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Summary

Purpose: To evaluate the chemotherapeutic options for women with recurrent epithelial ovarian cancer who have received plati-
num-based chemotherapy.

Methods: A systematic search of the Medline, CancerLit and Cochrane Library databases was performed for the period from 1984
to June 2001 to find randomized trials comparing second- or higher-line chemotherapy regimens in patients with recurrent plati-
num-pretreated epithelial ovarian cancer.

Results: Seven randomized trials have failed to demonstrate the clear superiority of any one chemotherapy regimen in terms of
improvements in long-term survival, quality of life or response rate. One trial detected a statistically significant difference between
treatments in progression-free survival, which was longer with cyclophosphamide/doxorubicin/cisplatin than with paclitaxel in
women with platinum-sensitive ovarian cancer. Another trial did not show a difference between liposomal doxorubicin and topote-
can overall in women with recurrent ovarian cancer but a subgroup analysis detected a significant survival advantage for liposomal
doxorubicin over topotecan in women with platinum-sensitive disease.

Conclusion: The evidence available does not support firm conclusions about the preferred chemotherapy regimen for recurrent
ovarian cancer. Randomized trials that compare new drugs with current standard treatments are needed.
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Introduction this setting and may even be cost effective [4], but no
randomized studies have compared chemotherapy to best
supportive care. In spite of the issues surrounding the
treatment of patients with recurrent ovarian cancer, there
is a growing willingness among patients to undergo
aggressive therapies for modest gains in response rates,
as has been documented in some other disease sites [5].
This has added a further dimension to the question of the
optimal treatment choice in this setting. The search, the-
refore, has been to find agents or combination regimens
for women with recurrent disease following platinum-
based chemotherapy which are active in producing
regression of tumour, improvement in symptoms and
increases in survival.

At present, there are a number of standard and novel
medications available but their relative merits are diffi-
Copyright: “Cancer Care Ontario’s Program in Evidence-based cult to assess. Few randomized trials have been conduc-
Care”. ted and even fewer prospective trials have directly eva-
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Ovarian cancer represents a significant cause of morbi-
dity and mortality in women. In Canada, in 1997 an esti-
mated 25,000 years of life were lost making it the fourth
leading cause of cancer death in women [1].

Currently, standard primary therapy for advanced
disease generally involves the combination of maximal
cytoreductive surgery and chemotherapy with platinum
(cisplatin or carboplatin) plus paclitaxel. In spite of initial
high response rates, a large proportion of patients will
relapse [2], resulting in a therapeutic challenge. Because
these patients are not curable [3], the goal of therapy
becomes improvement in both the quality and length of
life. There is some evidence to suggest that the palliative
use of chemotherapy can improve the quality of life in
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are, however, tumour response data available from a large
number of phase II studies [6]. Indirect comparisons
among the agents assessed in these single-arm trials is
complicated by the different methods used for classifying
responsiveness to treatment. One of the most frequently
documented clinical surrogates for predicting response to
chemotherapy in this setting has been the platinum-free
interval (i.e., the period of time from primary platinum-
based chemotherapy to recurrence). Responsiveness,
described in terms of platinum resistance or sensitivity, is
best characterized as a continuum. Increasing sensitivity
to platinum is positively correlated with time from the
completion of initial treatment to recurrence, such that
patients who recur beyond two years after the end of
primary therapy have response rates to retreatment with
platinum approaching those for primary therapy [7].

Women with platinum-resistant disease, defined as
those who relapse within six months of completion of
primary therapy, have uniformly low response rates to
therapy. Further complicating the decision of what to
offer these patients is the wide range of approaches to
treatment among specialists dealing with this dilemma.
The options range from therapy for symptomatic disease,
using less toxic treatments including single-agent che-
motherapy as well as best supportive care, to aggressive
therapy for asymptomatic patients, using a range of
multi-agent regimens. In addition, recent phase I and 11
trials have demonstrated activity in this setting for a
number of new and emerging drugs, which has added to
the confusion about which of many treatment options is
optimal, balancing efficacy and toxicity [8-16].

To evaluate the therapeutic options available, we have
undertaken a systematic review of the published literature
with a view to identifying the evidence from randomized
trials on the efficacy of single- and multiple-agent syste-
mic therapy in this setting. We were primarily interested
in evidence that would support recommendations for
therapy on the basis of improved survival or improve-
ment in quality of life/symptom palliation. Since many
trials fail to document symptom palliation as an impor-
tant endpoint, we explored response rate and time to pro-
gression as surrogates for this measure.

