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Abstract

Introduction: Abnormal uterine bleeding (AUB) is considered as one of the most common problems both to the
patient and the gynecologist. Until the pathology underlying atypical uterine bleeding is accurately diagnosed,
proper therapy is hardly possible. The objectives of the study were to determine the types and frequencies of
pathologies in endometrial curettings of abnormal uterine bleeding & compare different endometrial
pathologies in different types of abnormal uterine bleeding in peri and postmenopausal patients.

Methods: This is a retrospective study, conducted in the Department of Pathology, in a tertiary care teaching
hospital, Kolkata from November 2014 to October 2015. All cases of AUB in the peri and postmenopausal
patients with a probable endometrial cause were included in the study. Results: A total of 156 cases were
analyzed. AUB was most prevalent in the perimenopausal age group. The most common presenting complaint
was menorrhagia (43%). Histopathological diagnosis was not possible in 5 cases with inadequate sample
material. Non-organic causes of the endometrium comprised 80.1% of total while in the rest (19.9%) definite
organic pathology was found. Among the non- organic causes secretory endometrium(42.9%) and in the
organic group polyp(43.3%) was found to be commonest. Malignancy comprises 23.3% and hyperplasia
constitutes 30% of total organic causes.

Conclusion: Histopathological diagnosis of hyperplasia and malignancy is maximum in the patients presented
with menometrorrhagia followed by postmenopausal bleeding. Hereby Histopathological evaluation of
endometrial samples is especially indicated in peri and postmenopausal women to rule out neoplastic and
preneoplastic conditions.
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I.  Introduction

Abnormal Uterine Bleeding (AUB)-a term used to describe any type of bleeding that does not fall
within the normal ranges for amount, frequency, duration or cyclicity’.It includes both dysfunctional uterine
bleeding (DUB) where no demonstrable organic cause is seen and bleeding from structural causes like fibroids,
polyps, endometrial carcinoma, and pregnancy complications. Endometrial curettage in such cases plays an
important role in excluding organic uterine disorders.?

Abnormal uterine bleeding (AUB) is considered as one of the most common and perplexing problems
both to the patient and the gynecologist; it is responsible for as many as one-third of all outpatient gynecologic
visits. Two and a half million American women complain of a menstrual disorder each year.? Variations from
the normal cyclical pattern in the peri-menopausal age may be due to physiological hormonal changes or may be
due to neoplastic changes. AUB may be the symptom of endometrial carcinoma in 8 — 50% of cases.” The
increased risk of endometrial hyperplasia and endometrial carcinoma is more evident in peri-menopausal and
post-menopausal women with abnormal uterine bleeding. > Endometrial curettage plays an important role in
excluding these organic causes of AUB like endometrial hyperplasia or endometrial carcinoma by allowing
extensive sampling of uterine cavity.

The present study is an attempt to demonstrate various causes of AUB in peri and post-menopausal
patients by histopathological examination of endometrial curettage and to correlate the clinical presentation with
histopathological diagnosis.

Il.  Materials And Methods
A retrospective comparative analysis of 156 cases of AUB in the peri and postmenopausal women was
done in the Department of Pathology , ESIPGIMSR & ESIC Medical College, Kolkata from November’14 to
October ’15. Data regarding the age and presenting clinical features were retrieved from the accompanying
laboratory request forms or patients records wherever available. All data were recorded in a structured proforma.
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For each case, representative slides were reviewed by at least two expert histopathologists and the pattern of
uterine histopathological changes identified and classified according to clinical presentation.
Histopathological changes were classified into three broad categories. The first category includes
patients with abnormal uterine bleeding due to non-organic causes as mentioned below:
Secretory endometrium,
Proliferative endometrium,
Atrophic endometrium,
Disordered proliferative endometrium,
Irregular shedding of endometrium
latrogenic endometrium

ouprwdE

The Second Category Includes Patients With Abnormal Uterine Bleeding Due To Organic Causes Like
1. Endometrial polyp

2. Endometritis

3. Endometrial hyperplasia

4. Endometrial carcinoma

The third category includes patients whose specimens were Insufficient for diagnosis Endometrial
curettage tissue sample was received in the department of pathology for evaluation. All the specimens were
fixed in 10% formalin, processed and embedded in paraffin, and 3-4 p thick sections were made. Sections were
stained with Hematoxylin and Eosin stain (H& E).

