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Background >

There has been significant increase in referrals for post-menopausal bleeding (PMB) over the last

few years, this is partly due to the increased use of Hormone Replacement Therapy (HRT). PMB

is referred via the Post-Menopausal Bleeding and Endometrial Cancer Pathway as there is a 10%

risk of endometrial cancer associated with PMB where HRT is not a factor. Use of HRT can cause
unscheduled bleeding. The risk of cancer in those with HRT associated PMB is significantly lower

as evident from literature and shown by audit data from various Health Boards.

Unscheduled bleeding on HRT as a reason for an urgent suspicion of cancer referral has been
removed from the Scottish Referral Guidelines for Suspected Cancer except in instances when the
patient has risk factors for endometrial cancer.

This document proposes two distinct pathways;

1. Patients with PMB not associated with HRT (with intact uterus) should receive a USC
ultrasound.

2. Patients with PMB who are on HRT, should be managed according to Red, Amber, Green
risk stratifications as laid out in pathway below.



Pathway recommendations > D>

Post-Menopausal Bleeding — Urgent Suspected Cancer (USC) Pathway
(for patients NOT on Hormone Replacement Therapy (HRT), with intact uterus)

Post Menopausal Bleeding
(not on HRT)
No periods for 1 year or more
Not on hormonal contraception
People with intact uterus or cervix

Initial
Presentation

4
Clinical history and examination, including;

« Bleeding pattern

« Offer abdominal and pelvic examination (speculum and vaginal), visualise cervix to
exclude local causes

« Investigations where relevant, including cervical screening and lower genital tract
swabs

« If current or past history of tamoxifen, refer straight to Secondary Care as USC

Initial Assessment

For unscheduled bleeding on HRT, go to page 4.

USC transvaginal ultrasound scan to assess
endometrial thickness (ET)
(may be organised by Primary or Secondary
Care depending on service availability)

[

h 4 y
If endometriumis < 4mm and
speculum examination is

If endometriumis > 4mm or
not measureable;

Initial Investigations and Referral

normal; » Refer to secondary care for

¢ Reass.ure ) endometrial assessment as USC
« |dentify and treat vaginal

atrophy

Endometrium > 4mm

» Endometrial biopsy

If USS suggestive of polyp, complex features in
endometrium / Current or past history of tamoxifen
« Offer hysteroscopy along with endometrial biopsy

Management

h 4

Further treatment depending on biopsy results
For management of endometrial hyperplasia refer to RCOG Guidance
(see page 6 for link)




Management of Unscheduled Bleeding on Hormone Replacement Therapy (HRT) in Women
with Intact Uterus (includes peri and post-menopausal women)

Clinical history, induding;

* Bleeding pattern

* HRT preparation, duration of use and compliance

* Offer abdominzl and pelvic examination (speculum and vaginal), visualize cervix to exclude
local cauzes

* Check BMI

¢ Investigations where relevant, including cervical screening and lower genital tract swabs

Assess risk factors for cancer

MINOR rizk factors for endometrial ancer
« BMI 30-39 MAJOR risk factors for endometnal aancer
* Unoppozed estrogen » 3 months but < 6 «BMIZ 40
months * Genetic predisposition (Lynch / Cowden
E » Tricycling HRT (quarterly progestogen) for » syndrome)
g 6 but <12 months » Estrogen-only HRT for » 6 monthz in women
* » 6 months but < 12 months of using with 3 uterus
< | norethisterone or medroxyprogesteorne * Tricychn quarterly progestogen) for »
< hi d ge Tricycing HRT rly progestogen) fo
;g acetate for < 10 dayz / month or, micronized 12 monthz ¢ Prolonged sHRT regimen: uze for
= |progesterone for « 12 dayz / month, 3z part of more than 5 years when started in women
a sequential regimen aged 245
* Where the progestogen doze iz notin ¢ 12 months or more of using norethisterone
proportion to the estrogen doze for » 12 or mecdroxyprogesterone scetate for < 10
months (including expired 52 mg LNG-IUD) days / month or, micronized progesterone for
* Anovulatory cycles, such 3z in Polycystic < 12 days / month, as part of 3 sequentl
ovarian syndrome regimen
* Dizbete:
TWO MINOR RISK FACTORS
OR if bleeding & prolonged or heavy,
irrespective of interval since starting or
changing HRT
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If bleeding persists six months after adjusting
progestegons B
* urgent ultrazound within 6 weeks, OR
§ * weaning off HRT (choose one option)
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If bleeding persists six months after restarting
HRT
_ l ; v b
§ | Urgent tranzvaginal iu]lsud ithin six weeks ]
& : .
e edend erium 2 & mm on Endometrium regular and s‘lmm on CC
z HRT and < 7mm on sequential HRT
£ | CCHRT or 2 7mm for sHRT . .
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HRT adjustment for six months
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E months
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Adjusting HRT to reduce unscheduled bleeding episodes

