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A prospective randomized phase III trial of Wluorouracll and 
cisolatln (FP) versus eplrublcln, clsplatln, and 5-fu (ECF) In 
the’treatment of patients with previously untreated advanced 
gastric cancer (AGC) 

T.W. Kim’, S.J. Choi2, J.H. Ahn’, H.S. Bang’. H.M. Chang’, Y.K. Kang’. 
J.S. Lee’. W.K. Kim’, S.H. Kim’. ‘Asan Medical Center. Department of 
Medicine,~ Seoul, Korea; 2 Korea Cancer Center Hospital, Department of 
Internal Medicine, Seoul, Korea 

Purpose: Combination chemotherapy of ECF regimen has known one of 
the active regimens in AGC. But, to date, no standard regimen for AGC has 
existed. Weconducted a randomized phase III study to evaluate theefficacy 
and toxicities of FP and modified ECF regimen with previously untreated 
advanced AGC with measurable lesion. 

Methods: Patients were allocated to receive either FP (5FU 1,000 
mg/m2 IV for 6 hours on days 1 to 5, and cisptatin 60 mg/mZ IV on day 1) 
or ECF (epirubicin 50 mgIm2 on day 1, cisplatin 60 mg/m2 on day 1, and 
5-FU 1,000 mg/rn2 IV for 6 hours on days 1 to 5) every 4 weeks. 

Results: From Mar 1997 to Apr 2000, total 121 patients (pts) were 
enrolled in this study; 60 pts were randomly assigned to FP and 61 to ECF 
group. One pt was ineligible. The main pts characteristics were comparable 
between groups FP and ECF: median age 56.5 vs. 55 years, male/female 
42/18 vs. 45/15, performance status O-1 88.3% vs. 90%, locally advanced 
diseaseslmetastatic disease 3/57 vs. 3I.57, and liver metastasis 47% vs. 
53%. Total number of completed cydes was 199 (192 evaluable) in FP and 
214 (296 evafuable) in ECF amt. Response was evaluabe in 53 pts in both 
arm and was observed in 20 pts (20 PR; RR 37.7%) for FP arm and in 22(22 
PR; 41.5%) for ECF arm (p=O.66). There were no significant differences 
between the FP and ECF arms in the time to progression (median 3.9 vs. 4.4 
months) or overall survival (median 7.3 vs. 8.5 months). Toxicity grade 3-4 
for FP vs. ECF group included leukopenia (10.0% vs. 25.5% pts; p=O.O2), 
thrombocytopenia (6.7% vs. 12.5%; p=O.31), mucositis (3.3% vs. 33.8%; 
p=O.Oi), nausea/vomfting (11.6% vs. 16.9%; p=O.41), and diarrhea(2% vs. 
2%), respectively. 

Cgndyslon: This trial showed that a combination of modified ECF 
regimen with this schedule did not showed any advantage over FP regimen 
in terms of response, survival and toxicity profiles. 
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Treatment of locally advanced hepatocellular carcinoma 
(HCC) by hepatlc Intra-artery-ctiemotherapy (IACT): a pilot 
stu,tly- - - 

__. 

A. Giallombardo’ , L. Bandettini*. U. Arena3, E. Mini4, R. Gattai5, 
R.‘Mauantis. 1 Uni\nersify of Fforencq of Internal Medicine, Florence. Italy; 
2~niversity of Florence, Critical Medical Su@ical Area, Florence, ftalv; 
3 Universi& of Florence, of lntemal ‘Medicine, Florence, Italv; 4 lJnive&f$ of 
Florence, of PreCrinic and Clinical Fannacolog~ Florence, Italy; 5 University 
of Florence, Critical Medical Su@ical Area, Florence, b/y 

Purpose: This study was done to assess whether IACT may be helpfull in 
locatly~advanced HCC. 

Methods: 24 patients (pts) (mean age 69 range 48-86) with biopsy proven 
HCC and Chtld-Pugh A or B stages liver cirrhosis were enrolled. 18 had HCV 
related liver cirrhosis. 2 HBV related, 3 alcohol related and 1 cryptogenic 
form. 14 pts had no other treatment before IACT because of late diagnosis. 
All had US and spiral TC and underwent surgery for cholecistectomy and to 
implant a port a cath into gastroduodenal artery after angiografy. Treatment: 
2 weeks interval schedule (8 pts): Folinic acid was infused (109 mg/mq) 
over 2 hours, followed by 5-FU 300 mg/mq in bolus and then by 5-FU 500 
mg(mq infusion over 22 hours. Each course was repeated starting from a 
dose of 350 mg/mq and increasing until a maximun of 559 mg/mq. 1 Week 
interval schedule (1’6 pts): Folinic acid 100 mg/mq over 2 hours followed 
by 5-FU 259 mg/mq and increasing the dose until 550 mg/mq. Treatment 
was repeated whenhad good tolerability and until no evidence of disease 
or progression. No difference in response or toxicity were shown between 
these two schedules. 

