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Postmenopausal Bleeding: An Update
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ABSTRACT

The clinical approach to postmenopausal bleeding requires prompt and
efficient evaluation to exclude or diagnose endometrial carcinoma. and
endometrial intraepithelial neoplasia and to find out the real source.
Postmenopausal bleeding is ‘endometrial cancer until proven otherwise’,
although only 1-14% of such patients will actually have cancer. Clinical
risk factors of endometrial carcinoma such as obesity, unopposed estrogen
use, polycystic ovary Syndrome, diabetes mellitus and family history of
gynaecologic malignancy also should be considered during evaluation.
Postmenopausal bleeding usually attributed to an intrauterine source, but
it may arise from the cervix, vagina, vulva or fallopian tubes & ovaries.
The origin of bleeding can also involve non-gynaecologic sites, such as the
urethra, bladder, anus/rectum/bowel, or perineum.

Meticulous history and thorough physical examination are must. Initial
evaluation is by TVS, if endometrial thickness (ET) is <4dmm no further
evaluation is required but follow up consultation must. If ET is> 4mm,
hysteroscopic evaluation and endometrial sampling is recommended

Blind endometrial sampling is not accurate as only reveals when
endometrial cancer exceeds more than 50% of the endometrial surface area
so may be done if hysteroscopic evaluation is not possible. Higher dose of
progesterone may be required for endometrial protection when higher
doses of estradiol as hormone replacement therapy are used, or in women
with high BMIL. Unopposed estrogen therapy is associated with a duration
and dose-related increase in risk of endometrial hyperplasia and cancer.
Endometrial protection requires an adequate dose and duration of
progestogen. Endometrial hyperplasia with atypia has much malignant
potential but endometrial hyperplasia without atypia may be managed
medically with 3 monthly endometrial sampling, it no regression or further
progression hysterectomy is the choice of treatment. Finally, patient
counseling with discussion of risks /benefits of different options of
treatment modalities is the cornerstone of success of addressing
postmenopausal bleeding,
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[. INTRODUCTION

Postmenopausal bleeding (PMB) is conrsidered at least 12
months after the last normal period. The incidence of
postmenopausal bleeding appears to correlate with the time
since menopause. Unscheduled bleeding is defined as non-
cyclical bleeding in menopause women taking hormone
replacement therapy. Although PMB usually has benign
causes, the priority is to exclude malignancy.

Postmenopausal bleeding is a common clinical problem
affecting approximately 5 percent of office gynaecology
visits [1].

All postmenopausal women with unexpected vaginal
bleeding should be evaluated for endometrial carcinoma
since this potentially lethal disease wili be the cause of
bleeding in approximately 10 percent range (1 to 25
percent), depending upon risk factore [2]. For PMB
Endometrial carcinoma must be regarded until proven
otherwise. Management of PMB is aimed at excluding
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cervical carcinoma, endometrial carcinoma precancerous
endometrial changes and then to treat the real cause. A
negative test guarantees the normality; but the clinician
should be aware of the possibility of a false negative result.
Postmenopausal  bleeding usually  attributed to an
intrauterine source, but may arise from the cervix, vagina,
vulva, fallopian tubes, or be related to ovarian pathology
(hormone producing tumour).

The origin of bleeding can also involve non-gynaecologic
sites, such as the urethra, bladder, anus/rectum/bowel, or

“perineum. Cervical stenosis may inhibit egress of blood

from the uterine cavity; hematometra may result.

The differential diagnosis of bleeding in postmenopausal
women is less broad than that for abnormal uterine bleeding
in premenopausal women since the various causes of
anovulation are not relevant here.
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II. DIFFERENTIAL DIAGNOSIS OF PMB

e Vaginal atrophy. The most common cause of PMB.

e Indiscriminate use of MHT (Menopause hormone
therapy), Tamoxifen.

¢ Endometrial hyperplasia with atypia and without
atypia.

e Endometrial cancer.

¢ Endometrial polyps or Infection.

