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Percutaneous kxo-regional ,Werapy of unresectable 
hepatocellular car&noma’(HCC) wfth dsplatinleplnephrine 
(CDDPIEPI) injectable gel 

T.W.T. Leunq’, P.J. Johnson’ , T.J. Vogls, G.J. Gores3, P.J. Thuluvath“. 
‘Prince of Wales Hospital, Chinese Univeffiity of Hong Kong, Hong Kong 
SAR, China; 2Johanrr Wolfgang Goethe Ur&ersi& Ft&d&, Germany;- 
3 Mayo Clinic. Rochester MN, USA; 4 Johns Hopkins University Medical 
Center; Baltimore, MD, USA; 5 Clinical Trials Group, Matrix Pharmeceutical, 
Inc, Fremont, CA, USA 

Purpose: Patients with unresectable HCC have few, if any, options re- 
maining. We evaluated the effects of CDDP/epi injectable gel, a novel 
intratumoral chemotherapy, in 58 patients with unresectable HCC. 

Methods: Patients (including treatment-naive, previously resected or 
relapsed patients) were injected percutaneously with CDDP/epi gel under 
ultrasound or CT guidance. No more than 3 tumors with a maximum 
diameter up to 7 cm and total volume up to 200 cubic centimeters were 
treated. Therapy consisted of up to 10 mL of CDDP epi gel (1 mL contains 
4 mg CDDP and 0.1 mg epi) once weekly for 4 weeks with another 
4-week cycfe at the investigator’s discretion. Tumor response and survival 
comprised the endpoints of the study. Three phase CT scans were used to 
estimate decrease in ‘viable tumor volume’ i.e., total treated tumor volume 
minus total necrotic tumor volume (objectfve response, greater than 50% 
decrease sustained for 28 days or longer). 

Results: 58 patients (mean age, 65 years) were evaluated for safety 
and 51 were included in the efficacy analysis. The median baseline tumor 
volume was 25 cubic centimeters. The median number of treatments ranged 
from 1 to 8 (median, 4). The median cumulative dose of CDDP was 146 
mg. Objective response rate was 53% (27/51): 16 complete responders 
and 11 partial responders. New tumors were found subsequently in 14127 
responders: of those, 93% had progression only at previously untreated 
liver sites. The median survival times were 676 days for responders (n = 
27) and 357 days for nonresponders (n = 24). The procedure was generally 
well tolerated with only minor side effects. 

Conctustons: CDDP/epi injectable gel may provide an effective treatment 
for patients with unresectable HCC lesions up to 7 cm in diameter. Results 
also suggest that effffcy of CDDP/epi gel for local tumor control may be 
further enhanced by treating emergent tumors or initially treated tumors that 
progress. 
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Randomized phase II study of weekly 24 h infusion of high 
dose 5-W & ~1lnl.l: acid ‘(HD-FUfFA) versus 
HWFU/FA/bl~kiy cispfatln In advanced gastric cancer. 
EOWTGttial4[)953 

U. Vanhoefer’, T. Wagner, M. Lutz. E. Van Cutsem, B. Nordlinger, 
S. Reuse2. 8. Baron*, H. Wrlke, J. Wils. ‘On behalf of the EORTC 
Gastrointestinal Tact Cancer Cooperative Group: “EORTC Data Center, 
Brussels, Belgium 

Purpose: To investigate the activity and toxicity of high dose infusional 
5-FU/f FA with or without biweekly cisplatin as first-line chemotherapy in 
patients with advanced gastric cancer. 

Methods: Hiiologtcally conflrmed measurable metastatii (Ml) or locally 
advanced (LAD) gastric cancer, age -Z 75 years, WHO performance status 
(PS) < 2, no prior chemo- and radiotherapy, adequate organ functions. 
Treatment: Ann A: FAMTX (prematurely closed), arm 8: 5-FU 3.0 g/m2 24 h 
infusion, weekly x 6 (one cycle), arm C: FA 500 mg/m2 2 h infusion followed 
by 5-FU 2.6 g/m2 24 h infusion, weekly x 6; arm D: FA 600 mg/m2 2 h 
infusion followed by 5-FU 2.0 g/m2 24 h infusion, weekly x 6 and cisplatin 
biweekly 60 mg/m2 1 h infusion. 