Results: Complication and toxicity were due mainly to surgery and 
handling of the port a cath. Overall median survival estimated from the 
diagnosis was 26.5 months (range 6-117) and 19 months (range 4-83) from 
the beginning of therapy. The response rate was: 13/19 evaluable pts had a 
major rsponse (2CR, IIPR) (54%) with a median time to progression of 15 
months, 4 pts showed PD, 2 pts had SD. There was a significant advantage 
for pts with cirrhosis stage A as compared with those in stage B (p<O.O05) 
considering the overall survival either from the biginning of chemotherapy 
or from diagnosis. 

Conclusion: This pilot study shows that pts with focally advanced HCC 
and liver cirrhosis can be treated successfully with folinic acid and 5 FU by 
intrahepatic artery infusion. 
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Comparison of the.efficacy and tolerability of ZW331 with 
gemcftablne In locally advanced or metastatic pancreatle 
cancer: phase lUllI trial 

D. Smith’, N. Gallagher*. ‘Clatterbridge Centre for Oncolosr: Bebbington, 
UK: 2Astm.Zeneca, Alderley Park, UK 

Introduction: Novel chemotherapeutic agents are required to improve the 
survival and progression outcomes of patients with pancreatic cancer. This 
study compares the efficacy and tolerability of ZD9331, a novel antffolate, 
with gemcitabina, the current standard treatment for this tumour type. 

Methods: A total of 55 chemonafve patients with histologically or cy- 
tologically proven locally advanced or ma&static pancreatic cancer were 
enrolled in the trial. Patients (pts) were random&d to receive ZD9331 
(n&I) or gemcftabine (n=25). ZD9331 (130 mg/m2) was given as a36min 
iv infusion on days 1 and 8 of a 21-day cycle. Gemcttabine (1 g/m2, iv 
infusion) was given once-weekly for 7 weeks (wks), followed by 1 wk rest, 
then on days 1, 8 and 15 of a 28-day cycle. The primary endpoint of the 
study was time to death (TTD). Secondary endpoints included tolerability 
and objective tumour response. 

Reriufts: The median survival time was longer for pts receiving ZD9331 
compared with gemcitabine treatment (lTD, 152 and 109 days, &pec- 
tively), with a higher proportion of ZD9331 pts alive at the end-pf the trial 
(13.3% vs 8% for gemcitabine). The, median time to progression was also 
longer for pts receiving ZD9331 (JO vs 58 days for ZD9331 vs gamcftabine 
pts). Partial responses were confirmed in 1 ZD9331 pt and 2 gemcltabine 
pts. However, a higher proportion of ZD9331 pts had stable disease (33.3% 
vs 24% for gemcitabine treatment). Overall, more ZD9331 ‘pts than gem- 
citabine pts withdrew from therapy due to adverse events (AEs) (333% 
and 20%, respectively). The most common AEs with ZD9331 were nau- 
sealvomiting and asthenia butthese were generally mild to moderate: grade 
3/4 adverse events were uncommon and comprised neutmpenia (5,pts), 
thmmbccytopenia (4) and leucopenia (3). Three patients receiving gemc- 
itabine had grade 3/4 anaemia. Three ZD9331 pts and 2 gemcitabine pts 
died due to A&. Two of the deaths in the 299831 group were considered 
to be drug-related (sepsis and myelosuppression, respectively) and this led 
to the early termination of the triaf at the data summary stage. 

