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NATIONAL INSTITUTE FOR HEALTH AND CARE 
EXCELLENCE 

Centre for Clinical Practice – Surveillance Programme 

Recommendation for Guidance Executive  

Clinical guideline 
CG44: Heavy menstrual bleeding: investigation and treatment 

 

Publication date 
January 2007 

 
Previous review dates 
July 2010  

 
Surveillance report for GE 
March 2015 

 
Surveillance recommendation 
GE is asked to consider the proposal to update the following area of guideline CG44: 
Heavy menstrual bleeding using the Standing Committee for Updates via the Clinical 
Guidelines Update Team: 

- Medical management of women with uterine fibroids: ‘What is the clinical 
and cost effectiveness of medical treatments for fibroids greater than 3cm 
in diameter.’  

 
GE is asked to consider the proposal to update the following areas of guideline 
CG44: Heavy menstrual bleeding using the standard update process: 

- Diagnosis of women with heavy menstrual bleeding 
- Management of women with heavy menstrual bleeding, including: 

o Pharmacological managment 
o Surgical management, including hysterectomy and endometrial 

ablation and resection. 
- The diagnosis and management of women with adenomyosis 

 
GE are asked to note that this ‘yes to update’ proposal will not be consulted on. 

 
Key findings 
 

                                                                            Potential impact on guidance 

 Yes No 

Evidence identified from Evidence Update     

Evidence identified from literature search    

Feedback from Guideline Development Group                 
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Anti-discrimination and equalities considerations 
 

  

Feedback from Triage Panel meeting   

No update CGUT update Standard 
update 

Transfer to static list Change review cycle 

     
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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE 

Centre for Clinical Practice – Surveillance Programme 

Surveillance review of CG44: Heavy menstrual bleeding 
 

Recommendation for Guidance Executive  

Background information 

Guideline issue date: 2007 
3 year review: 2010 (no update) 
5 year review: 2012 (review postponed) 
 
NCC: Women’s and Children’s Health  

 

Main conclusions from previous surveillance review 
1. CG44 previously underwent a surveillance review in 2010 when the review recommendation was that the guideline should not be 

considered for an update.  
 

2. Guidance Executive (GE) acknowledged that there was ongoing research relevant to the guideline at the 3 year surveillance review in 2010 
which was considered likely to inform a future update of the guideline as well as an update of NICE TA78: fluid filled thermal balloon and 
microwave endometrial ablation for menstrual bleeding (recommendations from which are incorporated into CG44). Therefore, GE 
recommended that the next surveillance review be in 18 months time to enable the results of ongoing trials to be evaluated. The first 
ongoing trial published in 2011 and this was evaluated through the review of TA78. It was decided that this study would not impact on the 
TA and it was proposed that TA78 be added to the static guidance list. In light of this decision, it was agreed in 2012 that CG44 revert back 
to its three year cycle and the surveillance review scheduled for 2012 was postponed. The surveillance review was not carried out in 2013 
due to reconfiguration of the surveillance process. 
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Current eight year surveillance review 

3. A literature search for systematic reviews and randomised controlled trials (RCTs) was carried out between December 2011 and 
December 2014 and relevant abstracts were assessed. Clinical feedback on the guideline was obtained from 4 members of the GDG 
through a questionnaire.  Three out of the 4 respondents indicated that new evidence had become available that meant an update of the 
guideline was needed. 

 
4. New evidence that may impact on recommendations was identified relating to the following areas within the guideline:  

 

 

Clinical area 1: Diagnosis 

Diagnostic strategies for heavy menstrual bleeding  

Evidence summary GDG/clinical perspective Impact 

One UK based cost-effectiveness analysis
11

 compared diagnostic 
strategies (transvaginal scanning, endometrial biopsy, saline infusion 
sonography and outpatient hysteroscopy) for HMB.  The study identified 
outpatient hysteroscopy as the most cost effective option for women 
referred to secondary care for investigation of HMB.  Endometrial biopsy 
in addition to hysteroscopy had a cost effectiveness ratio of £21000 per 
additional satisfied patient. 

 

No clinical feedback was provided 
through the GDG questionnaire that 
was related to this section of the 
guideline. 

New evidence has possible impact on current 
recommendations.  Evidence from one study 
suggested that hysteroscopy was the most cost-
effective diagnostic strategy, although cost 
effectiveness was not assessed in terms of cost 
per quality adjusted life year, as is the usual NICE 
approach. However, current recommendations 
recommend ultrasound as the first-line diagnostic 
tool, with hysteroscopy only used when ultrasound 
results are inconclusive. Given that the guideline 
recommended ultrasound as first line, based on 
cost-effectiveness modelling, these 
recommendations are likely to require reviewing. 

 

Clinical area 2: Treatment options for heavy menstrual bleeding  

Endometrial ablation vs hysterectomy vs levonorgestrel inter-uterine device 
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Evidence summary GDG/clinical perspective Impact 

One UK-based cost effectiveness analysis 
12

 developed an economic 
model based on cost and outcome data from an individual patient data 
meta-analysis to compare the cost effectiveness of the levonorgestrel 
interuterine system, first or second generation endometrial ablation, and 
hysterectomy. The authors concluded that hysterectomy was the 
favoured treatment because although it was most expensive, it also was 
associated with the highest quality of life and the incremental cost 
effectiveness ratios comparing interventions were all under £1500 per 
QALY. 

