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ABSTRACT:

Introduction: Endometrial specimen for abnormal uterine bleeding (AUB) is the one of the commonest specimens
received in histopathology laboratory. Histopathological characteristics of endometrial tissues, as assessed by light
microscopy, remains the diagnostic standard for the management of AUB. The objective of study is to find out the
histopathological pattern of endometrium in AUB in the light of clinical details. Methods: This was a prospective
observational study carried out in the department of Pathology, Lumbini Medical College Teaching Hospital for a
period of two years from June 2014 to May 2016. Formalin fixed endometrial specimens were processed, paraffin
embedded, sectioned at 3-4 um, stained with hematoxylin and eosin, and studied under light microscopy along with
their demographics. Data were collected, entered and analyzed using SPSS version 20. Results: The study included 100
cases of endometrial biopsy specimens with clinical diagnosis of AUB. Menstrual disturbances was found in wide age
range between 17-75 years with the mean age of 45 (SD=13.36) years. Menorrhagia was the commonest (n=60, 60%)
clinical presentation. Most (n=85; 85 %) endometrium had non-neoplastic lesions. Among them, normal endometrial
patterns were commonest (n=50, 50 %). Neoplastic lesions (n=15, 15%) were distributed in all menstruation status
with majority in postmenopause (n=7, 7%) and included malignant cases (n=5, 5%) among others. Conclusion: Post-
menopausal bleeding was common presentation among women with malignant and premalignant disease which was
present in 15% of the cases together. Timely evaluation of AUB by histopathology can be life saving with early tissue
diagnosis and management.
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INTRODUCTION:

Endometrial
common

pathology practice accounting for major proportion
of workload and present a unique challenge for the
surgical pathologist.! The endometrium undergoes
a plethora of changes, by the complex interplay of
endogenous sex steroids and other systemic as well

samples are among most
specimens in day-to-day surgical
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of childbearing age, abnormal uterine bleeding
includes any change in menstrual-period frequency
or duration, or amount of flow, and bleeding
between cycles. Patterns of abnormal endometrial
bleeding include menorrhagia, metrorrhagia, and
menometrorrhagia as well as postmenopausal
bleeding (PMB).*
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The spectrum of AUB affects up to a third of
women of child bearing age and may be a reflection
of serious underlying pathology. Menorrhagia affects
10-30% of menstruating women at any one time, and
may occur at sometime during peri-menopause in up
to 50% of women.®

Nearly 40% of premenopausal women with
endometrial carcinomawill present with menorrhagia
as their only complaint. AUB in the form of PMB is
an important symptom not to be underestimated. It is
an alarming symptom that indicates malignancy until
proved otherwise and therefore, requires prompt
histopathological evaluation to eliminate possibility
of malignancy.®’

Endometrial abnormalities are common
diagnostic challenges faced by the pathologist and
referring gynecologist. Representative endometrial
specimens can be received following varieties of
correctly timed endometrial sampling techniques
including curettage, biopsies, and aspiration.t® As
the regular endometrial cycle follows a precisely
scheduled series of morphological changes, there
are wide range of diagnostic possibilities in the
evaluation of women who present with AUB.**¢ In
most cases, non- neoplastic conditions are identified
as cause for AUB such as normal endometrium,
other than normal endometrium, and inflammatory
endometrium.* However, endometrial carcinoma is
one of the most common malignancy of the female
genital tract and is often preceded by a histologically
evident precursor lesion, "hyperplasias”. The
pathologist is expected to exclude an endometrial
cancer or precancerous lesion; although amalignancy
is found in 10-15% of the cases.*°

Significant morbidity or mortality can
occur if endometrial hyperplasia is untreated with
progression to malignancy.'®!* In the original study
by Kurman et al., cited by Chiang JW., simple
hyperplasia was associated with a 1% rate of
progression to cancer, 3% rate of progression to
complex hyperplasia, and 8% rate of progression
to simple atypical hyperplasia, whereas complex
atypical hyperplasia had a 29% rate of progression
to cancer.*?