Conduslons: Although there was a higher withdrawal rate from ZD9331 
therapy due to toxicity, the promising preliminary efficacy data indicate that 
ZD9331 treatment may have a mle in the treatment of locally advancad or 
metastatic pancreatic cancer. 
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Effect of extensive lymph node dlssectlon in surgical 
treatment of early gastric cancer 

A.A. Chernyavsky, E.A. Sharandov, N.A. Lavrov. Nighny Novgomd 
Medical Academyl, Department df Radiology and Oircology. Nighny 
Novgorod, Russia 

Purpose: Early gastric cancer (EGC) has been defined as a gastric carci- 
noma confined to mucosa or submucosa, regardless of lymph node status 
(Tl NX). Our objective was to evaluate, the long-term benefR of extensive 
lvmoh node dissection in the treatment of EGC oatients. 
. hiethod: From 1987 to 2996 we had surgically treated 169 patients with 

EGC GTs-32, Tlm-66. Tlsm-71). Limked resection was oerfonned in 2 
patients, 2/3~gastnc resection in’2, subtotal resection in lb4 (proximal-4, 
distal-loo), gastractomy-59, gastrectomy of gastric stamp-2. 111 patients 
were operated wfth Do (n=8) and Di (n=l93) lymph node dissection, 18&D2 
resection, 21 -D2 resection with dissection of lymph node of hepatoduodenal 
zone (D2 +-12) 19with D3 lymph node dissection. 

Resufte: Hospltal mortality rate was 1.2% (2 patients died in Dl group). 
Postoperative morbidity rate was 28.6% in DO-D1 group and 30.2% in 
D2-D3 arouo (~>0.05). Lvmoh noda metastases were revealed in 14 
patients-(&%). There are no lymph ‘node metastases of EGC Tts; the 
incidence of EGC Tl m metastases is 4.55%. EGC Tlsm-15.49%. 11 
patients had metastases only in the pengastric regional node (Nl); 3 
had, metastases in extraperfgastric nodes in group -8, 10, 12; 1 of this 
3 patients ‘had metastases at the lymph node -12 (N3), the Ni and 
N2 nodes were clear. Higher matastatic incidence was in M-D3 group 
(12.7%) compared with Dl group (6.3%). byear survival was statistically 
higher in N(-) EGC patients compared with N(+) patients (89.26&2.&l% 
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and 64.05f10.90% respectively, ~~0.05, Kaplan-Mayer’s method) and in 
D2-D3 group cornpar with dl &up (97.&2.47% and @X67&3.65% 
respectively. p<Oa?). Survival rat& didn’t depend on hystologic type of 
tumor. 5-year survival of mu&al cancer (lis, ilm) was g.47G.97% and 
of submucosal cancer (llsm) - 61.60f5.9556 (psO,O5). 

Conc~alon: Reasons to extensive D2-D3 lymph node dissection for 
EGC are 1) the higher survival rate of patients in D2-D3 group with the 
absence of.increasing postoperative mortality and morbidity; 2) difficulty 
in assessment the accuracy of modem technologies in diagnosing and 
staging of EGC. D2 resection is radical for the most EGC patients, but we 
propose more aggressive method, combined 02 resection with lymph node 
dissection node -12 group. 
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Docetaxel and !S-FlJ continuous lhfuslon (DF) versus 
eplrublqln, c@pl@n ancl $-FU (ECF) for advanced gastric 
adenoczMn6ma; a ~andomWd phase II study 

P. ThussPattence’, A. Kretzschmar’ , A. Vielhaber’ , M. Repp*, 
R. Junkers3, N. liling4, D. Hennesser5, S. Micheel’, B. D&ken’, 
P. Reichat&. ’ Char@ Humboldt-UnIve~& Hematology, Oncology and 
Tumorimmunol~, Berlin, Germany; 2 StWtisches Krankenhaus 
Martha-Maria, HaHe-D&u, Germany;,3 Praxis, Berlin, Germany; 4 Chad%, 
He@oYogy and Gasiroenterology, Berlin, Germany; 
5 Vinzerz-Palotti-Krankenhaus, Berg&h-Gladbach, Germany 

Purpose: Docetaxel shows promising activity as single agent against gastric 
cancer. To dew&p a combination chemotherapy (DF) for an ambulant 
setting we initiated this study. We used a randomized trial design comparing 
DF with ECF, one of the best investigated regimens, serving as an internal 
control. arm to avoid selection bias. Eligibility: Metastatic or locally advanced 
gastric adenbcarcinbma; PS C-2: no prior chemotherapy. Methods: Patients 
(pts) are randomized to receive either ECF (Epirubicin 5Omg/sqm dl, 
Cisplatin 6Omdsqm dl, 5-FU 2OOmgIsqm dl-21, q3w) or DF (Docetaxel 
75mglsqm dl, 5-FU 200ngJsqm dl-21, q3w). 