Three randomised controlled trials 
13-15

 compared the levonorgestrel 
interuterine system to hysterectomy for the treatment of HMB. One trial 
13

 (72 participants) reported that menstrual blood loss and quality of life 
improved in both groups but did not report comparative data.  One trial 

14
 

(236 participants) reported that there was no significant difference in 
premenstrual symptoms between groups, except for breast tenderness 
at 12 months, which was lower in the levonorgestrel interuterine system 
group. One trial 

15
 (236 participants) reported that there was no 

difference in health-related quality of life and psychosocial wellbeing 
between levonorgestrel interuterine system and hysterectomy groups. 

One systematic review 
16

 compared endometrial resection or ablation 
with hysterectomy for the treatment of HMB. Bleeding symptoms and 
satisfaction rates favoured hysterectomy, both at short and long term (4 
years) follow up.  Repeat surgery following treatment was more likely 
following endometrial ablation/resection than hysterectomy.  However, 
adverse events, including sepsis, blood transfusion, pyrexia, haematoma 
and infection following discharge from hospital were more likely with 
hysterectomy than endometrial ablation/resection. 

One randomised controlled trial 
17

 (68 participants) compared thermal 
balloon ablation with laparoscopic hysterectomy for treatment of HMB.  
Post-operative pain was significantly lower in the endometrial ablation 
groups.  Other outcomes were not reported comparatively between 

No clinical feedback was provided 
through the GDG questionnaire that 
was related to this section of the 
guideline. 

New evidence may have an impact on guideline 
recommendations.  The new evidence found that 
hysterectomy was the most cost-effective 
treatment for HMB.  This may contradict current 
recommendations, which state that hysterectomy 
should not be offered as a first line treatment and 
that endometrial ablation is preferable to 
hysterectomy for women with a uterus no bigger 
than a 10-week pregnancy. These 
recommendations may also be inconsistent with 
new evidence from randomised controlled trials, 
which did not clearly favour either endometrial 
ablation/resection or hysterectomy (some 
outcomes favoured one treatment, and some the 
other). Currently the guidelines recommend that 
endometrial ablation/resection can be offered as a 
first line treatment, whereas hysterectomy should 
not be offered as a first line treatment, which may 
be inconsistent with this evidence. As such it may 
be appropriate to reassess these approaches as 
treatment options for HMB. 
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groups. 

One randomised controlled trial 
18

 (110 participants) compared the 
levonorgestrel interuterine system with endometrial ablation (NovaSure) 
and hysteroscopic endometrial resection for the treatment of HMB. 
Hemorrahage was significantly lower in the levonorgestrel interuterine 
system group than the other groups. The number of participants for 
which there was no interaction between HMB and normal activity was 
significantly lower in the levonorgestrel interuterine system group than 
the other groups. It was not clear, from an assessment of the abstract, 
exactly what ‘interaction’ refers to. Patient satisfaction was significantly 
greater in the endometrial ablation group than the other two groups. 

One randomised controlled trial
19

 (58 participants) compared the 
levonorgesterel interuterine system with endometrial ablation (thermal 
balloon ablation) for the treatment of HMB. After 5 years, the thermal 
balloon ablation group had higher levels of hysterectomy than the 
levonorgestrel interuterine system group, due to significantly higher 
levels of treatment failure.  Menstrual blood loss was significantly lower 
in the levonorgestrel interuterine system group, and patient acceptability, 
perceived improvement and overall satisfaction rates were significantly 
higher. 

 
Comparison of endometrial ablation methods 

Evidence summary GDG/clinical perspective Impact 

One randomised controlled trial 
41

 (126 participants) compared bipolar 
endometrial ablation with thermal balloon ablation for the treatment of 
HMB. At 10 years follow up, they found amenorrhea rates, further 
treatment rates following initial ablation, and patient satisfaction were not 
significantly different between the two groups.  

One randomised controlled trial 
42

 (160 participants) compared bipolar 
ablation with hydrothermablation for the treatment of HMB.  At 5 years 
follow up, amenorrhoea rates were significantly higher and re-

GDG members indicated that 
microwave endometrial ablation is 
no longer available, and that new 
ablation techniques have been 
developed that can be done under 
local anaesthetic and may be more 
clinically and cost effective. 

New evidence is consistent with current 
recommendations. Currently, the following 
techniques are recommended: bipolar 
radiofrequency ablation, thermal balloon ablation, 
microwave ablation and free-fluid thermal 
endometrial ablation. Out of these techniques, the 
least expensive option is recommended. This is 
consistent with the new evidence which does not 
show any significant differences in outcome for the 
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intervention rates were significantly lower in the bipolar group than the 
hydrothermablation group. Satisfaction rates were also significantly 
higher in the bipolar group. 

One randomised controlled trial 
43

 (320 participants) compared 
microwave endometrial ablation and thermal balloon ablation for women 
eligible for ablation (criteria not specified). Satisfaction, amenorrhoea 
rates, and hysterectomy rates were not significantly different between 
the two groups. 

