherapy
regimen was: PEFG 7.1 mo and 27%, MDI 6.1 mo and 0%; TOMOX 5.2 mo and 12%;
5FU-carboplatin or cisplatin 4.5 mo and 9%; irinotecan-OX 4.3 mo and 23%;
docetaxel 3.9 mo and 0%. In both univariate and multivariate analysis PEFG regimen

resulted more effective than other regimens. Irinotecan-OX had a borderline p-value
(p=0.06) at multivariate analysis.
Salvage therapy appears worthwhile in patients with good PS and > 6 mo. PFS after
upfront treatment.

1133P A DROP OF THE TUMOR MARKER CA 19-9 DURING
CHEMOTHERAPY IN PATIENTS (PTS) WITH ADVANCED
PANCREATIC CARCINOMA (APC) IS NOT A PREDICTIVE
FACTOR FOR OVERALL SURVIVAL

Viviane Hess1, Philipp Grawe1, Daniel Dietrich2, Emilio Bajetta3, GyÃrgy Bodoky4,
Aria Figer5, Bengt Glimelius6, Thomas Ruhstaller7, Werner Scheithauer8, Richard
Herrmann1

1University Hospital Basel, Medical Oncology, Basel, Switzerland, 2SAKK,
Coordinating Center, Bern, Switzerland, 3National Tumor Center, Oncology,
Milano, Italy, 4St. Laszlo Hospital, Oncology, Budapest, Hungary, 5Tel-Aviv
Sourasky Medical Center, Oncology, Tel Aviv, Israel, 6Uppsala University,
Oncology, Uppsala, Sweden, 7Cantonal Hospital, Oncology, St. Gallen,
Switzerland, 8University Hospital Vienna, Oncology, Vienna, Austria

Background: The tumor marker CA 19-9 is elevated (>37 U/ml) in >80% of patients
with APC. Several reports with limited patient numbers have linked a decrease of CA
19-9 during chemotherapy to prolonged survival. The aim of this study was to test
whether this hypothesis holds true in a larger cohort of pts with prospectively collected
CA 19-9 measurements.

Patients and methods: Serial serum measurements of CA 19-9 of all pts with
histologically proven, locally advanced or metastatic carcinoma of the pancreas, treated
in an international randomized study with gemcitabine monotherapy vs. gemcitabine/
capecitabine combination therapy (SAKK trial 44/00 - Herrmann R et al. ASCO 2005,
abst. 4010) were included in this analysis. Pts were excluded if serum CA 19-9 was
below 1.0x upper limit of laboratory normal (ULN) or not measured.

Results: 247 out of 319 pts were evaluable for CA 19-9 analyses: 123 pts in the
monotherapy arm, 124 pts in the combination treatment arm. Median overall survival
for pts with a baseline CA 19-9 above the median value (i.e. 59x ULN, approx. 2183U/
ml) was 5.8 months (mos) (95% CI 5.1-7 mos) and significantly shorter than for pts
with baseline values below the median (10.3 months, 95% CI 8.6-12.8 mos, p<0.001).
In a multivariate analysis, baseline CA 19-9 above the median was an independent
negative prognostic factor for survival (HR 2.11, 95% CI 1.57-2.82, p<0.001).

CA 19-9 response to treatment was analyzed in 175 pts with baseline values >1.5x ULN:
A drop of CA 19-9 during chemotherapy (baseline to first measurement after day 40)
>25% corresponded to an increase in median time to progression (5.9mos, 95% CI 5.4-
7.1 vs. 3.9mos, 95% CI 3.4-5.4, p=0.002), but not to a significant increase in median
overall survival (10.3mos, 95% CI 9.3-12.1 vs 7.4 mos, 95% CI 5.3-10.3, p=0.13),
neither did a drop of >35% (p=0.21) or of >45% (p=0.22).
Conclusion: Elevated pretreatment CA 19-9 is an independent adverse prognostic
factor for survival, but a decrease during chemotherapy is not significantly associated
with prolonged overall survival. Our data suggest, that a fall of CA 19-9 during
chemotherapy is not a valid surrogate end point for survival in clinical trials.

