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VERY HIGH-DOSE CHEMOTHERAPY (VHDCl) WITH EMATOLOGIC SUPPORT IN
PREVIOUSLY UNTREATED ADVANCED OVARIAN CANCER (OVCA):
PRELIMINARY RESULTS OF A PHASE 1-11 STUDY_
P Benedettl.panlc!", S.Greggl·, G.Scambla·,G.Salemo·, M.Amoroso·, G.Cutillo·,

G.Menichella$, LPlerelll$. M.L Foddaj$, B.Blzzj$, and S.Mancuso·' ·Dept. of
Gynecology and $Dept. of Hematology, Catholic University, Rome, Italy.

Two consecutive lrials were conducted to evaluate a VHOCT programme w~h

autologous bone marrow (ABM) or peripheral stem cell (APSC) supporl In previously
unlreated OVCA patienls (Pis) with macroscopic (O.5-2cm) residual tumor. Filthy·
one pis (medan age 44; stage IIIC 78%) underwent: Induction chemotherapy
(Inden (2-4 cycles of a clsplatln and cyclophosphamide combination +1· GoCSF)
w~ ABM and'or APSC harvesting (H) followed by Intensification (Int) CT (one course
of a platinum. etoposide comblnet!on +1· L·PAM,+/-GoCSF&EPO) In the absence of
clinical progression. 2nd-look laparotomy was performed In complele responders.
42 (B2%) and 39 (76%) pis are evalusble for toxlclty and palhologlcal response (PR),
respectively while Bpis are stili on treatment, 3 progreased when on treatment, 2 are
awaiting 2nd look. One toxic death occurred due to- systemic mycosis in a pi
undergoing ABM transplantation (T). The nurTUr of Ieulcaphereses required for
adequate APSCH decreased alter G-cSF Incorporation. Ouretlon of 8M aplasia
progressively decreased lor pis receiving ABMT. APSCT and APSCT + G-cSF &
EPO, respectively. 90% pR (CR 44%, PR 41% of which 36% microscopic) was
revealed a12nd-1ook. A median follow up 0128 (2·79) months has been reached from
diagnosis. Only 2 of the 19 pathologically complete responders (6 with a > 5 year
follow-up from 2nd-look) have so far relapsed whhoul fUrlher Iherapy. Trealment
proved to be feasible with acceptable loxicity when APSCT + G-cSF & EPO were
used. The disease-free Interval would seem 10 be longer than expected In this pt
subset. These data, nconfirmed alter a prolonged observation, warrants fUrlher
Investigation (in a randomized sening) on the possible therapeutic impaC1 of this new
approach on chemosenshive tumors.
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"ortlt Infu.lon (ADM, MMe, C"'IlIlP) and .lop.now (MMe, ADM) fnr ,y'lfmlcolly
pretruted Ind procreslln FlGO III CInd IV ovul•• tinter ~ 45 patients

~. G.Uhnrer, K. R. Ailntr
Ilernrtmcnl ofSurlticnl (}ncnll)J!Y· I\:c:klcl"in~ PIUllinen K linik. WiC'~h~(kn

4~ 1"1:-1. with I"rogre!'l!'livc FHiO III c Oh/45 rt~.) lInd IV (9/451"15.) (lv"rinn cancer. non
rc~ponder!llo "ri('lr ~y~lcmic chcmotherapy. underwent re(l:ional chemolherllry (Ziven viII
hilth aortic calheter in cycle Inntl2 nnd aortic !llop-flow inru:\ion in cycle J, I>nIlE~

!'Htmini!'ltercd were I\f)M (~O mil). MMC (14 - 20 mit) "nd COnp(2)l lin ml1) wilh "firer
thigh block in the fir!'lll\\'o cour:-lC~ nlld 20 rnlt MMCl50 mit ADM in ~lllr-nl1\"" illfll~ion.

JIlI4S pt~. (RO%) hAd four-quAtlrnnf nnd Q/45 ptlll. (20%) h"d Iwo-qul!ldrRnt reriloncl!Il
cllrcinOllli!l with severe n~cilc:-l. Ill~. HeH) IV ~howed distllnl mela."la~i~ to the liver and
d;aph..gm (9/9 plo. J.
All p(~. were re,i"tnnt 10 I"rinr ~y:-;lclllic chemotheral"'Y nnd in I"'roll'"e:-;~il1n n'l etcmnn~trnled in
~cond-look I'p"rnlnmy (1.1'V..II'r (··I·-~cnn {67-;.1 hcfnre ...Inrt Ilfrcllinn,,1 (·IIClIlllllu"T"I"'Y.
Re!lpon~c was e."timlued ftccordinlil It' hi~tology. tumor markc~" Cl·-...cln. reduclion of
,,~cite5 and performance ~Cftlc

Hi~lolo&ical resronlie: ~n 1 CR (Ioi~,"); Rl21 PR (31''''..); 7/21 MR 04%); 1/21 NR (14%).
Overall clinical re~J"On'le Wftll QVY..: 5/4.1i CR (11-1.); 21/4~ fiR (47841: IM4~ MR ()~~.).

fumor m..k... (('A 12·5): 6134 ('R (I K'Yo): 16134 PR (47%): 12/34 MR OS%). 14/4K pl•.
w(re marker negftlivc.
CT·,,,n: 8/41 CR (19%1: 10/41 I'll (24%): 1.1/41 MR (J2%): 6141 NR (I \%1.4/41 Sf)
(10%).

