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Benign endometrial lesions are common among breast cancer patients treated with tamoxifen but also 
among healthy women taking this drug in a breast cancer prevention trial. The most fkequent lesion is 
glandulocystic atrophy which seems specific for this drug. Endometrial polyps are also very often seen 
but only a few of them could undergo malignant degeneration. Hyperplasia of the endometrium is 
more frequently reported among tamoxifen patients than among control patients. 0 1998 Elsevier 
Science Ltd. All rights reserved. 

TAMOXIFEN IS a non-steroidal anti-oestrogen drug widely 
used as first-line endocrine therapy in breast cancer patients. 
However, this molecule has also some oestrogen agonist 
activity on the female genital tract. Our paper summarises the 
benign endometrial lesions related to tamoxifen use. 

Endometrial atrophy remains the commonest histological 
finding in postmenopausal women receiving tamoxifen but 
endometrial proliferation, glandulocystic changes, hyperpla- 
sia, endometrial decidualisation and various sorts of polyps 
have all been described with the help of hysteroscopy, trans- 
vaginal ultrasound scan, saline infusion sonography, colour 
Doppler flow studies, Pipelle aspiration or Novak biopsy and 
curettage. The exact incidence of these lesions is difficult to 
assess precisely because most publications are describing very 
different and generally small groups of patients. Furthermore, 
various study designs are utilised and several instruments of 
investigation of the cavity have been used. Moreover, differ- 
ent parts of the same endometium in an individual patient 
may display contrasting features. 

Three benign endometrial lesions have been described 
among tamoxifen users, the first one being the most typical 
and specific of the effect of this drug upon the uterine cavity. 

Glanduhxystic atrophy [l] 
Hysteroscopy shows a smooth, white but hypervascularised 

endometrial layer with many scattered protuberances. This 
pseudopolypoid glandulocystic mucosa represents an 
atrophic, thin epithelium overlying cystic dilatations of the 

endometrial glands in a dense, rich in collagen stroma con- 
taining large oedematous areas. In these cases, ultra- 
sonography displays an irregularly thickened endometrium 
with Gruyitre cheese pictures. 

Endometrial polyps which frequently contain dilated cystic glands 
and sometimes also stromal decidualisation changes 

Both hyperplastic and atrophic polyps have been reported 
but, according to Ismail [2], periglandular stromal con- 
densation, epithelial metaplasias and proliferative activity, 
sometimes with various degrees of atypia, are typical for the 
histologic appearance of tamoxifen-induced endometrial 
polyps. Among these patients, ultrasonography will reveal a 
free-floating glandulocystic structure and hysteroscopy will 
confirm the diagnosis. 

Endometrial hyperplasia: simple or complex, with or without 
atypia may be observed 

Retrospective studies describing tamoxifen effects on the 
endometrium are numerous and of limited interest because of 
lack of uniform methodology. A few case-control studies did 
compare postmenopausal breast cancer patients treated by 
tamoxifen with similar breast cancer patients without this 
treatment. Neven [3] using hysteroscopy, Cohen [4] using 
endovaginal ultrasonography and Exacoustos [5] and Lahti 
[6] using both methods together, did report on 2 12 tamoxifen 
patients. In general they observed oestrogen-like activity 
(including glandulocystic atrophy) in 20-35% of tamoxifen- 
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treated patients compared to 5-15, O-10 and 2-5%, respec- 
tively among non-treated women. A comparable case-control 
study was conducted among healthy women taking part in a 
breast cancer prevention trial. After 2 years [7], a proliferative 
endometrium was observed in 15% of tamoxifen patients, 
endometrial polyps in 8% and atypical hyperplasia in 16%. 
Placebo-treated women presented with 8, 2 and 0% of these 
lesions, respectively. 

As breast cancer p,atients receiving tamoxifen most tie- 
quently have oestrogen receptor positive turnours, they are 
not totally comparable to patients with receptor negative 
turnours. In this sense, prospective cohort studies monitoring 
the uterine evolution during tamoxifen treatment are of great 
interest. Gal [8] followed 11 patients by Novak biopsies during 
4-12 months and reported three endometrial hyperplasias. 
Achiron [9] observed That, among 45 patients with a normal 
endovaginal ultrasound, the endometrium of 25 remained 
atrophic after 12-36 months of tamoxifen. However, the 
mucosa of 12 became abnormally thick and 8 developed a polyp. 

In our department, the uterine cavity of 57 post- 
menopausal breast cancer patients was regularly checked by 
means of hysteroscopy and endometrial biopsy before and 
during tamoxifen-treatment (12-144 months, mean 54). 
Endometrial atrophy was observed in 33.3%, glandulocystic 
atrophy in 26.3%, polyp in 35.5%, hyperplasia in 3.5% and 
carcinoma in 5.3%. Moreover, a polyp did appear in the 
cavity of 35.5%. 

In conclusion, endometrial lesions are very frequent among 
asymptomatic breast cancer patients treated with tamoxifen. 
These women should be regularly evaluated for evidence of 
any intra-uterine ano:maly. Moreover, it seems that endo- 
metrial polyps which are rare among untreated controls, are 

an important endometrial feature in these patients on 
tamoxifen. These polyps are often multiple and can be 
unusually large, occurring on a background of endometrial 
hyperplasia. These lesions should be resected and followed 
because of a possible pathogenetic relation between polypoid 
endometrial hyperplasia and malignancy. 
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Tamoxifen, an anti-estrogen widely used for breast cancer treatment, has variable agonistic effects on 
the uterus (mostly concerning endometrium but also myometrium). 14 cases of growing uterine 
fibroleiomyomas Iduring tamoxifen treatment which required hysterectomy are described. No myo- 
metrial malignancy was observed. 0 1998 Elsevier Science Ltd. All rights reserved. 

TAMOXIFEN-A non-steroidal triphenylethyl compound Various uterine pathologies have been reported: endometrial 
derivative from dieth:ylstilboestrol-has clinically dual anti- hyperplasia and polyps, endometrial carcinoma, adeno- 
oestrogenic and oestmgenic actions. Because of these para- myosis, growth of leiomyoma. 
doxical agonist properties for oestrogen-sensitive tissues, In our institution surgical exploration with total hyster- 
some detrimental side-effects may occur on the internal gen- ectomy was performed in 14 patients receiving tamoxifen 
ital tract in (postmenopausal) women taking tamoxifen. who demonstrated rapid or progressive overgrowth of uterine 