*  Cervical cancer; need to check if the cervical smear is
up to date. Cervical polyp.

e Cervical ulcer caused by uterine prolapse.

e  Uterine sarcoma (rare).

e Ovarian cancer, especially oestrogen-secreting (theca
cell) ovarian tumours.

*  Vaginal cancer (very uncommon).

¢ Vulval cancer may bleed, but the lesion should be
obvious.

* Non-gynaecological causes including trauma or a
bleeding disorder.

Other causes — lesions and cracks of the vulva, trauma,
phytoestrogens, and forgotten pessaries.

Though benign conditions are the most common causes of
PMB, but it needs to be considered seriously by the patients
and clinicians, as it may be the first warning symptoms of an
underlying malignancy, which if diagnosed early can be
cured completely.

A, Association of Postmenopausal Bleeding

Atrophy — Hypoestrogenism causes atrophy of the
endometrium and vagina. In the uterus, the collapsed,
atrophic endometrial surfaces contain little or no fluid to
prevent intra-cavitary friction [3]. This results in micro
erosions of the surface epithelium and a subsequent chronic
inflammatory reaction (chronic endometritis), which is
prone to light bleeding or spotting.

Classic vaginal findings of atrophy include a pale, dry
vaginal epithelium that is smooth and shiny with loss of
most rugae. If inflammation is present, additional findings
may include patchy erythema, petechiae, blood vessels
visible through the thinned-out epithelium, friability,
bleeding, and discharge.

Cancer — Approximately 6 to 19 percent of women with
postmenopausal vaginal bleeding have endometrial cancer
[4]. [5]. Different studies showed that, risk of endometrial
cancer in the setting of postmenopausal bleeding increases
with increasing age after menopause [6]. Age >55 years,
history of recurrent bleeding episodes, and bleeding volume
exceeding five pads per day were significantly associated
with endometrial cancer.

I1I. RISK FACTORS FOR ENDOMETRIAL CANCER

e Chronic oestrogen activities/ chronic anovulation.

e Unopposed oestrogen only therapy.

e Tamoxifen use — it has an anti-oestrogen effect on the
breast, but a pro-oestrogen effect on the uterus and
bones.

e Obesity.

e  Early menarche and late menopause.

* Increasing age.
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*  Estrogen secreting tumour.

¢ Hereditary non-polyposis colorectal carcinoma.

e  Lynch syndrome.

» Potential heritable factors-cowden syndrome, multiple
hamartoma syndrome.

¢ BRCA carriers.

e Uncertain  factors -
phytoestrogen [7].

In a meta-analysis of observational studies, the pooled
prevalence of postmenopausal bleeding among patients with
endometrial cancer was 91 percent (95% CI 87-93),
irrespective of tumor stage [8]. Pelvic examination is usually
normal in patients with early-stage disease. In more
advanced disease, the uterus may be enlarged and/or fixed in
the pelvis. In postmenopausal patients, uterine imaging may
show a thickened endometrium and endometrial biopsy
reveals diagnosis.

Polyps — Polyps are benign endometrial growths of
unknown aetiology that are a common cause of
perimenopausal and early postmenopausal uterine bleeding.
Growth of polyps can be stimulated by estrogen therapy or
tamoxifen. The definite etiology of endometrial polyps is
unknown. However, endometrial polyps are associated with
endometrial hyperplasia; therefore, unopposed estrogen is
considered to be a risk factor [9]. The prevalence of
malignant ~endometrial polyps in the symptomatic
postmenopausal female is 4.47% compared with 1.51% in
an asymptomatic postmenopausal female [10]. Additional
risk factors for malignant endometrial polyps include age
greater than 60, large-sized polyps, menopause status,
symptomatic bleeding, and polycystic ovarian syndrome
[11]. Chronic tamoxifen use has been associated with the
development of endometrial hyperplasia, polyps and
endometrial cancer. TVS shows, increased endometrial
thickness greater than 4 mm is related to endometrial
pathology, including polyps [12]. The location of the polyp,
number, and diameter does not correlate with the reported
symptoms [[3].

