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Perimenopausal Bleeding:
How to Investigate and Treat

Perimenopausal abnormal uterine bleeding is a

common problem seen by family doctors and
gynecologists. The perimenopause is a variable
phase of declining ovarian function, in keeping
with the last stages of ovarian follicular atresia,
and it can last for several years in some women.
It affects mainly women in their late 40s and
early 50s. It is characterized by luteal phase
insufficiency, declining progesterone output,
and, eventually, anovulation and fluctuating
estrogen levels. Loss of menstrual cyclicity
ensues, with sometimes heavy, irregular bleed-
ing, and this can also be accompanied by vaso-
motor symptoms (e.g., hot flashes, night sweats).
Vasomotor symptoms can have a significant
impact on sleep, fatigue, mood, and quality of
life.
Physicians need to have a working differential

diagnosis in mind when approaching patients
with this problem.

Etiology

The most common cause of abnormal peri-
menopausal bleeding is dysfunctional uterine
bleeding (DUB), or loss of cyclic ovulation. In
the perimenopausal patient, this is typically
caused by declining ovarian follicular function.
Patients with polycystic ovary syndrome (PCOS)
also have chronic anovulation; however, in that
case it is due to mild hyperandrogenism, which
inhibits follicular maturation. Patients with
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Clinical Concerns

Rose’s Case
Rose, age 48, G2P2, presents with
menometrorrhagia and bothersome vasomotor
symptoms of around six-months duration. She asks
for effective treatment.

Rose smokes about ten cigarettes per day. She has
no chronic medical conditions, has had no previous
surgery, and takes no medications regularly. Pap
tests have been normal. She uses barrier methods
for contraception.

Physical examination is negative. BMI is 29.
Urine hCG is negative. CBC shows mild iron
deficiency anemia. TSH is normal. Pelvic ultrasound
is normal. Endometrial biopsy is done in the office;
histology shows proliferative endometrium.

She is treated with a levonorgestrel releasing 
intrauterine system (LNG-IUS) and is prescribed an
estradiol patch for the vasomotor symptoms.
The LNG-IUS will protect her endometrium against
unopposed estrogen, and, consequently, she does
not require additional systemic progestin. It will likely
also induce hypomenorrhea. The estradiol patch will
even out her endogenous estrogen fluctuations and
ameliorate vasomotor symptoms.

At a two-month follow-up visit, she reports
considerable improvement.  
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chronic unopposed (i.e., absent or low proges-
terone) estrogenic stimulation of the endometri-
um are at increased risk of endometrial cancer via
its precursor, endometrial hyperplasia with atyp-
ia. In order to check for hyperplasia and cancer,
endometrial biopsy is warranted in patients with
chronic perimenopausal menometrorrhagia, post-
menopausal bleeding, and PCOS patients over
age 35.
However, many of these patients may have an

organic or anatomical cause for their abnormal
bleeding. DUB can also coexist with endometrial
lesions (i.e., some patients may have both
causative factors). Endometrial polyps and sub-
mucosal fibroids are common in this group 
and may be identified by ultrasound, sono-
hysterogram, hysteroscopy, or occasionally by
MRI. These lesions are a frequent cause of abnor-
mal bleeding and are usually amenable to 
treatment by minimally invasive means (i.e.,
operative hysteroscopy). Intramural fibroids may

be associated with menorrhagia on the basis of
stretching of the endometrial cavity surface area.
It is important to check for other causes 

of abnormal bleeding, in particular pregnancy-
related causes and also cervical or vaginal pathol-
ogy. A urine hCG should be done. The vulva,
vagina, and cervix should be carefully examined,
and the history of the patient’s Pap tests should be
reviewed and a Pap done if indicated.