While the detailed clinical examination
and imaging studies can attempt to determine the
site of bleeding and its source, the goals of clinical
management are primarily dependent upon attaining
a histopathological diagnosis and classification of
lesion.>®

This study demonstrates the spectrum of
normal and pathologic findings in endometrial
biopsy specimens in women of all menstrual status.
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METHODS:

This was an observational prospective
study, carried out at department of pathology,
Lumbini Medical College Teaching Hospital for
two years duration from June 2014 to May 2016.
All endometrial specimens submitted to department
of pathology with the clinical diagnosis of AUB for
histopathological examination were included in the
study.

Inadequate samples, follow up cases
of endometrial malignancies, gravid patients,
postoperative, postpartum, and pregnancy-related
bleedings were excluded.

Endometrial tissues were fixed in 10%
formalin and processed. The paraffin embedded
tissues were sectioned at 3-4 um and then stained
with hematoxylin and eosin stain. Sections were
studied by pathologists under light microscopy
along with patient's clinical details.

RESULTS:

Total number of surgical pathologic
specimens received during two years of the study
period was 2905. Among them, endometrial samples
accounted for 150 (5.2%) specimens including 115
(4%) samples for AUB. Sections from 15 specimens
were inadequate for evaluation. Thus, a total of 100
cases were evaluated from the histopathological
specimens submitted with the diagnosis of AUB.

Menstrual disturbances were found in
wide age range between 17-75 years. The mean
age was 45 (SD=13.4) years. Menorrhagia was the
commonest (n=60, 60%) clinical presentation while
post-menopausal bleeding was the most common
(n=7, 7%) clinical presentation among cases with
premalignant and malignant endometrial patterns.

Duration of presenting complaints ranged
from one month to 10 years. Most (n=65, 65%) of
the patients had symptoms for less than six months
duration and majority (n=88, 88%) were multiparous.
Eighty-five (85%) cases had non-neoplastic lesions.

Among non-neoplastic cases, normal
endometrial patterns were the commonest (n=50,
50%). Details of the histopathological pattern of
non-neoplastic lesions is shown in Table 1.

Five cases (5%) harbored malignant
pathology while nine cases (9%) had premalignant
and one had benign polyp (Table 2). Simple
hyperplasia without atypia was predominant in
premenopausal status while complex hyperplasia
with atypia was noted in post-menopause. Malignant
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endometrial lesions were equally distributed in all
menstruation status (Table 3).

Table 1. Histopathological pattern of non-neoplastic lesions.

Non-neoplastic Histopathological n (%) n

endometrial lesions  diagnosis (%)
Proliferative phase 30 (30)
Secretory phase 14 (14)

Normal endometrial

atterns Atrophic (Post

menopausal)

Weakly proliferative
(Post menopausal)

Disordered
Proliferative
Endometrium

Out of phase Secre-
tory endometrium

Dyssynchronously
developed Secretory
Endometrium

Gestational pattern
without placental
tissue/fetal parts

Retained bits of
POC

Chronic Nonspecific
endometritis

Acute endometritis/
Pyometra

Granulomatous
endometritis

0
3(3) (20)
3(3)

Non-secretory

endometrium 12 (12)

1)
Secretory
patterns

1) (38)

. 3(3)
Gestational
pattern

3(3)

Other than normal endometrial patterns

10 (10)

15

22 (i5)

Inflammatory pattern

3(3)

Total 85 (85)

Table 2. Histopathological patterns in Neoplastic lesions

Neoplastic lesions  Histopathology n (%)

Benign lesions Endometrial polyp 1)

Simple hyperplasia
without atypia

Simple hyperplasia
with atypia

Complex hyperplasia
without atypia

Complex hyperplasia
with atypia

Endometrioid
adenocarcinoma

Clear cell carcinoma

22)

1(1
Pre-malignant @)

lesions
2(2)

4(4)

Malignant 4(4)

Lesions
1(1)

Total 15 (15)

DISCUSSION:

