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Treosulfan vs. ieuw~ralin #I ptathw and paci&axel-reslptant 
ovariah cancer: f&tal iinaljrsis of the getian ago-study group 
trial ovar 2.1 

W. Schroeder, W. Me&r, H. Lueck, G. Emons, V. Moebus. S. Costa, A. Du 
Bois. For ttie AGO Study Group 

Object&e: We report about the first prospective randomized trial comparing 
endocrine treatment wtfh GnRH analoga and chemotherapy with treosulfan 
in eartyprogressive ovarian cancer. 

blethods: The study comprtsed 73 evaluable patients who were equally 
randomized for therapy either wkh traosulfan 7g/m2 i.v., day l/q 28 days 
(arm A) or wlth leuporetin 3.75 mg s.c., day l/q 28 days (arm 8) Evafuatton 
was performed considering remission, survfval time, toxicity and particularly 
quality of life. 

Results: No objective responses could be observed. The median survival 
time was 36 wks. and 36 wks in the Treosulfan- and Leuprorelinarm, 
respeetiveiy. ‘The media time to progression was 17 wks. in amr A and 
10 wks in arm B, which was not significantly dferent. 20% of patients 
receiving chemotherapy showed stable disease compared with 11% in the 
GnRH group. Both arms demonstrated tow rates of grade 3/4 hematologic 
toxicity without acourence of any febdle neutropenta. Alopecia was seen in 
15% of patients (arm A) and 5% (arm B), respectively. 

Conctuafon: In the group with early relapse of ovarian cancer, who has 
the worst prognosis at all, the final analysis showed no difference between 
chemotherapy wkh an afkylating agent and leuprorelin, although there was 
a tendency towards chemotherapy. 
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Objsctive: Evatuatton of the efficacy, toxicity and quality of lie In 
ovarian cancer patients treated with either cisplattn/paclitaxel or carbo- 
platin/paclitaxel as first-line treatment. 

Mefhods: 798 pts. were recruited in a randomized trial comparing car- 
bopfatin AUC 6 + paoktaxel 185 mt$rn* 3 hrs iv q21 (arm A) withciaplatin 
75 mg/m*‘+ packtmcet 185 mg/m’ 3 hrs q21 as first-line chemotherapy 
for ovarian cancer patients IIB-IV. Primary endpoint was progression free 
survival (PFS). 

Results: After median foltow-up of 100 wks. 392 pts. in arm A and 385 
pts. in arm B were evaluated. Median PFS were 76 and 72 wks in arm A 
and B, respectively (hazard ratio 1.07 wkh 90% confidence interval 0.91 
- 1.28. p&54). Overall survival after 2 years did not differ between both 
treatment arms (p&27). Response evaluation was done in 83 pts. in arm 
A and 70 pts. in arm B who had measurable disease. Complete and partial 
responses were observed in 75.9 and 80% in arm A and B, respectively 
(pcO.11). Hematological toxicity occurred more frequently in arm A. Quality 
of life during treatment was signiffcaotly inferior in arm B. 

Conclus!ons:.Bofh treatment arms showed equivalent efffcacy, but car- 
boplatfn/paclffaxel had a superior therapeutic index due to better tolerance 
as measured by toxicity and quality of life analysis. 
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ATF-HM, a chitnqric molecule qf bikunin, suppresses 
mfgrstbn and invasion in ovarian cancer cells 

Y. Takei1*2, M. Suzuki’, H. Mzukami2, Y. Saga’,*, H. Kobayashi3, 
T. Kohno’,*, M. Ohwada’ , A. Kume*, K. Ozawa*, I. Sate’ ‘&hi Medical 
Schwt, Obstetriics And Gynecology. Tochigi, Japan; *Jichi Medkxl School, 
Division Of Genetic Thempeut& Tochgi, Japan; 3 Hamamatsu Medical 
School, ObstetriLs And’Gynecotom Shizuoka, Japan 

