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ABSTRACT

Background: Evaluation was done in 100 women presenting with postmenopausal bleeding, (PMB), to discuss the
utility of hysteroscopy combined guided endometrial curettage in the diagnosis of uterine cancer and endometrial
hyperplasia, and, treat benign lesions, like polyps, synechiae at the same sitting. At MGMH during the years, 2002 to
2006, there were 57 women, and at care, 40 women with PMB during 2011 to 2013, and three in a nursing home,
Hyderabad, were investigated.

Methods: Evaluation was done in 100 women presenting with PMB by hysteroscopy and curettage to diagnose the
cause of PMB and benign lesions like polyps, synechiae were managed by operative hysteroscopy. Bettocchi 5 mm
hysteroscope, monopolar instruments and glycine was used for excision of polyps.

Results: In one hundred women with PMB, 19% had cancer. Endometrial adenocarcinoma in 14, endocervical
carcinoma in 2, uterine carcinosarcoma in 3 cases. All 3 cases of uterine carcinosarcoma on hysteroscopy were large
polyps measuring 5x5-6 cm size. Atypical hyperplasia endometrium in 7% and simple hyperplasia in 17%, was
reported on histopathology, in cases with hyperplastic endometrium on hysteroscopy. Benign polyps in 41% were
managed at the same sitting by operative hysteroscopy.

Conclusions: Women with postmenopausal bleeding must have USG, trans vaginal sonography (TVS), endometrial
thickness (ET) measurement, preferably endometrial echo complex (EEC). In women with PMB, the risk of uterine
cancer would be 19%, i.e., 1 out of 5 women. Atypical hyperplasia in 7%. Hysteroscopy guided curettage, with
histopathology, is the gold standard protocol in cases of PMB.

Keywords: Endometrial cancer, Endometrial curettage, Endometrial hyperplasia, Hysteroscopy, Post-menopausal
bleeding, Uterine carcino-sarcoma

INTRODUCTION

Postmenopausal bleeding (PMB), defined as uterine
bleeding occurring after at least 1 year of amenorrhoea.
WHO defines menopause as permanent cessation of
menstruation resulting from loss of ovarian activity.!

The aim of investigating a woman presenting with PMB
is to identify endometrial pathology, most notably to

exclude endometrial carcinoma, also detect premalignant
lesions, so that early treatment would help to improve the
quality of life.

When should a woman be investigated if she presents
with postmenopausal bleeding?

Timmermans et al, suggested that a threshold of 5 mm for
the endometrial echo complex (EEC) would have
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sensitivity for endometrial cancer of only 90%; 4 mm, a
sensitivity of 95%; and 3 mm, a sensitivity of 98%.2

Discussing about, investigating postmenopausal bleeding
for endometrial cancer: cost-effectiveness of initial
diagnostic strategies, Clark T et al, mention that the
potentially most cost-effective strategies were those
based on initial investigation with USS (4 and 5 mm) or
EB alone.® This is from UK where NHS is available and
guidelines are followed.

In India the protocols would vary based on the
availability of resources, medical as well as monetary and
trained medical personnel.

What is the role of office-based sampling of the
endometrium?

Office-based sampling of the endometrium is associated
with a procedure failure rate of approximately 10% and a
tissue yield failure rate that is approximately also 10%.%¢

Outpatient hysteroscopy

In a systematic review of over 26,000 cases found that
failures in the outpatient hysteroscopy (4.2% of the total)
were attributed to either technical problems (cervical
stenosis, anatomical factors and structural abnormalities)
or patient factors (pain, vasovagal episodes or
intolerance).” Y1 Liang reported, that six cases (13%)
experienced vasovagal attacks immediately after the
office vaginoscopic hysteroscopy procedure.® The causes
of the 7 cases (16%) of incomplete examination of
hysteroscopy included: blood blurred cavity 2, nulliparity
1, previous caesarean section 1, longer postmenopausal
years.® Cicinelli et al, reported vasovagal attacks
occurring in up to 32.5% and suggested intrauterine
instillation of 2 ml of 2% mepivacaine before performing
the procedures.®

Tripodi et al, have mentioned about the importance of
office hysteroscopy screening to diagnose endometrial
carcinoma in menopausal women.

