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Abstract:

Introduction: Abnormal uterine bleeding is a common conditioreetihg women o
reproductive age that has significant social andnemic impact. Dysfunctional uteril
bleeding (DUB) is defined as abnormaerine bleeding in the absence of organic dis
Dysfunctional uterine bleeding is one of the mostnmonly encountered gynaecologi
problems.Objectives: This study is done to evaluate the histopatholdgoedtern of the
endometrial biopsies of patisnwith dysfunctional uterine bleeding and its etation with
clinical data. Materials & Methods: The present prospective study included evaluatic
208 cases of dysfunctional uterine bleeding in Department of Pathology, B. Medical
College, Ahmedabadver a period of 10 months, from January 2017October 201.
Women presenting with abnormal uterine bleedingewecluded in the study. Those won
in which bleeding is secondary to systemic causagnic causes and due to cervical
vaginal causes were excluded. The specimens were peatessbedded and cut ir
sections of 3% microns. The histopathological patterns were isthdResults: Age
distribution varied from 18 years to 70 years, migjof the patients were between 21 to
years. Among the cases of DUB, proliferative phasmanted for 66.3% ail secretory phas
accounted for 21.3%.18 case (8.6%) of atrophic endometriunipur cases (1.9%)
irregular shedding and two cases of luteal phasefficiency were received. Coiusion:
Dysfunctional uterine bleeding is a common and ldebhg condition in women c
reproductive age. Endometrial biopsy could be ¢iffety used as the first diagnostic stef
DUB and thus ensures correct managem
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I ntroduction:

Menstrual dysfunction is the cause of discomi
inconvenience and disruption of a healthy life estyihich
affects millions of women in both the developed a
developing countries. Successful management
dysfunctional uterine bleeding requires a ratiamrghanizec
approach” Excessive menstrual bleeding has sev
adverse effects, including anaemia and iron defayjie
reducel quality of life, and increased healthcare c
because it is a major indication for referral

o dina Auth gynaecological

orr ondin or: . .. .

Auivisicbiruigl outpatient clinic¥! About 25.30% of abdomin
E-mailyaminee1990@gmail.cc hysterectomies are done for abnormal ute
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bleeding. Decades have not changed this pi¢fuBysfunctional uterine bleeding is a form
of abnormal uterine bleeding for which no deteaalplathology is found. It is the
abnormalities of endometrial development and méturawhich are secondary to ovarian
dysfunction. Dysfunctional uterine bleeding is defi as pathological bleeding from uterus
unexplained on the basis of inflammation, neoplasigpregnancy within the uterffs.A
study showed high incidence of apparently normaoemetrium in cases of Dysfunctional
uterine bleeding! The present study is undertaken to evaluate stegthological patterns
of the patients presenting with dysfunctional uterbleeding.

Materials& Methods;

The present study was a prospective study, condictthe Department of Pathology,
B J Medical College Ahmedabad for a period of 1énth from January 2017 to October
2017. Patients of dysfunctional uterine bleedirigrating outpatient department, admitted in
Obstetrics & Gynaecology Department of Civil hoapithmedabad formed the source of
data. Relevant clinical details were collected.

Inclusion Criteria: Women presenting with abnormal uterine bleeding.
Exclusion criteria:

1. Abnormal bleeding secondary to systemic diseasks tioagulation disorders,
hypothyroidism and cirrhosis.

2. Abnormal bleeding secondary to organic causes withe uterus like infection,
pregnancy and neoplasia.

3. Abnormal bleeding secondary to cervical and vagesibns.

Timing of Endometrial Biopsy:

The best time for observing cyclical changes isveen 7th and 11th postovulatory
days. If tuberculosis is suspected, biopsy maydreecdn 12th and 13th postovulatory days.
However in presence of abnormal uterine bleedihgnay be impossible to select the
accurate time for biopd$l. The material consisted of endometrial biopsy aitatation and
curettage of the patients presenting with dysfumeti uterine bleeding. The specimens were
fixed in 10% formalin and examined grossly for amiywolour and consistency. They were
processed using automatic tissue processor and deledbein paraffin, according to the
procedures given in the handbook of histopatholagyl histochemical technique by
Culling!” Sections of 3-5 p were cut using rotary microtand stained with Haematoxylin
& Eosin.