One randomised controlled trial 
44

 assessed the effectiveness of pre-
operative curettage in women undergoing endometrial thermal ablation 
for HMB which had not responded to treatment for at least 6 months.  
Patient satisfaction was significantly higher in the curettage than no 
curettage group, and persistence of HMB was significantly lower.  
However, endometrial scarring was significantly higher in the curettage 
than the no curettage group. 

listed techniques, and also finds that bipolar 
ablation gives better outcomes than 
hydrothermablation, which is not currently 
recommended. However, GDG members noted 
that microwave endometrial ablation is no longer 
available (this was also highlighted during 
consultation for the HMB quality standard), and so 
the recommendation may need to be refreshed to 
remove this option. 

Uterine artery embolization for adenomysosis 

Evidence summary GDG/clinical perspective Impact 

No relevant evidence identified relating to this area. 

GDG members noted that uterine 
artery embolization for HMB due to 
adenomyosis alone or with fibroids 
is recommended by NICE IPG473 
but is only recommended for the 
treatment of HMB associated with 
fibroids in CG44.  This was also 
identified in the intelligence 
gathering exercise. 

New information (from GDG and initial intelligence 
gathering) may have an impact on current 
recommendations. CG44 specifically excludes 
conditions for which HMB is not primary 
presenting symptom from the scope – it is not 
clear whether adenomyosis falls into this category.  
If adenomyosis is within the remit of CG44 then 
this guidance may need to be incorporated, as 
CG44 currently only recommends uterine artery 
embolization for the treatment of uterine fibroids. 

Clinical area 3: Treatment of uterine fibroids  

Progesterone receptor modulators for the treatment of uterine fibroids 

Evidence summary GDG/clinical perspective Impact 
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One randomised controlled trial
1
 compared the progesterone-receptor 

modulator ulipristal acetate with placebo for the treatment of uterine 
fibroids, and found that the majority of the ulipristal acetate group 
experience amenorrhea, whereas the placebo group continued to 
experience HMB at similar levels to the beginning of the study. The 
majority of the ulipristal acetate group who did not experience 
amenorrhoea had infrequent or irregular bleeding, although around 12% 
had frequent or prolonged bleeding during treatment.  
 
Two systematic reviews

2,3
  and one randomised controlled trial 

4
 

investigated the effectiveness of the progesterone receptor modulator 
mifepristone for the treatment of fibroids.  One review

2
 concluded that 

mifepristone reduces menstrual bleeding compared to placebo and 
increases specific quality of life outcomes, but that there was no 
evidence of an effect of mifepristone on fibroid volume or uterine 
volume.  Adverse events (abnormal endometrial histology) and 
endometrial hyperplasia and cystic glandular dilatation were significantly 
higher with mifepristone than placebo. The other review 

3
 concluded that 

mifepristone reduced uterine and fibroid volume and alleviated 
symptoms including hypermenorrhea, menstrual blood loss, pelvic pain, 
pelvic pressure, anaemia and dysmenorrhea. The review found no 
difference in atypical endometrial hyperplasia between mifepristone and 
placebo groups. One randomised controlled trial

4
 (124 participants) 

compared the progesterone-receptor antagonist mifepristone with 
placebo for the treatment of uterine fibroids. There was a significantly 
greater reduction in fibroid volume in the mifepristone group, as well as 
significantly lower pelvic pain, pelvic pressure, rectal pain, 
hypermenorrhea and HMB. Quality of life was also significantly higher in 
terms of ‘symptoms’ and ‘activity’ in the mifepristone group. 
 
Four randomised controlled trials compared different doses of 
mifepristone for the treatment of women with uterine fibroids. One trial

5
 

(143 participants) compared doses of 10 and 25 mg. There was a 
greater reduced in fibroid size with the higher dose.  Other outcome 
measures (leg cramps, hot flushes, endometrial hyperplasia/atypia, 
amenorrhea and blood loss were similar between groups,though the 

GDG members identified 
progesterone-receptor modulators 
as a potential new non-surgical 
alternative for the treatment of 
uterine fibroids. 

New evidence may have impact on current 
recommendations.  The included studies indicate 
that overall there is evidence for the effectiveness 
of progesterone receptor modulators (ulipristal 
acetate or mifepristone) compared with placebo 
for the treatment of HMB associated with uterine 
fibroids. Progesterone receptor modulators were 
also identified as a potential new treatment by 
members of the GDG. The guideline currently 
does not recommend any non-surgical alternatives 
for the treatment of HMB associated with uterine 
fibroids, and so this treatment may warrant 
consideration for inclusion in the guideline. 
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statistical significance of differences were not reported).  Another trial
6
 

(220 participants) compared does of 2.5 and 5 mg.  Fibroid volume 
decrease and amenorrhoea was greater in the higher dose group.  
There were no significant differences in side effects between groups and 
quality of life improvement was similar. Two trials

7,8
 compared doses of 5 

and 10 mg. One trial
7
 (70 participants) found that there was no 

significant difference in endometrial changes, but endometrial thickness 
was greater in the 10 mg group. Hot flushes were more frequent and 
irregular bleeding was more common in the 10 mg group. Another trial 

8
 

(176 participants) found that the reduction in fibroid and uterus volume 
was similar between the two groups. 