Since these procedures are done without anaesthesia,
varying degrees of pain experienced by women are
reported. Especially elderly women post menopause, are
inhibited to even have a gynaec check-up, they usually do
not accept the lithotomy position and do not tolerate well
office endometrial biopsy sampling. There are some side
effects mentioned.

When a woman presents with postmenopausal vaginal
bleeding should authors investigate if the endometrial
echo complex (EEC) is less than 4 mm? The answer
seems to be yes as per ref.1%12

Among 250 patients with postmenopausal endometrial
carcinoma (EC), 156 had type 1 EC while 94 had type 2
EC. Thirty six percent of the cohort had an EEC <4 mm,
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including 37% of patients with type 1 EC and 34% of
type 2 EC (p=0.63). These results indicate that a sizable
proportion of women with EC have EECs <4 mm during
their initial evaluation. An EEC of <4 mm does not
completely rule out endometrial cancer and cannot
supplant histo pathologic evaluation (HPE).!

When limited to patients with postmenopausal bleeding,
0.9% with type 1 EC and 25% with type 2 EC had an
EEC <4 mm (p<0.001), concluded that a thin endometrial
stripe, especially when associated with postmenopausal
vaginal bleeding does not reliably exclude type 2 EC and
tissue HPE is recommended.*?

Individual patient characteristics including age, time
since menopause, obesity, hypertension, and diabetes
mellitus are known risk factors for endometrial
carcinoma. The incidence of cancer is higher in women
with PMB and obesity (18%) or with PMB and diabetes
(21%). In obese women with diabetes the incidence may
be as high as 29%.'%'* Endometrial cancer in women with
PMB is ~10%, which rises from 1% in women aged <50
years to almost 25% in women during the eighth decade
of life. Women receiving tamoxifen experience a three- to
six-fold greater incidence of endometrial cancer due to its
weak estrogenic effect on the endometrium. Treatment
beyond 5 years increases risk by at least four-fold.>7

Most cases of endometrial cancer present with abnormal
uterine bleeding, but no bleeding is present in
approximately 5-20% of cases.*®® These asymptomatic
postmenopausal women may be detected during routine
health examinations, when on ultrasonography they may
have endometrial thickness (ET) more than 4 mm - 5
mm.

Women coming for health check up in the
postmenopausal period, authors have advised routinely,

o Examination of the breast by the gynaecologist, USG
and mammography if the patient can afford,
definitely if there is positive family history.

e Cervical smear for Pap. testing and HPV DNA
cervical smear testing, if they can afford,

e Whole abdomen ultrasonography including Trans
vaginal scan, especially for endometrial thickness,
endometrial echo complex (EEC) measurement and
ovarian size. All these in addition to blood tests as
the age dictates. This is the protocol authors have
been following since ten years. This enables us to
diagnose breast, cervical, uterine and ovarian
malignancies at an early stage.

In this context authors have come across women having
ET >5 mm reported on USG without their having any
PMB. Authors went ahead with hysteroscopy and
endometrial curettage in them.?°

In women presenting with PMB, having ET >5 mm
reported on USG, authors have performed hysteroscopy
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combined endometrial curettage in one hundred women
as prospective study, during 2002 to 2006, and again
2011 to 2013, at two different institutes.

This is consistent with guidelines from the Society of
gynecologic oncologists that advises that when
hysteroscopy is used, biopsy should be performed of any
discrete lesions as well as of the random background
endometrium.?*

In patients with atypical endometrial hyperplasia, the
detection of endometrial cancer before hysterectomy can
decrease the risk of suboptimal treatment.?? Of the 26
patients who had been diagnosed with atypical
endometrial hyperplasia by office based endometrial
biopsy, eight (30.8%) were subsequently diagnosed with
endometrial cancer after they had undergone
hysterectomy.?

METHODS

Evaluation was done in 100 women presenting with PMB
by hysteroscopy and curettage to diagnose the cause of
PMB and benign lesions like polyps, synechiae were
managed by operative hysteroscopy.

