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A phase II trlal..gyn@@Me and ci+pIatin comblnatlo~ 
chdmotherapy ih advqnced epithetial ovarlan cancer with 
bulky residual disease 

L. Shaharyar, I. Mahmood, 2. Pdauddin, A. Mahmood, K.M. Chaudry, 
M. Hafeet, E. Rehman, A. F&heed, 1. Sabtr. Kmg Edward Medica/ 
College/Mayo Hospital Lahore, Radiotherapy andOnco/ogy, Lahore, 
Pakistan 

Purpose: The purpose of this study was to evaluate the efficacy and toxicity 
of combination of gemcitabine and cisplatin as first line chemotherapy in 
advanced ovarian cancer with bulky residual disease. 

Method: From June 1999 to November 2000, 34 patients were enrolled 
in this study. Patiints with histopathologically confirmed FIG0 stage III 
c and IV disease with residual tumour of more than two centimetres 
in one dimension after plimarv cvtoreductive surgery were induded. No 
prior chemotherapy, rad&en&y -&’ honnone the&$ was allowed. Other 
eligibility criteria Includec’KPS l 70%, adequate hepatic. renal and marrow 
fur&& Median age was 48 years with-a range from 26 to 70 years. 
Twenty-six patients were FIG0 stage Ill c and 8 were stage IV. Gemcitabine 
was administered as thirty minutes IV infusion on Di and D8 of Pi-day 
cycle at a dose of 1250 mg/cm2. Cisplatin was given as 75 mg/rn2 on Dl 
only. Common toxicity criteria was used for grading of toxicity and modified 
WHO criteria was used for response evaluation. 

Results: All the Thritv-four oatients were evaluable for toxicitv and 30 
patients were evalusbleior re&onse. Grade III/IV toxicities were not seen. 
Grade VII leukopenia cccuned in 10,patiints (29.4%). Grade YII thmmbo- 
cylopenia was seen in4 patients (11.8%). Grade.l/ll anaemia was seen in 5 
patients (14.7%). Grade l/l1 nausea/vomiting wasseen in 5patients (14.7%). 
Grade I alopecia was seen in 9 patients (g5%). Grade I elevation in’serum 
creatinine was seen h 2 patients (5.9%). No rash or flu like symptoms were 
observed. Complete response was seen in 8’ patients (26.7%) while partial 
response achieved in 15 patients (50.0%) with an overall response rate of 
76.7%. Progressive disease was seen in out patient (3.3%) while stable 
disease was noted in 6 patients (201)0/o). 

Conclusion: It is conduded that this dose and schedule of gemcitabine 
plus dsplatin combination chemotherapy h%s been effective and safe as 
first line chemotherapy in advanced epitheiial ovarian cancer and has given 
a high overall response rate, 
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High dose (HP) topotecan (TPC) with peripheral bloocj stem 
ceil (PBSC) qpport in pirarlan carcinoma (CC): a phase I 
stun (ffbv al protocol) 

C. Lhomme’, J.P. Lotz2, P. Pautier’, M. Fabbro3, F. Selle’, V. Ribrag’, 
B. Gosse4. F. Lokiec5. M.E. Boutin-Tranchant. P. Viens4. ‘InsMUt Gustave 
Roussy Wejuiir, Fran&; 2Hopita/ Tenon, Park, France; 3Centre Val 
d’Aurel/e, Montpellier. France; 4 Ins&t Paoli Ceimettes, Marseille, France; 
5 Centre Rene Hugenin, Saint Cloud, France 

Refractory/relapsed OC and FIG0 stage IV OC is associated with a poor 
proqnosis. Pnd-line chemotherapy aftertaxan&platinumcompounds yields 
a r&ponse rate in the order of 26%. 

Rationale: TPC is often used ifi 2nd.line chemotherapy. A conventional 
admipistrat&n (adm; 3O’/d x 5d) induces mainly hematdogical todcity. A 
5d continuous infusion (Cl) induces grade IV mvsitis (maximum iolerated 
dose (MTD). -Z 12 mg/m2]. A one-day single adm does not allow more than 
10.5 (24-hour Cl) or 22.5 mg/m2 (30’ adm). 

Prot6col: We decided to build a HD chemotherapy regimen supported 
by PBSC with increasing doses of TPC until the MTD. TPC was planned 
to be administered as a 30’ daily perfusion for 5 d, beginning at 4.0 
mglm2kl. Subsequent dose ievels were planned as follows: 5.0, 515, 6.0, 
6.5, 7.0 -2/d. Three pts were to be treated at each dose rev+. DLT 
was defined as one toxic death, grade (G) 4 non-hematolbgicai tox or G4 
hematologlcal tax lasting >6 weeks. h the event of DLT being expe*nced, 
a further 3 pts were to be recruited at that dose level. MobilizEftlon to 
collect 6x10 6 CD34-+/kg (a 2nd course was optional) was performed with 
cydophosphamkfe + filgrastim. Conaiderfng Fe good toietibilii at 7.0 
mg&?/d (35 mg/m2), we decided to test higher doses: 7.5, 8.0, 8.5, 9.0, 
9.5, IO mg/m2Jd. 