1134P CA 19-9 CAN PREDICT EARLY RESPONSE IN PATIENTS
(PTS) WITH ADVANCED PANCREATIC CANCER (PC)

Rossana Berardi1, Michela Squadroni1, Mario Scartozzi2, Rosa Rita Silva3,
Davide Mari3, Cristian Massacesi4, Chiara Pierantoni1, Stefano Cascinu1

1Universita‘ Politecnica delle Marche - Ospedali Riuniti di Ancona, Clinica di
Oncologia Medica, Ancona, Italy, 2Universita’ Politecnica delle Marche-Ospedali
Riuniti di Ancona, Clinica di Oncologia Medica, Ancona, Italy, 3Ospedale di
Fabriano, Oncologia Medica, Fabriano, Italy, 4Ospedali Riuniti di Ancona,
Oncologia Medica, Ancona, Italy

Background: PC is a fatal disease with a 5-years survival rate of less than 5%. The
evolution of this disease is quickly fatal because at the time of diagnosis it is locally
advanced or with distant metastasis and more than 90% of patients cannot undergo
surgery and chemotherapy is used in this setting. The aim of this study is to evaluate if
marker Ca 19-9 after 4 weeks of treatment is able to predict the early activity of
chemotherapy.

Methods: PTS with metastatic and/or locally advanced disease were eligible for the
study. Tumor response was assessed according to RECIST criteria with CT imaging
every 3 cycles. Tumor markers (CEA, Ca 19-9), clinical benefit (including weight,
performance status and pain assessment) and QoL was assessed weekly. All the PTS
received first-line chemotherapy.

Results: Fifty-five PTS (median age 64,8 years, range 37,5-84; M/F=30/25) were
enrolled; 21 PTS had locally advanced, whilst 32 had metastatic disease.

Eight PTS achieved a partial response (14.5%) and 20 (36.4%) showed a stable disease,
whilst 27 (49.1%) PTS experienced progressive disease. Ca 19-9 measured at 4 weeks
after the beginning of chemotherapy correlated with the activity of chemotherapy
(p=0.0044).

Conclusion: Ca 19-9 can predict early response in PTS with advanced PC, representing
an useful parameter in clinical practice.
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1135 CAPECITABINE PLUS OXALIPLATIN (XELOX): CLINICAL
EFFICACY AND SAFETY IN THE FIRST-LINE TREATMENT
FOR METASTIC GASTRIC CANCER

Massimiliano Alù, Vita Leonardi, Agata Laudani, Valentina Palmisano, Armando
Giresi, Alessio Pepe, Carmen Arcuri, Giuseppina Savio, Giovanna Manuguerra,
Biagio Agostara
Oncologic Hospital ‘‘M. ASCOLI’’, ARNAS Civico, Oncology, Palermo, Italy

Background: Capecitabine is an oral fluoropyrimidine with proven efficacy and
favourable safety in colorectal cancer, whose administration does not require
hospitalisation or placement of central iv line. The trial was designed to evaluate the
efficacy of XELOX in metastatic gastric cancer.

Patients and methods: To date 15 pts were enrolled in this study and treated with
oxaliplatin 120 mg/m2 on day 1 and capecitabine 1000 mg/m2 twice daily from day 2 to
day 15 every 3 weeks until disease progression or unacceptable toxicity. The evaluation
of efficacy was performed every 3 cycles. The characteristics of enrolled patients were:
M/F 9/6, Median age 57 yrs; median ECOG status 1 (range 0-2), all patients had
adequate haematological, liver and renal function. The sites of disease were liver 8 pts,
lymph nodes 6 pts, bone 1 pts and peritoneum 3 pts.
Results: All patients were evaluable for efficacy and toxicity. We registered 3 RC and
3 RP with an overall response rate of 40%, in 4 pts we registered stable disease,
5 patients progressed. 2 patients of 3 with RC had a single liver localization. The
schedule was well tolerated, the main G 3/4 toxicity (according to NCI-CTC) observed
were neutropenia 13% of the pts, diarrhoea 6% of the pts. Neuropathy G2 was recorded
in 2 pts (13%). No treatment related death was reported.

Conclusion: The preliminary data of this study seems to show efficacy and good
tolerability. These results are superior to those of historical controls from this
institution, but it is necessary to confirm these data with a longer follow up and
more patients.