Bettocchi 5 mm hysteroscope, monopolar instruments
and glycine was used for excision of polyps.

At MGMH during the years, 2002 to 2006, there were 57
women, and at CARE, 40 women with PMB during 2011
to 2013, and three in a private nursing home, Hyderabad,
were investigated.

Inclusion criteria

e PMB after 1 year of menopause

e Endometrial thickness with >5 mm on USG, trans
vaginal sonography (TVS)

Family history of Ca endometrium

Recurrent postmenopausal bleeding

Women with hypothyroidism

Women on HRT, anticoagulants and antiplatelets
use.

Exclusion criteria

Pre-menopausal women
Post hysterectomy women
Cervical and vaginal lesions
Cervical cancer

Vulval and vaginal cancer
Trauma to genital tract.

An informed consent was obtained and full assessment
done by history (complete medical history), physical
examination was conducted and relevant laboratory
investigations were carried out, which include compete
blood picture, fasting blood sugar, serum TSH, pap smear
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and pelvic ultrasound (transvaginal ultrasound with
Doppler).

Government maternity hospital (MGMH) hysteroscopy
was performed in 400 women for various gynaecological
conditions, from February 2002 to December 2006 at
MGMH. Out of 400, postmenopausal bleeding was the
reason for hysteroscopy in 57 women.

A prospective analytical study was conducted at Care
institute of medical sciences, Hyderabad, Andhra Pradesh
between August 2011 to December 2013 in collaboration
with department of radiology and pathology.

The protocol for the study was approved by the ethics
committee of the hospital.

A total of 60 postmenopausal women, out of which 40
presented clinically with post-menopausal bleeding and
20 presented with increased endometrial thickness on
routine USG without bleeding.

Preoperative  surgical profile investigations were
performed as per protocol. Hysteroscopy and endometrial
curettage was performed under general anaesthesia and
the biopsy/curetting’s were sent for histopathological
evaluation. The slides were reviewed and classified using
current pathologic criteria.

RESULTS

Findings observed on hysteroscopy: were, atrophic
endometrium in 13, proliferative endometrium in 6,
hyperplastic endometrium in 24, (simple hyperplasia and
cystic hyperplasia in 17 and hyperplasia with atypia in 7),
benign endometrial polyps in 41, benign endocervical
polyps in 3, uterine cancer - polypoidal growth in 19,
IUCD in 2, submucous Fibroid in 3, synechiae in 4
(Table 1). Some of study observed findings are shown in
(Figures, 1-10).

Table 1: Observations on hysteroscopy in 100 cases of
postmenopausal uterine bleeding.

Hysteroscopy findings Number %
Atrophic endometrium 13 13%
Normal-proliferative endometrium 6 6%
Hyperplastic endometrium 24 24%
Benign endometrial polyps 41 41%
Benign endocervical polyps - 3 3%
Uterine cancer - polypoidal growth 19 19%
IUCD 2 2%
Submucous fibroid 3 3%
Synechiae 4 4%

In one hundred women with PMB, 19% had cancer.
Endometrial adenocarcinoma in 14, endocervical
carcinoma in 2, uterine sarcoma in 3 cases. All 3 cases of
uterine sarcoma on hysteroscopy were large polyps
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measuring 5x7 cm size. Atypical hyperplasia
endometrium in 7% and simple hyperplasia in 17%, was
reported on histopathology, in cases with hyperplastic
endometrium on hysteroscopy. Benign polyps in 41%
were managed at the same sitting (Table 2).

For a case of postmenopausal bleeding who had PMB
since 11 months on and off, TVS showed at endometrial
thickness of 9.2 mm with no polyp reported. But on
hysteroscopy a large polyp, 3.5%x15 cm was seen. Some
times the scan may not be accurate in detecting
endometrial polyp. Hence hysteroscopy is the gold
standard in the diagnosis and management of PMB.

Figure 5: Visualising the endocervical canal to

Figure 1: Long polyp on hysteroscopy. exclude lesions

Figure 2: Long polyp of size 3.5x15 cm.

