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ALTHOUGH systemic combination chemotherapy is 
widely accepted as the treatment of choice for 
patients with advanced epithelial cancer of the 
ovaries stages III and IV, even IIB, no standard 
treatment has emerged so far. Many questions 
remain to be solved and new techniques explored 
before a clear set of guidelines can be established. 
Which drugs are best, in which combinations, at 
which doses, by which route and for how long? Is 
aggressive toxic chemotherapy worthwhile trying 
in patients with bad prognostic criteria, such as 
stage IV disease ? Specifically should cisplatin, a 
toxic drug, be given to any patient with ovarian 
cancer who might, it is claimed, live just as long 
with a simple regime of oral alkylating agents? In 
a recent issue of European Journal of Cancer and 
Clinical Oncology, Piccard et al. of the New York 
University Medical Center [l] reported their 
results with combination chemotherapy in patients 
suffering from advanced ovarian cancer. Notwith- 
standing the limited number of patients treated 
and the non-randomized design of their study, the 
data attract interest because only two drugs were 
used including a relatively high dose of cisplatin 
(100 mg/m’ over 5 days). Two large randomized 
studies from the Netherlands also favour such a 
high dose of cisplatin 12, 31. Perhaps the lack of 
difference between single agent chemotherapy and 
cisplatin based regimens with regard to survival is 
related to the dose of cisplatin. 0~01s and Young 
(41 gave very high doses of cisplatin to patients 
with disease resistant to conventional doses and 
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reported encouraging remissions. In their analysis 
Levin and Hryniuk [5] cvaluatcd 33 first-line treat- 
ment regimens for the relationship between dose 
intensity and treatment outcome. Dose intcnsit) 
and number of drugs used correlated significantly 
with clinical response and survival (P < 0.001). 
The interaction between number of drugs used and 
dose intensity was more significant than tither 
variable alone for clinical rcsponsc (PC IO->) and 
survival (P< 10e5). No correlation bctwccn dose 
intensity and clinical response for cyclophos- 
phamidc or doxorubicin could bc shown, whcrcas 
this correlation was significant for cisplatin 
(P < 0.001). Further, the average mrdian survival 
time for multi-agent regimens not containin,q 
cisplatin was 14 months in contrast to the mean 
survival time for cisplatin-containing regimens of 
24 months. The mean survival time tbr single 
alkylating agent regimens of 12 months was not 
improved by higher dosages. Cisplatin emerged as 
the most active drug in the multi-agent chcmo- 
therapy regimens studied, and it stems that high 
doses may be most effective if given in first-linr. 
NOW comes the problem of toxicity. 

The incidence of ncurotoxicity and nrphrotox- 
icity increases dramatically when dosages of 100 
mg/m’ or more of cisplatin arc administcrcd for 
long periods. Such schedules arc only warranted it 
this aggressive treatment can br translatrd into 
cure of’ a significant proportion of thr patients or 
if we are in the future able to ameliorate the toxicity 
spectrum. Chelating agents Iikr thiosulphatc [ 6 ] 
and diethyldithiocarbamate [7] arc currently being 
studied for their protcctivc role against ncphrotox- 
icity, and a study to evaluatr thr prophylactic use 
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of a vasopressin analogue against neurotoxicity has 
just been launched in the Netherlands based on in 
vitro studies [SJ. Until results of these studies prove 
otherwise a maximum dose of 100 mg/m* of cispla- 
tin should be recommended in daily practice. 

Hexamethylmelamine and doxorubicin are two 
other drugs frequently used in combination chemo- 
therapy in ovarian cancer regimens. What these 
two drugs really contribute (apart from toxicity) 
remains uncertain. No clinical studies are available 
proving that hexamethylmelamine adds an antitu- 
mour effect to a combination of cisplatin and cyclo- 
phosphamide [9]. No improvement of survival 
could be attributed to doxorubicin in Italian stud- 
ies [IO] and a study published by a Danish group 
[ll], again in combination with cisplatin plus 
cyclophosphamide. A trial in the Netherlands Joint 
Ovarian Cancer Study Group failed to show any 
effect of the addition of hexamethylmelamine and 
doxorubicin to cisplatin and cyclophosphamide 
[3]. Based on these data cisplatin and cyclophso- 
phamide emerge as the two standard drugs at this 
moment for the treatment of ovarian cancer as is 
illustrated by the study of Piccart et al. in a previous 
issue. 

Which horizons will open in the near future in 
this disease is of course a matter of speculation. 
The disappointing long-term results, even in pati- 
ents achieving complete remission, the relapse rate 
is as high as 50%, suggest seeking a less toxic and 
more effective treatment. Carboplatin and ipro- 
platin are analogues of cisplatin effective against 
ovarian cancer. Preliminary analysis of carboplatin 
used in combination suggest that it is equally effec- 
tive as cisplatin and far less toxic (however, far 
more expensive). The study of the Gynecological 
Cancer Cooperative Group (GCCG) of EORTC 
compared carboplatin and cisplatin in the CHAP- 
5 regimen (with doxorubicin, hexamethylmelamine 
and cyclophosphamide) [ 121. The follow-up time 
is, however, very short. If these results hold up, 

out-patient treatment for ovarian cancer patients 
may thus become available since no hyperhydr- 
ation is needed for carboplatin and the overall 

toxicity is mild. 
The problem of increasing antitumour effects 

has not been solved by using cisplatin analogues 
at conventional doses, and as higher doses may 
overcome resistance to conventional dosages, this 
approach is being intensively studied. High dose 
cisplatin is not pratical because of high toxicity. 
High dose carboplatin may be effective in overcom- 
ing drug resistant. The toxicity profile mainly 
consisting of myelosuppression (very severe throm- 
bocytopenia) changes, however, as neurotoxicity 
and ototoxicity at a dose of 800-1600 mg/m* 
become evident. Nevertheless, higher dosages of 
carboplatin may play a role in the near future in 
aggressive treatment strategies in high-risk ovarian 
cancer patients. 

High doses may be achieved via the intraper- 
itoneal route. This is relevant in ovarian cancer, 
as the tumour is mostly confined to the abdominal 
space. Intraperitoneal chemotherapy has, however, 
not yet been proven of value, since no randomized 
studies are available. Very preliminary experience 
in the United States and Europe evoke some 
enthusiasm, but the burden of the technique 
restricts its use to the experimental setting and it 
is not recommended for daily practice [ 131. 

What conclusions should we draw from the cur- 
ently available data for our day-to-day routine? I 
think that a combination of cisplatin and cyclopho- 
sphamide should be chosen, if, as is pointed out 
and illustrated by the study presented by Piccart 
et al., an adequate dose of cisplatin of 75-100 mg/ 
m* is given. In patients suffering from ovarian 
cancer, stage IV, a bulky mass after cytoreductive 
surgery, a low Karnofsky scale and other bad prog- 
nostic signs, single agent chemotherapy or a less 
toxic combination of carboplatin in combination 
with cyclophosphamide may be applied. In these 
patients palliation rather than a complete 
remission should be pursued. In stage III patients 
a higher complete remission rate and prolonged 
survival may result from the current treatment 
strategy in ovarian cancer; the goal of cure in the 
vast majority of patients is still far away. 
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