SIS or hysteroscopy are good alternative. Hysteroscopic
polypectomy with endometrial biopsy is gold standard.
Blind tissue sampling with endometrial biopsy or D&C is
inaccurate in the diagnosis of endometrial polyps and should
only be used in settings where hysteroscopic treatment is
unavailable [14]. Histopathology showing polyp with atypia
or recurrence of polyp carries potential for malignancy.
Hysterectomy should be the preferred treatment in this case.

Endometrial hyperplasia (EH) — One of the important
causes of PMB is Endometrial hyperplasia. Since
postmenopausal women should be estrogen deficient,
endometrial hyperplasia at this time it is abnormal and
requires a usual explanation. Low dose estrogen and micro
vascular changes of endometrium by progesterone are
associated with bleeding. MHT may cause spotting for
couple of weeks but it usually improves by 6 months of
time. Endogenous estrogen production from ovarian or
adrenal tumors is also possible causes of hyperplasia. Obese
women also have high levels of endogenous estrogen due to
the conversion of androstenedione to estrone and the
aromatization of androgens to estradiol, both of which occur
in peripheral adipose tissue. Also, EH frequently results
from chronic estrogen stimulation unopposed by the

diabetes,  hypertension,
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counterbalancing effects of progesterone [15].

The presence of nuclear atypia is the most important
indicator of the risk of endometrial carcinoma. It is
sometimes difficult to distinguish a precursor lesion from
endometrial carcinoma. Endometrial hyperplasia also known
as endometrial intraepithelial neoplasia.

Endometrial hyperplasia/intraepithelial neoplasia
typically presents with abnormal uterine bleeding in
postmenopausal women. Endometrial
hyperplasia/intraepithelial neoplasm is a histologic diagnosis
made with sampling of the endometrium. Neither
endometrial biopsy nor dilatation and curettage detect all
cases of endometrial carcinoma; up to 10 percent are falsely
negative,

Leiomyomata wteri — Leiomyomata uteri (fibroids) are
the most common pelvic tumours in women. The prevalence
in  postmenopausal women is one-tenth that of
premenopausal women, thus they are a potential, but
uncommon, cause of uterine bleeding in menopausal women
[16]. The diagnosis of a uterine sarcoma should be
considered in postmenopausal women with presumed
uterine leiomyomas producing symptoms.

Sarcomas of the uterus constitute only 3 to 5 percent of
all uterine tumours and may present with postmenopausal
bleeding. These cancers arise from the stroma of the
endometrium (endometrial stromal sarcomas) or the
myometrium. They may look and feel like benign
leiomyomas. Endometrial histology may be normal;
diagnosis requires a hysterectomy.

Fallopian  twbe or ovarian cancer can cause
postmenopausal uterine bleeding. Cervical and vaginal
cancers typically present with vaginal bleeding. Vulvar
cancers are not associated with bleeding until they are
advanced.

Choriocarcinoma is a rare cause of uterine bleeding in
menopausal women.

Post radiation therapy — Vaginal bleeding can be a late
effect of radiation therapy [17].

Anticoagulant therapy — Use of anticoagulants may
rarely cause uterine bleeding.
Herbal and dietary supplements — Soy and other

phytoestrogens in large doses may be associated with EH
[18].

Infection — Endometritis is an uncommon cause of
postmenopausal  bleeding. In the developing world,
however, endometrial tuberculosis may present as
postmenopausal bleeding [19]-[21].

Postmenopausal — hormone * therapy — — Many
postmenopausal women who take estrogen therapy develop
vaginal bleeding; the frequency depends upon the regimen
and the dose used. Usually within 6 months® time it gets
well.

Diseases of the urethra (e.g., urethritis), bladder (e.g.,
cancer or urinary tract infection), and bowel (eg,
inflammatory bowel disease or hemorrhoids) may cause
bleeding that is mistaken for genital tract bleeding. These
disorders should be considered and evaluated for in patients
with bleeding in whom there is no obvious genital tract
etiology. A radiograph of the pelvis to rule out fracture
should be considered when there is genital bleeding after
trauma, in a postmenopausal woman with osteoporosis.