 
Pre-surgical medical treatment of uterine fibroids (progesterone receptor modulaters and gonadotrophin releasing hormone analogues) 

Evidence summary GDG/clinical perspective Impact 

One randomised controlled  trial 
9
 found that, for women with HMB 

awaiting surgery for fibroids, significantly more women had their uterine 
bleeding ‘controlled’ in the ulipristal acetate group than the placebo 
group with the majority of women in the treatment group experiencing 
amenorrhoea.   Median change in fibroid volume during treatment was 
also significantly higher in the ulipristal acetate group. Adverse events 
(serious and non-serious) did not occur at significantly different rates 
between groups. 
 
One randomised controlled trial 

10
 compared ulipristal acetate with 

leuprolide acetate (a gonadotropin-releasing hormone analogue) for the 
treatment of symptomatic uterine fibroids in women awaiting 
myomectomy.  There was no significant difference between groups for 
bleeding control, however hot flashes were significantly less common in 
the ulipristal acetate group. 

 

GDG members identified 
progesterone-receptor modulators 
as a potential new pre-surgical 
alternative for the treatment of 
uterine fibroids 

New evidence may impact guideline 
recommendations. Currently, the guideline 
recommends that gonadotrophin releasing 
hormone should be considered as a pre-treatment 
for uterine fibroids before myomectomy. The new 
evidence may favour ulipristal acetate over 
gonadotrophin releasing hormone analogue for 
some, but not all outcomes, and so ulipristal 
acetate may need to be considered as a possible 
treatment option. 
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Ongoing research 

5. National Institute for Health Research Health Technology Assessment Programme funded randomised trial comparing myomectomy 
and uterine artery embolization for women with uterine fibroids who wish to retain or improve their fertility (FEMME trial). Relevant to 
review question 44.30.    Completion due June 2016. 

6. Medical research council funded randomised trial comparing ulipristal acetate (a progesterone-receptor modulator) and conventional 
management for the treatment of HMB (UCON trial). Relevant to review question 44.23.  Completion date unknown.   

 

Anti-discrimination and equalities considerations 
7. None identified. 

 

Implications for other NICE programmes 
8. This guideline is related to interventional procedure guidance, which may need to be considered for incorporation into the guideline: 

a. IPG473: Uterine artery embolization for treating adenomyosis. Issued December 2013 
 
9. This guideline relates to a Quality Standard on Heavy menstrual bleeding (QS47: Heavy menstrual bleeding. Published September 

2013). 
 

10. The following quality statement may be affected by the proposed areas for update. 
a. Statement 5. Women with heavy menstrual bleeding and a normal uterus or small uterine fibroids who choose surgical 

intervention have a documented discussion about endometrial ablation as a preferred treatment to hysterectomy. 
b. Statement 6. Women with heavy menstrual bleeding related to large uterine fibroids who choose surgical or radiological 

intervention have a documented discussion about uterine artery embolisation, myomectomy and hysterectomy. 
 

Triage panel recommendations 
11. The new evidence identified through the 8 year surveillance review of CG44 which may potentially impact on guideline 

recommendations was considered by the Triage Panel to determine the most appropriate route to commission an update.  
 

12. Diagnostic strategies for heavy menstrual bleeding 
a. The Triage Panel agreed that the results of the health technology assessment on diagnostic strategies for heavy menstrual 

bleeding could have an important impact on the recommendations in CG44.  The panel noted that altering recommendations on 

https://www.nice.org.uk/guidance/ipg473
https://www.nice.org.uk/guidance/qs47
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diagnosis could affect whether women are treated in primary and secondary care, and could have large economic implications.  
The panel considered it important to update the health economic model associated with this aspect of the guideline, which they 
acknowledged would be a substantial piece of work that would be best carried out via the standard updates process. 

b. Decision: NICE to update this area of the guideline using the standard updates process. 
 

13. Treatment options for heavy menstrual bleeding 
a. The Triage Panel agreed that new evidence comparing hysterectomy with other treatment options for heavy menstrual bleeding 

is not consistent with current recommendations, and that this area of the guideline should be updated. The original guideline 
considered each treatment option separately, whereas the panel agreed that a better approach would be to consider all 
treatment options with each other. Therefore the panel suggested that all sections of the guideline on the management of heavy 
menstrual bleeding should be updated. 

b. Decision: NICE to update this area of the guideline using the standard updates process. 
 

14. Comparison of endometrial ablation methods 
a. Feedback from the GDG received during the surveillance process indicated that microwave endometrial ablation was no longer 

available in the UK. The Triage Panel confirmed that this was the case and agreed that the endometrial ablation methods 
recommended in the guideline should be reviewed as part of the update on treatment options for heavy menstrual bleeding 
described in point 13. above. 

b. Decision: NICE to update this area of the guideline using the standard updates process. 
 