Methods

Literature search strategy

The Medline, CancerLit and Cochrane Library databases were
searched for literature published between 1984 and June 2001,
using the MeSH terms ‘antineoplastic agents’, ‘ovarian neopla-
sms/dt’ and ‘neoplasm recurrence, local’, and the text words ‘che-
motherapy’, ‘platinum’, ‘pretreated’, ‘resistant’, ‘resistance’, ‘re-
current’, ‘recurrence’, ‘relapse’, ‘ovarian’, ‘ovary’, ‘neoplasm’,
‘cancer’ and ‘carcinoma’. Methodologic terms related to rando-
mized trials were also used. The reference lists of papers and re-
view articles identified by these sources, and the proceedings of
the recent (1997-2001) meetings of the American Society of Cli-
nical Oncology (ASCO) were scanned for additional citations.
Searches were restricted to English-language publications.

Inclusion criteria

Articles (either full papers or abstracts) were eligible for
inclusion in this systematic review if they mert all of the fol-
lowing criteria:

—

. The paper described a randomized controlled trial (RCT).

2. The study included patients with recurrent epithelial ovarian
cancer who had been previously treated with platinum.

3. Patients in the trial were classified according to platinum
resistance. Where both platinum-resistant and platinum-sen-
sitive patients were included, results for at least one outcome
were presented separately for these two groups.

4. Systemic chemotherapy was administered as second-, third-
or higher-line treatment for ovarian cancer.

5. The report included survival, tumour-response, time-to-pro-

gression or quality-of-life data.

Exclusion criteria

1. Studies that evaluated intraperitoneal chemotherapy or the
use of chemotherapy with bone marrow or stem cell tran-
splantation were excluded.

2. Studies that evaluated hormonal therapy for recurrent
ovarian cancer were excluded.

Synthesizing the evidence
Data from the randomized trials were not pooled quantitati-
vely because the trials evaluated different treatment regimens.

Results

Ten randomized trials were found by the search [17-
26]. Three of these were did not clearly describe the pla-
tinum-resistance status of participants and were therefore
ineligible for inclusion in this systematic review [17-19].
Each of the three studies compared different schedules
for a single agent.

Seven of the ten trials met the eligibility criteria descri-
bed above [20-27]; these trials are listed in Table 1. Two
studies were labelled as randomized phase II trials [21,
24]. A trial of paclitaxel versus topotecan was described
in a published paper by ten Bokkel Huinink ef al. in 1997
[22] and final results were subsequently presented in a
meeting abstract in 1998 by Gordon et al. [23]; data

~related to survival, time to progression and quality of life

from the abstract are included in this systematic review.

Five RCTs have been published in full and included
detailed descriptions of eligibility criteria [20, 22, 24-26];
all were restricted to women with Eastern Cooperative
Oncology Group (ECOG) or World Health Organization
(WHO) performance status of 2 or less, or a Karnofsky
performance status 2 60%. Five studies were restricted to
women who had received one previous course of che-
motherapy [20, 22, 25-27]. Sixty-nine percent of patients
in the trial of paclitaxel versus oxaliplatin by Piccart et
al. had received one prior chemotherapy regimen and
31% two regimens [24]. Only patients who had not recei-
ved previous treatment with paclitaxel were eligible for
the trials by ten Bokkel Huinink et al., Bolis et al. and
Piccart et al. [22, 24, 26].

None of the trials were blinded. Three used an inten-
tion-to-treat approach to analysis [20, 22, 26]. Four trial
reports described an appropriate method for concealing
allocation up to the time of randomization [20, 22, 24,
26] and two described the number of patients lost to
follow-up [20, 22].

The Colombo trial and one of the Bolis trials were
restricted to platinum-sensitive cases [20, 21]; Bolis et al.
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Table 1. — Randomized trials of chemotherapy for recurrent, platinum-pretreated ovarian cancer

