

Glossary sHRT - sequential combined HRT, involves taking estrogen and progestogen in separate phases, resulting in a monthly bleed. ccHRT - continuous combined HRT, involves taking both hormones together continuously, typically leading to no monthly bleeding.
Yes
No
1 major or 3 minor risk factors for endometrial cancer 
Unscheduled bleeding on HRT
1 – Assess cancer risk factors and bleeding pattern.
2 – Identify HRT regimen, duration, compliance.
3 – Offer examination (e.g eligible/due cervical screening).
4 – Offer investigations if indicated, e.g cervical screening/genital swabs.


Major Risk Factors for Endometrial Cancer
· BMI ≥ 40
· Use of unopposed oestrogen >6m 
· [bookmark: _Hlk198714950]12m or more norethisterone or medroxyprogesterone acetate for <10 days/month or micronized progesterone for <12 days/month as part of a sequential regimen. 
· Prolonged sHRT regimen >5yrs when started >45.
· Tricycling HRT (quarterly progesterone) >12 months. 
· Lynch/Cowden syndrome
Minor Risk Factors: 
· BMI 30 – 39
· Use of unopposed oestrogen >3m but <6m
· >6m but <12m using norethisterone or medroxyprogesterone acetate for <10 days/month or micronized progesterone for <12 days/month as part of a sequential regimen.
· Where the progesterone dose is not in proportion to the oestrogen dose for >12m (including expired 52mg LNG-IUD)
· Tricycling HRT (quarterly progesterone) >6m but <12m.
· Anovulatory cycles e.g. PCOS
· Diabetes



Any heavy / persistent bleeding, or
2 minor endometrial cancer risk factors, or
More than 6 months since starting HRT, or
More than 3 months after a change in dose or preparation

Urgent Suspected Cancer Pathway (USCP) (2WW) 28 day faster diagnosis standard


	No

Yes



Optimise HRT (see Q&A below)
Review after 6 months of starting HRT. 

Urgent transvaginal USS (TVS) (within 6 weeks)




Bleeding improved but ongoing after 6m OR no improvement in intensity/frequency during 6m.

Ultrasound
sHRT Endometrial thickness >7mm
ccHRT Endometrial thickness >4mm
Endometrium incompletely visualised
Bleeding  increasing/persistent 







Yes
Discuss all options including stop HRT vs non-hormonal alternatives


	
No
Optimise HRT for 6m (See Q&A)

Urgent Suspected Cancer Pathway (USCP) i.e.2WW for endometrial assessment.


Patient decision stop HRT


No

If the patient declines investigations: 
explore barriers, recommend weaning off HRT and offer non-hormonal alternatives. 

Yes


Bleeding improved but ongoing after 6m or no improvement in intensity/frequency during 6m. 


Bleeding ongoing after 4 weeks off HRT

Please note: 
· If an Urgent Suspected Cancer (USCP) referral is recommended, and investigations are declined, recommend weaning off HRT and offer non-hormonal alternatives. 
· Offer follow-up at 4 weeks; recommend USC (2WW) referral if bleeding continues on stopping HRT. 
· If bleeding ceases and there is a preference to restart HRT, offer adjustments for three months before recommending a TVUS on an urgent pathway if bleeding is continuing after this interval. 
This is a group with higher risk of endometrial cancer.




USCP (2WW) for endometrial assessment
Endometrial Assessment on USCP (2WW) referrral.







In complex cases discuss with secondary care Menopause service via Advice and Guidance



	


Q&A - Unscheduled bleeding on systemic HRT

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 oestrogen and progestogen component. 

• Offer all women a 52 mg 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 oestrogens if there are atrophic findings on examination.



BMS | GUIDELINE Management of unscheduled bleeding on hormone replacement therapy (HRT)
https://thebms.org.uk/wp-content/uploads/2024/12/01-BMS-GUIDELINE-Management-of-unscheduled-bleeding-HRT-NOVEMBER2024-A.pdf 

Appendix 1: Licensed estrogen dose and proportionate progestogen dose 

‘The dose of the progestogen should be proportionate to the dose of estrogen. Women who require high dose estrogen intake should consider having their progestogen dose increased to ensure adequate endometrial protection.’ BMS 2022 Recommendation.




Key: Prescribed estrogen dose for ultra-low, low, standard, moderate and high dose regimens

	
	Ultra-low dose
	Low Dose
	Standard dose
	Moderate dose
	High dose

	Oestrogel   
	½ pump            
	1 pump
	2 pumps
	3 pumps
	4 pumps

	Sandrena
	0.25 mg
	0.5 mg
	1 mg
	1.5-2 mg
	3 mg*

	Lenzetto spray     
	1 spray
	2 sprays
	3 sprays
	4-5 sprays*
	6 sprays*

	Patch      
	12.5 µg 
	25 µg      
	 50 µg              
	75 µg                        
	100 µg

	Oral estradiol         
	0.5 mg             
	1mg   
	 2 mg                  
	3 mg^             
	4 mg^


* Off-license use          
^ Off-license use – rarely required to achieve symptom control
mg = milligrams µg = micrograms

Progestogen dose per licensed estrogen dose in the baseline population

	Estrogen dose
	Micronised Progesterone
Continuous
	Micronised Progesterone
Sequential
	Medroxy progesterone
Continuous
	Medroxy progesterone
Sequential 
	Norethisterone
Continuous
	Norethisterone
Sequential

	Ultra Low
	100mg
	200mg
	2.5mg
	10mg
	5mg*
	5mg*

	Standard
	100mg
	200mg
	2.5-5mg
	10mg
	5mg*
	5mg*

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

	High
	200mg+
	300mg+
	10mg^
	20mg^
	5mg
	5mg



	LNG-IUD One- For up to 5 years use



*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). 

^There 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.

+There are limited evidence in relation to optimal micronised progesterone dose for moderate or high dose estrogen; until evidence is available to guide practice, the advised dose is based on studies reporting 100 mg/day providing protection with up to standard dose estrogen. 

If unscheduled bleeding occurs with ultra-low to moderate dose estrogen, and other progestogens are not acceptable, offer micronised progesterone at the dosage recommended for high dose estrogen



