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A RANDOMIZED TRIAL OF IFNc~ AND IL-2 + CISPLATINUM IN 
ADVANCED MELANOMA - A PRELIMINARY ANALYSIS. 
U Keilholz, Heidelberg and A. M.M. Eggermont ,  Rotterdam (fc, r 
the EORTC-MCG) 
Within the EORTC Melanoma Cooperat ive Group,  a randomized 
muir(center- t r ia l  compar ing  immunothe rapy  with IFNa  and I L  
2 versus ehemo- immunothe rapy  with c isp la t inum (CDDP) and 
I F N o t / I L - 2  was performed in 124 patients to determine the 
impact of CDDP on survival. Arm A contained 100 mg/m2 CDDP 
on day 1, I0 x 106 U/m2/day IFNc~ (Roferon) days 1 to 5 and high 
dose IL-2 (Proleukin) on days 3 to 8 with a decrescendo regimen 
( l m g / m  2 per 6 hours, fol lowed by lmg/m 2 per 12 hours, I 
r a g / m 2  per 24 hours, and a maintenance dose of 0 .25mg/m 2 per 
24 hours for 3 x 24 hours). Arm B contained the same treatment 
without CDDP. Cycles were repeated on day 28 to a maximum ol 
four cycles.  Patients were stratified into two strata: favourablc  
prognosis with normal serum LDH and a tumor surface area < 30 
cm2 and unfavourable  prognosis  with elevated LDH or tumor 
surface area > 30 cm2. An interim analysis was performed at the 
time when response assessment of the initial 83 pat ients  was 
available. In addit ion to the usual toxicity of  this regimen ot 
IFNa and high dose IL-2, CDDP was associated with a higher 
degree of hepatic toxicity in patients with liver metastases, some 
increase in renal toxicity, and sometimes severe nausea. In the 
arm with immunotherapy only, the response rate was 17% (22% 
in the s t ra tum with favourab le  p rognos i s  and 11% in the 
stratum with unfavourable  prognosis) .  In the arm with CDDP 
and immunotberapy,  the response rate was 32% (35% in the 
stratum with favourable prognosis  and 27% in the stratum with 
u n f a v o u r a b l e  p rognos i s ) .  6 pa t i en t s  with PR have  been 
converted into CR by subsequent surgery. 
The doubling of the response rate achieved by the addition oi  
CDDP (at the cost of higher toxicity) in both patient strata wtl] 
permit  a meaningfu l  analysis  of  the influence of  CDDP on 
s u r v i v a l .  

4-YEAR SURVIVAL DATA OF PATIENTS WITH ADVANCED RENAL CELL 
CARCINOMA TREATED WITH AUTOLOGOUS TUMOR VACCINE AND 
SUBCUTANEOUS ADMINISTRATION OF RECOMBINANT INTERLEUKIN-2 
AND INTERFERON-ALPHA 2b • S.Pomer, J. Schuth, V.Schirrmacher, 
G.Staehler. Univ. Dept. of Urology Heidelberg, Germany 
40 patients with advanced renal cell carcinoma (RCC}, all with distant me- 
tastases in at least one organ, were entered after nephreetomy into a pro- 
tocol involving vaccination with Newcastle disease virus (NDV)-modified 
autologous tumour material, with a subsequent induction week and repeti- 
tive 3 bi-weekly cycles of interleukin-2 (rlL-2) and interferon-alpha2b/rlFN- 
alpha 2 at a lower s.c. dose (1,5 million Cetus units m "2 day "1 and 3 mil- 
lion [U/m 2 once a day resp. Of the 40 evaluable RCC patients 5 exhibited a 
complete response and 6 displayed partial remission, 12 showed stable di- 
sease (median 25 months), and progression was seen in 17. Survival di- 
stribution analysis predicted for all patients displaying objective response a 
median survival of 31 months. These patients appear to have a survival 
advantage over those patients experiencing progressive disease during the 
treatment period and over a historic reference group. This correlation was 
s~gnificant. In this study number of metastatic sites was predictive of survi- 
val characteristics, the correlation being significant for number of sites. A 
marked increase of DTH reactivity predicted a survival advantage (35 vs 14 
months), a correlation that was significant by Wileoxon test. We conclude 
that vaccination with autologous tumour material combined with s.c. rlL-2 
and rlFN-alpha2b administration can induce survival benefit patients with 
advanced RCC and that even in non-responding patients a more favourable 
course of the disease can be achieved. 
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IMMUNIZATION WITH ANTI tDIOTYPE VACCINE SCV 106 PROLONGS 
SURVIVAL TIME OF CANCER PATIENTS WITH METASTATIC COLO 
RECTAL CANCER: A RANDOMIZED DOUBLE BLIND CLINICAL TRIAL 
H.Samonigg 1 , M.Wilders Truschnig 1 . I.Kuss ~ , R.Plot 2, H.Stbger'. 
M.Schmid 1, T.Bauernhofer 1, A.Tiran 1 , L.Havelec 3 and H.Loibner 2 
1Karl Franzens University Graz, Austria, 2Sandoz Forschungs inst~tut 
Vienna, Austria and 3University Vienna, Austria 
Active specific immunotherapies of colorectal carcinoma (CRC) may offer 
attractive alternatives to still unsatisfying conventional treatment 
modalities. An unique strategy to elicit a tumor specific immune response 
makes use of anti-idiotypic antibodies bearing the internal image of tumor 
antigens. A controlled double blind clinical trial in metastatic colorectal 
carcinoma patients was initiated to evaluate efficacy and tolerability ol 
multiple immunizations with a polyclonal goat IgG anti-idiotype vacone 
(SCV 106; 21 patients) versus unspecific goat IgG as control (21 patients;. 
SCV 106 is a surrogate of the 17-1A glycoprotein antigen associated with 
CRC. 39 of the 42 entered patients were evaluable for efficacy. Treatment 
in both groups was well tolerated. Tumor responses according to UICC 
criteria were not observed. However, survival analysis revealed a 
borderline significant survival advantage for the SCV 106 group (mean 55 
vs 37 weeks; p = 0,0409). Efficacy of active immunotherapy is based on 
immunological responsiveness. 11 immunological non-responaers (no 
antibodies to goat IgG) were identified (SCV 106: 7; control: 4). Survival 
analysis of immunological responders in both groups showed a highly 
significant survival prolongation of patients vaccinated with SCV 106 
(mean 73 vs 39 weeks; p = 0.0054). Non-responders in both groups had 
significant shorter survival times than responders (p = 0,001). In 
conclusion, vaccination of immunologically responsive metastatic CRC 
patients with SCV 106 led to a significant survival benefit. 
Immunocompromised patients regardless of treatment showed a clear 
survival disadvantage. 