1136 GASTRIC CANCER IN TURKEY:CHARACTERISTICS AND
ETIOLOGY(A CASE CONTROL STUDY OF TURKISH
ONCOLOGY GROUP)

Fikri Içli1, Bulent Yalçın1, Feyyaz Ozdemir2, Abdurrahman Isıkdogan3, Ismail Cxelik4,
Diclehan Unsal5, Senol Coskun6, Buyukçelik Abdullah1, Deniz Yamaç7

1Ankara University Medical School, Medical Oncology, Ankara, Turkey,
2Karadeniz Technical University,Medical School, Medical Oncology, Trabzon,
Turkey, 3Dicle University Medical School, Medical Oncology, Diyarbakır, Turkey,
4Hacettepe University Medical School, Medical Oncology, Ankara, Turkey, 5Gazi
University Medical School, Radiationl Oncology, Ankara, Turkey, 6Suleyman
Demirel University Medical School, Medical Oncology, Isparta, Turkey, 7Gazi
University Medical School, Medical Oncology, Ankara, Turkey

Gastric cancer is among the most common 5 cancer types in Turkey.In order to search
the characteristics of gastic cancer patients and the role of diet and habits in the
etiology, a case control study was undertaken by Turkish Oncology Group.Interviews
of 254 patients diagnosed as gastric cancer in the year 2005 and healthy controls
matched for each patient by age,sex and the geographic region they live were done by
physicians.Median age of the patients was 58.5 ±12.7 years.Male:female ratio was
2:1.Illiteracy rate for the patients was 22.6%.Social Security covered 99.3% of the
patients.Median time between the beginning of symptoms and the diagnosis was 3
±10.1 months.Allmost 50% of the patients had received ampirical treatment before the
diagnosis.Gastric cancer and any type of cancer in the families were present in 12.8%
and 30.3% respectively.In 78% of the patients,the tumor location was distal
stomach.Pathology was adeno cancer in 69% and signet ring cell cancer in
28.7%.Atrophic gastritis,H. Pylori and intestinal metaplasia were found in
27.3%,17.8% and 28.6% of the patients respectively. In the patient group,eating
eggs,salted olives,and butter,drinking milk,smoking 2 packs or more cigarettes were
significantly more common than controls.However,tooth brushing,antibiotic
consumption, drinking coffee,eating meat,2-3 plates of vegetables a day,salad every
day, tomatoes+cucumbers and bread in breakfast and fish in lunch/dinner were
significantly more common in controls.Details of the study will bepresented at ESMO
meeting in Istanbul.

1137 PHASE II STUDY OF DOCETAXEL, CISPLATIN AND
MODULATED ORAL TEGAFUR (DCT) IN ADVANCED
GASTRIC CANCER (AGC)

Carles Pericay1, Ferran Losa2, Miquel Nogué3, Enrique Gallardo1,
Luis Fernández-Morales1, Elsa Dalmau1, Susana Martı́nez-Peralta1,
Cristina Santos-Vivas1, Enric Pous1, Eugeni Saigı́1
1Hospital de Sabadell, Oncology, Sabadell, Spain, 2Hospital General de
ĺHospitalet, Oncology, Hospitalet de Llobregat, Spain, 3Hospital General de Vic,
Oncology, Vic, Spain

Background: In a previous randomized trial, the combination of docetaxel, cisplatin
and protracted venous fluorouracil (TPF) showed a high objective response rate (ORR)
in AGC. Our cooperative group studied, in a previous fase II study, the combination of

epirrubicin, cisplatin and modulated oral tegafur (EPT). The present study was
planned to evaluate the efficacy and safety of a novel combination with docetaxel,
cisplatin and modulated oral tegafur (TPT).

Methods: The main patient (pt) inclusion criteria have been a histologically
demonstrated AGC, measurable disease, no prior chemotherapy except in adjuvant
setting, and normal medullar, renal and hepatic functions. Candidates for radical
treatment were excluded. The treatment schedule was Docetaxel (75 mg/m2), Cisplatin
(60 mg/m2) day 1, oral Tegafur (500 mg/m2) days 2-15, and oral continuous levofolinic
acid (25 mg/d): one cycle lasts 3 weeks. Response was evaluated every 3 cycles. Dose
adjustments were carried out according to the NCI Common Toxicity Criteria.

Results: 26pt were recruited. 26pt were assessable for toxicity and 24pt for efficacy.
Median age was 65 years (39-76), male/female: 18/8. Metastases locations include:
ganglionar (7pt), liver (12pt), peritoneal (9pt), pulmonary (3pt), other (6pt).

