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Abstract We evaluated the feasibility of weekly paclitaxel
in patients with recurrent or advanced endometrial carci-
noma who had failcd treatment with cyclophosphamide,
doxorubicin, and cisplatin (CAP). We treated four patients
with CAP-resistant recurrent or advanced endometrial
carcinoma with paclitaxel. Paclitaxel (80mg/m’ infused
over 1h) was administered weekly for a maximum of 18
weeks, unless disease progression or intractable toxicity
developed. A complete response was observed in one
patient and a partial response in two patients. Disease pro-
gression was found in one patient. Two patients developed
grade 3 leukopenia or neutropenia. Neurotoxicity for all
patients was within grade 1. Outpatient treatment with
weekly paclitaxel was well-tolerated and feasible for pa-
tients with CAP-resistant recurrent or advanced endome-
trial carcinoma. Further trials to confirm the efficacy and
toxicity of weekly paclitaxel are warranted.

Key words Weekly paclitaxel - Advanced or recurrent
endometrial carcinoma - CAP-resistant

Introduction

Patients with localized endometrial carcinoma can usually
be treated successfully by surgery alone or surgery with
radiotherapy. However, standard therapies have not yet
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been established for advanced and recurrent disease. Che-
motherapy remains a palliative treatment for these disease,
although modest responses have been achicved by recent
developments in chemotherapy.

Doxorubicin, which is effective when given alone or in
combination, has been the most frequently studied cyto-
toxic drug for the treatment of endometrial carcinoma. The
response rate to chemotherapy of advanced endometrial
carcinoma has been reported to be 31% to 56% with con-
ventional cyclophosphamide, doxorubicin, and cisplatin
(CAP) therapy, and 33% to 81% with doxorubicin and
cisplatin (AP) therapy. Although the CAP and AP regi-
mens are widely used in practice, their effects on survival
rates have not been shown in clinical trials.' The effective-
ness of second-line chemotherapy following the failure of a
CAP or AP regimen also remains unclear.

Recenlly, the effectiveness of paclitaxel for endometrial
carcinoma has been reported.”” In 1996, the Gynecologic
Oncology Group (GOG) conducted a phase II trial of
paclitaxel in 30 patients with advanced or recurrent en-
dometrial carcinoma.’ In that study, 250mg/m’ paclitaxel
was administered over 24h, and a response rate of 35.7%
was reported. Grade 3 or 4 leukopenia was found in 62% of
patients and grade 3 neurotoxicity in 10% of patients.
Subsequently, the GOG conducted a randomized clinical
trial of 273 patients with advanced or recurrent endometrial
carcinoma, That trial compared AP (doxorubicin 60mg/m’
and cisplatin 50 mg/m®) with paclitaxel and AP (TAP; doxo-
rubicin 45mg/m?, cisplatin 50mg/m’, paclitaxel 160mg/m®)
as first-line chemotherapy. The response rate for AP was
34% and that for TAP was 57%; the progression-free sur-
vivals were 5.3 months and 8.3 months, respectively; and the
overall survivals were 12.1 months and 15.3 months, respec-
tively. The rate of grade 3/4 thrombocytopenia was 2% with
AP and 21% with TAP, and the rate of grade 4 neutropenia
was 50% for AP and 36% for TAP. More patients with the
TAP regimen suffered from sensory neuropathy of grade 3
or higher compared with these with the AP regimen. (s16 vs
1).* Although this trial demonstrated the effectiveness of
paclitaxel in endometrial carcinoma, TAP is not considered
feasible in clinical practice because of the inconvenience
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of administration, the required use of granulocyte-
colony-stimulating factor (G-CSF), and the rates of toxicity.

Because the role of chemotherapy in advanced and re-
current endometrial carcinoma is limited, regimens should
have a minimal impact on a patient’s quality of life (QOL).
We evaluated the feasibility of weekly paclitaxel treatment
in four patients with CAP-resistant recurrent or advanced
endometrial carcinoma.

Case reports

All of the patients had histologically confirmed endometrial
carcinoma, and fulfilled the following conditions: (1) ad-
vanced or recurrent disease; (2) measurable disease; (3)
World Health Organisation (WHO) performance status
(PS) 0-2; and (4) adequate organ function. All patients gave
their written informed consent for their treatment.

Paclitaxel was administered intravenously (IV) at a dose
of 80mg/m® over 1h. The regimen was repeated every 7
days for 6 weeks with a pause for 2 weeks. All patients were
premedicated with dexamethasone 8mg IV, ranitidine
50mg 1V and chlorpheniramine 10mg IV, 30min prior to
each administration. The administration of paclitaxel was
continued wecekly, for a maximum of 18 cycles, unless
disease progression or intractable toxicity was observed.
Toxicity data were recorded according to the National
Cancer Institute Common Toxicity Criteria (NCI-CTC)
version 2.

The tumor responses were assessed according to the
Response Evaluation Criteria in Solid Tumors (RECIST)
Guidelines.’

Paclitaxel was administered weekly in four patients with
advanced or recurrent endometrial carcinoma, diagnosed
between November 1999 and December 2002, at the Na-
tional Cancer Center Hospital. The patients’ characteristics
are listed in Table 1. Two patients had endometrioid
adenocarcinoma, one had mucinous adenocarcinoma with
a clear-cell component, and one had scrous papillary
adenocarcinoma with an endometrioid component. Pa-
ticnts’ ages ranged from 55 to 73 years. Three patients had
received the CAP therapy for recurrent disease following
surgery alone or surgery in combination with radiation. One
patient had received the CAP therapy as a first-line chemo-
therapy for advanced disease with multiple lung metastases.

The CAP regimen (cyclophosphamide 500mg/m’, doxo-
rubicin 40mg/m’, cisplatin 50mg/m?) was repeated every 21
days for 6 cycles unless disease progression occurred. Three
patients completed their planned 6 cycles, but one discon-
tinued the CAP regimen because of disease progression
after 2 cycles. The intervals from the last administration of
CAP to the administration of paclitaxel in the three patients
who completed 6 cycles of CAP were 4, 9, and 13 months,
Three patients completed their planned 18 cycles of weekly
paclitaxel. One patient discontinued weekly paclitaxel after
6 cycles because of disease progression. The responses to
the weekly paclitaxel, and the progression-free survival
(PFS) after treatment are also listed in Table 1.
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Table 1. Patients’ characteristics, responses to weekly paclitaxel, and progression-free survival

Progression

Response

Interval from

Number of
cycles of

CAP

Therapy
after

Initial

Stage

Histology

Age

Patient
no.

-free survival
(months)

Number
of cycles

last administration
of CAP (months)

therapy

(years)

of weekly PTX

recurrence

15

PD

Endometrioid Unknown Surgery + CAP

56

radiation

CR
PR

18
18

CAP; MPA
CAP

Ia Surgery
v Surgery

Endometrioid
Mucinous

35
62

[o\ M <a]

+ clear cell
Serous papillary

12

18 PR

13

6

CAP; MPA*®

v

73

+ endometrioid

yprogesterone acetate; CR, complete response; PR, partial response; PD, progressive disease

CAP, cyclophosphamide, doxorubicin, and cisplatin; MPA, medrox

“First-line chemotherapy for advanced disease with multiple lung metastases
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