15. Use of uterine artery embolization in adenomyosis 
c. The Triage Panel noted that adenomyosis is not included in the current guideline on heavy menstrual bleeding, but that heavy 

menstrual bleeding was a common symptom of this condition.  Adenomyosis will not be included in the scope of the 
Endometriosis guideline which is currently in development.  Therefore the panel agreed that the interventional procedure on 
uterine artery embolization should be considered for incorporation into the guideline, as part of the guidline update. 

d. Decision: NICE to update this area of the guideline using the standard updates process. 
 

16. Progesterone receptor modulators for the treatment of uterine fibroids 
e. Progesterone receptor modulators are not included in the current guideline because they were not available when the guideline 

was developed.  The panel agreed that medical treatments for fibroids should be considered for inclusion in the guideline. The 
panel decided that all treatments for fibroids should be considered as part of a standard guideline update of treatment options for 
heavy menstrual bleeding (see point 13. above). However, medical treatments for fibroids (including progesterone receptor 
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modulators) greater than 3 cm should be considered for immediate update using the Standing Committee for updates, as this is 
an important area where immediate guidance is needed. The panel agreed that the update should include both definitive 
treatment and pre-treatment before surgery. 

f. Decision: NICE to update this area of the guideline using the Standing Committee for Updates via the Clinical Guidelines 
Update Team. 

 

Conclusion 
17. Through the review of CG44 new evidence which may potentially impact guideline recommendations was identified in the following 

areas: 
g. Diagnostic strategies for heavy menstrual bleeding 
h. Treatment options for heavy menstrual bleeding 
i. Endometrial ablation methods 
j. Uterine artery embolization for adenomyosis 
k. Treatment options for uterine fibroids 

 
18. All of the above areas were considered by the Triage Panel, who agreed that all areas should be updated. The panel decided that the 

medical management of uterine fibroids should be updated by the Standing Committee for Updates via the Clinical Guidelines update 
Team.  All other areas should be updated using the standard update process.  

 
19. For all other areas of the guideline no evidence was identified which would impact on recommendations. 

 
 
 
Mark Baker – Centre Director  
Philip Alderson – Consultant Clinical Adviser 
Kathryn Hopkins – Technical Analyst  
 
Centre for Clinical Practice 
March 2015 
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Appendix 1 Decision matrix 
 
Surveillance and identification of triggers for updating CG44. The table below provides summaries of the evidence for key questions for which studies were 
identified. 
 

Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

44.01: How is HMB defined? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.02 What risk factors are associated with developing HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.03 How is clinical effectiveness of treatment for HMB defined? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.04 What impact does HMB have on quality of life of the women? (Why do women consult for HMB?) 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.05 What are the current trends in treatment for HMB in the UK? 

No relevant evidence identified GDG members noted that there 
was an increase in the number 
of ‘one stop’ clinics for the 
diagnosis and treatment of HMB 

New evidence is unlikely to have an 
impact on current recommendations, as 
current recommendations do not cover the 
organisation of services. 



 
CG44 Heavy menstrual bleeding, Surveillance proposal GE document, March 2015                                                 14 of 39   

Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

44.06 What are the indications for, effectiveness of, and cost-effectiveness of menstrual blood loss estimation in the diagnosis and management of HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.07 What is the effectiveness of patient education/information provision/counselling on patient satisfaction with treatment for HMB 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.08 How much should patient choice influence management? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.09 Do lifestyle indications/interventions affect HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.10 What questions need to be asked in routine history taking for HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.11 Physical examination on women with HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 
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Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

44.12 What are the indications for, effectiveness of, and cost-effectiveness of imaging for excluding other conditions? 

No relevant evidence identified relating only to this question, but see bottom 
row of table for a study comparing diagnostic testing strategies for HMB 
(including both imaging and tests) 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.13 What are the indications for, effectiveness of, and cost-effectiveness of tests for excluding other conditions? 

No relevant evidence identified relating only to this question, but see bottom 
row of table for a study comparing diagnostic testing strategies for HMB 
(including both imaging and tests) 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.14 What are the indications for, effectiveness of, and cost-effectiveness of a full blood count to test for anaemia? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.15 What are the indications for, effectiveness of, and cost-effectiveness of using antifibrinolytics for treating HMB? 

One systematic review 
20

 compared tranexamic acid with placebo in women 
with idiopathic heavy menstrual bleeding, and found evidence from 10 
included studies that tranexamic acid significantly reduced menstrual blood 
loss. 
One study 

21
 reported a pooled analysis of two previous trials comparing 

tranexamic acid and placebo for women with HMB with and without fibroids.  
The results of the pooled analysis showed a significant reduction in 
menstrual blood loss which was greater in women with fibroids than without 
fibroids.  There was no significant difference in adverse events between 
groups. 

Clinical feedback indicated that 
tranexamic acid is now available 
over the counter [confirmed on 
MHRA website]. 

New evidence is consistent with current 
recommendations, as tranexamic acid is 
currently recommended as a treatment 
option.  This is consistent with the 
evidence identified, which suggests that 
tranexamic acid is an effective treatment 
for HMB compared with placebo. 