Results:

A total number of 210 samples of Dysfunctional WterBleeding were received in
the Department of Pathology, B. J. Medical Collégenedabad during the study period of
10 month from January 2017 to October 2017. Am@i@ cases, 2 biopsies were
inadequate, showing only the fragments of bloodschdthout any glands. So, a total of 208
cases were taken for histopathological study.

The following data were recorded and analyzedh&gresent study, age distribution
varied from 18 years to 70 years. Majority of thetignts were between 21 to 30 years
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(36.5%), followed by the age groups of 31 to 40rgy€@4%). Mean age of presentation was
28.5 years. The parity of the patients varied fromflipara to para more than 4.19% were
nulliparous. Maximum numbers of patients were ofap&. Metrorrhagia was the main
symptom making 34.6%. Menorrhagia of different dioress was seen in 30 women, making
28.8%. Dysmenorrhoea was associated with DUB inds@s accounting to 48%. 10 cases of
postmenopausal bleeding were encountered in thy pieriod.

Table 1: Distribution of DUB

Type Number | Percentage
Proliferative phase 138 66.3
Early proliferation 68 32.6
Mid proliferatior 54 25.¢
Late proliferation 16 7.7
Secretory phase 44 21.3
Early secretor 22 10.€
Mid secretory 8 3.8
Late secretory 14 6.7
Irregular shedding 4 1.9
L uteal phase insufficiency 4 1.9
Atrophic endometrium 18 8.6
Total 208 100

Proliferative phase was the most common patteractid in the patients of DUB,
which accounted for 66.3%. Biopsy was taken in @adatory period and hence, these
patients were having an ovulatory cycle. Many & tlases of dysfunctional uterine bleeding
were due to absence of ovulation. It was followgdécretory phase of endometrium 21.3%.
[Table 1]. Two cases each of irregular shedding kneal phase defect were detected.
Atrophic endometrium accounted for 8.6%.

Proliferative Phase;

Early Proliferative phase of endometrium showedntband short narrow glands,
lined by cuboidal to columnar epithelium in a cowripatroma. Mid Proliferative phase
showed longer curved glands. Variable amount ainséi edema was noted. The stromal
cells showed mitotic activity. Late Proliferativégse showed tortuous glands with pseudo
stratification. The stroma was dense, showing nomemitotic figures. Many of the cases
of dysfunctional uterine bleeding are due to absewftovulation. Anovulatory cycles are
caused by hyper estrogenic state. Hyper estroggate may be due to increased levels of
estrogen or due to its unopposed acfbrClinically the patient may present with
oligomenorrhoea, amenorrhoea, infrequent heavy nehgibleeding and infertilit{’’
Histologically, the absence of ovulation manifestsprolonged proliferative phase. Mitotic
activity continues beyond fourteenth day, glandstaatification persists and stroma remains
immature and cellular. Characteristically the stmye vacuoles are absélf. The
withdrawal bleeding at the end of an ovulatory eyisldue to fall of estrogen level. Curettage
at the menstrual phase yields scant sample. Thalglare inactive with no evidence of
secretory activity™! The persistent and prolonged hyper estrogenie stiimately leads to
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endometrial hyperplasf&’
Secretory Phase:

Early secretory phase showed sub nuclear vacitlatioglandular epithelium. The
stroma showed moderate oedema. Mid secretory gkimuiged distension of the lumen with
secretions. The glands were lined by tall columemthelium, with regular oval basal nuclei.
The stroma showed marked oedema. Late secretanggkhowed irregular serrated outline.
They were closely packed, without stromal oedenpitabarteries and pre-decidual stromal
cells were also seen.

