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Letters

Toremifene for Recurrent and
Advanced Endometrial Carcinoma

Juhani U. Mienpid, Pirkko E.-H. Sipila
and Alajos Hajba

THE RESPONSE rates of recurrent endometrial cancer to therapy
have generally been disappointing: less than 50% to cisplatin-
based chemotherapy [1], and about 30% to progestogens and to
tamoxifen [2, 3]. We present the effect of toremifene, another
antioestrogen, in 18 postmenopausal women with recurrent and
advanced endometrial cancer. In contrast to tamoxifen, which
possibly may be associated with the development of endometrial
cancer [4], and can at high daily doses cause liver damage [5],
no carcinogenicity or liver toxicity has been observed with
toremifene. Thus, toremifene can be safely given at high doses,
up to at least 460 mg a day [6]. Toremifene has been shown to
be effective in breast cancer, even after tamoxifen failure [7, 8].
In a preliminary study, endometrial cancer seemed to respond
to toremifene [9].

Of the 18 patients, 17 had recurrent disease and 1 previously
untreated, stage IV endometrial carcinoma. 13 of the tumours
were adenocarcinomas, two adenocarcinomas, one serous aden-
ocarcinoma, one carcinosarcoma and one undifferentiated carci-
noma. In six instances, the oestrogen and progesterone receptor
(ER, PR) content of the tumours was determined; of these,
three were ER+/PR—, two were ER—/PR+, and one was
ER—/PR—. The previously untreated carcinoma was one of the
ER—/PR+ tumours; the specimen was taken from a vaginal
metastasis. The receptor content in the remaining tumours
was determined from the disease recurrence before toremifene
therapy was instituted.

The mean age of the patients was 66 years (range 50-81 years).
The patients had previously been treated by surgery with or
without radiation, and in 12 patients, hormonal and/or cytotoxic
therapy had also been used. Four of the recurrences were local,
seven were distant and six were both local and distant. The
patient who had not previously been treated had metastases in
the lung and vagina.

Toremifene was given as a single oral dose of 200 mg daily
for at least 12 weeks or until progression. The response to
therapy was evaluated every 3 months. The responses were
assessed as complete or partial response (CR, PR), no change
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Table 1. Response of endometrial cancer to toremifene
200 mg daily, and duration of the responses

Duration of response
Responses n (months)
Complete response 2 229 43+,6
Partial response 2 ¢ 9,3
No change 4  22% 7,6,3,3
Progressive disease 10 56%
18

(NC) and progressive disease (PD) according to UICC criteria
[10].

Toremifene did not cause any significant side-effects. The
response to toremifene is shown in Table 1. The vaginal and
lung metastases of the previously untreated patient disappeared
almost completely for ¢ months. Of the local recurrences, two
responded, one stabilised and one progressed during toremifene
treatment. The corresponding figures for the distant metastases
were 0, 3 and 4, respectively. Of the combined recurrences, one
responded and five progressed. 3 patients respoonded after having
failed on hormonal therapy previously; 2 had received medroxy-
progesterone acetate (MPA), and 1 MPA and tamoxifen. A
stabilisation of the disease was achieved in 1 patient after
previous tamoxifen therapy and in 1 after the combined hor-
monal therapy. Of the ER- and/or PR-positive tumours, two
responded, one stabilised and two progressed. The receptor-
negative tumour progressed.

In summary, 22% of the patients with endometrial cancer
showed an objective response to toremifene at a daily dose of
200 mg, and altogether, 44% benefited from the treatment. 3
out of the 4 responders had previously failed on hormonal
therapy.
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