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Clinical report

Phase Il study of high-dose megestrol acetate in
platinum-refractory epithelial ovarian cancer

Sarikapan Wilailak,' Vasant Linasmita' and Somkeart Srisupundit’
"Department of Obstetrics & Gynaecology, Ramathibodi Hospital, Mahidol University, Rama VI Road,

Bangkok 10400, Thailand.

Our objective was to determine the efficacy of megestrol
acetate in the treatment of platinum-refractory epithelial
ovarian cancer (EOC), and to evaluate the toxicities and
quality of life (QOL) associated with this therapy. Patients
with platinum-resistant epithelial ovarian cancer were treated
with megestrol acetate (800 mg/day) orally for 28 days and
then 400 mg/day for a minimum of 28 days before being
assessed ready for evaluation of response to therapy.
Patients who demonstrated a complete response (CR),
partial response (PR) or stable disease were continued in
the study until there was objective evidence of disease
progression. All patients who went off study were followed
up at regular intervals, every 2 months, to assess overall
survival. Thirty-six patients were enrolled. Response was
observed in seven of 36 patients (three CR and four PR). The
response rate was 19.4% (95% Cl 9-36). Four of the
responders had the endometrioid cell type, while two were
clear cell carcinoma and one was serouscystadenocarcino-
ma. All three CR patients had the histology of endometrioid
carcinoma with the tumors located in the pelvis. Median
survival of the study population was 5.8 months. Median
survival in the responders was 12 months, while median
survival in the non-responders was 5.5 months. Median
progression-free survival in the responders was 8.3 months,
while median progression-free survival in the non-respon-
ders was only 2 months. The majority of patients gained
weight and had a fair quality of life score during treatment.
The only toxicity observed was alopecia (grade 1) in four
patients. We conclude that megestrol acetate has modest but
definite activity in patients with platinum-refractory EOC,
particularly in a small subset of the endometrioid subtype
with limited disease in the pelvis. Only minimal toxicity was
observed and the patients had a fair QOL score during the
treatment. [© 2001 Lippincott Williams & Wilkins.]
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Introduction

Despite the introduction of platinum-based che-
motherapy, the epithelial ovarian cancer (EOC) death
rate remains high among gynecologic cancers. Be-
tween 70 and 80% of patients with advanced EOC will
initially have a response to platinum-based chemother-
apy, but resistance and progression will ultimately
develop in 60-80%."% Second- or third-line chemother-
apy is often poorly tolerated and lengthy remissions
are infrequent.

Hormonal manipulation has been demonstrated to
be relatively non-toxic and an effective palliative
modality in tumors that arise from tissues under
hormonal control. Both the estrogen receptor (ER)
and progesterone receptor (PgR) have been identified
in several studies of primary and recurrent ovarian
carcinomas. Using various cut-off levels of cytosolic
receptor (>10 to >50 fmol/mg protein), these
studies have shown ER positivity in 37-69% of ovarian
carcinomas and PgR positivity in 30-68%.%""* In vitro
assays have also shown a significant reduction in
colony formation when ER- and PgR-positive ovarian
cancer cells are cultured with either progestational
agent."”

Geisler, using megestrol acetate (800 mg/day) for
30 days and then maintaining use with 400 mg/day
in recurrent or refractory ovarian cancer, found a
response rate of 43%.1° Sikic, in the same trial,
observed an 8% response rate and an additional 6%
minor remissions.'” These attracted our attention
and motivated the authors to perform a study
using high-dose megestrol acetate in refractory
EOC.