Study Treatment groups Prior chemotherapy -# regi #plati sensitive #platinum-resistant Median duration
(% of patients) patients patients of follow-up (months)
Bolis, 2001 [20] carboplatin
\& one 191 - not reported
carboplatin+epirubicin
Colombo, 1996 [21] paclitaxel
(randomized phase Il trial, ~ vs not reported 79 - 17
abstract) cyclophosphamide
+doxorubicin+cisplatin
ten Bokkel Huinink, paclitaxel
1997 [22, 23] Vs one 107 119 not reported
topotecan
Piccart, 2000 [24] paclitaxel one (69%) 23 63 not reported
(randomized phase Il trial)  vs or
oxaliplatin two (31%)
Gordon, 2001 [25] topotecan
Vs one 220 254 not reported
liposomal doxorubicin
Bolis, 1999 [26] paclitaxel
Vs one - 81 10
paclitaxel+epirubicin
Torri, 2000 [27] paclitaxel
(abstract) 'S one - 196 24

paclitaxel+doxorubicin

Table 2. — Survival data from randomized trials of chemotherapy for recurrent, platinum pretreated ovarian cancer

Study

Treatment groups Median survival (months)

Platinum-sensitive Platinum-resistant

Bolis, 2001 [20]

Colombo, 1996 [21]
(randomized phase 11 trial,
abstract)

ten Bokkel Huinink,
1997 [23]

Piccart, 2000 [24]
(randomized phase II trial)

Gordon, 2001 [25]

Bolis, 1999 [26]

Torri, 2000 [27]
(abstract)

carboplatin 300 mg/m? (n=95) 23.5 -
carboplatin 300 mg/m*+epirubicin, 120 mg/m? (n = 95) 27.5

p=NS
paclitaxel 175 mg/m?, 3-hour infusion (n = 41) 20.3 -
CAP (n =38): 243
cyclophosphamide, 500 mg/m*+doxorubicin, 50 mg/m’ p=0.873
+cisplatin, 50 mg/m’
paclitaxel, 175 mg/m?, 3-hour infusion (n = 114) 13.3
topotecan, 1.5 mg/m?, 30-minute infusion (n = 112) 15.8

p=0.872

paclitaxel, 175 mg/m?, 3-hour infusion (n = 41) 9.3
oxaliplatin, 130 mg/m? (n = 45) 10.5

p-value not reported, analyzed
as 2 parallel phase II trials

topotecan, 1.5 mg/m?, 30 minute infusion

(n =111 sensitive + 124 resistant) 16.4 9.5
liposomal doxorubicin, 50 mg/m? (n = 109+130) 249 8.2
p=0.008 p=0.455
2-year survival rates:
paclitaxel, 175 mg/m?, 3-hour infusion (n = 41) - 18%
paclitaxel, 150 mg/m?, 3-hour infusion; 10%
+epirubicin, 120 mg/m? (n = 40) p=0.33
paclitaxel, 175 mg/m?, 3-hour infusion (n = 90) 14
paclitaxel, 175 mg/m?, 3-hour infusion; 12
+ doxorubicin, 80 mg/m? (n = 96) p=0.39

NS = not statistically significant.
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used a cut-off of six months since last platinum treatment
as the definition of sensitive disease and Colombo et al.
a 12-month cut-off. In the trials by ten Bokkel Huinink et
al. [22] and Gordon et al. [25], platinum-sensitivity was
defined as a complete or partial response to platinum-
based chemotherapy followed by relapse more than six
months after chemotherapy was stopped. Just under half
of the patients participating in these trials were platinum-
sensitive, and tumour response rates were presented sepa-
rately for this subgroup and the platinum-resistant cases.
The platinum-sensitive stratum in the trial by Piccart et
al. made up 27% of the study population and had plati-
num-free intervals ranging from six to 12 months [24]. A
second trial by Bolis ef al. was restricted to platinum-
resistant cases [26]; platinum resistance was defined as
no response to initial chemotherapy, a complete or partial
response followed by progression while still on therapy,
or a response to platinum-based chemotherapy followed
by relapse less than six months after chemotherapy was
stopped. The trial by Torri et al., reported only in abstract
form, was restricted to women with progressive disease
within 12 months from the end of first-line platinum-
based treatment [27].

Survival data are reported in Table 2. Although the
studies by ten Bokkel Huinink ez al. [22, 23] and Piccart
et al. [24] included both platinum-sensitive and platinum-
resistant patients, survival results were not given separa-
tely for these groups. In the studies by ten Bokkel
Huinink et al. [22, 23] and Colombo et al. [21], patients
who failed to respond to one regimen could cross over to

the other treatment. In the former trial, 54% of the
patients randomized to paclitaxel received topotecan after
failing to respond to paclitaxel, and 44% of the topotecan
group received paclitaxel [23]. Nineteen of 41 patients
(46%) allocated to paclitaxel in the trial by Colombo et
al. crossed over to cyclophosphamide/doxorubicin/cispla-
tin (CAP) after failing paclitaxel, while 12 of 38 patients
(32%) in the CAP arm received paclitaxel [21].