Investigations

Some, or all, of the investigations in Table 2 may
be advisable in the work-up of these patients.
Endometrial biopsy is recommended in most, if
not all, of these patients; in particular, it needs to
be done in those patients with the clinical sce-
nario of chronic unopposed estrogen (DUB). 
Most patients (80 to 90%) will tolerate office

endometrial biopsy and find it mildly to moder-
ately uncomfortable for a minute or so. Family
doctors who have received training in this tech-
nique may undertake the procedure or may 
elect to refer to gynecology. Some patients, par-

Table 1

Causes of Abnormal 
Perimenopausal Bleeding

• DUB or normo-estrogenic anovulation without any 
specific genital tract lesions (includes PCOS)

• Endometrial lesions (e.g., endometrial polyp, 
submucosal fibroid)

• Pregnancy-related bleeding (e.g., abortion, 
ectopic pregnancy, gestational trophoblastic 
neoplasia) 

• Endometrial hyperplasia/cancer

• Adenomyosis (endometriosis of the myometrium)

• Endometritis

• Cervical lesions (e.g., polyps, ectropion, 
neoplasia)

• Vaginal lesions

• Vaginal mucosal atrophy (common in 
postmenopausal women)

• Related to contraception (oral contraceptive
breakthrough bleeding, IUD-associated 
bleeding)

• Systemic causes (e.g., coagulopathy, thyroid 
disease, etc.)

Table 2

Investigations in Women with 
Abnormal Perimenopausal Bleeding 

• CBC; +/- ferritin

• Urine HCG

• TSH

• PTT/INR

• Pap

• Imaging: pelvic ultrasound (transvaginal 
— TVUS) for more accurate measurement of
endometrial thickness and to screen for 
endometrial lesions

• Endometrial biopsy

• Sonohysterogram or diagnostic hysteroscopy 
(if endometrial lesion suspected)

• Hysteroscopy in cases of persistent bleeding
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ticularly nulligravidas, patients with no previous
vaginal births, patients with previous cervical
conization, and some postmenopausal patients
with long-standing hypoestrogenism, may have
cervical stenosis and may not tolerate the proce-
dure in the office. Use of vaginal misoprostol
400 µg p.v. the night before the procedure will
facilitate office biopsy by dilating the os slightly.
Local anaesthetic (cervical block) may be used.
One may pre-medicate with NSAIDs. Some
patients may require general anaesthesia for this
procedure. Complications are very rare with
office endometrial biopsy; the most common
problem is inability to obtain an adequate
endometrial sample.
Measuring endometrial thickness by endo-

vaginal ultrasound may be helpful in cases of 
peri- and postmenopausal bleeding, particulary
where endometrial biopsy is difficult because of
cervical stenosis or patient intolerance, where the
medical practitioner does not do this procedure,
and cases where the biopsy shows insuficient tis-
sue. Measurement of greater than 5 mm with 
associated postmenopausal bleeding, and greater
than 11 mm without bleeding, would mandate
biopsy, as per the Society of Obstetrics and
Gynaecologists of Canada guidelines.1 A meas-
urement under these limits is reassuring, as this
is suggestive that there is no underlying hyper-
plasia or cancer. However, endometrial hyperpla-
sia/cancer may rarely occur in patients with thin
endometrial measurement, and biopsy (with or
without hysteroscopy) should be undertaken in
cases of persistent bleeding or in patients with
risk factors, even with a thin lining. Some
patients with very thick endometrial echo meas-
urements (> 15 mm), particularly in the presence
of scant or atrophic endometrium on office biop-
sy, may actually have an endometrial polyp mas-
querading as thick endometrium on ultrasound.
These patients should have a hysteroscopy.
Measurement in premenopausal patients is of
limited value, as the cycling endometrium 
may physiologically reach a thickness of 15 to 

20 mm.

Treatment

In general, medical options should be undertaken
first, unless there is an obvious underlying lesion
to account for the abnormal bleeding, which is
amenable to hysteroscopic resection. Surgical
options should generally be reserved for patients
who fail, or do not tolerate, medical therapy.
Endometrial ablation may be appropriate for

women over age 35, and preferably over 40. The

Table 3

Treatment of Abnormal 
Perimenopasual Bleeding

Medical Options

• Hormonal contraception: OCPs (where there are
no contraindications); consider a continuous
regimen in this group of patients (i.e., no 
hormone free interval)

• Progestin therapy (LNG-IUS, oral, or 
depot medroxyprogesterone acetate)

• Menopausal hormone therapy (however this 
likely delivers insufficient estrogen to control
abnormal bleeding)

• Intermittent tranexamic acid: 1 g t.i.d. for 
two to three days p.r.n.

