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ABSTRACT

Introduction

Abnormal uterine bleeding (AUB) is one of the commonest
gynaecological problems. Etiology of AUB may be structural
and functional and varies according to age group. Histological
pattern of endometrial sampling along with clinical and
radiological findings remains the diagnostic standard for
clinical diagnosis of endometrial pathology which ultimately
helpsin deciding the management of the patients.

Objectives

To determine histopathological pattern of endometrial
biopsies in patients with AUB attending Birat Medical College
Teaching Hospital. To determine the pattern of menstrual
abnormality in patients with AUB in different age groups

Methodology

We conducted a prospective hospital based cross sectional
study for a period of one year (1" April 2019 to March 31"
2020). Histopathological findings of all endometrial biopsy
samples in patients with AUB were examined. Patients were
categorized into different age groups and the patterns of
menstrual abnormality were also documented.

Results

166 patients presenting with AUB underwent endometrial
biopsy. Most of them were of perimenopausal age group
(42.77%). Menorrhagia was the most common presenting
menstrual abnormality. Histopathological examination
predominantly revealed normal cyclical endometrium.
Hyperplasia was seen more frequently in patients > 40 years
of age. Malignancy was diagnosed in 2.41%, all were
adenocarcinomaand was seenin>50years age.

Conclusion

AUB is a common gynaeco-pathological problem with
varied clinical presentation and multiple causes. Functional
endometrial changes account for the highest histological
pattern. However hyperplasia and malignancy are important
cause of AUB in perimenopausal and post menopausal age
group'swomen
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INTRODUCTION

AUB is one of the commonest gynaecological problems. It is
defined as abnormal bleeding different than that of normal
menstruation in terms of frequency, duration, amount and
bleeding after menopause.’ It may be due to structural or
functional causes.' Fibroids, polyps, endometrial hyperplasia,
endometrial carcinoma and complications of pregnancy are
the common structural causes of AUB.’ Dysfunctional
uterine bleeding (DUB) is the functional disorder which is
diagnosed only after exclusion of structural, iatrogenic,
medications and psychosocial cause. Etiology of AUB varies
according to age group affectedi.e. reproductive (18-<40years),
perimenopausal (40-50years) or post menopausal (>50
years)."

The most common investigation for AUB is endometrial
biopsy which is done to identify the cause of bleeding.’
Histological pattern of endometrial biopsy along with
clinical and radiological findings remains the diagnostic
standard for diagnosis of endometrial pathology which
ultimately helps in deciding the management of patients.
Endometrial biopsy is a safe, efficient and cost effective
means of evaluating the uterine endometrium. It not only
helps to rule out precursor lesion and malignancy but also
serves to identify hormonally induced changes, inflammation
and other pathology in patients with AUB.

In most patients normal endometrium and inflammatory
endometrium are only seen in endometrial biopsy, however,
in nearly 40% of perimenopausal and post menopausal
women, presenting with AUB as their only complain,
endometrial carcinoma may be found.Precursor lesions of
endometrial carcinoma are endometrial hyperplasia
without atypia/ atypical hyperplasia which are also
diagnosed with histopathological examination. Hence
endometrial biopsy is helpful to exclude precancerous and
cancerous lesions.

Detail clinical examination and imaging may help in
determining the site and few organic causes but definite
diagnosis and clinical management are dependent on the
histopathological diagnosis along with classifications of
lesions. Thus it holds a very important diagnostic significance.
Significant morbidity or mortality can be prevented if
endometrial hyperplasia which progresses to malignancy is
diagnosed early and treated. This type of study would be
valuable in this setting where there has been no published
literature. This study was therefore undertaken to determine
the histopathological pattern of endometrial biopsies in
patients with AUB in different age groups and also to
determine patterns of menstrual abnormalities in these
patients.

METHODOLOGY

This is a prospective hospital based cross sectional study
done in the Department of Pathology Birat Medical College,
Biratnagar, Nepal. All the endometrial biopsy samples in
patients with AUB received in the laboratory from 1% April
2019 March 31 2020 were included in the study. Patient's
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history was documented. Patients with pregnancy related
complications, and patients with in-situ intrauterine
contraceptives were excluded from the study. All the
samples were fixed in 10% formalin for minimum eight hours
then were processed routinely and subsequently stained
with Hematoxylin and Eosin (H&E) stain. Each of the slides
was examined by a minimum of two pathologists and then a
conclusion was drawn. Histopathological findings were
categorized accordingly into proliferative phase, secretory
phase, atrophic phase, disordered proliferative endometrium,
chronic endometritis, pill induced changes, endometrial
polyp, hyperplasia without atypia, atypical hyperplasia and
carcinoma. Patients were also categorized into following age
groups, Reproductive (18-<40 years), perimenopausal
(40-50 years) and post menopausal (> 50 years).' Data
collected was analyzed in terms of frequency and age
distribution using The Statistical Package for Social Sciences
version 20. The data were presented in frequency tables.