Overall, there were no significant differences in survi-
val between treatment regimens assessed in these trials.
Gordon et al. detected no survival difference between
liposomal doxorubicin and topotecan in women with
recurrent ovarian cancer (median survival times for all
patients (i.e., platinum-sensitive or -resistant) were 13.1
months with topotecan (n = 235) and 13.8 months with
liposomal doxorubicin (n = 239)) but a subgroup analy-
sis found a significant survival advantage for liposomal
doxorubicin over topotecan in women with platinum-sen-
sitive disease [25].

Three randomized trials assessed quality of life (QoL)
during chemotherapy for recurrent ovarian cancer [22,
24, 25]. All used the European Organization for Research
and Treatment of Cancer (EORTC) QLQ-30 question-
naire to measure symptoms at baseline and during che-
motherapy. Gordon et al. reported, in an abstract prepa-
red for the 1998 ASCO meeting [23], that there were no
statistically significant differences between topotecan
and paclitaxel in measures of pain, anorexia, diarrhea,
fatigue, nausea and vomiting, dyspnea, constipation, and
insomnia during the randomized trial originally reported

Table 3. — Response data from randomized trials of chemotherapy for recurrent, platinum pretreated ovarian cancer

Study Treatment groups

Response rate (complete + partial)

Median time to progression (weeks)

Platinum=sensitive

Platinum-resistant Platinum-sensitive Platinum-resistant

Bolis, 2001 [20] carboplatin 55%
carboplatin+epirubicin 58%
p=0.670*
Colombo, 1996 [21] paclitaxel 49%
(randomized phase I trial, ~ CAP 54%
abstract)
ten Bokkel Huinink, paclitaxel 20%
1997 [22, 23] topotecan 29%
p=0.213
Piccart, 2000 [24] paclitaxel 20%
(randomized phase II trial)  oxaliplatin 38%
Gordon, 2001 [25] topotecan 29%
liposomal doxorubicin 28%
p=0.964
Bolis, 1999 [26]
paclitaxel -

paclitaxel+epirubicin -

Torri, 2000 [27]
(abstract)

paclitaxel -
paclitaxel+doxorubicin -

Progression-free survival:

- 14.7 -
- 18.7 -
p=NS
Progression-free survival:
- 29.2 -
- 75.6 -
p=0.014
7% 14.7
13% 18.9
p=0.303 p=0.072
16% 14
6% 12

p-value not reported
Progression-free survival: Progression-free survival:

7% 233 13.6
12% 28.9% 9.1
p=0.118 p=0.037 p=0.733
Duration of response:
17% - 24
34% - 40
p=0.10 p-value not reported
54% - 7.5
52% - 6.6
p=0.747*% p=NS

CAP: cycolophospamide + doxorubicin + cisplatin, *reviewer’s calculation.
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Table 4. — Percentage of patients with grade 3 or 4 adverse effects in randomized trials of chemotherapy for platinum-pretreated

ovarian cancer

Study Treatment groups Grade 3/4 Grade 3/4 Grade3/4 Grade3/4 Grade3/4
Neutropenia Thrombocytopenia Anemia Nausea & Vomiting Neurotoxity
Bolis, 2001 [20] carboplatin 13% 20% 10% 3%
\& not reported
carboplatin+epirubicin 53% 64% 25% 13%
Colombo, 1996 [21] paclitaxel 12% 10% (Grade 2-3)
\& not reported not reported not reported
CAP 42% 34% (Grade 2-3)
ten Bokkel Huinink, paclitaxel 52% 3% 6% 3% 0%
1997 [22] Vs
topotecan 95% 50% 41% 10% 0%
Piccart, 2000 [24] paclitaxel 22% 0 2% 2% 7%
Vs
oxaliplatin 0 4% 2% 7% 9%
Gordon, 2001 [25] topotecan 77% 34% 28%
Vs not reported not reported
liposomal doxorubicin 12% 1% 5%
Bolis, 1999 [26] paclitaxel 24% 2% 12% 2% 0%
Vs
paclitaxel+epirubicin 45% 25% 30% 8% 3%
Torri, 2000 [27] paclitaxel 7%
(abstract) Vs not reported not reported not reported not reported
paclitaxel+doxorubicin ~ 24%

CAP: cycolophospamide + doxorubicin + cisplatin.

by ten Bokkel Huinink et al. [22]. Among the participants
who completed the quality-of-life questionnaire after four
cycles of treatment in the trial by Piccart et al. (47%), the
mean QoL score increased by an average of more than 10
points from baseline values in the paclitaxel group and was
unchanged in the oxaliplatin group [24]. Gordon et al.
reported that there were no significant differences between
the topotecan and liposomal doxorubicin groups in any
measure of quality of life 12 weeks after starting che-
motherapy, but did not present any detailed results [25].