I1l.  Results

A total of 156 perimenopausal and postmenopausal women presenting with abnormal uterine bleeding

underwent endometrial sampling at ESI-PGIMSR & ESIC Medical College, Kolkata over a period of one year.
The most common clinical presentation was menorrhagia (43%) followed by metrorrhagia (21%), post-
menopausal bleeding (15%), menometrorrhagia (12%) and polymenorrhea (9%).(Figure 1)
Histopathological diagnosis was possible in 151 patients with inadequate sample material in the rest 5 cases.
Among the diagnosed 151 patients, 121 patients of abnormal uterine bleeding is due to non-organic causes of
the endometrium comprising 80.1% of total while in the rest 30 cases (19.9%) definite organic pathology was
found.

Non-organic causes: Out of the 121 non-organic causes of AUB, normal physiological changes like
secretory, atrophy and proliferative endometrium were most common and seen in 52 cases(42.9%), 25
cases(20.7%) and 24 cases(19.8%) respectively. These are followed by iatrogenic endometrium (8.3%),
disordered proliferative endometrium (5.0%) and irregular shedding of endometrium (3.3%).

Organic Causes: Among the organic causes of endometrium, different lesions found were endometrial
polyp in 13 cases(43.3%), endometrial hyperplasia without atypia in 8 cases(26.7%), endometrial carcinoma in
7 cases(23.3%) and endometrial hyperplasia with atypia and granulomatous endometritis both in 1 case(3.3%)
each. A total of 7 cases of endometrial carcinoma were found with different variable histo-morphology like
endometrioid (n=4), serous papillary (n=2) and undifferentiated carcinoma (n=1).

When clinical presentation was correlated with histopathological diagnosis, menorrhagia, the most
common presenting complaint, showed secretory pattern of endometrium in 24 cases (36.9%) followed by
atrophic in 11lcases (16.9%), proliferative in 9 cases(13.9%), endometrial polyp in 8 cases(12.3%), iatrogenic
endometrium in 7 cases(10.8%), irregular shedding and hyperplasia without atypia each in 2 cases(3.1%),
disordered proliferative endometrium and granulomatous endometritis each in 1 case(1.5%).

Secretory pattern was also most common pattern in patients presenting with metrorrhagia and menometrorrhagia
comprising 50% and 38.9% of the total cases respectively.

Endometrial hyperplasia and carcinoma together was seen in 38.9% cases of menometrorrhagia.
Proliferative phase of endometrial cycle is the most common(35.7%) histopathological finding in
polymenorrhea while atrophic endometrium is seen in 31.8% of post menopausal bleeding.
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Table 1- Histopathological findings in different types of abnormal uterine bleeding

Clinical feature Functional causes(n=121) Organic causes(n=30)
No Total
Sec | Pro | Atr | D.p. | I.sh | lat | Gran | Poly | Hypr Hypr Car | Opinion
p Withou | With
t
Atypia | Atypi
a
menorrhagia 24 9 11 1 2 7 1 8 2 0 0 2 67
metorrhagia 16 |5 3 2 1 2 0 2 1 0 0 1 33
menometorrhagia | 7 1 1 1 0 1 0 0 2 1 4 0 18
polyp 2 5 3 1 1 0 0 1 1 0 0 0 14
Postmenopausal 3 4 7 1 0 0 0 2 2 0 3 2 24
bleeding
Total 52 |24 |25 |6 4 10 |1 13 8 1 7 5 156

Sec=secretory, pro=proliferative, atr= atrophic, d.p.=disordered proliferative, I.sh=irregular shedding,
iat=iatrogenic, gran=granulomatous endometritis, hypr= hyperplasia, car= carcinoma

IV.  Discussion

The term abnormal uterine bleeding has been used to describe any bleeding not fulfilling the criteria of
normal menstrual bleeding. The causes of abnormal uterine bleeding include a wide spectrum of diseases of the
reproductive system and non-gynecologic causes as well. When an organic cause of AUB cannot be found, then
by exclusion, a diagnosis of dysfunctional uterine bleeding (DUB) is assumed.