46 

Gene transfer-mediated expression of costimulatory molecules to 
enhance the immunogenicity of human tumor cells 

U. Moebius,  M. Lindauer,  A. Habicht, W. Rudy, S. C. Meuer 

Activation of  T lymphocytes  requires the interaction with specific antigen 
and. in addition, secondary signals provided by cost imulatory molecules.  
Since expression of costimulatory molecules is reduced or absent on tumor 
cells,  we tested whether  tumor  cel l - induced T cell ac t iva t ion  can  be 
i m p r o v e d  by express ing  cos t imula to ry  molecules  via somat ic  gene  
transfer. This may yield immunogenic  tumor cell variants which  could  be 
used for  vacc ina t ion  of  tumor  patients in autologous or, a l ternat ively,  
a l logeneic  situations. We used allogeneic mixed lymphocyte  tumor  cell 
cul tures to analyse T cell activation promoted by tumor cells. Expression 
of  C D 8 0  (B7.1),  CD86  (B7.2) or coexpress ion of  CD80  and  C D 8 6  
fo l lowing transfection with plasmid vectors resulted in augmented  T cell 
prol i fera t ion agains t  a melanoma cell line (SkMe163). T l ymphocy te s  
act ivated by CD80  + SkMe163 cells were found to express CD8  and to 
exhibit  class I MHC-restr ic ted cytolytic activity, However ,  expression of 
CD80,  CD86,  and CD80/CD86  in two colorectal  c a r c i n o m a  cell l ines 
(SW480,  SW707)  was  ineffective in inducing prol i fera t ive  responses .  

Exogenous  cytokines  like 11-2, II-4, y-IFN, and ot-TNF, respect ively,  did 
not alter the low st imulatory capaci ty  of the colorectal  c a r c inoma  cells, 
even fol lowing CD80  expression. Since both colorectal ca rc inoma  ceils, in 
conU'ast to SkMe163, did not express CD54 and class II M H C  molecules,  
we expressed CD54  and one class II M H C  allele (HLA-DR3)  in CD80-  
negative and positive SW480 cells. SW480 ceils positive for, respectively,  
CD54  and HLA-DR3,  either alone or in combinat ion with CD80,  did not 
stimulate T cell proliferation. Using submitogenic concentrat ions of  a CD3 
m A b  we were able to demonst ra te  the cos t imula tory  func t ion  of  the 
t r ans fec ted  molecu les .  W e  conc lude  that express ion  o f  add i t iona l  
cos t imula to ry  molecules  is needed for  colorectal  c a r c i n o m a  cells  like 
SW480  to induce T lymphocyte  activtion in vitro. Whether  the abil i ty of  
tumor  cells to provide an antigen-dependent first signal has to be improved 
in addition to providing costimulatory molecules needs to be investigated. 
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