Because very few data on quality of life and symptom
control have been reported in the literature, we have used
tumour response and time to progression (progression-
free interval) as surrogates for palliation (Table 3). Time
to progression was reported for all seven randomized
trials. Colombo et al. reported that progression-free sur-
vival was longer with cyclophosphamide/doxorubicin/-
cisplatin than with paclitaxel (76 vs 29 weeks, p = 0.014)
in women with platinum-sensitive ovarian cancer [21].
Median time to progression for all patients (i.e., plati-
num-sensitive or -resistant) in the trial by Gordon et al.
was 17.0 weeks with topotecan (n = 235) and 16.1 weeks
with liposomal doxorubicin (n = 239) [25].

Five randomized trials have reported tumour response
rates from direct comparisons of chemotherapeutic
options for the treatment of platinum-sensitive recurrent
ovarian cancer [20-25] and five have presented response
rates for the treatment of platinum-resistant recurrent
ovarian cancer [22-27]. Three trials that included both
platinum-resistant and -sensitive disease detected higher
response rates among platinum-sensitive patients compa-
red with platinum-resistant patients [22-25]. However,
none of the RCTs demonstrated statistically significant

differences in tumour response rates between treatment
groups (Table 3).

Toxicity data from randomized trials are summarized in
Table 4. The trials by ten Bokkel Huinink ef al. [22],
Piccart et al. [24] and Gordon et al. [25] used the Natio-
nal Cancer Institute common toxicity criteria, while Bolis
et al. [20, 26] and Torri et al. [27] used the World Health
Organization grading system. The abstract report of the
Colombo trial did not describe the grading systems used
[21]. There were two treatment-related deaths attributed
to sepsis in the topotecan group in the trial by ten Bokkel
Huinink et al. [22] and four in the Gordon trial [25].
Sepsis was reported for 6% of patients on topotecan, 1%
on paclitaxel and none on liposomal doxorubicin.
Twenty-five percent of the women treated with liposomal
doxorubicin experienced grade 3 or 4 palmar-plantar
erythrodysthesia and four patients (3%) discontinued
treatment because of this adverse effect of treatment [25].

Discussion

Two key concepts need to be kept in mind when inter-
preting the evidence related to chemotherapy for recur-
rent or relapsed ovarian cancer.

1. The goals of therapy are to improve quality of life
and extend survival. In light of this, therapies need to be
assessed on the basis of sound risk/benefit ratios, as well
as documented improvements in quality of life and
performance status. Because these data are sparse,
tumour response rate (the most commonly reported study
outcome) has been used as a surrogate outcome. While
this is not ideal, there is empirical evidence that it is a
reasonable and useful surrogate for survival in ovarian
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cancer. du Bois er al. showed a positive correlation (p <
0.0001 for platinum-sensitive disease and p = 0.0069 for
platinum-refractory disease) between response and survi-
val rates from individual phase II studies of treatments
for platinum-pretreated ovarian cancer [6]. Regimens that
are less toxic and simple to administer may contribute to
enhanced quality of life. Furthermore, at least in a breast
cancer setting, there is evidence to suggest patients who
have an objective tumour response have a higher proba-
bility of experiencing improvement in disease related
symptoms [28]. If recurrent ovarian cancer symptoms
may at least in part be due to tumour bulk, it is intuitively
reasonable that substantial shrinkage in that bulk (as is
the case to meet criteria for complete or partial respon-
ses) would coincide with symptom improvement as well.
We acknowledge this is not an ideal surrogate but in the
absence of information about symptom change in many
studies, it is a defensible one.

2. The identification of subgroups of patients who
would benefit preferentially from treatment is needed.
One of the most useful clinical predictors for survival has
been whether the disease is platinum-sensitive or plati-
num-resistant. Patients with tumours that are platinum-
sensitive respond to re-induction with platinum che-
motherapy, with response rates of 30-40% [29]. Response
rates are even higher if more than two years have elapsed
since primary therapy [30]. This is in contrast to patients
with platinum-resistant tumours, that show response rates
of less than 10% [31]. In view of the clinical utility of this
marker (sensitivity/resistance to platinum), there is a need
to interpret the evidence from clinical trials in this context.
It is only recently that reports of trials have defined patient
populations in terms of platinum sensitivity and resi-
stance, allowing for some comparison among trials.

