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S E Q U E N T I A L  I N T E R F E R O N  ALFA 2B with CHEMOTHERAPY in M E T A S T A T I C  
O V A R I A N  CANCER.  PHASE II. ST U D Y .  
Adorjan G. ,Schuth  J . ,Angyal  G., Sz6ke.,  Mocsary P.. Kokas A., 
Municipal Hospital Nyiregyhaza Hungary,Essex Pharma Oncology Munich 

Between 1991-1993 38 untreated histologically confirmed metastatic ovarian cancer 
patients FIGO lit-IV, where considered eligible for entry into this phase 1l. trial Age ¢,8. ~ 
(46-67} Karnovsky lndex 60-90. 
Therapy included: clsplatin 80 rag/m2 IV plus Cyclophosphamid 600 rag/m2 sequent;a 
every 28 days interval with interferon alpha 2b /Intron A/ IOMiIlion IU IV plus IO 
Million IU INF alpha 2b SC. 30 rain. later, than 20 rag/m2 Doxorubicin IV.No I 
combination on I. 3. 5. cycles ,No 1I. combination on 2. 4 6. cycles in 28 days lnter,,a s 
Now are 29 patients evaluable far toxicity and response.Median duration of therapy 'acre 
3o weeks.Side effeets:leucopenie WHO grade 11-1II.(29/29),trombocytoperfie grade ]~ I[I 
(IO/29),nausea,vomiting ,fever (25/29),alopecia (7/29).The side effects successful[. 
treated with paracetamol and odantsetron in this trial. 
Results:CR :12 patients (41,4%) PR: 8 patients (27,6%) overall CR+PR 69% Se~c~ 
patients had NC. and 2 progressed Time to progression: I 1 months.Survival not yet 
reached. 
Conclusion:addition of interferon alfa 2b to chemotherapy increased tumor response rate 
and were well tolerated with no more side effects than chemotherapy alone 
Longer follow up is needed for definitive conclusion on survival We will start p~msc rrl 
study with and without interferon in metastalic ovarian cancer 

Presenter:Dr.Adorjan Gusztav,Academic Hospital,GynecNogy 
H-4~O0 Nyiregyhaza,Szent istvan u28 
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EI:t. ECI  OF  A L P H A - 2  I N T E R F E R O N  (a2-INF)  F A D  
M Y E L O S A N ( B U S U L F A N )  ON H A E M A T O P O I E S I S  A N D  
BONE M A R R O U  E N V I R O N M E N T  IN P A T I E N T S  W I T H  
CITRON IC M Y E L O C Y T I C  L E U K E M I A ( C M L ) .  

K.Abdutkad i rov ,  O .Rukav i t s in  

Russian Research Inst i tute  of  Hemato logy  and Transfus io logy  
{St.-Petersburg) 

We studied t rephinbiopsy specimens of  13 pat ients  with CML.  
All studies were performed at diagnosis  and  then comple te  
haematologica l  remission were acbived. 7 pat ients  were t reated 
with a2-inf  (group 1) and 6 pat ients  with myelosan(  group  2). 
The capaci ty  of  adipose  and bone tissues did not  change 
considerably after t reatment .  But as a result  o f  t rea tment  the 
significally decreased capaci ty  of  megacar iocytes  (from 4,4+0,8°0 
to 2 ,4+0,6  ~ 0) and  the medium number  in each visual field (from 
12.2+2.3 to ?,4+1,9) in all specimens of  group I patients.  The 
number  of  s t romal  endosteal  cells decreased from 4,0+1,0 to 
3,3+(1,2 in this group (p<0,05). In contrast ,  the capaci ty  of  
megacar iocytes  (from 1,7+1,0 °0 to 1,6+I,0%) their  medium 
number  (from 6,0+2,5 to 5,9+3.0) and the number  o f s t r o m a l  
endosteal  cells did not  considerably  change in all specimens of  
group 2 patients.  
We believe that  the bone mar row megacar iocytopoies is  might  be 
significally supressed by a2 - INF in pa t ients  with CML.  One of  
the p robab le  mechanisms of  a2 - INF act ion is indirect  effect on 
myelopolesis  via s t romal  endosteal  cells. 
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C L I N I C A L  RESULTS OF ]~&O DIFFERENT DOSE 
REGIMENS WITH HIGH-DOSE INTERFERON-ALPHA 
AND INTERLEUKIN-2 IN ADVANCED RENAL CELL 
C A N C E R  AND MALIGNANT M E L A N O M A .  