Complete resnlution of ascilcll (lCCllrrcd in 9/U pl'l. (27%)" reductiun nf more lh"n ~n% in
14/33 pr.. (43%).

Performance improved ill 27/4~ rl.~. (flO%) and remftinec1 unchanlted in Q/4.1i pi'! (20'VII).

Median ~urvivaJ WMI 12.5 mIll .. Olcdinn Lime to pro~e~~ion R.ft ml!'l. 12/4~ pt'!. are l'liII alive
fnr37.J6. J6.31. 30. 2K. 21. 20. IK. 17.12and9ml'.
~ide eITcelll con~i... tin(!: oft(mpOTftTy ahdomim,1 di'!eomfnrt were lleldnm and mmally mild.
'evere bone marrow deI"'Teli'li<lO WAfI ncver oh~erved.

Conclu!lion~:

I. In ovari"n canccr rellron~c i~ eXl"'n:O:llre dependent (ConcenlrRlion, time)
2. Regional chemothcrapy hrcak'l drug relli~l"nce in '1y!'llemically pretreRted nVllrian Cllnter.
3. I"alienl:\ gain a ~Ilhlilanlially impTllved quality nflife and lIurvival henefil from lIortic

infusional chemolhcrnpy
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RANDOMIZED STUDY OF CYCLOPHOSPHAMIDE, DOXORUBICIN & CISPLATIN (CAP) VS
SINGLE AGENT CAR80PLATIN IN OVARIAN CANCER PATIENTS REQUIRING
CHEMOTHERAPY, INTERIM RESULTS OF ICON2.

A.Qrl1Qk. on behalf of the International Collaborative Ovarian Neoplasm Studies
Sponsored by: Medical Research Council,UK; Institute lor Applied Cancer Research,

Switzerland; National Council for Research, Italy;

In 1991, a large intemational trial, ICON2, was launched to compare the CAP regimen with
optimal dose carboplatin with the aim of accruing amaximum of 2000 patients woridwide. Parallel
trials were coordinated under the sama protocol in the UK, Italy and Switzerland. Both arms
consisted of 6 cycles of chemotherapy at three weekly intervals. The CAP arm gave
cyclophosphamide 500 fIl\¥m2, doxorubicin 50 malm2 & cisplatin 50 malm2. The carboplatin arm
gava aminimum recommended dose of 5(GFR+~5) mg, using the AU{; method of Calvert et al.
(JCO 1987; 7: 1748·1756). An independent Data MonitOrtng Committee reviewed interim
analyses of the data at regular intervals and gave edvice on whether the data, together with
results from other relevant trials, just~jed continuing the recruitment of furlher patients. By the end
of September 1995, 1377 petlents had been accrued from 140 centres in Italy, the UK,
Switzerland, Eire, Poland, Australia, Greece, Singapore and Brazil. The two arms were well
balanced regarding baseline characteristics. Compliance with the treatment protocol was good: in
both arms 75% of patients received at least 75% of the planned dose intensity and aI ieast 75%
of Ihe planned total dose. Patients treated with CAP experienced more severe toxicity overall
(WHO grade III or IV): leucopenia 34% vs 10%; thrombocy1openia 7% vs 16%; nausea &
vomiting 20% vs 9%; mucositis 21 %vs 0%; alopecia 70% vs 3%; cardiac 2% vs 0%; other 2%
vs 3%. Atotal of 526 patients progressed or died, with an 11% reduction in the risk ot progression
or death in favour of CAP, (95% confidence interval= -6%, 24%, p=0.16). Alotal of 391 patients
have died, with reduction in the risk of death in favour of CAP of 12% (-7%, 28%; p=O.20). Thus
currently although there is a slight trend in favour of CAP there is no clear evidence of a
dillerenee in effectiveness between the two Ireatments. The data will be analysed again in
October 1996 by which time we expect approximately twice as many events to have occurred.
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OVARIAN CANCER IN BULGARIA
M,Iltcheya, L.Hristova, I.Dimova
National Oncological Centre, Sofia 1756,
Bulgaria

The aim of this study was to anal~se the
pattern of occurence of ovarian cancer (00)
and mortality from the disease in the period
1983-1992 in Bulgaria. The frequency and
trends were stUdied by age and place of
residence of the patients, and histological
type of the tumours. Data were provided by
the National Cancer Registry and the National
Statistical Institute.
Age-adjusted (world standard) incidence of
OC has slightly increased during the period.
Nevertheless, morbidity increased from 52.4
per 100,000 women in 1983 to 97.6 in 1992
due todecreasing mortality from 00. Age­
specific incidence followed similar trends
in all age groups.
Serous tumours were the most frequently
observed histological type of 00.