IV. EVALUATION

Primary evaluation of women with postmenopausal
bleeding should include detailed medical history, clinical
examination, and transvaginal ultrasound (TVS) with
evaluation of endometrial thickness (ET), with or without
endometrial smpling [22]. According to ACOG the clinical
approach to postmenopausal bleeding requires prompt and
efficient evaluation to exclude or diagnose carcinoma.
Women with postmenopausal bleeding may be assessed
initially with either endometrial biopsy or TVS. This initial
evaluation does not require performance of both tests. TVS
can be useful in the triage of patients in whom endometrial
sampling was performed but tissue was insufficient for
diagnosis. When TVS is performed for patients with
postmenopausal bleeding and an endometrial thickness of
less than or equal to 4 mm is found, endometrial sampling is
not required, Meaningful assessment of the endometrium by
ultrasonography is not possible in all patients. In such cases,
alternative assessment should be completed. When bleeding
persists despite negative initial evaluations, additional
assessment usually is indicated [23].

Endometrial cancer can reasonably be excluded by
ultrasound in postmenopausal women with a thin (<4 mm),
homogeneous endometrium. Endometrial biopsy is required:

- If repeated bleeding episodes for women who

showed normal findings on primary evaluation.

- The endometrial lining is thicker than 4 mm.

- The endometrium shows diffuse or focal increased

echogenicity (heterogeneity).

- The endometrium is not adequately visualized on

sonography.

- The woman has persistent bleeding.

The risk of endometrial cancer is low when the
endometrial thickness is less than 4 mm [24]-[27]. With
non-representative/uncertain -~ findings on  endometrial
biopsy, the cause of bleeding can be atrophic endometrial
lining, however, malignancy should be excluded.
Differential diagnosis of bleeding from the urinary tract or
bowel should be excluded.

A. History

A detailed history on duration, frequency, length &
quantity of bleeding and its relationship to coitus, pain
should be established. Menstrual history, parity, past
medical history and family history are important in
evaluation of PMB. Any risk factors need to be elicited. 1s
there a family history of breast, colon, and endometrial
cancer? What is the medical history and are any medications
being taken (e.g., hormones therapy, anticoagulants)?

Women with a family history of hereditary non-polyposis
colorectal cancer have a lifetime risk of developing
endometrial cancer of around 42-60%, They usually develop
cancer before menopause. H/O liver diseases need to be
focused.

Evaluation needs General examination and thorough
physical examination of the external and internal anatomy of
the female genital tract. The focus of the evaluation is to
determine the bleeding site; to note any suspicious lesions,
lacerations, or foreign bodies; and to assess the size,
contour, and tenderness of the uterus. Lower genital tract
(vulva, vagina, ectocervix) causes of bleeding can usually be
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excluded by a normal physical examination.

B. Clinical examination

*  Speculum Examination
*  Bi manual vaginal Examination
*  Digital Rectal Examination (DRE)

C. Investigation

TVS to measure ET is the mainstay to evaluate
endometrium. Color

Doppler is good adjustment to ET, if ET is <4 m then
may not require any further investigation unless there is
persistent or recurrence of bleeding. If ET is >4 mm
endometrial biopsy must be performed. Clinical judgment
should be used when there is recurrent PMB,

Definite diagnosis of PMB is made by histopathology by
Endometrial sampling or D & C. Hysteroscopy (gold
standard for evaluation) adjunct investigations are done to
exclude other different diseases.

Transvaginal ultrasound (TVS) is appropriate for initial
evaluation of postmenopausal bleeding. If the endometrium
has a thickness <4 mm, further evaluation might not be
necessary. If bleeding persists or recurs, endometrial
sampling is indicated. TVS, SIS (saline infusion
sonography), repeated endometrial biopsy, diagnostic
hysteroscopy with endometrial biopsy can be done.
Hysteroscopic evaluation and guided biopsy is the gold
standard.  Diagnostic  hysteroscopy  provides  direct
visualization of the endometrial cavity, thereby allowing
targeted biopsy or excision of lesions identified during the
procedure. A D&C alone (approximately 60 percent of
curettage specimens sample less than half of the uterine
cavity so there is chance of missing pathology [28].