Resulta: 55 p@ are random/zed so far. The study is ongoing. Baseline 
data is a&able of 46 pts: &l/F 36/12; age 32-75 yrs (median 62); GOG PS 
O:lBpts, 1:29pts, 2:lpt. 46pts areevaiuablefortoxicity: iCF24pts. bF22pts. 
Toxicity [%of pts. worst grade] ECF: Grade +M: nausea 71%, emesis 56%, 
asthenia 5&I%, diarrhoea 25%, stotnatitis 33%, hand-foot 17%, paraesthesia 
33%, neutropenla 13%. renal 6%. Grade 3/4: nausea 4%, emesis 4%, 
stomatitis 4%. hand-foot-syndrome 4%, neutropenia 54%, neutropenic fever 
S%, non neutropenic fever 4%, renal toxicity4%. 1 toxic death occurred in the 
ECF arm due to renal failure as part of a hepatorenal syndrome. Dl? Grade 
l/2: nausea’ 59%, emesis 27%, asthenia Y3%, diarrhoea 45%, stomatiiis 
5556, hand-foot 36%, pareesthesia 36%, neutropenia 32%, renal 5%. Grade 
3/4: asthenia 5%, diarrhoea 5%, stomatitis 5%. hand-foot-syndrome 5%, 
neutropenia 50%, no neutropenic fever, skin tox. 5%, cardiac tox. 5%, 
thrombosis 5%. 40 pts are evaluable for response (ECF 20 pts, DF 20 pts): 
ECF: CR T/20, PR 9120, NC 4l20, PD 6/20; DF: CR 2/20, PR 7120, NC 4l20, 
PD 7/20. Tumor control rate (CR+PR+NC) is 70% for ECF and 65% for DF. 

Condusion; These prelttinary results show that DF is a feasible com- 
bination which caRsafely be given in a fully ambulant setting. DF seems to 
be at least as tolerable as ECF and shows promising efficacy. The study is 
ongoing. 
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Chapges in @c!@ing dendrltlc cells in metastatk or locally 
adva&ed,$ancreatic carcinoma patients during 
chemotherapy 

G. Bellone’. A. Novarino2. I. Ferrero’ , A. Addeo2. A. Stacchini*, 
S. Abrate’ , b. Campra3, i. Donadio*, G. Emanuelli’, 0. Bertetto*. 
’ Ospedale S. Giovanni Saffista, Clinical Physiopathol~, Torino, italy; 

zO&edale S. Giovanni Baitista, Oncology,~Torkto, /&I~~ 3 Ospedaie 5. 
Giovanni Batt&a, MedicosurgicaY department, Torino. ltaly 

Purpose: Since dendtitic cells (DC) are the most potent antigen-presenting 
cells required for the initiation and maintenance of an effective anti-tumor 
response, the present study was performed to explore the possible relation- 
ship between the efficacy of the chemotherapy and changes in circulating 
DC in metastatii or locally advanced pancreatic carcinoma patients (pts). 

Methods: We, studied 12 pts, 9 male and 3 female (a& range 5?-&l); 
5 of them underwent medical treatment with 5-FU continuous infusion for 
6 weeks, Ci@latin weekly and Gemcitabine on days l-6-28-35. Controls 
were pmgrammed every two months. DC were generated by culturing 
pedpheral Mood gdherent cells from pts and normal subjects in granu- 

locyte-macrophage colony-stimulating factor (GM-CSF) and interleukin-4 
(IL-4) for 7 days, and characterized by flow cytometric analy+is, capacfty 
to release IL-12, and abilii to stimutate eterologous T-cell pmiiieratton and 
IFN-gamma production. 

Results: DC from pts exhibited high levels of CD14 a@ lower levels of 
CDla and CD40 expression as compared with thase from healthy volun- 
teers (p=O.O2). CD4OL-induced IL-12 p40 production of DC was generally 
increased in pts compared with controls (p=O.O2),.tiile bi&@ve IL:12 p70 
was decreased (p=O.O4). The T-cell stimutatery.actii.of IX-was lower in 
pts than in controls (p=O.Ol), as well as the IFN-gamma pro&ction~by T cells 
(p=O.O4). After 2-4 months @m chemotherapy, a stight increase in CDla 
positive DC were found, together with an increase in ,IL-12 ~70 @0.04) 
and a decrease in IL-12 p40 (p=O.O2) production in response to CD40-L. 
In 50% of treated pts, DC increased their ability to induce tFN-gamma by 
T ceils. However, in general, no significant changes in T cell stimulatoty 
activii was observed. 