Luteal phase defect:

Luteal phase defect is defined as improper devedmprof endometrium for normal
notation™ It has been reported that secretory endometriubetfrequently associated with
dysfunctional uterine bleeding, indicating that arlation is not necessarily a feature of the
disordet*! The abnormalities of progesterone secretion magueeto delayed progesterone
secretion, decreased level of progesterone, graugmlin the level instead of rapid rise,
premature decrease in progesterone level, abngreralstence of an active corpus luteum
beyond 14 days, relative deficiency of progestemssociated with hyperestrogenism. These
different types of abnormalities of progesteronereston result in several patterns of luteal
phase insufficienciéd® A. Luteal phase insufficiency with coordinatedajelEndometrium
shows a coordinated delay of both glandular amahrstt maturation. The endometrium lags
behind at least by 2 days. A repeat biopsy is néaleonfirm the diagnosis. B. Luteal phase
insufficiency with dissociated delay: In this tyfhee biopsy is scant with small sparse narrow
glands. Stroma is more mature compared to glands thie appearance of few spiral
arterioles. This type of pattern is seen in assediastrogen deficiency. When the estrogen
levels are normal, the luteal insufficiency is niasied by variations in the glandular
maturation. Small round glands with basal nucled aall tortoise glands with secretory
activity can be seen in the same biopsy. This tiariain maturation is called Irregular
Ripening*® Premature failure of corpus luteum: Prematureifaibf corpus luteum leads to
a short luteal phase. It is recognized in biopsyithging of focal stromal haemorrhage in an
immature endometriufy’! In two patients where the date of last menstrugion was
mentioned, luteal phase deficiency was evident. Bibpsy was done on the twenty fourth
day but the glands showed intraluminal secreticostesponding to twentieth day. In the
second case, biopsy was done on twenty first ddytlae glands showed secretory vacuoles
corresponding to seventeenth day on the histopadkioslide. Elongated glands showed
orderly row of nuclei above and large vacuolesWwdlmage 1]

Irregular shedding:

Irregular shedding is due to a lag in the sheddinipe secretory endometrium. Both
proliferative and secretory glands were seen. Necfoagments were seen. The patient
presented with prolonged and increased bleedinfjZatays [Image 2].

Atrophic endometrium:

If the ovaries are removed in the childbearing ége by X-ray irradiation, by
chemical toxins, then the endometrial atrophy tesit is seen in normal premenarchal child
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and postmenopausal women. It is stated that atedgmdometrium is the predominant cause
of postmenopausal uterine bleeding with an incideaf 8298 Atrophic Endometrium
accounted for 8.6% in the present study. Microscslpgwed sparse small glands lined by
cuboidal epithelium. Stroma contained small spirgiis. [Image 3]

Image 1: Luteal phase defect-Subnuclear Image 2: Irregular Shedding-Both proliferative
vacuolation seen in the glands [21 day] and secretory glands (H & E) 10X
(H&E) 10X

Discussion:

Functional uterine bleeding is a term collectivesed to indicate a group of disorders
associated with endometrial bleeding not relatednéoplasia, pregnancy, induction or
trauma. Dysfunctional uterine bleeding may be dudoiv estrogen, high estrogen and
abnormalities in the relative proportions of eselognd progesterofi@ Although the dating
of normal endometrium is relatively simple, theidgtof an abnormal endometrium is more
difficult. In abnormal biopsies, there is a diffece in the developmental patterns in different
areas of the biopsy and divergence between appmadrglands and stroma. The accepted
rule is that the most advanced date must be assitfhe

In the present study 208 patients with DUBenstudied and data were compared with
standard studies. The highest incidence of AUB iandkadurgami?' and Joshi-
Deshapand¥ was in the age group of 21-30 years. In thegmiestudy also the highest
incidence was in 21-30 years age group. In Dass geries, the highest incidence was in the
age group of 31-40 years.
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The second commonest age group was between 31#8,yie all the 3 series.
Incidence of AUB below 20 years was 9.3% in thespre study, which was similar to Joshi-
Deshapandd study (9.7%). The percentage of AUB below 20 yémr§anakadurgamtyd!
study was 14.6%. The percentage of patients abbweears in the present study was 9.2%,
whereas it was 1.9% in Joshi-Deshapande series. AdSreported an incidence of 4.3% in
their study.