Obesity, uterine position, or myometrium abnormalities
may preclude satisfactory endometrial assessment with
TVS. In these cases, postmenopausal bleeding should be
evaluated with sonohysterography, office hysteroscopy, or
endometrial sampling. If such sampling yields insufficient
tissue for diagnosis, further evaluation might not be
necessary, provided subsequent TVS demonstrates an
endometrial thickness <4 mm and bleeding does not recur.
When postmenopausal women without bleeding undergo
TVS for indications such as pelvic pain or adnexal
pathology, an endometrial thickness >4 mm may be
incidentally found, additional endometrial assessment is not
routinely indicated. Endometrial cancer can reasonably be
excluded by ultrasound in postmenopausal women with a
thin (<4 mm). :

Persistent bleeding can be a sign of endometrial cancer
even when the endometrial thickness is less than 4 to 5 mm
since a thin or indistinct endometrial stripe does not reliably
exclude type 2 endometrial cancer [29], [30]. Therefore,
women with persistent bleeding should be evaluated further.

Cervical cytology — The mean age of cervical cancer
diagnosis is 52.2 years; the distribution of cases is bimodal,
with peaks at 35 to 39 years and 60 to 64 years [31]. All
women need cervical cancer screening as part of the
evaluation of abnormal bleeding, as it can be difficult to
distinguish  between endocervical and upper uterine
bleeding. Thin Prep, the same specimen can be used for
analysis of both cytology and HPV.
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Any visible lesion needs to be biopsied, even if the
cytology is normal [32].
SIS, MRI, CT Scan is reserved for special cases.

V. TREATMENT

In postmenopausal women, uterine bleeding is usually
light and self-limited. Treatment is focused on the cause.
But exclusion of cancer is the main objective; However,
treatment is otherwise dependent on findings during the
diagnostic evaluation.

Regarding management of EH it is determined by clinical
factors and by histological classification. The three most
common options for the management of EH are
surveillance, progestin therapy, and hysterectomy.

Clinical factors need to be considered are-obesity,
ovulatory dysfunction, increased genetic risk, increased age.
Although, EH and endometrial cancer can be observed in
younger women commonly in those with polycystic ovary
syndrome and body mass index >30 kg/m? [33].

The endometrial thickness on transvaginal ultrasound
=20 mm has a greater risk for concomitant endometrial
cancer [34], [35].

We need to follow 2014 World Health Organization
classification criteria. i.e.:

1. Hyperplasia without atypia.

2. Hyperplasia with atypia [36].

For postmenopausal women with EH without atypia,
repeat endometrial biopsy is performed every three to six
months for up to one year until the biopsy shows normal
endometrium. They may be treated with the levonorgestrel
releasing intrauterine system (LNG-IUS) and have rates of
regression to normal endometrium of approximately 90
percent. A systematic review of 24 observational studies
including 1001 participants found that treatment with LNG
52 compared with oral progestins had a higher regression
rate for complex EH (92 versus 66 percent) [37]. Patients
with EH without atypia treated with the LNG 52 have rates
of regression to normal endometrium of approximately 90
percent [38].

Hysterectomy is advised if normal endometrium is not
achieved, if atypical EH or endometrial carcinoma develops,
or if no improvement.

Postmenopausal women having EH with atypia
(endometrial intraepithelial neoplasia [EIN]) needs special
counselling, as malignant potential is very high. Coexistent
endometrial carcinoma may be present at hysterectomy in
approximately 37 percent of women with a preoperative
diagnosis of atypical EH [39]. The risk of progression of
atypical EH to endometrial carcinoma is 15 to 28 percent,
based on studies with up to 20 years of follow-up [40].

. Hysterectomy is the choice of option, though progestin
therapy with the (LNG-1US), 52 mg with a release rate of 20
meg/day over five years, has been shown regression of
atypical EH and grade 1 endometrial carcinoma in up to 75
to 85 percent of women [41]. However, hysterectomy is
curative and thus, is still the preferred treatment.