RESULTS

During a period of one year 166 patients presenting with
AUB underwent endometrial biopsy in which the age of the
patients presenting with AUB ranged from 27 years to 70
years with a mean of 44 years. Atotal of 71 (42.77%) patients
presenting with AUB were seen in the perimenopausal age
group followed by 63 (37.95%) patients in the reproductive
age group and 32 (19.3%) patients of the post menopausal
agegroup.

Patients presented most commonly with menorrhagia
(58.43%) followed by post menopausal bleed (19.27%),
metrorrhagia (15.1%), menometrorrhagia (4.8%)
polymenorrhea (1.8%) and oligomenorrhea (0.6%). (Table 1)

Table 1: Clinical presentation in patients with AUB

Clinical Presentation m Percentage (%)

Menorrhagia 58.43
Metrorrhagia 25 15.1
Menometrorrhagia 8 4.8
Polymenorrhea 3 1.8
Oligomenorrhea 1 0.6
Postmenopausal bleeding: 32 19.27

Histopathology of endometrium could be determined in 159
out of 166 patients as 7 biopsies were inadequate for
evaluation. Endometrial biopsy revealed normal cyclical pattern
endometrium in 95 (57.23%) patients which included 71
(42.77%) patients in the proliferative phase and 24 (14.46%)
in the secretory phase. Non neoplastic conditions like
chronicendometritis, disordered proliferative endometrium
(Figurel) and pill induced changes were seen in 22 (13.25%)
patients, 9(5.42%) patients and 3 (1.8%) patients respectively.
Endometrial polyp was seen in 4 patients (2.41%).
Precancerous lesions like endometrial hyperplasia without
atypia (Figure 2) were seenin 12 (7.23%) patients whereas 5
(3.01%) patients had atypical hyperplasia. Malignancy was
diagnosed in 2.41% and all were adenocarcinoma. (Table 2)
(Figure 3)
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Figurel: Histopathology of disordered proliferative
endometrium H&E stain x 40X

Table 2: Endometrial biopsy in abnormal uterine bleeding.

Histological finding m Percentage(%)

Proliferative

Secretory 24 14.46
Chronic endometritis 22 13.26
Disordered proliferative 9 5.42
Endometrial polyp 4 2.41
Hyperplasia without atypia 12 7.23
Atypical Hyperplasia 5 3.01
Endometrial carcinoma 4 2.41
Pill induced changes 3 1.8
Atrophic 5 3.01
Inadequate sample 7 4.22

Figure 2: Histopathology of endometrial hyperplasia
without atypia H&E stain x40X.
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Figure 3: Histopathology of endometroid carcinoma H&E

stain x40X

Most of the patients of the reproductive age group
(<40 years) had normal cyclical pattern of endometrium
with 28 patients with proliferative phase endometrium and
13 patients with secretory phase endometrium. Hyperplasia
was seen more frequently in patients > 40 years than
patients below 40 years of age. Endometrial carcinoma was
seenin>50yearsage. (Table3)

Table3: Endometrial biopsy pattern distribution according
to age.

Histopathological findings m
8 71

Proliferative 28 35

Secretory 13 11 0 24
Chronic endometritis 9 9 4 22
Disordered proliferative 5 3 1 9
Endometrial polyp 2 1 1 4
Hyperplasia without atypia 3 6 3 12
Atypical Hyperplasia 0 2 3 5
Endometrial carcinoma 0 0 4 4
Pill induced changes 2 1 0 3
Atrophic 0 0 5 5
Inadequate sample 1 3 3 7

DISCUSSION

AUB is one of the common and challenging problems
presenting to gynecologists. It differs from normal
menstruation in terms of frequency, duration and amount
and alsoincludes post menopausal bleeding. Various factors
like fibroids, polyps, hyperplasia, pregnancy related
complications, adenomyosis or carcinoma may be the
cause. Endometrial biopsy is frequently done in patients
with AUB asiitis helpful in providing the cause.

In the present study 166 endometrial biopsies were
received at the Pathology Department in the period under
review. The most common age group presenting with AUBin
this study was perimenopausal age group (40-50 years).
Similar observations were seen in Vaidya et al, Doraiswami
et al. and Jairajpuri et al."** Increasing number of patients in
this age group might be due to the decrease in number of
ovarian follicles and their increase in resistance to
gonadotrophin hormones with increasing age that leads to
low estrogen level which cannot keep normal endometrial
growing.” The incidence of AUB in patients with more than
50years was lower as compared to those between 41 and 50
years. This could be due to early evaluation and treatment
thereby decreasing the incidence in later age groups.