Results: 153 pts were randomized. Am-r A (FAMTX, 7 pts) was prema- 
turely closed after reevaluation of other tials. arm B (5-FU, 38 pts) was 
closed after the first interim analysis: arms C and D (54 pts each).were 
continued. Patients characteristin (arms B, C, D): Median age 59/66/63 
years, medtan PS illll, LAD (%) 2~/9/11, Ml (%)~76/87/87. f&dian num- 
ber of cyctes (range): Arm B 1 (i-4)/arm C 2 (l-7)/arm D 3 (l-7). Worst 
toxicity per patient (grade 3 and 4 in %): Leukopenia 3/O/8, thrombocy- 
topenia O/O/2, diirrhea 3/9/4, nausea 11/4/14, vomiting 5/4/8, neurotoxicity 
O/O/8 for arms 6, C, 0, respectively. Elttibifity for response in arm B 33 
pts, C 48 pts, and D 43 pts. Confirmed response rate [95%Cl]: Arm B 6% 
[I-2O%yarm C 15% [S-zS%~arm D 37% [23-53%]. no change: 30/46/42%, 
progression of disease: 58/33/l 2%. respectively. Overall survival [95%Cl]): 
A~I B 7 months [5.7-8.6yarm C 8.9 months [6.3-11.2yarm D 9.7 months 
r.6-15.81. 

Discusston: Infusional HD 5-FU/FA in combination with cispiatin showed 
high efficacy wtth a low incidence of severe toxicity and will constitute the 
control arm of the next EORTC trial of advanced gastric cancer. 

89 ORAL 

Neoadjuvant herceptin, paclitaxel, cisplatin and rad+Sion for 
adenocarcinoma of the esophagus: a pha& l/II study 

T. DiPetdllo, Ft. Rathore, A. Moulton, A. Weyman, S. Shah, 0. Quirk 
N. Greenspan, N. Ahmed, D. Hanington, H. Safran. The Brown Universjfy 
Oncology Group, Providence, RI. USA 

HER-2/neu gene overexpression has been demonstrated in a subset of 
adenocarcinoma of the esophagus. Herceptfn is additive or synergistic with 
cisplatin, pack&& and radiation. We therefore sought to incorporate Her- 
ceptin into a neoadjuvant chemoradlation regimen for esophageal cancer. 
Patients were required to have adenocarcinoma of the esophagus and 
GE junction and T3, T4 or nodal involvement as staged by CT scan and 
endoscopic uftrasound., Patients with distant organ metastaeea were ineligi- 
ble. HER+Yneu overexpression was determined by immunohistpchemistry 
(DAKO) with 2+ or 3+ classified as positive. Patients with tumors overex- 
pressing HER-2/neu were entered on a phase l/II study of neoadjuvant 50.4 
Gy radiation and concurrent weekly paclitaxel (50 mg/m2/week), cisplatin 
(25 mg/mZweek) and Herceptin for 6 weeks. Herceptin dosetevel one: 2 
mgikg load followed by 1 mgikg/week, dose level two: 3 mg/kg then 1.5 
mg/kgAveek, dose level three: 4 mg/kg then 2 m&g/week for 6 weeks. 
Surgical resection was performed 4-8 weeks after completion of chemoradi- 
atlon for patients without medical or surgical contratndication;.patients could 
then recieve 1 year of weekly maintenance Hercepttn at 2 mg@/we&. Pa- 
tients with tumors without HER-2/neu overexpression were treated on a 
control arm and received the same chemoradiatkm without Heroeptfn. Dose 
limiting toxicities were defined as grade 3 or 4 esophagitie, pneumonitis 
or cardiac toxicity. Seventeen patients have been entered. Seven overex- 
pressed HER-tineu (four with 2+, and three with 3+ overexpression). Ten 
were treated on the control arm. Five of 7 with HEF@/neu overexpression 
had poody differentiated tumors with celiac adenopathy, while 2 of 10 pa- 
tients without HER-2/neu overexpression had pcorly differentiated tumors 
and celiac adenopathy. Thus far Herceptin, paclffxel,cisplatin and radiation 
dose levels 1 and 2 have been successfully completed without an increase 
in toxicity as compared to the control arm. Accru4 is continuing at full dose 
Herceptin to determine the potential role of Herceptin as a component of 
neoadjuvant and adjuvant therapy in adenocarcinoma of the esophagus. 