126 cycles were administrated (mean per pt: 4,84; with 15/26 received 6 cycles). No of
dose reductions: 6/26.
Safety: Grade toxicities per pt were: neutropenia 5/26 (19%), asthenia 5/26 (19%),
nausea/vomiting 2/26 (7%), stomatitis 2/26 (7%), anemia 2/26 (7%).
Efficacy: ORR was 54% (13/24 pt); 5pt showed complete response (21%) and 8pt
partial response (33%). 8pt stabilised (33%) and 3pt showed progression (13%) during
the treatment. Disease free survival was 8,2 months (3-15); overall survival was 10,3
months (5-25).
Conclusions: These results showed that TPT has a comparable activity profile to TPF,
with reasonable toxicity. Oral protracted tegafur with levofolinate represents an
alternative to protracted intravenous 5FU.

1138 RESULTS OF SURGICAL TREATMENT OF LOCAL SPREAD
GASTRIC CANCER

Mirjalol Djuraev, Sarimbek Navruzov, Dilshod Egamberdiev, Nargiza Yusupova
Republican Oncological Centre of Science, Surgery, Tashkent, Uzbekistan

Methods: From 1998 to 2003, in 140 gastric cancer T4N2-3M0-1 patients, male 86
(61.4%), female 54 (38.6%) received extended-combined gastrectomy. The proximal
stomach cancer, including transition to distal parts of esophagus had been diagnosed in
44 (31.4%) patients, in 32 (22.8%) patients cancer of stomach body and proximal parts
and in 64 (45.7%) patients total stomach cancer. Infiltrative cancer growth was noted
in 86 (61.4%) patients, endophytes in 34 (24.2%) and exzophytes in 20 (14.3%). All
patients received extended-combined gastrectomy with D2 lymph dissection and
resection 1 up to 4 adjacent organs. In 44 patients gastrectomy was performed with
resection of distal part of esophagus. Total remote metastases were found in 11 (7.9%)
patients; atypical liver resection was performed in 8 patients due to liver metastases. In
62 (44.3%) cancer invasion to the pancreas was diagnosed, in 26 patients distal
pancreas resection, in 4 hemipancreatectomy, in 32 cases partial resection of pancreas.
62 patients are included in the control group; they received courses of systemic
polychemotherapy, during 1995–98 years for local spread gastric cancer.

Results: Total postoperative complications it have been observed in 32 (22.8%)
patients: in 4 patients-postoperative pneumonia, in 2 eventration, in 7
esophagoenterostomy leak, in 2 myocardial infarction, in 1 thromboembolism of
pulmonary artery, in 4 pancreonecrosis, in 2 enteral fistula, in 2 hemorrhage and in 8
patients suppuration of postoperative wound. Postoperative mortality was 9.3% (at
standard gastrectomy – 5.8%). One-year survival rate was 74.2±0.3%, 3 years were
28.2±0.4%, and 5 years were 7.5±0.4%. In the control group after chemotherapy the
median survival was 8.2±0.4 months.

Conclusions: Invasion of tumor to adjacent structures or presence of remote metastases
are not contra-indications for performance of operative treatment. The remote results
of the extended-combined operation is better in comparison with polychemotherapy
in control group and it gives the moral right to surgeons widely to perform the given
kind of operation.

1139 CLINICAL PROFILE OF GASTRIC CANCER IN TURKEY:
FACTORS EFFECTING DISEASE FREE SURVIVAL AND
RELAPSE (TURKISH ONCOLOGY GROUP STUDY)

Gokhan Demir1, Nurullah Zengin2, Özcan Yıldız1, Sibel Özdamar3, Faruk Aykan1,
Özlem Er4, Mahmut Ilhan5, Serdar Turhal6, Ugur Yılmaz7, Sxuayib Yalçın8

1Istanbul University, Medical Oncology, Istanbul, Turkey, 2Numune Hospital,
Medical Oncology, Ankara, Turkey, 3Istanbul University, Pathology, Istanbul,
Turkey, 4Erciyes University, Medical Oncology, Kayseri, Turkey, 5100.Yıl
University, Medical Oncology, Van, Turkey, 6Marmara University, Medical
Oncology, Istanbul, Turkey, 7Dokuzeylül University, Medical Oncology, Izmir,
Turkey, 8Hacettepe University, Medical Oncology, Ankara, Turkey

Objectives: Gastric cancer is among the most common tumors in Turkey. In the early
stages of gastric cancer the factors effective on disease free survival (DFS) and relapse of
the disease need to be further elucidated.