• Danazol ( continuous low-dose, 
50 to 200 mg/day)

• GnRH analog therapy, with add-back 
postmenopausal dose estrogen/progestin

• Iron p.r.n.

Surgical Options

• Operative hysteroscopy, to resect submucosal
fibroids or endometrial polyps, if present

• Endometrial ablation

• Hysterectomy 

• Myomectomy (of intramural fibroids, mainly in
patients desiring future fertility)

• Radiologic embolization of uterine arteries, in
fibroid associated menorrhagia

• Dilation and curettage as treatment for acute
severe menorrhagia; this is not effective for 
long-term treatment
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long-term failure rate is considerably higher in
younger patients because of prolonged persistent
hormonal stimulation of residual endometrium.
There should be no desire for future pregnancy.
Concomitant contraception or sterilization is
important, as ablation alone does not provide ade-
quate contraception. If pregnancies do occur, there
is a high risk of spontaneous abortion, abnormal
placentation, and intrauterine growth restriction
(IUGR). Patients at increased risk for the develop-
ment of endometrial hyperplasia (obesity, history
of PCOS, diabetes, hypertension, use of tamox-
ifen) are not optimal candidates for endometrial

ablation. Patients with previous endometrial abla-
tion may have delayed diagnosis in the future, as
they may not have postmenopausal bleeding; also,
endometrial biopsy may be difficult, or impossible,
and less reliable in patients with previous ablation.
These patients will be better treated by LNG-IUS,
progestin therapy, or hysterectomy.
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Dx

1. Why can smokers over age 35 safely take postmenopausal hormone therapy, as opposed to oral 
contraceptives?
The thrombotic and coronary risk is dose-related. A typical dose of postmenopausal estrogen (e.g., 
0.625 mg of conjugated equine estrogen) is biologically equivalent to approximately 5 µg of ethinyl 
estradiol. Oral contraceptive pills contain 20 to 35 µg of ethinyl estradiol.

2. What percentage of patients with postmenopausal bleeding have endometrial cancer?
About 10% are diagnosed (1 to 2% if patients are on combined estrogen/progestin hormone therapy).1 

The estrogen in postmenopausal women originates from adrenal and ovarian thecal androgenic steroids
converted to estrogen via aromatisation in adipose tissue.

3. What percentage of endometrial cancer patients present with postmenopausal vaginal bleeding?
Approximately 90% of endometrial cancer patients present with vaginal bleeding.1

4. What percentage of endometrial polyps are cancerous or precancerous? 
Approximately 3% of polyps are cancerous or precancerous.1 The risk is greater in older patients
and with those with larger polyps; it is advisable to resect polyps > 10 mm. The risk is very 
low with asypmtomatic polyps (no bleeding).

5. Which is more effective for perimenopausal menorrhagia/menometrorrhagia, LNG-IUS or 
endometrial ablation?
They are both quite effective, with about 75% patient satisfaction. LNG-IUS is preferable in younger
patients (< age 40), patients wanting future fertility (endometrial ablation contraindicated here), 
patients needing contraception, patients with painful menses (adenomyosis/endometriosis), and 
patients considered to be at risk for endometrial cancer.

6. Can endometrial ablation and LNG-IUS be safely used concomitantly as treatment?
Yes, there is experience with this technique. The LNG-IUS will provide contraception, and 
possibly enhance the long-term efficacy of the ablation, by suppressing any residual or buried 
endometrium and possibly preventing or treating adenomyosis.2

7. Should routine TVUS or endometrial biopsy be done to screen for endometrial cancer in 
asymptomatic patients (e.g., postmenopausal women without bleeding)?
This is not recommended, as there is no supporting evidence. Patients at increased risk for 
hyperplasia/cancer (obesity, history of PCOS, tamoxifen, etc.) may be screened at the discretion 
of their physician, although the yield is very low if there is no postmenopausal bleeding.1

Table 4

Questions & Answers