Figure 7: Endometrial polyp from left lateral
Figure 3: Endometrial cancer. uterine wall.
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Figure 8: Panoramic view after
endometrial curettage.

Figure 9: Benign endometrial polyps in PMB.

Figure 10: Broken synechiae in PMB.

In this study endo. cancer among PMB, 19%, and
atypical hyperplasia - 7%. Only 74% due to benign
causes.
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It is significant to note that 51% of women had presented
with PMB in the sixth decade of life (50-59 years). In the
seventh decade 21% and 8% in the eighth decade (Table
3).

Observations on hysteroscopy in 57 cases of
postmenopausal uterine bleeding - MGMH 2002-2006,
are shown in (Table 4).

Correlation between co-morbid conditions and Ca
endometrium. Cases with PMB, N=40, CARE, are shown
in (Table 5).

In this study in the PMB group (N=40) from Care
institute, out of all co-morbidities hypertension (HTN)
was associated in 70%, DM in (37.5%) hypothyroidism
in (17.5%), and obesity in (27.5%) women.?®> HTN and
DM (2 risk factors) were seen in 35% and three risk
factors (HTN + DM + hypothyroidism) were seen in
7.5% of women.

Table 2: Histopathology of the endometrium in 100
cases of postmenopausal bleeding.

Hysteroscopy and histopatholog Number %
Atrophic endometrium 13 13%
Normal-proliferative endometrium 6 6%
ﬁlmple hy_perpla3|a and cystic 17 17%
yperplasia
Hyperplasia with atypia 7 7%
Benign endometrial polyps 41 41%
Benign endocervical polyps 3 3%
Uterine cancer - polypoidal growth 19 19%
a Endometrial adenocarcinoma 14 14%
b Endocervical carcinoma - 2 2%
¢ Uterine sarcoma -large 3 30
polypoidal growths

Table 3: Age distribution of women with post-
menopausal bleeding N=100.

~ Number of women with
Age (years)  pyg =100 4

45-49 20 20%
50-59 51 51%
60-69 21 21%
70-79 8 8%

Table 4: Observations on hysteroscopy in 57 cases of
postmenopausal uterine bleeding - MGMH 2002-2006.

Hysteroscopy Findings Number %

Normal 11 19.9%
Benign endometrial polyps 24 42.1%
Uterine cancer - polypoidal growth 12 21%
Hyperplastic endometrium 8 14%
IUCD 2 3.5%
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Table 5: Correlation between co-morbid conditions and Ca endometrium. cases with PMB, N=40, Care.

Co-morbid conditions No of women with PMB (n=40) Percentage Number of women with Ca endometrium

DM 15 37.5% 3
HTN 28 70% 4
Hypothyroidism 7 17.5% 1
Obesity (BMI >30) 11 27.5% 3

Table 6: Correlation between endometrial thickness on TVS and post-menopausal bleeding.

ET on TVS " Number of women with PMB (n=40) ' Percentage

3-4 mm 4 10%
5-9 mm 16 40%
10-14 mm 14 35%
15-20 mm 4 10%
>20 mm 2 5%

Table 7: Endometrial thickness measured by 2D-TVS in relation to histopathology, N=40, Care.

Histopathology Total Endometrial thickness on 2D-TVS
~ (n=40) 15-19 mm >20 mm

Ca endometrium 7 - - - - -

Adenocarcinoma 6 - 3 1 -

Carcino-sarcoma 1 - - 1 - -

Complex hyperplasia with atypia 1 - - 1 - -

Simple hyperplasia with atypia 2 - 1 1 - -

Simple hyperplasia 2 - - 2 - -

Benign endometrial polyps 17 - 5 10 - 2

Atrophic endometroium 3 3 - - - -

Proliferative endometrium 3 1 2 - - -

Submucous fibroidpolyp /fibroid 2 - - 2 - -

Shedding endometrium 2 - 2 - - -

Total n= N=12 N=20 N=1 2
Majority of the women who presented with PMB (75%) noted centrally with peripheral normal myometrium.
had endometrial thickness between 5-14 mm (Table 6). There was no hypervascularity.
Endometrial thickness measured by 2D-TVS in relation Hysteroscopy revealed a large polypoidal lobulated mass,
to histopathology, N=40, Care institute of medical 6x5 cms, from the fundus and anterior uterine wall.
sciences (Table 7). Increased vascularity was observed on the posterior