Patients and methods: A total of 372 patients with gastric cancer who were operated in
various centers in Turkey (121 females, 32.5%; 251 males 76.5%) were evaluated
retrospectively. The mean age of the patients were 59.12 years (19-85). Among the
patients 0.5% had Stage 0, 12.9% had Stage I, 18.5% had Stage II, 50.5% had Stage III,
and 12.9% had Stage IV disease. The most common tumor localisazions were corpus
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(48.9%), antrum (35.5%) and cardia (6.5%). Median DFS was 19 months in antrum
tumors, whereas it was 7 months in cardia tumors (p.0018). Regarding tumor depth,
0.5% of the patients had T0 tumors, 6.2% had T1, 18.8% had T2, 68% had T3, and
4.8% had T4 tumors. Median DFS was 101 months in T1 patients, 36 months in T2
patients, 27 months in T3 patients, and 18 months in T4 patients (p.0003, p.0001, and
p.0096). A negative surgical margin was provided in 86.3% of the patients. Median DFS
was 26 months in magrin-negative tumors, while it was only 9 months in magrin-
positive tumors (p.0049). Presence of lymphovascular invasion in tumor tissue was
significantly related to lymph node metastasis (p.0028). The mean number of lymph
nodes dissected at the operation was 20+12 nodes (2-61). 55.4% of the patients had
more than 15 lymph nodes dissected. There was no relationship between the number
of dissected lymph nodes and DFS. Among the patients 26% had N0, 41,1% had N1,
20.4% had N2, and 10.8% had N3 disease. Median DFS was 21 months in N1 patients,
14 months in N2 patients, and 9 months in N3 patients (p.01, p.00001, and p.0014,
respectively). 36.2% of the patients had a relapse; 67.1% of the relapses were
locoregional, whereas 32.9% were systemic relapses.

Conclusion: In Turkey, gastric cancer is seen twice as common in males and the most
common sites are corpus and antrum. Tumor localisation, depth, surgical margin, and
nodal involvement were factors that effect DFS. Our study suggests that the presence of
lymphovascular invasion predicts the risk of nodal metastasis.

1140 GEMCITABINE PLUS OXALIPLATIN IN ADVANCED
OR METASTATIC PRETREATED PANCREATIC
CANCER

Rodica M. Anghel1, Irinel Popescu2, Mihnea Ionescu3, Dana Stanculeanu1,
Laurentia Minea1, Xenia Bacinschi4, Alexandrina Cringeanu1

1Institute of Oncology, Medical Oncology, Bucharest, Romania, 2Clinical
Institute Fundeni, Surgery, Bucharest, Romania, 3Clinical Instutute Fundeni,
Surgery, Bucharest, Romania, 4Institute of Oncology, Radiation therapy,
Bucharest, Romania

Background: advanced pancreatic cancer has a very poor prognostic and gemcitabine
remains most active treatment for this patients. There are some patients which are non-
responders or become resistant to gemcitabine monotherapy and still deserve further
therapy. This study is conducted to evaluate efficacy and tolerability of gemcitabine
plus oxaliplatin as second line chemotherapy in gemcitabine pretreated advanced or
metastatic pancreatic cancer patients.

Materials and methods: A total number of 35 patients were included with
evaluable advanced or metastatic pancreatic cancer, between jan 2004 and jun
2005. The patients progressed on standard gemcitabine monotherapy. Median age
was 58 years (range 28 - 73). Sex ratio M:F was 23:12. ECOG performance
status was 0-2. The majority of patients had locally advanced disease and only
11 patients had metastatic disease. The treatment schedule was gemcitabine
1000 mg/sqm on day 1 and oxaliplatin 100 mg/sqm on day 2 repeated every 2 weeks.
We evaluate the 6 months survival rate, the response rate and the toxicity of the
regimen.
Results: All the patients received at least 2 series of chemotherapy. 18 patients survived
at least 6 months after the initiation of the therapy (51.43%). Partial response was
observed in 8 patients (22.86%) and stable disease in 11 patients (31.43%); the 16
remained patients progressed. The improvement of performance status (clinical
benefit) was observed in 20 patients (57.14%). The regimen was well tolerated with
grade 3-4 overall toxicity of 37.14% (leucopenia 17.14%, anemia 5.71%,
thrombocytopenia 14.29%, emesis 5.71%, neurotoxicity 8.57%). There were no
treatment related deaths.

