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patient refractory to either platinum or taxane. Grade 4 neutropenta occurred 
in 48% and febrile neutropenia in 17%. Two septic deaths occurred during 
treatment (1 patient receiving 1.25mg/m2 over 5 days, 1 patient receiving 
15mg/m2 over 5 days). Twenty seven percent (11) patients experienced 
dose delays (70f whom received 1.5mgIm2 dose) and 17% (7 patients) had 
a dose reduction (4 of whom received 1.5mgIm2). 

Conclusions: The response rate is lower than was anticipated and 
is likely to be a function of dose delays and reductions, and the high 
frequency of platinum and/or taxane-refractory disease. Our data suggest 
that the optimal use of topotecan in the off study salvage setting is in 
minimally pre-treated, ftt patients at a dose level of 1.5mg/m2 over 4 or 5 
days. Randomised studies comparing topotecan with less toxic alternative 
therapies (such as oral VP16) in this setting are warranted. 
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Purpose: Despke several improvements in the cytostatic treatment over 
the last years, the prognosis of patients with recurrent ovarian cancer still 
remains unfavorable. There is some evidence that the combination of whole 
body hyperthermia (WBH) with special cytostatic agents (e.g. carboplatin, 
ifosfamide) leads to a higher efficacy through increased cellular metabolism 
and immunostimulatton. 

Methods: In an ongoing prospective mutticenter phase II Study we are 
evaluating the toxidty and efficacy of 11 patients (38 treatment courses) 
with recurrence of ovarian cancer receiving WBH (target temperature 
41.8”Celcius over 1 hour) combined wtth carboplatin AUC5 and ifosfamide 
3g/m2 every 28 days, for 6 cycles or until progression. Patients (=65 years) 
are required to have sufficient cardiac, pulmonal and renal function. 

Results: Toxicity lead to dose reduction in 14 courses (36,8%). The 
following toxicities (NCI) were seen: myelotoxic side effects as grade 3 
leucocytopenia in 11 cases (28,90/o) and grade 4 leucocytopenta in 6 cases 
(15,8%). Thrombocytopenia grade 3 occurred in 9 courses (23,7%), grade 
4 in 7 courses (18,4%). In 2 courses renal toxicity grade 2 appeared. 
In IO courses (26,3%) skin burnings grade 2 and in 4 courses (10,5%) 
skin burnings grade 3 were reported. No other severe treatment related 
adverse events were noted. Preliminary data on efficacy include 5 patients 
with partial remission, 4 patients with stable disease and 1 patient with 
progression. 

Conclusion: The combination of carboplatln and tfosfamide with WBH 
is well tolerated and appears to be feasible and safe. After the successful 
completion of the phase II sequence (15 patients) the study will continue as 
a randomised multicenter phase Ill study, comparing above treatment with 
nonnothermic cytostatic application. This will be the first phase Ill trial to 
evaluate the efficacy of WBH combined with chemotherapy. 
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The high incidence of peripheral neurotoxicity associated with plat- 
inurn/paditaxelcontaining chemotherapy for ovarian carcinoma Is frequently 
a limiting factor with respect to tong term treatment. A pilot study was con- 
ducted with docetaxel instead of paclitaxel to investigate if incidence of 
neurologic toxicities could be decreased wtthoutcompromising tumor re- 
sponse. 

Sixty-one pts with epithelial ovarian cancer (FIG0 II-IV), were treated 
wtth the combination of carhoplatin (AUC 5) and docetaxel (75mg/m2), 
Lv., 43~. Twenty-nine pts received 6 courses of carboplatin&ocetaxeI as 
first-line treatment for ovarian cardnoma. A further 32 pts weretreated with 
cerboplattn/docetaxel for relapse 212 months as second line therapy. 

A total of 366 courses was administered: Predominant WHO grade 3/4 
toxicttywas leucopenia (21/61). Grade 3 thrombocytopenia occurred in 5% 

of pts. No Grade 3 neuropathy was observed,. Grades 2 and 1 neuropathy 
was seen, respectively, in only 2/61 pts and 16/61 pts. In the second-line 
cohort, neurotoxictty was not increased. 12/61 pts complained of mild to 
moderate fluid retention, mild to moderate nausea and vomiting (WHO 2/3) 
occurred in 24/61 pts. No ototoxiclty was observed. 