uterine wall, and malignancy was suspected. Biopsy was
In this study endo. cancer among PMB, 19%, and reported as mixed mesodermal tumor. She was referred to
atypical hyperplasia - 7%. Only 74% due to benign the cancer institute for further management.
causes. Carcinosarcoma: case one and two were
diagnosed in  2005-2006. The third case of Mrs. N., 58 years, with no associated risk factors,
carcinosarcoma was detected in 2012. Because of the presented with post-menopausal bleeding per vagina
rarity of carcinosarcoma, few details of the history is since two weeks. Endometrial thickness was 11 mm, on
mentioned. transvaginal scan and hysteroscopy revealed a large
polypoidal growth in the endometrial cavity,

Mrs. S, 64 years, attained menopause fourteen years ago, histopathology of tissue was reported as carcinosarcoma.
presented with postmenopausal bleeding per vaginum of She had treatment at an oncology centre.
one-week duration. She had hypertension. Transvaginal
scan revealed endometrial thickening of 14 mm and Mrs. S., 62 years, para two, live two, twelve years
moderately echogenic space occupying lesion (SOL) postmenopausal, diabetic, complained of bleeding per
measuring 5.1x3.6x3.0 cm. with few calcifications, was vaginum, three episodes within two weeks. USG, TVS

reported a polyp like mass in the endometrial cavity.
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Hysteroscopy was done and tissue was sent for
histopathological examination. The large polypoidal mass
on hysteroscopy was diagnosed as carcinosarcoma of the
uterus on histopathology. Total abdominal hysterectomy
with bilateral salpingo-oophorectomy were performed.
Bilateral pelvic lymphnode sampling was done. Post
operatively radiotherapy followed by three cycles of
chemotherapy was given to her. After a few months she
presented with left supraclavicular swelling (Virchow’s
lymphnode). FNAC (Biopsy) showed secondaries from a
carcinoma. Immune histochemistry  demonstrated
positivity for Vimentin and Keratin. She had pathologic
fracture neck of femur in February 2013 and expired
eight months after the diagnosis of uterine sarcoma.

DISCUSSION

In the present series of one hundred women with PMB,
19% had cancer. Endometrial adenocarcinoma in 14,
endocervical carcinoma in 2, uterine carcinosarcoma in 3
cases. Atypical hyperplasia of the endometrium in 7%
and simple hyperplasia in 17%, was reported on
histopathology.

The combined use of hysteroscopy and endometrial
curettage with histopathology would enable near 100%
accuracy in the diagnosis of endometrial carcinoma and
premalignant lesions.?

The results in this series were comparable to Jillani K et
al, where the incidence of malignancy endometrial
carcinoma was 16%, premalignant lesios like
adenomatous and atypical hyperplasia were seen in
14%.%

Tandulwadkar S reported in 2009 that the incidence of
endometrial carcinoma was 13.33%.%°

In authors earlier publication authors have reported that
the most common finding on histopathology in PMB
group (N=40) was benign polyps (42.5%) and second
was malignancy (17.5%), premalignant lesions like
hyperplasia with atypia (7.5%), atrophic endometrium
(7.5%) and proliferative endometrium (7.5%).2° Out of all
malignancies in PMB group, 6 were endometroid
adenocarcinoma and one was carcino- sarcoma.?

This study observations in Government Maternity
Hospial during 2002 - 2006 (57 cases) were very similar
to the data from Care hospital during 2011 - 2013 (40
cases).?°

Lee YL et al, reports one rare case of endometrial
carcinosarcoma (2%) that was detected in their study of
office vaginoscopic hysteroscopy and endometrial biopsy
successful in 44 out of 45 (98%), in the management for
women with post-menopausal vaginal bleeding.?