motecule, derived from HIB(the active site of bikunin) and an amino terminal 
fragment (ATF: uPA receptor binding site), have been devetoped tq increase 
the affinity for the, cancer cell surface. In this study, Lve aixamined’the 
actions of the chime& gene against cancer mefastasfs and k&&on. 
Methods: We isolated ATF and HI8 genes from the pfacenta-&&ived uPA 
cDNA and bikunln cDNA, respectively, by PCR cloning, and constructed a 
plasmid exaresaino chimerfc ATF-HIS, ATF-HI8 aene was transferred into 
the human ‘ovarian-cancer cell line HRA by the standard calcium phosphate 
precipitation method. ATF-HI8 transfectant of HRA (HFfA-ATF- Ht8) and 
the &ntrol (HRA-luciferase (LUC)) cells were plated in G&II pfaba by 
50,000 cetlsAvell and c&red in 10% serum-suppksmented DMEM. After 
24, 48, 72, and 96 hours, the cells were dislodged and counted by a 
hemocytometer. Cetl migration was measured by the tn vitro a&& wound 
healing assay. Monolayer oaks were scratched wimaaterfte ptpettetfp~in 10 
cm plastic dishes, and after 8 hours of culture in 2% serum-supplemented 
DMEM, cell migration was evaluated by counting cettsthat migrated from 
the wound edge. Cell invasion, was measured, by usinga mafrtget~ated 
chamber. Cell suspension (200,006 cells in 500~11) was placedin theupper 
compartment of the chamber. The chambers wxa ~il’rcubated fur 20 hi~urs. 
At the end of the incubation, the cells on thetowersuclaceofthe membrane 
were stained and counted under a light micrasdqljei Results: There was 
no difference in cell growth between HRA-ATF-f-ff8 and HRA-LUG. The 
number ofHRA-ATF-H6 mitaratedto the scratchederea v39s264&70 cells, 
which was sfgnifrcantly sn&er *an those of MRA-LUC (363&134 cells) 
(P<O.O5). The number of HRA-ATF-HI8 invadedto the lower&ace of the 
membrane was 102&28 cells, which was significantly amafJer than those of 
control (354 +26 cells) (P-~O.001). Condusion: We eonstrwctsd anATF-HI8 
expressing plasmid vector mat can be expressed in a human @I line. We 
found that ATF-Hi8 gene suppressed migration and :invaston ,of .ovartan 
cancer ceils. A viral vector mediated deftvery of thfs&hiti gene ATF-HI8 
carrles prospects for future applications to gene therapyfor ovarian cancer. 
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tumor growth in ovarian cancer 
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Purpose: Intedeuktn-10 (IL-IO) is an immunosuppressiva cytoktne pro- 
duced by T lymphocytes, and has recently been drawfng attention as 
an inhibitor of tumor angiogenesis. In this study, we investtgated anti- 
angiogenic and tumor-suppressive effects of IL-10 in ovarian cancer cells. 
M&&s: Murtne IL-lo-expressing plasmid was constructed and transferred 
to two ovarian cancer cefl lines, SHIN8 (VEGF-prcducirQ) ahd KOGPS 
(non-VEGF-producing) cells by calcium phosphaf&n&a@d transfection. 
After selection, mll-lO-expressing cells were obtained and named as 
SHfN-3/mlL-10 and KOC-2S/mlL-10. respectttely. Expression of mlL-10 
was determined by western blot analysts, of +ftpre~~per+tants. Cell 
proliferation was examined for up. to 7 days. The; 8$@g,@ii&tivit@s of 
mll-lo-expressing cells were measured by dorsaf& sac r&&y, which 
detected the number of newly formed btood vesset wtthin a chamber in 
vivo. Tumor formation was evafuated by subwtanews tumortransplan- 
tation, and survival was monitored following intrapedtoneal tiiieqt$ of 
ovarian cancer cells in BALBlc nude mice. Results: Western blotanalysis 
of culture supematants showed mlL;lO expressionsp~ for transfectad 
cells. No significant differences were observed in growth properties be- 
tween the mtL-IO-expressing cetts and the control (lucifafase-express@ 
ceils) in both KOC-2S and SHIN-3 In viva angiogenlc.aCttvtty and tumor 
growth were signiffcanfly inhibjted tn SHlN-3lmlL~lO. cells-+ompared with 
the control (p&.05). Also, per&teal dlssemlnation was inhibited and the 
survival period was signMcantly prolonged (mean survival days>9Oversus 
36, p<O.65). In contrast, in KOC-2s cells, no sfghfficant differences were 
observed in the angiogenic activity, tumor growth, pMitom?&dissentfnation, 
or survivakttme between KOG2S/mlL-10 c&s anctfhecontrof+ Coodusion: 
k-10 exhibited suppressive effects on angicgeneais, tumor growth, and 
peritoneal dtaaeminatkm of VEGF-pmdting ovarian cancerIcelts. Akliough 
the precise mechanism of action is yet to be determlned, ant&angk@ertic 
effect of IL-10 might be assocfated with downregutation of VEGF expmssion 
and/or inhibition of intracellular VEGF signaling pafhwky. 

Purpose: It has been reported that bikunin, a urinary trypsin inhibitor, has 
an inhibitory activity against cancer metastasis and invasion. A chime& 