Supported in part by Genentech 
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An energy and protein de-, high n-3 fatty ac@ral 
supplement promotes weight gain in can& cactxexia 

K.C.H. Fearon, M. von Meyenfeldt, A.G.W. Moses, R. van Geenen, A. Ray, 
D. Gouma, A. Giacosa, A. van Gossum, M. Ttsdate. On behalf of the 
Cancer Cachexia Study Group: Universl of Edinburgh, Clinical & Surgkal 
Sciences (Sugery), Royal Infirmary of Edinburg, United Kingdom 

Introduction: Cachexia is a major factor in the morbidity and mortality of 
cancer. Proinftammatory cytokines and turnour-specific caohechc factors 
(e.g. proteotysis inducing factor) are thougM to contribute to cachexia. N-3 
fatty acids, especially eicosapentaenoic acid (EPA), can down- regulate the 
production or response to such mediators. However, to lay down new tissue 
and reverse cachexia additional macronutrients are required. In a phase 
1 trial increases in weigM and lean body mass (t&l) were achieved in 
patients with pancreatic cancer cachexia taking on average 1.5-2 cans/day 
of an energy and protein dense formula enrlched with n-3 fatty acids and 
antioxidants [Br J Cancer 1999;81:80]. 

Methods: This double-blind study compared the same protein and energy 
dense oral supplement enriched with n-3 fatty a@& and a&fo)cidants (ex- 
perimental:E) wifh an isocaforic isonitrogenous control scippternent (C) for 
their effect on weigM and LBM (biile&ical impedance ariafysis). Cachec- 
tic patients with panoreat@ cancer were asked 10 @sume‘t.5-2 cans/d12 
cans:480mls, 329 protein,‘620kcal i 2.29 EPA)for eigM weeks. Endpoints 
were noted at 0, 4 and 8 weeks. 

Results: 200 patients (95 E, 105 C) were random&d. Prior to study, 
patients were losing weigM at 33kg/month. Oven+, patients in both groups 
(mean D kg, E vs C) became relatively weight stabkz at 4 (a.10 vs - 0.13 
respectively: NS) and 8 weeks (-0.51vs-0.75 respectlvety: NS). However, in 
view of differences in disease burden between E and C groups, regression 
analysis was undertaken to explore the relationship between documented 
intake and study endpoints. The quantity of supplement intake in the E group 
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correlated with weight (r=O.50, p<O.OOl) and LBM (r&33, p=O.O36) and 
net gain was observed with 1.52 cans/d. Similarly, E patients demonstrated 
positive correlations between increasing total protein intake (meals plus 
E) and both weight gain (r=O.52, p<O.OOl) and increased LBM (r=O.46, 
p=O.O04). Such correlations were not observed in C patients. Increased 
plasma EPA levels were associated with LBM gain (r=O.51, p=O.OOl). 

Conclusion: This study demonstrates that energy and protein dense 
supplements can stabilise weight in cancer cachexta. Furthermore, net gain 
of body weight and LBM can be achieved with adequate consumption (1.5-2 
cans/d) of such a supplement when it is enriched specifically with n-3 fatty 
acids and antioxidants. 

Funding provided by Abbott Laboratories, Chicago, IL. 
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Does systemic chemotherapy prlor to surgery increase the 
operative risk of a major hepatectomy ? 

V. Beige’, S. Montembault’, N. Bellon*, D. Elias3, P. Lasser3, J. Pignon2, 
M. Ducreux’ ’ Gustave Roussy Medicine, We@, France; “Gustave 
Roussy Statistics. Villejuif, France; 3 Guatave Roussy, Surgery, Vfilejuiir, 
FlaMX? 

The efficacy of systemic chemotherapy sometimes allows secondary re- 
section of hepatic metastases. The potential hepattc toxicity of anticancer 
agents may influence the surgical procedure and the post-operative compli- 
cations of a major hepatectomy. The objective of this study was to assess 
the impact of preoperative chemotherapy on liver function, the modalities 
of hepatic surgery, and on postoperative morbidity. 

