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Abstract

Background: Although tamoxifen has well documented oestrogen-like effects in the endometrium and
ectocervical squamous epithelium, its effects on the endocervix are poorly documented.

Case report: We report a case of an 88 year-old woman who presented with postmenopausal bleeding after
receiving tamoxifen for 16 months following a diagnosis of Grade 2 invasive and in situ carcinoma of breast.
Endometrial biopsy was performed revealing either atypical hyperplasia or adenocarcinoma. She underwent total
abdominal hysterectomy, bilateral salpingo-oophorectomy and lymph gland sampling. Histopathological examination
of the uterus showed an endometrioid carcinoma (FIGO Grade 2) at the endometrium. In addition, there was
extensive florid endocervical microglandular hyperplasia.

Conclusion: Endocervical microglandular hyperplasia is usually seen in woman of reproductive age, particularly
in association with pregnancy and contraceptive use. It is unusual in postmenopausal woman and its presence in
this 88 year-old tamoxifentreated patient implicates tamoxifen as a course of endocervical microglandular

hyperplasia in this instance.
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Introduction

The non-steroidal triphenylethylene derivative tamoxifen has been
widely used in the management of established breast cancer [1].
Women treated with tamoxifen are at increased risk of endometrial
cancer, hyperplasia and polyps [2].

Case Report

An 88 year-old Caucasian woman, gravida 2, presenting for a
routine change of shelf pessary. She complained of one episode of
postmenopausal bleeding. Breast biopsy and mammogram were
performed in May 2002 to investigate a breast lump. All the results
confirmed evidence of malignancy and resulted in left radical
mastectomy and axillary node clearance to level III. Histology results
revealed grade II invasive ductal carcinoma with an 7n situ component.
There was also associated invasive lobular carcinoma of a similar
grade. Thirteen lymph nodes were identified with no involvement
(Grade II, TINoMo, ER+ PR-). Postoperative hormonal therapy with
tamoxifen (20 mg once daily) was administered until January 2004 and
changed to Arimidex, and a five year course recommended.

The first episode of postmenopausal bleeding was 16 months after
commencing on tamoxifen. The patient had an urgent ultrasound scan
and endometrial biopsy. Ultrasound of the pelvis revealed an enlarged
uterus with a large fibroid occupying the body and a fundus
endometrium could not be separately identified. Some calcific change
was also noted. Pipelle endometrial biopsy revealed scanty fragments
of endometrium, showing some rather worrying features of atypical
hyperplasia or adenocarcinoma. The patient underwent a total
abdominal hysterectomy, bilateral salpingo-oophorectomy and lymph
gland sampling together with a burch colposuspension. The patient is
currently alive and symptom free.

Pathological Findings

The uterus was bulky, weighing 292 g and measuring 114 x75 x 60
mm. Macroscopically, the tubes and ovaries were normal. On section,
the bulky appearance was due to the presence of a 55 x 55x60 mm
diameter fibroid in the fundus. The endometrial cavity was displaced
laterally. Below the fibroid, the endometrium was 15 mm thick with a
very irregular posterior surface. No obvious myometrial thickening
was seen. The endocervical lining was smoother, but also polypoid.

Microscopic examination showed a FIGO grade 2 adenocarcinoma
of the endometrium with significant myometrial invasion confined to
the inner half of the uterine wall. There was no vascular invasion. The
endocervix showed a florid glandular proliferation with weakened
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architecture and osmolalities. These findings caused diagnostic
difficulties and the case was referred for expert opinion. The
ectocervical squamous epithelium was extensively glycogenated and
there was florid proliferation of tightly packed endocervical glands
lined by cuboidal cells, associated with squamous metaplasia and
occasionally lined by flattened endocervical cells. Mitotic figures were
scanty. The stroma also shows infiltration by acute and chronic
inflammatory cells. These features are those of microglandular
endocervical hyperplasia as shown in Figure 1.

Figure 1: A photomicrograph of a haematoxylin and eosin-stained
section through the endocervix of the 88-year old woman treated
with tamoxifen, showing typical histopathologic features of florid
endocervical microglandular hyperplasia. Note the florid tightly
packed endocervical glands lined by cuboidal cells associated with
squamous metaplasia (red arrows). The stroma also shows
infiltration by acute and chronic inflammatory cells close to the
glands (blues arrows). Image was taken at 100x magnification.

Discussion

Tamoxifen is a very useful agent for adjuvant therapy of patients
with breast cancer, prolonging overall survival [3]. It works by
competing with and blocking access of natural oestrogens to oestrogen
receptors in the breast. However, tamoxifen also stimulates other
tissues including the lower genital tract, and its long-term use is
associated with an increased risk of developing endometrial polyps,
hyperplasia and malignant neoplasms, with a significantly greater risk
of uterine cancer has been demonstrated in patients taking tamoxifen
for more than 5 years [4]. Although tamoxifen has well documented
oestrogen-like effects on ectocervix squamous epithelium, its effects, if
any, on the endocervix are poorly documented [5]. Oral
contraceptives, pregnancy and hormone-replacement therapy are
linked to the incidence of the lesion suggesting that both oestrogen
and progestagen have a role to play in the pathogenesis of this
condition, with 3% of oral contraceptive users destined to develop
microglandular hyperplasia [6-8]. Microglandular hyperplasia of the
endocervix is a localized non-neoplastic proliferation of the glandular
epithelium of the endocervix. Although these growths may show
architectural or cytological abnormalities, they differ from malignant
tumours, and can easily be misinterpreted as pre-malignant or
malignant neoplasms of the endocervix [9-11]. Microglandular

hyperplasia is found most commonly in younger women (between the
ages of 25-37) and is often an incidental microscopic finding [12,13], is
just like adenocarcinoma of the endometrium, associated with
endogenous hormones, and induced by pregnancy hormones,
gynecological therapeutic treatments or through oral contraceptive
therapy [6,7,14]. Although there are reports of endocervical
microglandular hyperplasia in post-menopausal women without a
history of hormone replacement, these are far rarer [8]. Our case
describes an incidence of endocervical microglandular hyperplasia and
adenocarcinoma in an 88 year-old tamoxifen/aromatase inhibited
woman, and raises the question of association between tamoxifen and
this unusual occurrence. The data thus suggest that tamoxifen is a
contributory factor in microglandular hyperplasia in this older age
group, and that we may see more cases of endocervical hyperplasia
with adenocarcinoma in the future. Diagnosing microglandular
hyperplasia of the endocervix is often difficult especially when a
differential diagnosis with adenocarcinoma is necessary [15] although
recent immunohistochemical approaches are showing some promise
[14].

Conclusion

Published reports regarding the short-term pathological effects of
tamoxifen on the endometrium are difficult to evaluate critically
because of an unfortunate lack of attention to pathological detail and
lack of understanding of the pathological terminology [16]. Tamoxifen
may cause florid endocervical hyperplasia in older postmenopausal
women, a finding which may lead to diagnostic difficulties when seen
in association with endometrial carcinoma [15].
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