Menorrhagia is one of the commonest presentations of
AUB.’ In our study, pattern of abnormal bleeding include
menorrhagia (58.43%), metrorrhagia ( 25%), menometrorrhagia
(4.8%) polymenorrhea (1.8%) oligomennorhea (0.6%) and
post menopausal bleeding ( 19.27%). Similar observation
was seenin study done by Guptaetal.

Predominant number of patients in our study showed normal
physiological changes mainly the proliferative phase
(42.77%) followed by the secretory phase (14.46%).
Bleeding in proliferative phase may be due to anovulatory
cyclesand in secretory phase due to ovulatory dysfunctional
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uterine bleeding.’ Atrophic endometrium was seen in more
patients with more than 50 years. Exact cause of this is not
known but it is postulated to be due to anatomic vascular
variations or local abnormal haemostatic mechanisms
where the thin walled veins, superficial to the expanding
cystic glands make the vessel vulnerable to injury.’ Chronic
endometritis was the next common histological pattern
seenin 13.26% of patients. Itiscommonly seenin patients of
reproductive and premenopausal age group and it could be
due to the result of complications after use of Intrauterine
contraceptive devices or pregnancy related complications.
“’Disordered proliferative endometrium resembles
hyperplasia, but the process is focal. Its incidence varies
from 5.7%to 20.54%." Diagnosing at early phase helps to
prevent the progression of the disease. Nine patients
(5.42%) were diagnosed as disordered proliferative
endometriumin our study.

Endometrial polyps have also been associated with AUB. In
this study, endometrial polyps were seen in 4 ( 2.41%)
patients which was similar to study done by Gupta et al but
is much lower as compared to study by Aslam et al. where
they found polyps in 10% of people.”™” These differences
might be probably due to patient selection as their study
included all the patients with AUB who underwent
transvaginal ultrasonography. Histopathological changes
indicative of exogenous hormone effect were seen in 3
(1.8%) cases similar to study by Ara et al. but less than study
by Vaidyaetal. ™"

Endometrial hyperplasia was diagnosed in 17 (10.24%)
patients. Similar results were found in study done by Vaidya
etal and Gredmark et al.""*However higher incidences were
seen in study done by Bara et al and Muzaffar et al.””
Hyperplasia has been reported in endometrial biopsies with
varied frequency in AUB ranging from 5% to 18.3%."***
Previously endometrial biopsy was classified by the World
Health Organization (WHO) on the basis of architectural
complexity and cytological atypia- namely simple and
complex hyperplasia with and without atypia.” The new
WHO classifies hyperplasia into endometrial hyperplasia
without atypia and atypical hyperplasia/ endometroid
intraepithelial neoplasia.” We recorded 12 (7.23%) patients
with hyperplasia without atypia and 5 (3.01%) patients of
atypical hyperplasia. Hyperplasia was found to be more
frequently in patients above 40 years of age as compared to
below 40 years of age. It is important to diagnose hyperplasia
as these are precancerous lesions and may progress to
carcinoma; atypical hyperplasia with higher risk of progression.
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Endometrial biopsy revealed malignancy in 4 (2.41%)
patients which were adenocarcinoma. Higher incidence
was found in study by Tiwari et al and Baral et al.”* A study
done by Dangal et al also showed lower incidence of
endometroid cancerin Nepalese women possibly due to the
practice of early child bearing and multiparity.™ The same
factors may have possibly contributed to low incidence of
carcinoma in our patients. Those endometrial biopsies with
scant stroma and fragmented endometrial glands were
labeled unsatisfactory as definite diagnosis couldn't be
drawn. However, limited literature is available for criteria of
adequate and inadequate endometrial samples.’

CONCLUSION

AUB is acommon gynaeco-pathological problem with varied
clinical presentation and multiple causes. In this present
study we conclude that functional endometrial changes
account for the highest histological pattern. However
hyperplasia and malignancy are important cause of AUB in
perimenopausal and post menopausal age.

RECOMMENDATIONS

The incidence of endometrial hyperplasia and endometrial
carcinoma were more common in peri and post menopausal
women. Hence, histopathological evaluation is highly
recommended in patients of these age groups presenting
with AUB, to rule out the possibility of precancerous and
malignant lesions.

LIMITATIONS OF THE STUDY

The limitations encountered in this study was the inability to
include other causes of abnormal uterine bleeding like
submucosal fibroid, adenomyosis as endometrial biopsy fail
to detect these patients.
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