A. Maintenance Therapy
For women with EH on progestin therapy, after
regression to normal endometrium, maintenance progestin
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therapy may be required indefinitely if patients have risk
factors for endometrial carcinoma (e.g., obesity, diabetes,
polycystic ovary syndrome). Some women may have
persistent or recurrent abnormal uterine bleeding, despite no
disease progression on serial endometrial sampling. In such
cases, hysterectomy may be offered.

Risk of relapse — A cohort study with long-term follow-
up showed a relapse rate of 12.7 percent for hyperplasia
without atypia [42].

A review of patients with atypical EH managed with
progestin therapy showed a recurrence rate of 23.2 percent
[41].

For patients who have a relapse of EH, consideration is
given to either continuous progestin therapy or to
hysterectomy.

B. Specific treatment in PMB

Atrophic Vaginitis: Local oestrogen treatment is given in
women suffering from vaginal atrophy [43].

Endometrial polyps: Polypectomy at hysteroscopy and
histopathological examination. Simultaneous endometrium
sampling for histopathology is necessary as the possibility
of hyperplasia is high (e.g., 3% of endometrial polyps).

Other polyps: Polypectomy at hysteroscopy and
histopathological examination.

Endometrial thickness (ET) <4 mm: Follow up with a
repeat ultrasonography unless continuous bleeding occurs.

ET>4 mm: Endometrial sampling with hysteroscopy.
Endometrial hyperplasia without atypia responds well to
cyclic progestin treatment. After 3 months a repeat
endometrial biopsy may be considered to confirm absence
of hyperplasia. Levonorgestrel intra-uterine system is
preferred over systemic treatment. Refractory patients may
need hysterectomy.

Hyperplasia with atypia — Definitive treatment for
postmenopausal women is surgery, medical treatment only
after in-depth counseling.

Endometrial carcinoma & cervical carcinoma: May need
surgery and/or chemotherapy or radiation therapy according
to the protocol.

C. Endometrial Safety, Bleeding & MHT (Menopausal
Hormonal Therapy)

Adequate endometrial protection was demonstrated in
MHT users with sequential and continuous micronized
progesterone  (MPA).  The levonorgestrel-releasing
intrauterine system (LNS-IUS) with estrogen has been
reported to be more effective than sequential MPA/other
progestins for endometrial protection.

More recently, a regimen combining the SERM.,
bazedoxifene, with CEE has been introduced as a
progestogen-free alternative for MHT in women with a
uterus. Tibolone is also used extensively as a form of MHT.
It should not be used before 1 year of menopause as during
this period irregular bleeding may occur.

\
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» Postmenopausal bleeding is ‘endometrial cancer until
proven otherwise’, although only 1-14% of such patients
will actually have cancer.
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Prompt evaluation is essential to find out the genital,
non-gynecological and other sources. Risk factors for
endometrial cancer need to be assessed for each case.
Initial evaluation is by TVS, if ET is <4 mm no further
evaluation is required but follow up consultation must. If
ET is> 4 mm, hysteroscopy evaluation and endometrial
sampling is recommended (Gold Standard).

Blind endometrial sampling is not accurate as only
reveals when endometrial cancer exceeds more than 50%
of the endometrial surface area so may be done if
hysteroscopy evaluation is not possible.

Higher dose of progesterone may be required for
endometrial protection when higher doses of estradiol
are used, for hormone therapy or in women with high
BMI.

Unopposed estrogen therapy should not be use if women
have uterus as it is associated with a duration and dose-
related increase in risk of endometrial hyperplasia and
cancer.

Endometrial protection requires an adequate dose and
duration of progestogen.

Adequate doses of micronized progesterone appear to be
200 mg per day for 10-14 days in sequential therapy and
100 mg per day for continuous combined therapy where
the estradiol dose is 2 mg/50 mg or less.

Finally, Patient counseling and shard decision is the
cornerstone of success to address postmenopausal
bleeding.
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