Assess adherence and understanding of how to use the prescribed preparation including
dose and duration of progestogen — for example, would a combined patch or pill reduce
administration errors when compared to a separate estrogen and progestogen component?

Offer all women a 52mg LNG-IUD; this preparation reduces episodes of unscheduled
bleeding when compared to all other preparations.

Oral preparations provide higher rates of amenorrhoea when compared to transdermal
preparations and could be offered, if there are no risk factors for thrombosis, as:

a) a first-line therapy OR
b) to women who have recurrent unscheduled bleeding with transdermal preparations.

Offer vaginal estrogens if there are atrophic findings (thinning, drying, and inflammation of
the vaginal walls) on examination.

Prescribed estrogen doses for ultra-low, low, standard, moderate and high dose

regimens’

Ultra-low dose Low Dose Standard dose Moderate dose High dose
Oestrogel Y2 pump 1 pump 2 pumps 3 pumps 4 pumps
Sandrena 0.25mg 0.5mg 1 mg 1.5-2mg 3mg’
Lenzetto spray 1 spray 2 sprays 3 sprays 4-5 sprays’ 6 sprays’
Patch 12.5 ug 25 ug 50 ug 75 ug 100 pg
Oral estradiol 0.5mg 1mg 2mg 3mg" 4mg"
* Off-license use A Off-license use - rarely required to achieve symptom control
mg = milligrams ug = micrograms

Progestogen dose per licensed estrogen dose in the baseline population*

Estrogendose Micronised Progesterone Medroxy progesterone Norethisterone LNG-IUD
continuous sequential continuous sequential continuous  sequential  (52mg)

Ultra/Low 100 mg 200 mg 2.5mg 10 mg 5mg’ 5mg’

Standard 100 mg 200 mg 2.5-5mg 10 mg 5mg" 5mg’ OEE;cioSr

Moderate 100 mg 200 mg 5mg 10 mg 5mg 5mg yearagef

High 200 mg 300 mg 10 mg" 20 mg" 5mg 5mg

*1 mg provides endometrial protection for ultra-low to standard dose estrogen but the lowest stand-alone dose currently available in the UK is
5 mg (off-license use of three noriday POP i.e 1.05 mg, could be considered if 5 mg is not tolerated).

AThere is limited evidence in relation to optimal MPA dose with high dose estrogen; the advised dose is based on studies reporting 10 mg
providing protection with up to moderate dose estrogen.

" Management of unscheduled bleeding on hormone replacement therapy - British Menopause Society
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Management of unscheduled bleeding on hormone replacement therapy - British Menopause
Society

Full guidance https://thebms.org.uk/wp-content/uploads/2024/12/01-BMS-GUIDELINE-
Management-of-unscheduled-bleeding-HRT-NOVEMBER2024-A.pdf

Short version https://thebms.org.uk/publications/bms-guidelines/management-of-unscheduled-
bleeding-on-hormone-replacement-therapy-hrt/

Management of Endometrial Hyperplasia — Royal College Of Gynaecologists Guidance
www.rcog.org.uk/quidance/browse-all-quidance/green-top-quidelines/management-of-endometrial-
hyperplasia-green-top-quideline-no-67/

GLOSSARY

PMB — Post Menopausal Bleeding

HRT — Hormone Replacement Therapy

sHRT — Sequential Hormone Replacement Therapy

CCHRT - Continuous Combined Hormone Replacement Therapy
USC - Urgent Suspicion of Cancer

ET — Endometrial Thickness

USS — Ultrasound Scan

BMI — Body Mass Index

LNG-IUD — Levonorgesterel Intrauterine Device
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