01 26 first-line patients evaluable for response, ORR (CR + PR) was 
79%. Thirty second-line, pts were evaluable for responsewith ORR of 75%. 
Calculated median TTP for first-(23’29) and second-line cohorts (23/32) 
was IO and9,4 mos, respectttely. 

In summary, the observed efficacy of carboplattn/docetaxeI combina- 
tion therapy for ovarian carcinoma is comparable to that reported for 
platinum/taxane combinations. Nevertheless toxicities. particulartly neu- 
rologic side effects are less severe and less predominant with carbo- 
plattn/docetaxel. 

1187 

Complement activation in ovarlan cancer 
POSTER 

M. Swahn’, M. Hahlin’, M. Haeger’, A. Bengtsson3, M. Tylmar?, 
G. Horvath’ ’ Sahlgrenska Untie&y Hospital, Department of 
Gynewlogidal Onc&g~ Golhenbu<, Sweden; * Sahlgrenska University 
Hospital, D6pariment of Obstetrics and Gynecol~~ Gothenburg, Sweden; 
3 Sahlgrenska University Hospital, Depariment of Anesthesiology and 
Intensive Care, Gothenbug, Sweden 

Backgrouncf: Actlvation of the complement system plays a key role in the 
inftammation process and in protecting the host from pathogenic agents, 
e.g. viruses and bacteria. Complement activation has also been observed 
in connection with neoplastic disease. The aim of the present study was to 
determine whether complement is activated in patients with cystic ovarian 
tumors and tf the degree of activation differs in malignant and benign tumors. 

Methods: C4d, Factor Bb, C3aAXadesArginine and SC5b-9 were mea- 
sured in 65 patients with lower abdominal cystic ovarian tumors, induding 31 
ovarian cancers and 35 benign ovarian tumors. Patient age and tumor size 
did not dtter significantly between the two groups. The levels of C&I, Factor 
Bb and SC5b-9 were detenined in plasma, inascttes and ‘in cyst ftutid wtth 
Enzyme Immune Assay (EIA) methods. Levels of C3aAXadesArginine 
were determined in the same compartments with an ELISA procedure. 

Results: C4d and C3aAXadesArginine were signiftcantly elevated in 
plasma, ascites and in cyst fluid in patients with malignant ovarian tu- 
mors compared to patients with benign tumors. Factor Bb and SC5b-9 
showed significantly higher levels in plasma and in cyst fluid in patients wtth 
malignant cystic ovarian tumors compared to those wtth benign tumors. 

C&nclu&ns: This study shows that complement is activarsd in patients 
with ovarian cystic tumors. There is a signitinttv higher grade of ectivation 
in patients with malign ovarian tumor&than in patients with benign cystic 
tumors in the ovaries. 
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lntraperttoneal (IP) chemotherapy (CT) in AOC demonstrated significant 
acttvtty in patients with small-volume residual disease (RD), as part of the 
initial chemotherapy or after failure of IV CT. However, long term evaluation 
is seldom reported. We report our results with wnsolidatton IP CT in 
patients who1 achieved a complete pathological response after IV CT. This 
study induded patients (pts) with AOC (stage Ill-IV, under 70 yrs) who 
entered in four prospective trials (19841997) including IV CT based on 
cisplattn (6 cydes) and anthracyclines, early debulking surgery after three 
cycles of CT in case of initial RD over 2 cm, second-look laparotomy 
(SLL). and ~irkraperttoneal consolidation CT (Proc ASCO; 10:639, 1991; 
Proc ASCO; 12888, 1993; Eur J Cancer; 2853, 1992). Among 219 pts, 
68 with biopsy negative second-look laparotcmy received every 4 weeks 3 
consolidation cydes of IP.CT via a totally implantable port. Fifty six patients 
received mitoxanbone 25 mg/m2 D l,‘VP16 1.20 mgfm2 D 1. In 16 pts, 
IP cisplatin 100 mg/m’ was added (no previous neuropathy). Nine patients 
received high dose cisptattn (266 mg/m*) and 3 patients had cisplattn 200 
mdm’+cytarabine 29. Only 13 pts (19%) did not receive the full 3 cycles. 
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Mean age was 56 years. stage IHA 3pts, IllB 16pts, IllC 45 pts, IV 5 pts. 
There was one toxicdeath (2%). With a median follow-up of the study of 8.25 
years, median overall survfval is 75 months and median progression-free 
survival is 41 months. At 5 years, 66% are alive and 32% didn’t relapse. 
Intensive consoliatlon IP CT after negative SLL can improve survival in 
ACC. However, due to hate relapses the cure rate remains disappointedly 
low, even in this most favorable patfentscategory. Long-term foilow-up (more 
than 5 years) is therefore needed to further evaluate strategic treatment 
options. 
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Introduction: Cisplatin (CP) is an anttneoplastic agent active against ovar- 
ian tumours but nephrotoxtdty is often dose- limiting. 