Patients and Methods: Pts without known chronic liver disease, treated 
by right or left hepatectomy in a curative intent for liver metastasis were 
analyzed retrospectively. Two groups of pts were compared: 44 non pre- 
treated pts versus 42 pts treated by systemic chemotherapy within 6 months 
before surgery (median duration of chemotherapy = 6.7 months [extr I-261) 
for the following characteristics using a multtvartate analysis: age, gen- 
der, body mass index, cancer primary site, number and size of the liver 
metastasis, existence and duration of preoperative chemotherapy, duration 
of operative procedure, duration of clamping of the hepatic pedtcle, blood 
loss volume, liver function tests (ASAT, ASAT, ALP, GGT, bilirubine, pro- 
thrombin time (PT)) before and just after surgery, existence of postoperative 
complications and total duration of hospitalization]. 

Results: The 2 groups were well balanced for all the preoperative 
characteristics except for age which was statistically different (50 vs 58.7 
years, p=O,OOO2). Preoperative liver function tests, preoperative PT, duration 
of hepatectomy, duration of clamping of the hepatic pedicle, blood loss 
volume, postoperative complications, and total duration of hospitalization 
were not different between the 2 groups. Only the postoperative PT was 
significantly lower in the pretreated group: 60% versus 49%, p = 0.0902. 
The duratton,of preoperative chemotherapy (< 6 mois versus z 6 mois) did 
not influence those results. 

Conclusion: Preoperative systemic chemotherapy, even longer than 6 
months, did not seem to have a deleterious effect on the surgical pmce- 
dure and the post-operative complications of a major hepatectomy for liver 
metastasis, neither on postoperative morbidity despite macroscopic abnor- 
malities of the liver parenchyma frequently described during surgery. Only 
the postoperative PP was significantly lower in case’ofpreoperative chemo- 
therapy, but this biologic feature had no impact in terms of post-operative 
complications. 

Lung cancer I 
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Clsplatin/gemcitabine (CG) vs clsplatinlgemcitabinel 
vlnorelbine (CGV) vs sequential doublets of gemcitablnel 
vlnorelblne followed by lfosfamlde/vi.norelblne (gv/lv) in 
advanced non-smafl cell lung cancer (NSCLC): flnal results 
of a Spanlsh lung cancer group phase Ill trial (GEPC/9&02) 

C. Camps’, V. Alberola2, M. Provencio3, D. lsla4, Ft. Rosel15, C. Vadel16, 
I. Bover’, A. Ruiz-Casadoa, P. Azagrag, U. Jimenezr”. ‘Hospital General 
de Valencia, Oncology. Valencia, Spain; “Hospital Amau de Viknova, 
Oncology; Valencia. Spain; 3 Hospital Puerta de Hierro, Oncology Madrjd, 
Spain; 4 Hospital Cllnico de i’aragoza. Oncubg~ 2hragoza, Spain; 
sHospital Tdas i Pujol, Oncology; Badalona, Spain 

The GECP/9842 trfal was designed to compare a cisplatin-based 3drug 

combination vs non-cisplatin sequential doublets vs a cisplatin-based refer- 
ence regimen in NSCL.C. The chemotherapy regimens administered were: 
Arm A: cisplatin 100 mg/m2 dl plus gemcttabine 1250 ma/m2 dl&8; Arm 
B: cjsplatin 100 mg/mi dl plus gemcitabine 1000 mg/m> d1&8 plus vi- 
norelbine 25 mg/m2 dl&8 repeated every three weeks: Arm C: gemcitabine 
1000 mgIm2 plus vinorelbine 30 mglm2 d i&8 for three cycles followed by 
ifosfamide 3 gr/rn2 dl plus vinorelbine 30 mg/m2 dl88. Eligibility criteria 
were measurable stage IV (brain metestases eligble tf asymptomatic) or 
stage IIIB (malignant pleural effusion) NSCLC and PS=O-2. 562 patients 
(pts) were included between September 1998 and August 2000. Median age 
58 (32-76); PS O-1: 84.2%. PS 2: 15.8%; Stage IV: 79%, Stage IIIB: 21%. 
The three arms were balanced for the main prognostic features. Response 
rates were: Arm A: 41%; Arm B: 40%; Arm C: 24.1%. With a follow-up of 
12 months median survival was: Arm A: 40.8~ (95% Cl, 24.5-57.2); Ann 
8: 34.4 w (95% Cl, 27.1-41.7); and Arm C: 44.8 w (95% Cl, 31.8-57.9). 
Toxicities indude, in Arms A, B, C, respectively: Grade 34 neutmpenia 
26.30/o, 30.1%, and 18.5%. with neutropenic fever in 6.3%, 22.4% and 
7.4%; Grade 3-4 thrombocytopenia 18.2%, 23.1% and 7.4%. Nausea and 
vomiting, neuropathy and renal toxicity were similar in the three arms. Final 
results will be presented in october 2001. 
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Sequentlal versus concurrent chemo-radiatlon (FIT-CT) in 
locally advanced non small cell lung cancer (NSCLC): A 
French randomized phase Ill trial of GLOT-GFPC (NPC 95-91 
stuw 
F. Momex, G. Robinet, P. Thomas, P.J. Souquet, H. Lena, A. Vergnenegre, 
J.L. Le Treut, E. Dansin, J.P. Daures, P. Fournel. On Behalf of Gmupe 
Lyon-Saint-Etienne d’Oncobgie Thoracique (GLOT) and Groupe Frhcah 
de Pneumo-Candrologie’ (GFPC), France 