The aims of this study are to determine the
efficacy of high-dose megestrol acetate in the
treatment of platinum-refractory EOC, and to evalu-
ate the toxicities and quality of life (QOL) associated
with this therapy.
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Materials and methods

Patient eligibility

Patients had to have (i) histologically proven EOC, (ii)
platinum resistance, (iii) measurable disease, (iv)
Zubrod performance status grade 0-2, (v) expected
survival of >2 months, (vi) absolute granulocyte
count >1500/ul, platelet count >100 000/ul, Hb
>8.5 g/dl, (vi)) >4 weeks from the last chemo/
radiation therapy, (viii) no serious concomitant
medical conditions, (ix) no prior history of allergic
reactions to progesterone and (x) no bowel obstruc-
tion or inability to absorb oral medication. All patients
gave written informed consent.

Treatment plan

Subjects were treated as outpatients, and received
800 mg/day of megestrol acetate orally for 28 days and
then 400 mg/day for a minimum of 28 days. Patients
were evaluated for response at the end of the 8-week
treatment period. Those patients with a complete
response (CR), partial response (PR) or stable disease
(SD) and acceptable toxicity would continue on
treatment with 400 mg of megestrol acetate daily. The
therapy would terminate when objective disease
progression was observed or unacceptable toxicity
appeared, or 8-12 weeks after obtaining CR. Before
each 4-week period, careful evaluation was done for
response and toxicity. Tumor measurements were
reassessed after every 8-12 weeks of treatment by
computed tomography scan or ultrasound. The subjects
were followed for a minimum period of 12 months or
until death. QOL was evaluated in every patient every 4
weeks using the questionnaire of the Manitoba Cancer
Treatment & Research Foundation Functional Living
Index—Cancer (FLIC),"® which contains 22 questions,
translated into the Thai language. The patients were
required to respond by placing a slash mark on a visual
analog scale divided into seven equal intervals. The
questions on the FLIC are geared to assess the overall
functional quality of a cancer patient’s day-to-day life,
including concerns related to pain and stress as well as
the ability to work and do household chores. This study
was approved by the Department of Obstetrics and
Gynecology, Ramathibodi Hospital, Mahidol University.

Definitions
The definitions of CR, PR, SD and progressive disease

(PD) were based on WHO criteria for reporting results
of cancer treatment."’
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Platinum resistance was defined as disease progres-
sion during or within 6 months of the most recent
platinum treatment.?**!

Progression-free interval was defined as the duration
from the date of first treatment until evidence of
progression or relapse was noted.

Survival was measured from the date of first
treatment to date of death.

Toxicities were defined according to WHO toxicity
criteria. Unacceptable toxicity was any toxicity of a
severity grade 3 or above, except for alopecia.

Standard statistical methods were used for data
analysis. Probability of survival and progression-free
survival were calculated according to the life-table
method of Kaplan and Meier.*?

Results

During the period from October 1995 to September
1998, there were 36 patients recruited. At that time,
there were other second-line chemotherapy regimen
implemented parallely, therefore the recruitment time
of this study was relatively long. Patient characteristics
are summarized in Table 1. The median age was 49.5
years and the median weight was 49.75 kg. The
majority of the patients had a Zubrod performance
status of 2. The most common FIGO staging was stage
III. The histologic types are given in Table 1. There
were three CR and four PR among the 36 patients. The
overall objective response rate was 19.4% (95% CI 9-
36%). Concerning the histopathology of the tumors
among the seven responders, four were endometrioid
carcinoma, two were clear cell carcinomas and one
was a serous carcinoma. All three CR had the histology

Table 1. Patient characteristics (n=36)

Age [years; median (range)]
Weight [kg; median (range)]
Zubrod performance status (N)

495 (27-59)
49.75 (35-70)