Conclusion: These preliminary results suggest that DC from metastatic 
or locally advanced pancreatic carcinoma pts are functtpnaly defective 
and that chemotherapy seem to be effective in modulating ttieir biofoglcal 
activity. 
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A phase II study of weekly docetaxel and cooncurrent 
radiation In patients (pts) with unresectableesophageal 
cancer 

M. Maraeli’ , A. Font’, A. Arellano2. J. Fernandez-Llamazares3, J. Boix4, 
D. Casas5, E. Mesalles6, A. Abad’, R. Rosell’. ’ Hospital Un(wxsita!i 
Germans Ttias i Puiol, Medical Onculoov Service. Badalona, Soain: 
2 Hospital Universit&Germans TrYas i pujolti ff~oth&apy &$ar&en( 
Badalona, Spain; 3 Hospital lJniver&tari Germans ‘liia i Pujol; $&ge~ 
Deparknent, Badalona, Spain; 4 Hospital Universiitai Gemans Ttias i 
P@l, GastroentetoI~, Badakma, Spain: 5 Hosp&Y UniversYlari Gemans 
R&s i PujoY, Radiolo& Department, 8adaYona, ‘Spain 

Background: The prognosis of patients (pts) with unresect@e ssophageal 
cancer treated with radiotherapy atone is poor, with a P-ye@ survival of 
only 10%. In contrast, conament chemoradiothrapy with cispiatin and 
fluorouracil regimens is superior to irradiation alone, but this c&r&nation 
is associated with substantial toxicity (Herskovtc, 1992). Dqxtaxel has 
demonstrated a high radiosensitizing potential In predinloal st@ies (Mason, 
1997). Likewise, weekly docetaxel2U mghn2 with cancemitant’radiotherapy 
is feasible and active in esophageal cancer (Mauer, I!#@. The present study 
was designed to determine the response and toxicity of wee& docetaxel 
plus concomitant radiitherapy in pts with urtres&able,esophageal Cancer. 

Patlents end Methods: Sit November t996;18-pts with tiregionatly 
advanced esophageal cancer have been treat+ witli vueeklp~~taxel(20 
mgIm2 as 1 hour IV infusion) plus cOnCOMi&XIt stan&rmi radiitberapy to a 
total dose of 66 Gy. Patient characteristics: 17 (X$4%) male; m&tan age, 
64 years (range 41-66); median Kamofsky index, 8U% (range M-10046); 
14 (77%) squamous cell carcinoma. At diagnosis, @s were, considered 
unresectable due to involvament of tracheobr?nchiai tree, in :6 pts (33%), 
age old& than 75 years in 3~ pts (16%). distant lymph node-metastases in 
2 pts (10%) and medically unfti for surgical thefapy in ! pts (39%). 

Results: To date, 15 pts have completed thetapy. Ma@r responses 
were seen in 6 pts (40%) i&iudimg 4 complete reiponses (27%),and 2 
partial reshses (13%). No batients progressed durihg the therapy. Median 
survival duration is 10 months, and the l-year is 57%. Hospttalizatin for 
toxicii was required in 7 pts (46%), the major@ for esophagi&, but 
significant myelosuppression was not observed. ‘There was on&death 
during the treatment. 

Conduslons: This study confirms the feasibility of weekly docetaxel 
with concurrent radiotherapy in pts with unrmle esophageal cancer. 
me l-year survhral achieved in this group of dents is prom&g. Further 
patient accrual is planned to confirm these results. 
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Gemcitabine (GEM) and capecltablne (CAP) for awanced 
pancreatic cancer. A phase l/l1 trial 

V. Hess’, M. Bomer’, R. Morant3, A.D. Roth4, C. Ludwig’, R: Herman’. 
UniversiYv Hdspitals of ‘Base/; 2 Beme; 4 Geneva: 3Hosp!tal St Gal/en; 
5 Hospita? St. 6amSase1, Switzerland 

Purpose: GEM is presently the standard agent for the treatment of ad- 
vanced pancreatic cancer. Preclinical studies suggest posftive inter&Ions 
between GEM and CAP, an oral Mluorouracil prodrug. In this study we in- 


