doi 10.15296/ijwhr.2016.35
doi 10.15296/ijwhr.2015.27

http://www.ijwhr.net
http://www.ijwhr.net

Open
Access
Open Access

Review
ReviewArticle
International
Journal
of Women’s
and Reproduction
Sciences
International
Journal
of Women’s
HealthHealth
and Reproduction
Sciences
Vol.Vol.
3, No.
3, July
2015, 126–131
4, No.
4, October
2016, 152–156
ISSN
23304456
ISSN
23304456

Women on Features
the Other and
Side Differential
of War and Poverty:
Its of
Effect
Histologic
Diagnosis
on the Health Polyps;
of Reproduction
Endometrial
An Update and Review
Ayse Cevirme1, Yasemin Hamlaci2*, Kevser Ozdemir2

Ali Dastranj Tabrizi*
Abstract

Abstract
War and poverty are ‘extraordinary conditions created by human intervention’ and ‘preventable public health problems.’ War and
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EPs which discovered by hysteroscopy and confirmed by
histology was 38.6% and 30.9% respectively (10). In another study the presence of EPs was recorded in 54.6% of
postmenopausal patients who were on tamoxifen (11). It
seems that tamoxifen related polyps have a tendency to be
larger and commonly presented as multiple lesions.
Histologic Features
Histologically, EPs are considered raised lesions composed
of mostly stromal proliferation in association with various
glandular alteration covered by epithelium. The range of
glandular change differ from cystically dilated atrophic
glands through hyperplastic glands to rare endometrial
carcinoma (Figure 1A). Frequently, the proliferated glands
represents as disordered proliferative glands in a compact
or fibrotic stroma. In fact the latter feature is characteristic
for EP and more often seen in the polyps due to tamoxifen
therapy. In practice any raised endometrial lesion with the
mentioned histologic pattern that lined by epithelium in
three sides should be considered EP. However the polyploid appearance of endometrium treated with high dose
progesterone should be considered in differential diagnosis. In this case decidualized endometrial stroma in association with inactive and exhausted glands usually leads
to correct diagnosis. Another useful diagnostic feature is
presence of glands which their longer axis are in parallel
with the surface epithelium (Figure 1B). The glands may
be inactive and dilated but functional glands could be seen
in the polyps also. Existence of thick walled and hyalinized
vessels often considered as a useful histologic feature and
some investigators insists that these vessels should be located near the surface epithelium (Figure 1C).
Although it is rare occurrence, both endometrioid and serous carcinoma in association with their precursor lesions
may involve or originate from the EPs. In this context it is
essential to examine any atypical foci with especial care.

In some cases the nuclear atypia is often subtle and may
be easily overlooked. Although the assessment of nuclear atypia in the endometrial glands is very subjective and
may be problematic, however presence of round and vesicular nuclei with loss of polarity should be considered as
a worrisome finding (12). Indeed, rather than obvious nuclear atypia, presence of different nuclear features between
normal and atypical glands should be considered one of
the characteristic findings of endometrial intraepithelial
neoplasia (EIN) raised from EP. In fact existence of distinctive glands crowding in association with comparable
nuclear feature between normal and crowded area may
be used for detection of EIN in a polyp, although other
corresponding findings of EIN should be found. In rare
cases, endometrial intraepithelial carcinoma (EIC) – that
currently considered as a minimal invasive serous carcinoma rather than its precursor – may be found in the EPs
or originate from these lesions. Finding of any marked nuclear atypia with prominent nucleoli and brisk mitotic activity should be considered highly suspicious particularly
in the superficial epithelium. In this setting high mitotic
activity in association with apoptotic bodies are constant
features of serous carcinoma and can be confirmed by immunostaining for p53, ki67 and p16 (13) (Figure 2).
Distinction of benign EP from uterine adenosarcoma may
represent a diagnostic challenge. Most of the uterine adenosarcomas are large polyploid masses that usually protruding from cervical os. Histologically presence of any
of the following features; marked stromal hypercellularity
(including periglandular cuffing), stromal nuclear atypia
and mitotic figures ≥2/10 HPF in the stromal cells warrants a diagnosis of adenosarcoma. In this setting, partial
involvement of the polyps with some of these features may
be interpreted as atypical EP (14).
EPs with atypical (bizarre) stromal cells may also represents a potential diagnostic pitfall. These cases usually

Figure 1. (Hematoxylene & Eosine) (A) Atypical hyperplasia
partially involved an endometrial polyp (200X). (B) Note the long
axis of glands in parallel with surface epithelium (100X). (C)
Numerous thick walled vessels in the EP (100X).