Objectivsz Todetermine the incidence of acute and chronic nephrotoxicity 
of CP, the risk factors associated with its development and the influence of 
two different types of prophylactic hydration. 

MatedaIs and methods: We have retrospectively studied i32 patients 
who received CP in the treatment of ovarian cancer in the Portuguese 
Institute of Oncology Francisco Gentft between 1995 and 2000. They all had 
a normal plasma creafinine wncentration before treatment. They received a 
dose per course of 75 mg/m2, with a minimum of 6 courses and a maximum 
of 12 courses of chernothera~v (CT). There were 2 different courses of 
prophylactic hydration: ‘profonged‘hydration’; (4OOOcc of saline in 20 hours) 
and ‘short hydr@on’(39OOcc of. safine in 6 hours). Acute.Renal Failure 
(ARF) was defined as’a~doublingin the plasmacreatinine concentration and 
Isolated Tubulopathy (IT) as the appearance of hypomagnesemia without 
a concomitant rise in plasma creatinine wncentratfon. Chronic Toxicity(CT) 
was defined as a doubting in the plasma creatinine concentration, 6 months 
after chemotherapy. 

Results: There-was evidence of. nephmtoxicity in 78 patients (59%): 
53 (40%) had ARF and 25 (19%) IT. Most toxicitv developed after the 
6th ‘&u&e of CT with an average~cumutative dose of 720 mg. Age was 
significantly assooiated with nephrotoxtcky (58,l f 11.8 vs 49,3 f 141; 
p~O,OOOi), dose of CP per cycle (118a 17 vs 104 f30; p<O.O05), and 
highest cumulativedose (797 + 284 vs 680 * 221; pcO,Ol). In 12 patients 
CT was suspended.due to side effects. 20 patients died during treatment. 
There was no significant statistical diierence between the two types of pro- 
phylactic hydration. CT was seen in 29 patients (22%) and was significantly 
assoctated with age (59.5 f 13.6 vs 53 It 13,l; p~O.05). 

Conclusion: Acute nephrotoxicity of CP has a high inddence. Age, 
dose of CP per course of CT and oumutative dose of CP, are risk factors 
for toxicity. There were no differences in the incidence of nephrotoxicity 
between thetwo prophylactic courses of hydratton. Development of chronic 
nephrotoxicity is frequently related with the age. 
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Object&e: Pelvic and abdominal computed tomography (CT) is usually 
performed in patients (pts) with ovarian cancer (OC) to evaluate thediseases 
extent as well as the response to therapy. The purpose of this retrospective 
study was to evaluate the role of CT scan in predicting pathotogic response 
to systemic chemotherapy, in pts wtth OC. 

Purpose: Bikunin, a Kunitz-type proteases inhibitor, was k&ted from hu- 
man amniotic fluid and urine. We prevtously repoded.that bikunin efficiently 
inhibits soluble and tumor cell-surface receptorboundp&asmt~ Bikuntn in- 
hibits not only tumor ceil invasion in an in vitro assay butalso prod&Ion of 
experimental and spontaneous lung metastasis in an iii vtvo mousemodel. 
Recently, we reported that bikunin markedly supresses the cetl’motifii pos- 
sibly through negative regulation of PKC- and MEK/ERK/cJun dependent 
uPA expression. 