K. Fenchel, A. Winlder, PS.Mitrou, D.Hoelzer. L. Bergmann 
Div.---i~'.'.'.'.'.-~---Hematology, J .W.Goethe  University,  Frankfurt/M. 
Theodor Stern Kai7,  Frankfurt/M, FRG 
Both, interferon-alpha (IFNcO and imerleukin-2 (IL-2) have some 
efficacy in advanced renal cell cancer (RCC) and malignant 
melanoma tMM) as single agents and act additiv or synergistically 
on activation of cytotoxic cells in vitro In order to improve clinical 
results without more toxicity, we treated patients (p t s )  with RCC 
and MM in a daily alternating schedule of rlFN-c~ s.c (Essex- 
Pharma, Munich) and rIL-2 (EuroCetus, Frankfur D as ,Jh infusion 
for lZJ days. kn group one dose of rIFNot was 5x l0°U/m - and rIL-2 
9x10 ° IU/m z In 6 groui3 two rlFNoc do~e was2in an escalating 
manner 10-20x10 U/m z and rlL-2 18xl0 IU/m Every fortnight 
cycle was repeated after a rest of 3-4 weeks up to a maximum of 4 
cycles Totally. 30 pts with RCC and 21 pts with MM entered the 
study 12 RCC and 4 MM in group one and 18 RCC and l 7 MM in 
group two. In the first group, 12/16 (9 RCC and 3 MM) pts are 
evaluable for response The pattern of metastasis was not equally 
balanced within the two groups: in group one, 9 p ts  showed lung 
or lymph node metastasis and 7 pts had metastases in bones, liver or 
elsewhere. Lung and lymph node metastasis is known as beim, 
correlated with a sigmficant better response to IL-2 therapies l~ 
group two only 15 pts showed l u n g  or lymph node metastases. 
while 20 pts had metastases in liver b o n e  e t c  One pt. with RCC 
achieved partial remission (PR), one'with MM an ongoing CR (24+ 
months) In group two, 20/32 (9 RCC pts and It  MM) pts are 
evaluable: One pt. with RCC achteved PR and 3 stable disease (SD). 
in 2 pts. with MM PR and in one SD was observed Yheretbre. 
remission rate for RCC in group 1 was 10%, for MM 33% In 

9 o "~ o group - it was for RCC 11 Vo and for MM ~.OVo 
In both schedules no grade IV toxicities were observed, the side 
effects were tolerable No major difference between the higher and 
lower dosages were noted In one case a pulmonary edema due to 
capillary, leak syndrome in group two was observed " 
The results seem not to be very encouraging, but may be explained 
by the inclusion of patients with metastasis patterns, which are 
pi'edictive for negative outcome to immunological therapies 
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CD4 POSITIVE, H L A - D R  RESTRICTED T CELL R E S P O N S E  TO 

H U M A N  IFN-y  TREATED S A R C O M A  CELLS. F U N C T I O N S ,  

SPECIFICITY A N D  CYTOKINE PROFILES He ike ,  M., Schlaak,  J., 

Sc l au l ze -Be rgkamen ,  H., Her r ,  W., Kohlhase ,  V., Schmi t t ,  U., 

S c h n e i d e r ,  P*., M e y e r  z u m  B/ . i schenfe lde ,  K . -H. ,  F i r s t  

D e p a r t m e n t  of M e d i c i n e  a n d  D e p a r t m e n t  fo r  F o r e n s i c  

Med ic ine* ,  U n i v e r s i  _ty of Mainz ,  D-55131 Mainz ,  G e r m a n y  

CD4 p o s i t i v e  T cel ls  p l ay  an  i m p o r t a n t  role  for t u m o r  i m m u n i t y  

in a n i m a l  t u m o r  mode l s .  Still, there  are o n l y  f e w  r e p o r t s  a b o u t  

the ro le  of CD4 pos i t ive ,  HLA-c l a s s  II r e s t r i c t ed  T ce l l s  in  the  

i m m u n e  r e s p o n s e  a g a i n s t  h u m a n  t u m o r s .  H e r e  w e  

d e m o n s t r a t e  a CD4  pos i t ive ,  H L A - D R  res t r i c t ed  T cel l  r e s p o n s e  

in v i t ro  a g a i n s t  a h u m a n  s a r c o m a ,  MZ-MES-1.  A p r e r e q u i s i t e  

for th i s  r e s p o n s e  w a s  the  i n d u c t i o n  of H L A - D R  on  MZ-MES-1  

cel ls  by  IFN- 7. T u m o r  r e a c t i v e  T cell  c lones  f rom a u t o l o g o u s  

m i x e d  l y m p h o c y t e  t u m o r  cell  c u l t u r e s  w e r e  e x c l u s i v e l y  CD4  

p o s i t i v e  a n d  H L A - D R  r e s t r i c t e d .  A n t i g e n s  on  M Z - M E S - 1  

p r e s e n t e d  by  H L A - D R  15 a n d  by  HLA-DR 4 w e r e  r e c o g n i z e d  by T 

cel l  c lones .  The  T cel l  c lones  r e l e a s e d  TNF  a n d  a d d i t i o n a l  

c y t o k i n e s  in  r e s p o n s e  to IFN-y t rea ted  MZ-MES-1 cells.  C y t o k i n e  

p ro f i l e s  of T cell  c lones  w e r e  e i the r  Th2 l ike  or T h l  l i ke  a n d  

d i f f e r e d  b e t w e e n  c l o n i n g  e x p e r i m e n t s  w i t h  d i f f e r e n t  

e x p e r i m e n t a l  c o n d i t i o n s .  Both  T h l -  a n d  Th2-1 ike  c l o n e s  

e f fec t ive ly  l y sed  IFN-y t r e a t ed  MZ-MES-1 cells.  S u p e r n a t a n t s  of 

bo th  t y p e s  of Th c lones  i n d u c e d  H L A - D R - e x p r e s s i o n  on  M Z -  

MES-1 cel ls .  The  in  v i t r o  T cel l  r e s p o n s e  to M Z - M E S - 1  

r e p r e s e n t s  a n e w  m o d e l  for H L A - D R  res t r i c ted  T cel l  r e s p o n s e s  

aga in s t  h u m a n  tumors .  (Suppor t ed  by  DFG, SFB 3 1 1 / C 9 )  