Conclusions: This combination of Gemcitabine and Oxaliplatin has a moderate activity
with acceptable and manageable toxicity in these pretreated patients. The clinical
benefit justifies such approach in a selected category of patients with very limited
treatment options.

1141 PRELIMINARY DATA OF SAFETY, TOLERABILITY AND
EFFICACY OF ADJUVANT CHEMORADIOTHERAPY AFTER
POTENTIALLY CURABLE SURGERY FOR LOCALLY
ADVANCED GASTRIC CANCER. A SINGLE CENTER
EXPERIENCE

Andrzej Deptala1, Alicja Asendrych2, Joanna Omyla-Staszewska2, Anna
Skowronska-Gardas3, Marzanna Chojnacka3

1Warsaw Medical University, Department of the Prevention of Environmental
Hazards, Warsaw, Poland, 2Warsaw Medical University, Department of
Hematology and Oncology, Warsaw, Poland, 3The Maria Sklodowska-Curie
Memorial Cancer Center and Institute of Oncology, Department of Radiation
Oncology, Warsaw, Poland

Background: Poor survival following optimal surgery of locally advanced gastric cancer
suggest that adjuvant treatment is mandatory. Some studies showed that
chemoradiotherapy significantly prolongs DFS and OS comparing with no adjuvant
treatment.

Purpose: Evaluation of safety, tolerability and efficacy of combined chemoradiation
after potentially curative surgery. Patients and methods: Out of 60 patients with gastric

adenocarcinoma who undergone curative surgery in 2003-2005, 14 persons were
selected for the evaluation after obtaining an informed consent, based on the
pathological staging (pT3-4 or pN1-2 and M0), good PS (0-1) and no severe
comorbidities. The patients were treated with the combination of chemoradiotherapy
according to the protocol described by Macdonald et al. (NEJM 2001,345:725).
Hematologic and non-hematologic toxicity were evaluated in relation to the WHO
criteria.

Results: The most common adverse events were GI toxicity, especially nausea, anorexia
and vomiting. No grade 4 GI toxicity was observed and G3 toxicity occurred only in 2
patients(1 subileus and 1 melena); G1-2 nausea occurred in 8 patients (61%), G2
vomiting was observed in 2 patients (15%). Hematological toxicity was rare and mild:
G1 neutropenia occurred in 3 patients and G1 anemia in 2 persons; there were one G3
anemia, and one G3 thrombocytopenia. Only 2 patients had G4 neutropenia, including
one G4 febrile neutropenia. All of these adverse events have resolved completely. Out of
the 14, four patients died because of the disease progression (29% - metastases), and
one from sudden cardiac death (7%) during the radiotherapy. Nine patients are alived,
without disease progression. Median DFS was 16,5 months, and median OS was 17,6
months.

Conclusions: Combination of adjuvant chemoradiotherapy in locally advanced
gastric cancer seems to be safe and well tolerated. Toxicity was transient and did not
influence the treatment schedule. Too many progressions during the therapy and short
DFS require selected changes of the regimen, perhaps intesification of the
chemotherapy arm.

1142 IMPROVED MEDIAN SURVIVAL WITH PRE-OPERATIVE
CISPLATIN, FLOUROURACIL AND INTERFERON ALPHA IN
OPERABLE SQUAMOUS CELL CARCINOMA OF
THE ESOPHAGUS

M. Shouki Bazarbashi, Mahmoud Adbulsalam, Amr El Weshi, Khaled Rehman
King Faisal Specialist Hospital and Research Centre, Oncology, Riyadh, Saudi
Arabia

Introduction: The combination of cisplatin, fluorouracil and interferon alpha has
proven effective in advanced squamous cell carcinoma of the esophagus. We tested the
feasibility and efficacy of this combination in the pre-operative setting for patients with
operable squamous cell esophageal carcinoma
Method: Phase II trial. Patients who are considered potentially resectable by the
surgeon were treated with 3 cycles of cisplatin 70 mg/m2 IV on day 1, fluorouracil 500
mg/m2 by continous infusion over 24 hours on days 1-5, and interferon alpha 4 million
units/m2 subcutaneously on days 1-5. Cycle repeated every 21 days. One level dose
escalation was allowed if tolerated.