Recent results suggest that concurrent RT-CT is superior to sequential 
administration in stage Ill NSCLC. Fmm IO/96 to 05/00, 212 patients (pts) 
presenting with unresectable locally advanced NSCLC, stage IIIAN2/lllB, 
treated in 30 french centers, were randomized in a phase Ill trtal between 
sequential RT-CT (arm A) and concurrent RT-CT (arm B). The mean age 
was 57 years (18-70) PS 0 in 110 pts, 1 in 95; stage lllAN2: 50, stage 1118: 
156, with normal renal, cardiac, hepattc and hematologic function. In am 
A pts received induction treatment: Cisplatin (C) 120 mg/ma on D I, 29, 
57 and Vtnorelbine (V) 30 mg/ma/d once a week from day 1 to 78 followed 
by a thoracic radiotherapy (TRT) delivering 66 Gy in 33 fractions, 5 days 
per week for 6.5 weeks. Pts in arm B, received the same TRT starting on 
D 1 with 2 concunent cycles of C 20 mg/m?d and Etoposide 50 mg/ma/d 
(dlS and d29-33) followed by ,C 80 mg/m*/d, ,D78 and 106 and V#30 
mg/ma/d, price a week, D 78 to 127. The totai dose ofrC was equivalent in 
both arms. Treatment arms were well-matched for baseline characterfsttcs. 
Survival results are evatuable in 207 pts, toxicity (G3-4 WHO) in 178 pts 
(Table). Treatment was stoppedfor toxictty in 18.2% pts ,(arm A) and 22.3% 
(arm B). Six toxic deaths occurred in arm A, 10 in arm B. 

Neutrvpenia esophagitii pneumonitis Medhl 1 -year z-yew 
survival sufvival Survival 

ARM A 66% 1% 1.4% 13.8fflW 56% 23% 
ARM I3 75% 19% 2.3% 15 56% 35% 

This large, randomized study shows an acceptable feasibilitv, the toxicltv 
of this aggressive regimen refl& the multi-ins~tuttonal phaseill approach; 
the results, especially rn Arm 

presented at the meetrng. 

B, compare favorably with other trials, with 
a dear trend in favor to concurrent RT-CT. An updated ‘analysis will be 
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Paclltaxel plus carboplatln versus paclitaxel plus 
gemcltablne in advanced NSCLC. Flnal results of a 
randomized phase Ill study 

ORAL 

P. Kosmidis, C. Bacoytannis, N. Mylonakis, C. Nicolaides, C. Kalophonos, 
E. Samantas, J. Boukovinas, D. Skartos, P. Papakostas, MA. Dimopoulos. 
Hellenic Co-operative Oncology Group (HeCOG), Greece 

Purpose of our multicenter trial was to compare the efficacy and toxicity 
of the non-platinum combination Padttaxel (P) plus Carboplatin (C) to the 
commonly used combination Pactllel plus Gemcttabine (G) in advanced 
inoperable NSCLC. 

Patlente and Method: Since February 1998,509 patients were enrolled 
in the study. Among them, 201 chemotherapy - naive patients with his- 