44.16 What are the indications for, effectiveness of, and cost-effectiveness of using NSAIDs for treating HMB?
 

One randomised controlled trial 
22

 (120 participants) compared mefenamic 
acid, naproxen (2 non-steroidal anti-inflammatories, NSAIDs) with placebo 
for the treatment of women with heavy menstrual bleeding.  The reduction in 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 

New evidence is consistent with current 
recommendations, as NSAIDs are 
currently recommended as a treatment 
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Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

menstrual blood loss was significantly greater for naproxen than mefenamic 
acid, and significantly greater with both treatments than placebo. 

this section of the guideline. option.  This is consistent with the 
evidence identified, which suggests that 
NSAIDS are an effective treatment for 
HMB compared with placebo. 

44.17 What are the indications for, effectiveness of, and cost-effectiveness of using etamsylate for treating HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.18 What are the indications for, effectiveness of, and cost-effectiveness of using the combined oral contraceptive pill for treating HMB? 

Two randomised controlled trials 
23,24

 and one study which presented a 
pooled analysis of two trials 

25
 compared an estradiol valterate/dienogest 

combined oral contraceptive with placebo for the treatment of heavy 
menstrual bleeding. The combined analysis reported that estradiol 
valterate/dienogest was associated with significantly less menstrual blood 
loss after treatment, and a significantly greater number of treatment 
responders (menstrual blood loss reduction > 50%) than placebo.    Both 
randomised controlled trials 

23,24
 reported greater work productivity and a 

positive impact on activities of daily living with estradiol valterate/dienogest 
than placebo.  

GDG feedback identified a new 
combined oral contraceptive 
(estradiol valerate/dienogest) 
with HMB as a licenced 
indication. 

New evidence is consistent with current 
recommendations, as combined oral 
contraceptives are currently 
recommended as a treatment option, and 
the type of combined contraceptive is not 
specified in the recommendations.  The 
evidence identified suggests that estradiol 
valerate/dienogest is effective for the 
treatment of HMB compared with placebo, 
but there is no evidence that it is better 
than other combined oral contraceptives, 
so referring to combined oral 
contraceptives as a group in the 
recommendations is still justified. 

44.19 What are the indications for, effectiveness of, and cost-effectiveness of using oral progestogens for treating HMB? 

One randomised controlled trial 
26

 (71 participants) compared long-acting 
progestogens (route of administration not described) with no further 
treatment for women with HMB who had undergone hysteroscopic 
transcervical endometrial resection.  Progestogen treatment was associated 
with reduction in the number of bleeding days, increased cycle length, 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

New evidence is consistent with current 
recommendations, as oral progestogens 
are currently recommended as a treatment 
option.  This is consistent with the 
evidence identified, which suggests that 
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Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

reduced dysmenorrhea, reduced premenstrual symptom score and a 
reduction in the need for repeat surgery. 

oral progestogens are an effective 
treatment for HMB compared with no 
treatment. 

44.20 What are the indications for, effectiveness of, and cost-effectiveness of using injected/depot progestogens for treating HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.21 What are the indications for, effectiveness of, and cost-effectiveness of using intrauterine levonorgestrel-releasing systems for treating HMB? 

One systematic review 
27

 investigated the effectiveness of the levonorgestrel 
interuterine system for the treatment of symptomatic uterine fibroids. The 
comparator was not specified.  The review concluded that the levonorgestrel 
interuterine system was associated with decreased uterine volume, 
endometrial thickness, and uterine blood flow, increased blood haemoglobin, 
ferritin and haematocrit, but no decrease in fibroid volume. 
 
Levonorgestrel-releasing interuterine system vs standard medical 
management 
One randomised controlled trial 

28
 (571 participants) and one UK based 

economic analysis 
29

 alongside the same trial compared the levonorgestrel 
interuterine system with usual medical care for HMB (the ECLIPSE trial, 
identified as ongoing at the previous surveillance review).  The randomised 
controlled trial 

28
 found that improvements in the menorrhagia multi-attribute 

scale (a patient-reported measure of menorrhagia severity) was greater in 
the levonorgestrel interuterine system group and the number of women still 
using the same treatment after 2 years was also greater.  However, there 
was no significant difference in rates of surgical intervention, sexual activity 
score, or adverse events between groups.  The economic analysis 

29
 found 

that the levongestrel interuterine system was the more cost effective, with an 
incremental cost effectiveness ratio of £1600 per QALY. 
One systematic review 

30
 compared the levonorgestrel interuterine system 

GDG members noted that 
‘Mirena’ is about to come off 
patent and new, cheaper 
levonorgestrel-releasing 
interuterine devices may mean 
that this treatment is more cost 
effective.  Note however the 
drugs search for this 
surveillance review found that 
there was no patent associated 
with Mirena in the UK. 

New evidence is consistent with current 
recommendations.  Overall the identified 
evidence suggests that the levonorgestrel 
interuterine system is effective compared 
with standard medical management for the 
treatment of HMB and that levonorgestrel 
interuterine devices may be less costly in 
the future.  Levongestrel-releasing 
interuterine systems are currently 
recommended as a first line treatment for 
HMB, which is consistent with this 
evidence.  There was evidence showing 
no-significant difference between different 
levonorgstrel interuterine systems – 
current recommendations do not 
distinguish between interuterine systems, 
which is consistent with this evidence. 
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Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

with standard medical management for the treatment of HMB. The 
levonorgestrel interuterine system was associated with greater menstrual 
blood loss, greater satisfaction, lower discontinuation, and fewer treatment 
failures.  There was no significant difference in serious adverse events 
between treatments. 
 