Perimenopausal patient (n=132) in the age range of 41 — 50 years presenting more commonly with
AUB as compared to post menopausal (n=24) .This corroborated well with studies by Sajitha K et al ® and
Vaidya S et al ’. Various pattern of AUB seen in this patients is mainly because of fluctuation in the estradiol
level as there is decline in ovarian follicles and cycles become anovulatory. Now a days because of increased
awareness amongst patients as well as better evaluation techniques, patients could be evaluated much earlier.
Hence increased number of perimenopausal patients with AUB is observed in the present study.

Most common complain found in the present study is mennorrhagia (46.2%) which is close to
incidence reported by Sajitha K et al. (34.4%).° They opined that the defect is in the control process regulating
the volume loss during menstrual break down of endometrium which in turn leads to regular episodes of heavy
menstrual blood loss. In 80.1 % cases ,AUB occurred because of functional causes as compared to 19.9%
where organic causes was found.

Functional causesof AUB

On histopathological examination of endometrial curettage from patients of AUB in the present study,
secretory pattern followed by atrophic and proliferative endometrium were the common findings with
prevalence of 33.3%,16% and 15.3% respectively. Similar observation was made in the studies of Vaidya S et
al” and Sajitha K et al® .The bleeding in secretory phase is due to ovulatory dysfunctional uterine bleeding and
the main defect is in the control of processes regulating the volume of blood lost during the menstrual
breakdown of endometrium. Thus bleeding is characterized by regular episodes of heavy menstrual blood loss
or menorrhagia.?

Atrophic endometrium is the most common cause of abnormal uterine bleeding in postmenopausal
stage in our (7 out of 24; 29.2%) as well as in other study. Incidence of atrophic endometrium in post
menopausal patients varies from 4.34% -36.2%.%"°. Thin walled veins, superficial to the expanding cystic
glands, make the vessels vulnerable to injury and lead to excessive uterine bleeding.This apparent higher
incidence of atrophic endometrium in our study is due to the fact that our study population includes only >41
years aged patient instead of any age.

Proliferative endometrium is found to be almost equal in frequency with atrophic endometrium in our

study (24 cases; 16.5%).Other studies reported incidences of 33%,32.6%, and 32%."'™ This pattern was
commonly observed in the late reproductive and perimenopausal women due to the hormonal imbalance in this
group leading to intermittent anovulatory cycles. As our study includes only peri and post menopausal women in
contrast to other studies our incidence of proliferative endometrium is seemed to be lower.
In our study, pill endometrium is seen in 10 (6.6%) cases. In other studies its incidence was lower and varied
from 1.7%- 4.81%."**" As this pattern is predominantly seen in the perimenopausal age group, our study reveals
a relatively higher incidence. This is probably due to the fact that increased number of patients in this age
usually seek for early medical management for bleeding.
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Disordered proliferative pattern lies at one end of the spectrum of proliferative lesions of the
endometrium that includes carcinoma at the other end with intervening stages of hyperplasias. It differs from the
normal proliferative endometrium in the absence of uniform glandular development but is not abnormal enough
to be considered hyperplastic . Disordered proliferative patterns resembles a simple hyperplasia, but the process
is focal rather than diffuse. In this study, 6 (3.9%) cases are diagnosed while in the literature its incidence varies
from 5.7% to 20.54%. Similar to other studies, it is more common in the 41-50 age group.>*®*° Diagnosing the
patients at the earliest stage of this spectrum will be of definitive help to the practicing gynaecologists to prevent
the disease progression.

Irregular shedding of the endometrium is apparently due to slow degeneration of the corpus luteum
with prolonged exposure of the menstruating endometrium to the waning progesterone. Clinically, irregular
shedding of the endometrium manifests itself by cyclic prolonged menstruation, which may be profuse. In our
study total number of cases with irregular shedding of endometrium was found in 4 (2.6%) cases and none of
them are post menopausal.

Organic causes of AUB

In 19.9% of patients AUB was the result of a well-defined organic lesion. Prevalence of benign polyp
in the present study is 8.6% and majority of them (11 out of 13;84.6 %) was in 41-50 years age group. It is
important to diagnose endometrial polyp as it may provide a suitable microenvironment for the development of
malignancy.