Result: Thirty patients recruited. Median age 59 years, median performance status 1.
Twenty thre patients (87%) completed the planned 3 cycles of chemotherapy and 23
patients (77%) underwent radical esophagectomy. There was one toxic death. Grade 3
and 4 hematological toxicity were observed in 36.7 and 6.7% of patients. 4 of the
resected specimens attained pathological complete response. With a median follow up
was 17.4 months. The median time to progression was 6.8 months (95% CI: 5.2-10.9)
and median overall survival was 26.3 months (95% CI: 5.29-47.5).

Conclusion: The above observed survival represent one of the best reported survivals
for such groups of patients. We believe the above pre-operative combination should be
tested in randomized phase III trials.

1143 BIOLOGICAL ASSESSMENT OF LIVER TOXICITY AFTER
CHEMO-RADIOTHERAPY FOR DIGESTIVE TUMOURS WITH
NO HEPATIC METASTASIS

Karim Malek1, Christine Rebischung1, Jean Marc Phelip2, Christian Letoublon3,
Olivier Risse3, Mathieu Laramas1, Xavier Artignan4, Jacques Balosso4

1Chu De Grenoble, Medical Oncology, Grenoble, France, 2Chu De Grenoble,
Hepato-gastroenterology, Grenoble, France, 3Chu De Grenoble, Digestive
surgery, Grenoble, France, 4Chu De Grenoble, Radiation oncology, Grenoble,
France

Objective: During treatment by chemo-radiotherapy of gastro-intestinal cancers,
surrounding healthy organs could have alteration of their normal functions and
especially biological parameters. Among the most sensitive organs are the kidney and
the liver. For liver, above 25 Gy in a large part of the organ, symptomatic alteration may
occur. However, dose - effect relationship for hepatic toxicity is not simple, as the liver
is not homogeneously irradiated. Thus prediction of biological alterations after such
a treatment and conversely, the interpretation of biological alteration in this context are
difficult. To progress in the understanding of this biological process we studied the
relations between the liver dose-volume histogram (DVH) and the importance of
biological alterations.
Material and method: The retrospective analysis of the liver biological follow-up and
the dose-volumes histograms of the treatments of all the elective patients, receiving
a supra mesocolic chemo-radiation, between 1/2000 and 9/2005 has been done.
Patients developing ultimately biliary retention or liver metastasis have been
excluded. Biological abnormal thresholds were 2N for transaminases, 1,5N ALP and
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gamma GT. The correlation between the different patterns of alteration of the
biological results and the DVH data are studied.
Results: up to now, 121 medical records have been selected, 49 have been discarded
because of the lack of treatment, liver metastasis or biliary obstacle, the premature
death, or palliative treatment. So far 72 cases have been studied, 67 patients received
chemotherapy, all of them but 2 (gemcitabine or carboplatine as monothérapie),
received 5FU or an equivalent per-os, with a platinum drug in 20 cases. Radiotherapy
was of 45-61 Gy. At the present time only 7 cases have fully available liver tests and
DVH. The preliminary analysis of these data shows that the 4 persistent cases of
elevated livers tests are associated with the highest DVH parameters: V25Gy / V30Gy
are respectively 69/48; 70/57; 55/48 and 48/16%; and that the 3 without any biological
alteration have V25Gy / V30Gy of respectively 58/36; 40/27 and 32/21%. This
preliminary study is presently extended for better analysis.

1144 ‘‘EFFICACY AND TOLERANCE OF GEMCITABINE-BASED
REGIMENS IN ELDERLY PATIENTS WITH ADVANCED
PANCREATIC CANCER’’

Raphaël Maréchal1, Anne Demols1, France Gay1, Marianna Arvanitakis1,
Alain Hendlisz2, Jean-Luc Van Laethem1

1Erasme University Hospital, Gastroenterology, Brussels, Belgium, 2Jules
Bordet Institute, Gastroenterology, Brussels, Belgium

Background: despite the emergence of gemcitabine use, patients with advanced
pancreatic cancer (APC) have a poor prognosis. In elderly patients with APC,
the use of gemcitabine, its tolerability profile and its efficacy remain poorly
studied.