Fiesulta: From 06/98 to 12/00. 29 ots pfevtouslv treated with plat- 
inundtaxane (refrac@ty disease14 pts, ‘eat’& relapse - within 6 ino’&hs 
of therapy - 7 pts, FIG0 IV QC 8 pts) were induded; 28 pts have completed 
the let &&se; and 9 pts have re&ived 2 cycles. Main tox was G2/3 fever at 
time of adm for 14 8 3 pts. No G3 diarrhoea was observed. One pt treated 
at a dose of 35 m&m2 died ofG4 sepsis. One fl had G4 vorhitlng. No other 

G4 tox. was observed. Duration of G4 neutropenia/thr~nia were 
lld & 7d. Pharmacokinetlc data (Cmax, AUC) for $5 pts [at dl-2-5) were 
linear within the dosing ranges of 4 to 7.5 mg/r&/d. The study is ongoing 
at a dose level of 8.0 mg/m2/d 
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Phase II study of pactitaxel (taxol, gemcftabine, and cfsptatin 
for patients with advanced ovarian tkrieer) 

J. Van den Bosch’, K. Hoekman*, R.M.M. Verheye#, H.M! Pinedo4. 
’ !AJnro, Medical Oncolo& Amsterdam, the NeUi&lande; 28VUw Medioal 
Oncolo& Amsterdem, rhe Netherfends; 3 VUmc, Gynecu~ Amsterdam, 
the Netherlands; 4 VUmc, medical oncolm Amsterdam, the Netherlands 

Background: Platinum-based chemotherapy, following debulking surgery 
is the cornerstone in the treatment of advaflced ovarian caocer, while the 
introduction of the tax- has be& a r&j& cor@ibu$n. h ihe treatn&nt 
of these patients, both in first as ih second‘iine. ~&m@tabine in&&3s 
anti-tumotir responses in second-line tr&&ieilt of oyarjan eanoer and 
shows synergism with cispfatin in precliniciil studies. For these msons we 
parformed a phase II study combining these three agents for patients with 
advanced ovarian canceri both in primary as in reeutmnt diseas& 

Patfents and &tbodez Treatment consisted of padiiel 150 mglm2, 
cisplatin 75 mgIm2 on dajr 1, and gemcitabine 800 m&n2 .&-I day 1 and 8. 
followed by rhG-CSF (Filgrastim) 3OOmg SC. from days 2 to 7. Treatment was 
repeated every three,wee&s. Patients had histoktgically v&fled spittrelial 
ovarian cancer, FIG0 stages Ilb, Ilc, Ill, IV or recurre@ disease,, age 
between 18 and 70 years, PS was 0.1 or 2. and nc brain met&tdees or 
derhonstrated resistance against cisplatin. The planned number of T(3C 
cycles was 6, statting within 4 weeks after surgery or with a minimal 
inter-treatment interval of 4 weeks for previously treated patients. 

Reauftsz 29 Patients were treated, with a median age d51 years, :FlGO 
stages Ill and IV we& present in 76%. 25 Pattents had-pddrsurgery, 5 had 
ptior chemotherapy. 22 Patients completed 6 cycles. Treatment was pre 
maturely stopped because ot hypetseosiflvii reactiins (6%);prog~essive 
disease, or nephmtoxicity, No grade IV toxicity was seen. Qrade 111 toxicity 
consisted of anemia (19%), leucopenia (21,%), thrombocylopenia (IQ%), 
nausea/vomiting (lo%)), and neurotoxicity (8%). 

21 out of 26 patients had a nonalisatfon of the CA-126 within 4 cydes of 
TGC. Tha rasponw rate was 84%, with 65% complete responses. S&e 
disease was present in 8% (one with recurreqt disease). Progressive 
disease was present in 2 patients &I%), one with recurrent d&ase. Median 
response duration was equal or more than 11 months. Overall survival *as 
equal or more than 14 months 

Conclusion: The combination of paditaxel, gemdtabine: arM Csplatin is 
feasible and actiie in the treatment of advanced ovarian cancer, both in 
primary as in recurrent disease. 
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Experience with topotecan as salvage tier&y for epithellal 
ovarian cancer in a cancer centre 

V.J. O’Neill, J. White, S.B. Kaye, P.A. Vasey 

Background: Relapssd ovarian cancer is an incurable disease, with a 
particularly poor prognpsis for those who relapse,witttin,6 Fqnt@s of first-line 
treatment. Clinical trials have dem@@rate#hattopo+can+$qr4eDf the most 
active drugs in thii setting, but is associated with signific&t h9em~tologkal 
toxicity in 70-809/o of those receiving it at standard doses. We p@nm?d a 
retrospective audtt of patients receiving off-study topotecan at We Be&son 
Oncology Centre, Glasgow to assess response and toxicity using ,WHO 
criteria. 

Mathods: Between 1998 and 2000, 41 patients received topatecan at 
our centre. Clinical or radiological response data were ava#able for 36 
patients and Cal25 response data were available for 34 patients., Median 
&S ww 55 (?B-x3), enii median number ,of cycles delivered was 3: (14. 
Dosing and scheduiir@ varied from 0.75-r&! -1.5mg/m2 tot $4 or 6 days. 
Nlnetf&.ven and 8@& of patients had &eive&p@~ platinum and prior 
taxane therapy, r-y. Fifty one percent df patients were platikm 
refractory and 54% taxane refractw, as judged by progresslon on therapy 
dr relapse within 6 months of treatment. 

Resu#s: Overall diicel response rate was 1 I%, with a Cal26 response 
rate of 3$%. A further 9:patients (21%) had- stable&sase. A# 4.patients 
m.spondiirQ to treatment (2CR and 2PR) had received 1.5m@m2 of te@te- 
can (3 patients received tfeatfnent over days 14,l patlent civer.days l-5). 
Of the clt@el responses seen, 3 (2 GR and 1 PR) were in pEttents neither 
platinum nor taxane refractory. Ofily one response (PR) was observed in a 