The second most common organic cause of AUB was found to be endometrial hyperplasia in 5.79 %
cases. However higher incidence was reported by Vaidya S et al (10.94%) " and Muzaffar M et al(24.7%)* with
peak in perimenopausal age group. The possible explanation could be that most of patients here belong to lower
socioeconomic status and the occurrence of risk factors like obesity, diabetes, increased intake of animal fat and
sedentary life style is low. In the absence of ovulation and the production of progesterone, the endometrium
responds to estrogen stimulation by proliferation. This endometrial proliferation with no periodic removal leads
to the rupture of the fragile endometrial tissue and irregular bleeding. As endometrial hyperplasia is a precursor
of endometrial cancer, with overall risk of progression to cancer being 5-10%," its identification is important in
peri and postmenopausal patients presenting with AUB.

In the present study 4.6% cases were diagnosed as endometrial carcinoma on histopathological
examination of endometrial curettage in patients presenting with AUB(7 out of 151).Almost similar observation
was made by Vaidya S et al (3.6%)" and Mencalgia L (4.4%).”° Endometrioid carcinoma followed by papillary
serous and an undifferentiated carcinoma were the variable histological types found. The most common
presentation in these patients are menometrorrhagia followed by post menopausal bleeding. Incidence of
endometrial carcinoma was 22.2% (4 out of 18) in the menometrorrhagia group and 13.6% (3 out of 22) in the
diagnoseg1 postmenopausal group. This was somehow lower to that reported by Dangal G in Chitwan in 2003
(17.6%).

Another benign organic lesion found is ‘granulomatous endometritis’ compatible with tubercular
etiology showing caseating granulomas with epitheloid cells and Langhans giant cells. In a large study of
proven cases of tuberculosis of the endometrium reported bleeding as a presenting symptom in 22.2% cases.*

In 3.2%(5 out of 156 ) cases, the endometrial specimens labelled unsatisfactory for reporting showed
scant amount of fragmented glands and stromal tissue and vast areas of haemorrhage. A study which evaluated
the negative predictive value of inadequate endometrial samples in diagnosing endometrial hyperplasia and
malignancy suggested that an inadequate endometrial sample may be sufficient to rule out endometrial neoplasia
because of its high negative predictive value.?

Table 2- comparison of different studies

Devi J et al™® Vaidya Setal” | Ghani NAetal®* | Present
study

FUNCTIONAL CAUSES
Proliferative 25.4% 18% 13.75% 15.3
Secretory 4.6% 20% 10% 33.3
latrogenic 0.6% 04% 05% 6.4
Disordered proliferative 3.6% 12.8% - 3.8
Luteal phase defect - 0.8% - 2.6
Atrophic 36.2% 7.6% 1.25% 16
ORGANIC CAUSES
Endometritis 1.2% 3.6% 05% 0.64
Polyp 2.2% 1.6% 12.5% 8.3
Hyperplasia 18.8% 12.8% 42.5% 5.7
Carcinoma 0.6% 3.6% 2.5% 44
Inadequate 6.8% 6.8% 3.75% 3.2
Weakly proliferative - 8.4% - -
Decidual reaction - 3.75% -
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V.  Conclusion
Atypical uterine bleeding in peri and postmenopausal women is most commonly dysfunctional in

origin. In addition, endometrial hyperplasia and carcinoma together also constitute a significant proportion of
cases among the organic causes, thereby highlighting the importance of endometrial curetting and biopsy as a
diagnostic procedure in the evaluation of abnormal uterine bleeding in peri and post menopausal age group to
exclude preneoplastic and neoplastic conditions. Another interesting finding is that histopathological diagnosis
of hyperplasia and malignancy is maximum in the patients presented with menometrorrhagia followed by
postmenopausal bleeding.
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Fig 1- H&E stalned sectlons show prollfer'atlve endometrium(a), secretory endom trlum(b) atrophic
endometrium(c) and iatrogenic endometrium(d).
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Fig 2- H&E stained sections show endometrial polyp(a), endometrial hyperplaia without atypia(b) and
granulomatous endometritis(c).

Fig 3- H&E stained sections show different types of endometrial carcinoma(a-d).
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