Table 2 Incidence of DUB in <20years

Study Incidence
Joshi Deshapande 9.7%
Kanakadurgamba  14.6%

Preser 9.3%

41% of patients were of2to 4" para in the present study. This correlates wih th
study by Joshi and Deshapalitieho reported 35% of patients. The percentage dfipara
in Joshi and Deshapande study was 61.6%. In theepretudy the percentage of multipara
was 59.5%.The percentage of nullipara in Bhattaidffastudy and Joshi and Deshapnde[5]
study was 18.8% and 25.9%. This correlates withpilesent study (18.5%). Pilli GS and
others reported a lower incidence of 6% in theidgf*®

Table 3 Incidence of DUB in Nullipar a patients

Study Incidence
Josh Deshapanc | 25.9%
Bhattachar 18.8%
Pilli GS 6%
Present 18.5%

In the present study, Metrorrhagia outnumbered ditleer forms of bleeding
accounting to 34.6%. In their study Domingo andeos 24 showed metrorrhagia as the
commonest presenting complaint, which accounted3f8%. Moghal 2! reported a
higher incidence of 48% in his study.

The next common symptom in the present study wasomgagia, constituting
28.8%, which was comparable to Domingo study 26.B&ymenorrhoea was seen in 7.1%
of cases in the present study. It was seen in 1GR%ases in Domingo study and 2% of
cases in Moghal study.

Proliferative Phase of endometrium accounted fgoritg of the cases of DUB, in all
the studies. Joshi Deshapafdeported 60.3% and Das&Areported 59.7%. In the present
study proliferative phase formed 66.3%. Prolifaratphase is predominantly seen in all age
groups. Joshi-Deshapande observed a high incideinapparently normal endometrium in
cases of dysfunctional uterine bleeding. Many cadedysfunctional uterine bleeding were
due to anovulatory cycles. These cases presentepradgnged proliferative phase on
histopathological examination. A correlation witletdate of last menstrual period and the
date of biopsy is thus mandatory, for correct tresit.

The next common pattern of DUB was secretory phiasthe present study secretory
phase accounted for 21.3%, which is comparablegshizDeshapande (19.6%) study. Dass A
reported a higher incidence of 32.8% cases of llptease defects manifest as secretory phase
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on microscopic examination. Dating of the endornetrand correlation with the date of last
menstrual period is mandatory to come to a propagrebsis. A date obtained from the
endometrial biopsy should be more than two dayardetl before. Dass A reported 2.5% of
cases of irregular shedding, which correlated witle present study (1.9%). Joshi-
Deshapande reported higher percent (10.6%) ofulaeghedding.

8.6% of patients of DUB presented with atrophic @ndtrium in the present study.
Bleeding is seldom profuse is atrophic endometridashi-Deshapande (3.9%) and Dass A
(2.5%) reported lower percentage of atrophic endoome. Patients aged above 50 years
formed 9.2% in the present study but only 1.9% 4&%din Joshi-Deshpande and Dass A
study. This higher percentage of elderly patienss whe reason for increased incidence of
atrophic endometrium in the present study.

Conclusion:

The Microscopic examination of endometribears the pivotal role in diagnosing the
various etiopathological factors in the cases dffalyctional uterine bleeding. Proliferative
phase out numbered dysfunctional uterine bleedirmgproductive age group, while atrophic
endometrium is the cause for DUB in postmenopablgsdding. Anovulatory cycles which
form the bulk of DUB, present as prolonged proétere phase on histopathological
examination. In luteal phase defects, secretorpmedrium lags behind at least by two days.
Proper clinical data, including the date of lastnsteual period is mandatory for the
interpretation of endometrial samples. Endometb@psy helps to facilitate accurate
diagnosis and individualized treatment options.
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