0 1
1 13
2 22
FIGO staging (N)
| 5
Il 5
] 18
\Y 8
Histologic type (N
Serous 7
mucinous 8
clear cell 10
endometroid 9
poorly differentiated adenocarcinoma 2




of endometrioiod carcinoma and the tumors were
located in the pelvis. The other four PR had tumor in
the pelvis, pelvis and abdomen, liver and pelvis and
lungs. The median survival of the study population
was 5.8 months (Figure 1). The median survival of the
responder was 12 months and that of the non-
responders was 5.5 months (Figure 2). The median
progressionfree survival of the responders was 8.3
months and that of the non-responders was 2 months
(Figure 3). One of the CR patients is currently still alive
without disease after 3 years. Concerning the side
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effects or toxicity, 30 of the 36 patients showed a
weight gain (not related to edema) varying from 0.5 to
25 kg. Four patients had a weight gain of more than
20%. No thromboembolism occurred in the study
population. No clinical secondary adrenal suppression
was observed. Only grade 1 alopecia was observed in
four patients. Figure 4 shows a graph of the median
QOL score (FLIC) which shows that the majority of the
study population obtained a fair QOL score of around
90 (the possible minimum score is 7 and the possible
maximum score is 154).
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Figure 1. Survival curve of the entire study population.
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Figure 2. Survival curve of the responders and non-responders.
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Discussion

Megestrol acetate therapy for EOC has been reported
in several studies. Response rates in these reports
ranged from 0 to 43%.'%'7?>%> Differences in the
study population and response criteria may account
for some of the variation in response rates in these
reports.

Megestrol acetate therapy is attractive due to its
relatively non-toxic and facile administration. We used
a high dose of megestrol acetate (800 mg/day) for 28

days followed by 400 mg/day. The response rate of
19% was quite low; however, CR was obtained. It is
interesting that all three patients who achieved CR in
this study had the histology of endometrioid carcino-
ma and tumors located in the pelvis. The subgroup of
ovarian cancers with endometrioid histology appears
to have a higher level of receptors, particularly PgR. At
the other extreme, mucinous tumors show no
tendency of having positive ER- or PgR-binding sites.
Serous tumors occupy the place in between, with ER-
binding sites present in some.?® Thus the endome-
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Figure 3. Progression-free survival curve of the responders and non-responders.
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Figure 4. Graph of the median FLIC score over time.
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trioid cell type and the pelvic site of the tumor might
be favorable to megestrol acetate treatment. However,
the ER and PgR status had not been evaluated in our
study population. The median survival of our study
population was 5.8 months, which is quite short. This
might be due to the poor prognostic characteristics
(advanced stage, large extent of disease, poor perfor-
mance status and heavy pretreatment) of our study
population. However, median survival was clearly
longer in the responder group than in the non-
responder group, as was the progression-free survival.
Interestingly, one of the CR patients is still alive
without recurrence of the disease during a 3-year
period. In this study, the megestrol acetate serum
levels were not measured in all patients.

The major side effects of high-dose megestrol
acetate in this trial were increased appetite and weight
gain, which were acceptable to the vast majority of
patients. In fact, these side effects were considered
beneficial by some patients; only four of them had a
weight gain of more than 20%. The serious complica-
tion of thromboembolism did not occur in any patient
with this dose level of megestrol acetate. Megestrol
acetate was previously shown to have cortisolike
effects and there were also case reports of adrenal
suppression in AIDS patients treated with megestrol
acetate for cachexia.’’*° Naing et al. demonstrated
biochemical hypoadrenalism in patients on megestral
acetate, but not symptomatic.> In our series, we did
not have any patient with clinical hypoadrenalism.
Mild alopecia in our series did not trouble the patient.

There has been increasing interest in the concept of
the QOL of cancer patients. Measurement of QOL has
recently been proposed as a component of clinical
trials research.®'>* The FLIC has been used widely in
clinical trials, is reasonably easy to complete and has
shown sensitivity to changes over time.*>>° In our
study population whose Zubrod performance status
was rather poor (more than 50% had Zubrod
performance status of 2), the median FLIC score was
fair (around 90) and quite constant over time.

‘We conclude that megestrol acetate has modest but
definite activity in patients with platinum-refractory
EOC, particularly in a small subset of the endometrioid
subtype with limited disease in the pelvis. Only
minimal toxicity was observed and the patients had a
fair QOL score (FLIC) during the treatment.
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