Methods: we retrospectively compared treatment efficacy (tumor growth control
[TGC], time to progression [TTP], overall survival [OS]) and tolerability between
patients < 70 years (group A) and patients (Pts) aged 70 years and older (group B)
coming from prospective phase II and III studies performed between January 2001 and
December 2004 in our department and treated with gemcitabine (GEM)-based first-
line chemotherapy. The prognostic role of patients-, tumor- and treatment-related
variables was assessed by univariate analysis (Log-rank test) and multivariate analysis
(Cox proportional hazard model) focusing on the patients aged 70 years and older.

Results: a total of 99 patients (pts) (median age 66, range 27-87 years) were studied:
group A=57 and B=42 treated by GEM alone (n= 61 pts) and GEM-based combination
(n= 38 pts). TGC (partial response (PR) + stable disease (SD) >8 weeks) in first-line
chemotherapy were 66.6% versus 59.6% (p=0,437) and TTP were 119 (88-150) versus
104 (111-224) days (p=0,846) for group A and B respectively. OS were 240 (95%CI:
118-312) and 220 (95%CI:85-355) days for group A and B respectively. A total of 42 pts
received second-line chemotherapy (group A=14, group B=28). TGC and TTP were
respectively for group A and B 57,6% versus 57,1% (p=0,978) and 74 (95%CI:35-113)

versus 64 (95%CI:26-102) days (p=0,712).Grade 3-4 toxicity for group A/B:
haematological toxicity: 24/23 (42.1%/54.7%), non haematological toxicity: 9/10
(15.7%/23.8%). Anemia: 5/6 pts (8.8%/14.3%, p=0.022) and neuropathy: 0/2 pts (0%/
4.8%; p=0.003) were significantly more frequent for group B patients. No toxic death
was observed in both group.

ALAT>53UI/l and KPS<90 at baseline were identified as independent negative
prognostic factors for elderly patients.
Conclusion: TGC, TTP and OS were not statistically different between elderly and
younger patients. ALAT and KPS could represent important prognostic factors in this
population.

1145 ACCURACY OF IMAGING TECHNIQUES AND TUMOR
MARKER CA 19-9 IN THE DIAGNOSIS OF PANCREATIC
CANCER

Trifunovic J, Muzikravic Lj, Donat D, Pešic J, Salma S
Institut of Oncology Sremska Kamenica, Chemotherapy, Sremska Kamenica,
Serbia and Montenegro

Purpose: Purpose of our study was to compare the diagnostic accuracy of different
methods (imaging techniques and CA 19-9) for the differentiation of malignant from
benign pancreatic lesions.
Patients and Methods: A total of 84 patients were evaluated. All patients with
pancreatic lesions were examined by ultrasonography and magnetic resonance
imaging. Ultrasound-guided biopsy was used to diagnose the pancreatic cancer.
Carbohydrate antigen 19-9 level was measured in patients with suspected pancreatic
cancer.
Results: Pancreatic cancer was diagnosed in 52 patients, benign pancreatic disease in 32
patients. Pancreatic lesions were identified and verified by ultrasound-guided biopsy,
surgery or clinical follow-up. Chronic pancreatitis was diagnosed in 20, acute
pancreatitis in 3, and benign digestive disease in 9 patients. Benign focal pancreatic
lesions were identified in l1 patients. Suspected pancreatic cancer was found in 7
patients with ultrasonography and in 4 patients with magnetic resonance imaging.
Magnetic resonance imaging did not identify focal malignant lesions in 4 patients
with pancreatic cancer and tumor marker CA 19-9 was elevated in 3 of them
(sensitivity, 75%). CA 19-9 was elevated in 1 patient with benign lesion. Tumor
marker CA 19-9 was not elevated in 10 patients with focal benign disease (specificity,
90%).

Conclusion: Imaging techniques gave good results in the evaluation of pancreatic
lesions. The problems with imaging diagnostics arise in certain cases to differentiate
malignant from benign focal pancreatic lesions. Imaging techniques and identification
of CA 19-9 allow better precision of diagnosis of pancreatic cancer.
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