Comparison of levonorgestrel-releasing interuterine devices 
One randomised controlled trial 

31
 (280 participants) compared a new 

levonorgestrel-release interuterine device ‘Levosert’ with the device ‘Mirena’ 
for the treatment of HMB. There was no significant difference in any of the 
outcomes that were measured, including, bleeding patterns, insertion ease, 
explusion rates.  There were no perforations for either device. 

44.22 What are the indications for, effectiveness of, and cost-effectiveness of using HRT for treating HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.23 Medical management of HMB using other pharmaceutical interventions? 

Progesterone receptor modulators for the treatment of uterine fibroids 
One randomised controlled trial

1
 compared the progesterone-receptor 

modulator ulipristal acetate with placebo for the treatment of uterine fibroids, 
and found that the majority of the ulipristal acetate group experience 
amenorrhea, whereas the placebo group continued to experience HMB at 
similar levels to the beginning of the study. The majority of the ulipristal 
acetate group who did not experience amenorrhoea had infrequent or 
irregular bleeding, although around 12% had frequent or prolonged bleeding 
during treatment.  
 
Two systematic reviews

2,3
  and one randomised controlled trial 

4
 investigated 

the effectiveness of the progesterone receptor modulator mifepristone for the 
treatment of fibroids.  One review

2
 concluded that mifepristone reduces 

GDG members identified 
progesterone-receptor 
modulators as a potential new 
non-surgical alternative for the 
treatment of uterine fibroids 
(both as a stand-alone treatment 
and a pre-treatment before 
myomectomy). 

Progesterone receptor modulators for 
the treatment of uterine fibroids 
New evidence may have impact on current 
recommendations.  The included studies 
indicate that overall there is evidence for 
the effectiveness of progesterone receptor 
modulators (ulipristal acetate or 
mifepristone) compared with placebo for 
the treatment of HMB associated with 
uterine fibroids. Progesterone receptor 
modulators were also identified as a 
potential new treatment by members of 
the GDG. The guideline currently does not 
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Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
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the GDG 

 

Conclusion of this 8-year 
surveillance review (2014) 

menstrual bleeding compared to placebo and increases specific quality of life 
outcomes, but that there was no evidence of an effect of mifepristone on 
fibroid volume or uterine volume.  Adverse events (abnormal endometrial 
histology) and endometrial hyperplasia and cystic glandular dilatation were 
significantly higher with mifepristone than placebo. The other review 

3
 

concluded that mifepristone reduced uterine and fibroid volume and 
alleviated symptoms including hypermenorrhea, menstrual blood loss, pelvic 
pain, pelvic pressure, anaemia and dysmenorrhea. The review found no 
difference in atypical endometrial hyperplasia between mifepristone and 
placebo groups. One randomised controlled trial

4
(124 participants) compared 

the progesterone-receptor antagonist mifepristone with placebo for the 
treatment of uterine fibroids. There was a significantly greater reduction in 
fibroid volume in the mifepristone group, as well as significantly lower pelvic 
pain, pelvic pressure, rectal pain, hypermenorrhea and HMB. Quality of life 
was also significantly higher in terms of ‘symptoms’ and ‘activity’ in the 
mifepristone group. 
 
Four randomised controlled trials compared different doses of mifepristone 
for the treatment of women with uterine fibroids. One trial

5
 (143 participants) 

compared doses of 10 and 25 mg. There was a greater reduced in fibroid 
size with the higher dose.  Other outcome measures (leg cramps, hot 
flushes, endometrial hyperplasia/atypia, amenorrhea and blood loss were 
similar between groups (though the statistical significance of differences 
were not reported).  Another trial

6
 (220 participants) compared does of 2.5 

and 5 mg.  Fibroid volume decrease and amenorrhoea was greater in the 
higher dose group.  There were no significant differences in side effects 
between groups and quality of life improvement was similar. Two trials

7,8
 

compared doses of 5 and 10 mg. One trial
7
 (70 participants) found that there 

was no significant difference in endometrial changes, but endometrial 
thickness was greater in the 10 mg group. Hot flushes were more frequent 
and irregular bleeding was more common in the 10 mg group. Another trial 

8
 

recommend any non-surgical alternatives 
for the treatment of HMB associated with 
uterine fibroids, and so this treatment may 
warrant consideration for inclusion in the 
guideline. 
 
Pre-surgical medical treatment of 
uterine fibroids (progesterone receptor 
modulators and gonadotrophin 
releasing hormone analogues) 
New evidence may impact guideline 
recommendations. Currently, the guideline 
recommends that gonadotrophin releasing 
hormone should be considered as a pre-
treatment for uterine fibroids before 
myomectomy. The new evidence may 
favour ulipristal acetate over 
gonadotrophin releasing hormone 
analogue for some, but not all outcomes, 
and so ulipristal acetate may need to be 
considered as a possible treatment option. 
 