Methods: We retrospectively reviewed the abdominopetvic CT scans In this study we first transfected an expression vector harboring a oDNA 
performed after the comptetlon of three or more cycles of Platinum based encording for human biiunin to human ovarian carcinoma celt line ,HFtA, 
chemotherapy in 29 pts with proven epfthettal ovarian cancer’and residual highly invasive cell& and investigated the effect of bftas‘rtn overexpression 
lesions after primary surgery. These CT ffndings were compared with on the changes in tumor cell phenotype and invasiveness in the stabty 
subsequent laparatomic ffndiigs. transfected dones. 

Results: The-correlation between radiologic and laparatomic findings 
was wnwrdant in 72% (21/29) of pts and discordant in 27% (8/29). 

Methods: We made bikunfn transfectants and luciferase transfectants as 
a control vector. The parental cells were used as controt. I) Proliferation, 

After chemotherapy, 14 CT were negative (Clinicat Comptete Remission) 
and 15 were positive (14 Remission Pattiat and.1 Stable Disesjse). but be- 
tween the 14 pts with negattve CT there were only sixpathofo&al Complete 
Remissions whereas all 15 pts with posittveCT were pesitfve,at surgery. Cu- 
mulativety laparatomy revealed either mtcroscoptc or macroscopic residual 
lesions in 23 pts, whlfe 6 pts were wmpfetety tumour-free. 

Conclusions: tn our experience a positive CT always corresponded to 
positive surgical findings whereas a negative CTcorrelated with pathologtcal 
Complete Remission only in 42% of the cases. 

The positive predictive vatue was 100% and the negative predictive value 
of CT was only 38.4%. 
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Purpose: In this study, patients with Granulosa cell tumours (GCT) were 
evaluated retrospectively and recurrent cases ch&ctertstics and treatment 
outcomes were documented. 

Methods: Forty-five patients (4.7%) with GCT were:tnqtedambng 952 
patients with ovarian ‘cancer between 1979-l 998. kineof 45,patfents (26%) 
developed recurrent disease on follow-up. All patients but one (@age la) had 
stage III disease. The specific recunencqsites were intraabdominal (liver, 
perftonea, spteen), 4; pelvic, 2; pelvic+iWraabdominal, 2; lung; 1. Patients 
with only pelvic recurrence received only p&ii radiotherapy (2 ,patients) 
and patients with distant (intraabdominat, lung) f pelvic recurrence received 
only chemotherapy of cisplatin, Qxorubucine, cyctophosphamk$ (PAC) or 
cisplatin,. cycpbosphamide (PC) (5 patients). The other twos patients with 
intraabdominal recurrence refused to receive treatment. 

Reeuh*r: The median age was 46 (1654) year& The median recurrence 
time was 19 (529) months. Patients with,onfy pelvic recurrence receiving 
onty radiotherapy were dead of their disease progression 5 and 6 months 
from the diagnosis of recurrence. Theother two.patk&~tsvfho had no treat- 
ment were also dead of their disease progression 11 andl3nIonths afterthe 
recurrence. Among patients received chemotherapy, three completes and 
1 par&f responses were observed, for an overall response rate,of 86%. 
One patient had progressive disease under the chemotherapy~ Three of 5 
patients receieved chemotherapy were dead of their disease .progt’ession 
26. 41, 52 months while two patients .who hadcomplete ‘response were 
alive wfthout evidence of disease 25 and 33 months from the .diinosis of 
recurrence. The median survival after recurrence for all patients was 21 
(5-52) months. 

Condusion: Despite the smatl number of patients in our study it can be 
conduded that chemotherapy may be the treatment of choice for recurrent 
granulosa cell tumour of the ovary. 

1192 POSTER 

Suppression of invasion and peritor~&qrcinomaEoskr of 
ovarian cancer cell line by overexpres&m or btk&n 