The main objective of endometrial curettage
inexcessive uterine bleedingtoexcludethe possibility
of local intrauterine lesion such as incomplete
abortion, uterine polyps, endometritis, and carcinoma
as a cause of bleeding.! Out of 100 cases, 85 (85%)
cases had non-neoplastic lesions and 15 (15%) cases
had neoplastic and related endometrial lesions. The
leading lesions besides normal endometrium were
other than normal endometrial patterns, seen in 20
(20%) cases. Disordered proliferative endometrium
was the most common (12%) other than normal
endometrial patterns which is much lower than the
findings by Maksem et al. (26.9%) and Sarfraz et al.
(41%)."*2* Inflammatory patterns were found in 15
(15 %) cases which is much lesser than 30% seen in
astudy by Maksem et al. but higher than 2.5% in that
by Baral et al.***> Chronic non-specific endometritis
accounted for 10 (10%) cases which was higher than
study done in India (1.8%) and Nigeria (1.36%).1%’
The cases of tuberculous endometritis (3%) are not
so high as in other organs in our place, however, was
higher than 0.15% of total endometrial biopsies in a
study done by Jha et al. in TUTH, Nepal.*® Similarly,
our figures are higher than in a study by Mani et al. in
which tuberculous endometritis based on histology
was detected in two cases (1.8%).% In contrast, it is
much lower than 24.5% in one study done in India.*
There were three cases of retained bits of product
of conception (POC) in this study with the past
history of abortion five months, nine months and 12
months back respectively. Sahinoglu et al. reported
an unusual case of postmenopausal uterine bleeding
due to prolonged retention of fetal bones after a mid
trimester abortion 17 years back.?

The prevalence of endometrial polyp in the
general population is about 24%.% In this study,
endometrial polyp was least common (1%) among
neoplastic and related lesions which is much lower
as compared to 10% in study by Aslam et al. but
similar to 1.3% in the study by Baral et al.*>?? Polyp
manifested as AUB in 45.6% of study population in
the study of Kanthi et al. which is surprisingly high
in comparison to our findings and are probably due

Table 3: Distribution of endometrial pathology according to menstruation status

Menstrual status Non-neoplastic (n)  Benign (Polyp, n)  Premalignant (n)  Malignancy (n) n
Pre-menopause 55 1 3 1 60
Peri-menopause 20 0 1 2 23
Post-menopause 10 0 5 2 17

Total 85 1 9 5 100
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to difference in patient selection.?

Premalignant lesions were discovered in nine
(9%) cases which were lesser than 18.3% in a study
by Baral et al.®> Complex hyperplasia with atypia
was the most common (4 %) form of endometrial
hyperplasia which was higher than 1.3% in studies
by Takreem et al. and in Tabata et al.?*?

The frequency of endometrial carcinoma
in our study was 5% of total endometrial biopsies
and it was higher compared to a study done in
Nepal by Dhakal et al. (2%, N=32) and Aslam et
al. (1%).222 In contrast to present study, in a study
of 1837 patients aged over 26 years in Japan, 2.8%
patients were found to have malignant disease, of
which, 2.6% of patients had endometrial carcinoma
and 0.2% had other malignancies.®® Another study
by Dangal in chitwan valley, Nepal, also showed
higher frequency of endometrial malignancies
(16.6%) while study by Baral et al. in Kathmandu
valley showed 21% cases of endometrial carcinoma,
all in post menopausal age group.?:** Endometrioid
adenocarcinoma was predominant histological type
(n=4, 80% of total malignancies) which was similar
to other studies.!>2226.27

Sixty percent of women in present study
presenting with AUB were in their premenopausal
status and only 17 cases (17%) presented with post-
menopausal bleeding. In contrast to this, Dangal
et al. showed premenopausal bleeding in 43% and
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bleeding included endometrial atrophy (75%),
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withdrawal.**72°, In our study most common
pathology in PMB was endometrial hyperplasia
(5%) following non-neoplastic other than normal
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in PMB accounted for 2% of total cases. Dangal et
al. showed the much higher incidence (17.6%) of
endometrial cancer in the postmenopausal group.?’
For women with postmenopausal bleeding, the
incidence of endometrial cancer ranges from 4.9%
to 11.5%.%

CONCLUSION:

Abnormal uterine bleeding (AUB) is a
common  gynaeco-pathological problem  with
varied clinical presentation and multiple causes.
Endometrium specimens form a significant
proportion of workload of histopathology laboratory
in our institute. Post-menopausal bleeding was
common presentation among women with malignant
and premalignant disease which was present in 15%
of the cases together. Timely evaluation of AUB by
histopathology can be life saving with early tissue
diagnosis and management.
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