Figure 2. (Hematoxylene & Eosine) (A) Endometrial serous
carcinoma in an endometrial polyp (100X). (B) Endometrial
intraepithelial carcinoma (EIC) is seen in the surface epithelium
(200X). (C) An EP has been involved by endometrial intraepithelial
neoplasia (EIN) (400X).
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are accidental findings, however presence of cells with
large, hyperchromatic, multilobulated nuclei or multinucleated stromal cells which can be distributed in focal or
multimodal pattern, may be interpreted as a worrisome
finding. Smudged pattern of nuclear chromatin similar to
atypical leiomyoma, lack of periglandular cuffing, absence
of mitotic activity and very low proliferative index in these
cells which can be confirmed by very low immunoreactivity to ki67 are useful findings for rule out of malignancy
(15,16) (Figure 3).
Discussion
EPs are benign localized glandular and stromal overgrowth that represent as sessile or pedunculated lesion,
may be seen single or multiple and varies in size from millimetres to centimetre (2,3,17). Based on population study,
its incidence varies between 7.8% to 34.9% (18,19). It is
estimated that this prevalence may be higher in infertile
women. In a prospective study of 1000 infertile women
who underwent hysteroscopy before in vitro fertilization,
it was found that 32% of patients had EP (20).
From mechanistic perspective, it seems that endometrial
stimulation by estrogen, genetic mutations, age, obesity,
hypertension and diabetes are implicated in pathogens of
EPs (21-25). It worth note that age may be the most important predisposing factor. It is well known that patients
who use tamoxifen are in higher risk and the prevalence of
EP in these patients may raise up to 32% (26). .Although
these polyps are generally considered benign lesions, in
rare cases they may harbour premalignant, malignant and
evenly metastatic lesions. In a study (unpublished data)
we found 26 malignant EPs over 20 years that involved by
serous carcinoma.
From clinical perspective, the EPs usually discovered by
imagining or hysteroscopic evaluation of the patients
who referred by abnormal uterine bleeding or infertility.
However these lesions may be protruded from cervix and
presented as endocervical polyp or protruded myoma. In
the later circumstances, careful examination of the lesion
for rule out of endometrial or cervical adenosarcoma is
necessary. In the same way scrutinized evaluation of glandular epithelium including surface epithelium to finding
of any true nuclear pleomorphism and prominent nucleoli
should be kept in mind for rule out of minimal endometrial serous carcinoma. In addition it should be emphasized
that precursors of type I endometrial carcinoma including EIN or complex atypical hyperplasia may be found in
the EPs. These premalignant or malignant lesions may be
confined to the polyps or can be seen in other regions of
endometrium. Therefore it is reasonable to examine carefully the rest of endometrium in hysterectomy specimens
harbouring EPs.
EPs may be involved by metastatic lesions also. Although
endometrial metastatic involvement is unusual and less
common than vaginal and ovarian involvement, it is typically occurring secondary to breast lobular carcinoma
(27-29). Hence recognition of this occurrence in breast
cancer patients who presented with abnormal uterine
154

Figure 3. (Hematoxylene & Eosine) (A) obvious periglandular
cuffing in uterine adenosarcoma (200X). (B) Numerous mitotic
activity in the stromal component of adenosarcoma (200X). (C) An
adenosarcoma with prominent nuclear atypia in the sarcomatous
component (400X).

bleeding should promptly indicate for careful examination of endometrium in these patients.
Regards to other types of endometrial carcinoma, it is
worth to note that clear cell and mucinous carcinoma can
be found in the EPs also (30). In the minimal endometrial
serous carcinoma or EIC, the common genetic mutation
which can be confirmed with IHC method is P53 mutation (31). Therefore in the suspicious polyps, IHC staining
for P53 will be useful in confirmation of diagnosis. As in
other types of gynaecological lesions (32), IHC staining
for Ki67 can be applied for confirmation of increased cellular proliferation in the EPs. Hence Ki67 may be used as
a useful marker in recognition of malignant or premalignant lesions in the EPs.
Conclusion
Although EPs as relatively common endometrial lesions
(particularly in patients with abnormal uterine bleeding
and infertility) are considered benign lesions, a range
of atypical, premalignant and malignant changes can be
found in both glandular and stromal components of these
lesions. Therefore careful attempt in microscopic examination of these lesions should be accomplished.
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