Adding to the challenge of interpreting the evidence on
chemotherapy for recurrent ovarian cancer is the small
number of comparative studies, especially phase I1I trials,
that have been conducted. At present there is evidence
from seven randomized trials in platinum pretreated
patients [20-27]. While one study detected a significant
survival advantage for liposomal doxorubicin over topo-
tecan in a subgroup analysis [25], the other six trials
detected no difference between treatments with respect to
the duration of survival. One randomized phase II trial
detected a significantly longer median time to progres-
sion with cyclophosphamide/doxorubicin/cisplatin com-
pared to paclitaxel in platinum-sensitive disease [21].
None of the RCTs demonstrated statistically significant
differences in tumour response rates between treatment
groups. Of three trials that evaluated quality of life [23-
25], one did not detect a difference between paclitaxel
and topotecan [22]; the second, a randomized phase II
trial, found that paclitaxel improved quality of life scores
while oxaliplatin did not [24]; and the third concluded
that there were no significant differences between topo-
tecan and liposomal doxorubicin [25].

No evidence is available on retreatment with platinum
monotherapy versus combination therapy (e.g., platinum
plus paclitaxel) in the subset of patients with platinum-free

intervals exceeding two years who would be expected to
have response rates approaching those for primary therapy.

There is a large body of data available from single-arm
phase II trials, which has been summarized in a com-
prehensive systematic review by du Bois ez al. [6]. When
data from phase II studies were pooled, several drugs
provided response rates greater than 20% in platinum-
sensitive disease; these included platinum and platinum-
based combinations, paclitaxel and etoposide. In plati-
num-sensitive disease, retreatment with a platinum
compound produced high response rates even when com-
pared indirectly to a novel agent such as topotecan. In
platinum-resistant disease, response rates observed in
phase II trials are often less than 20%, but drugs with
pooled response rates greater than 20% in the du Bois
systematic review included etoposide, docetaxel and
gemcitabine. However, not all of these agents have been
evaluated in randomized trials in this setting.

Randomized trials that compare new drugs with current
standard treatments should be the model for future
research in this area. In addition to the traditional outco-
mes of survival and time to progression, clinical trials
should examine the impact of treatment on overall quality
of life, as well as measurement of symptom palliation,
and should provide data on the relative costs of treat-
ments. If possible, future research should evaluate drugs
that are not cross-resistant to platinum and paclitaxel,
although such agents seem elusive to date. It has been
hypothesized that second-line chemotherapy with non-
platinum agents may extend the platinum-free interval
and thereby maximize response to subsequent treatment
with platinum [30,32]. It has also been suggested that
second-line therapy with platinum prior to other agents
may promote drug resistance and reduce the likelihood of
response to subsequent chemotherapy. The early use of
non-platinum agents in recurrent ovarian cancer should
be investigated in randomized trials that assess survival,
quality of life and toxicity.

Conclusion

There have been only a few phase III trials comparing
chemotherapy options for this patient population, and
there is no evidence of the clear superiority of any one
regimen over others in terms of improvements in long-
term survival, quality of life or response rate. Women
with recurrent ovarian cancer who have received pre-
vious treatment with platinum should participate in ran-
domized clinical trials.

Based on the existing evidence, treatment options
should be considered in the context of whether the
patient’s tumour is platinum sensitive or resistant. In
choosing medication, consideration should be given to
non-cumulative toxicity. For women with platinum-sen-
sitive disease (recurrence more than six months after
primary chemotherapy) who do not participate in clinical
trials, the re-introduction of platinum monotherapy (car-
boplatin) is the preferred option. Carboplatin produces
tumour response rates similar to those for other agents
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but has lower toxicity and is easier to administer. For
women with platinum-sensitive disease who have an
allergy to carboplatin or who have experienced signifi-
cant adverse effects from carboplatin, treatment with
non-platinum-agents that have been evaluated in rando-
mized clinical trials (such as topotecan, paclitaxel or lipo-
somal doxorubicin) may be considered. Topotecan, pacli-
taxel or liposomal doxorubicin are also treatment options
for women with platinum-resistant recurrent ovarian
cancer who do not participate in clinical trials.
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