Devi YS et al, reported in 295 cases of PMB, (1994-
2010), uterine malignancies in 15 (5.08%), and atypical
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hyperplasia in 6 (2.03%), when hysteroscopy guided
endometrial curettage was performed.?® They have
reported a single case of leiomyosarcoma in their study.

In 2001 uterine cancer rate was reported as 5.26% in 95
cases of PMB.? Endometrial cancer was detected in 8
(13.33 %) patients.?®

In one hundred women with PMB in this study, uterine
carcinosarcoma was diagnosed in three cases.

Uterine carcinosarcomas (malignant mixed mesodermal
tumours) are highly aggressive and have been considered
as a subtype of sarcoma. In recent years evidence has
suggested that most are monoclonal in origin and not true
collision tumours. The sarcomatous element is considered
to be derived from the carcinoma or from a stem cell that
undergoes divergent differentiation. Thus, uterine
carcinosarcomas are best regarded as metaplastic
carcinomas. Carcinosarcoma are of epithelial origin, as
shown by immunohistochemical and molecular studies.?
Therefore, uterine carcinosarcoma are counted as
undifferentiated epithelial uterine carcinoma and should
not be classified into the sarcoma group.

According to WHO classification, endometrial stromal
tumours are divided into endometrial stromal nodules,
low grade endometrial stromal sarcomas and
undifferentiated endometrial sarcomas. Endometrial
stromal tumours are the second most common
mesenchymal tumours of the uterus. The most common
smooth muscle tumour in the uterus is the benign
leiomyoma, smooth muscle tumour of unknown
malignant potential and leiomyosarcoma are the other
smooth muscle tumours.

In this study, in the PMB group (N=40) from Care
Institute, out of all co-morbidities hypertension (HTN)
was associated in 70%, DM in (37.5%) hypothyroidism
in (17.5%), and obesity in (27.5%) women.?®> HTN and
DM (2 risk factors) were seen in 35% and three risk
factors (HTN+ DM+ hypothyroidism) were seen in 7.5%
of women.?

It is quite significant that asymptomatic postmenopausal
women with endometrial thickness more than 5 mm in
this study (N=20) had endometrial carcinoma in two,
tubercular endometritis in one.?°

Gerber et al, had reported a high proportion of
abnormalities among asymptomatic patients, using a cut-
off for endometrial thickening of 10 mm.* In this study
of asymptomatic patients, 16 (13%) had endometrial
cancer and 21 (17%) had endometrial hyperplasia.

Asymptomatic  endometrial thickening found on
ultrasound examination in postmenopausal women often
poses a clinical management dilemma. Although the
prevalence of endometrial cancer is relatively low in
women with no bleeding, the disease has a best outcome
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when it is found at an early stage. In asymptomatic
postmenopausal women with increased ET, malignancy
was seen in 10%.2°

Patients with or without postmenopausal bleeding, an
EEC of 4 mm and more, should be evaluated to rule out
endometrial carcinoma and premalignant lesions of
endometrial carcinoma. Patients with recurrent episodes
of PMB, EEC <4 mm, but abnormal sonographic features
(irregular  endometrial  echo, focal thickening,
inhomogeneity of the endometrium, particulate fluid and
increased vascularity on doppler) are noted, and in the
high-risk group for endometrial carcinoma should also
have evaluation. Centres where hysteroscopy is routinely
done, the protocol followed to evaluate cases of PMB,
after excluding cervical lesions on examination of the
cervix and cytologic testing, had been to do diagnostic/
operative hysteroscopy and guided endometrial curettage.
When proceeding with hysteroscopy, the patient would
be counseled that operative interventions if necessary,
would be done at the same sitting and the tissue would be
sent for histopathology. This would avoid a second
surgical procedure. This protocol would avoid
medicolegal issues of late diagnosis or missed diagnosis.
This protocol had been followed by the author from 1994
onwards.

CONCLUSION

Women presenting for the first time with PMB, should
undergo initial evaluation with USG, TVS, followed by
hysteroscopy and endometrial curettage with HPE.
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