Oestrogen receptor modulators for the 
treatment of uterine fibroids 
New evidence unlikely to have an impact 
on current recommendations.  Although 
oestrogen-receptor modulators are not 
currently included in the guideline, the new 
evidence in the single identified systematic 
review was mixed, and there is unlikely to 
be a robust enough body of evidence to 
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Conclusion of this 8-year 
surveillance review (2014) 

(176 participants) found that the reduction in fibroid and uterus volume was 
similar between the two groups. 
 
Pre-surgical medical treatment of uterine fibroids (progesterone 
receptor modulaters and gonadotrophin releasing hormone analogues) 
One randomised controlled  trial 

9
 found that, for women with HMB awaiting 

surgery for fibroids, significantly more women had their uterine bleeding 
‘controlled’ in the ulipristal acetate group than the placebo group with the 
majority of women in the treatment group experiencing amenorrhoea.   
Median change in fibroid volume during treatment was also significantly 
higher in the ulipristal acetate group. Adverse events (serious and non-
serious) did not occur at significantly different rates between groups. 
 
One randomised controlled trial 

10
 compared ulipristal acetate with leuprolide 

acetate (a gonadotropin-releasing hormone analogue) for the treatment of 
symptomatic uterine fibroids in women awaiting myomectomy.  There was no 
significant difference between groups for bleeding control, however hot 
flashes were significantly less common in the ulipristal acetate group. 
 
Oestrogen receptor modulators for the treatment of uterine fibroids 
One systematic review 

32
 reported the effectiveness of selective oestrogen 

receptor modulators for the treatment of uterine fibroids. The review reported 
that three studies investigating the effectiveness of the selective oestrogen 
modulator raloxifene, compared with placebo were included. Two of the 
studies showed a significant benefit from raloxifene, while the 3

rd
 did not. 

 
Herbal preparations for uterine fibroids 
One systematic review 

33
 investigated the effectiveness of herbal 

preparations for the treatment of uterine fibroids. Tripterygium wilfordii was 
associated with a greater reduction in fibroid and uterine volume compared 
with mifepristone.  There was no significant difference in fibroid or uterine 

support a recommendation. 
 
Herbal preparations for the treatment of 
uterine fibroids 
New evidence unlikely to have an impact 
on current recommendations.  Although 
herbal preparations are not currently 
included in the guideline, the new 
evidence in the single identified systematic 
review compared different herbal 
preparations with other medical treatments 
that are also not currently recommended 
in the guideline for the treatment of 
fibroids.  Therefore, the effectiveness of 
herbal preparations is difficult to determine 
from this evidence and there is unlikely to 
be a robust enough body of evidence to 
support a recommendation. 
 
Vitamin K for adjuvant treatment of 
HMB 
New evidence unlikely to have an impact 
on current recommendations.  Although 
evidence from one small trial showed a 
beneficial effect of vitamin k treatment for 
one outcome, there is unlikely to be a 
robust enough body of evidence to 
support a recommendation. 
 
Single vs double dose misoprostol 
before myomectomy 
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Conclusion of this 8-year 
surveillance review (2014) 

volume between Nona Roguy and gonadotropin-releasing hormone agonist. 
Guizhi Fuling with mifepristone was associated with a greater reduction in 
fibroid volume and uterine size than mifepristone alone.  No adverse events 
were reported for herbal preparations. 
 
Vitamin K for adjuvant treatment of HMB 
One randomised controlled trial 

34
 (80 participants) investigated the use of 

vitamin K as an adjuvant to standard treatment for benign causes of HMB. 
The vitamin K group had significantly greater improvement in haemoglobin 
levels, but there was no significant difference in haematocrit, menstrual blood 
loss, patient acceptance, compliance and quality of life. 
 
Single vs double dose misoprostol before myomectomy 
One randomised controlled trial 

35
 (69 participants) investigated the 

effectiveness of single vs double dose misoprostol (a synthetic 
prostaglandin) before myomectomy for multiple uterine fibroids.  A double 
dose was associated with significantly lower operative time, less operative 
blood loss, and a significant rise in body temperature. There was no 
significant difference in haemoglobin levels, post-operative febrile morbidity 
or length of hospital stay.  

New evidence is unlikely to have an 
impact on current recommendations. 
Although current recommendations 
recommend myomectomy in some 
circumstances, they do not recommend 
particular surgical techniques or 
preparatory treatments.  Therefore the 
new evidence is only of indirect relevance 
to this surveillance review.  
 
 

44.24 What are the indications for, effectiveness of, and cost-effectiveness of using gonadotrophin-releasing hormone analogue for treating HMB? 

Gonadotrophin-releasing hormone analogue before endometrial 
ablation 
One systematic review 

36
 reported the effectiveness of endometrial thinning 

agents, including gonadotrophin releasing hormone analogues and danazol 
(which suppresses the action of gonadotrophin releasing hormone), for pre-
treatment before endometrial ablation for women with HMB.  Gonadotrophin-
releasing hormone analogue use before hysteroscopic resection was 
associated with a significantly higher rate of amenorrhea at 12 and 24 
months, significantly shorter surgery duration, ease of surgery, and a 
reduction in post-surgical dysmenorrhea.  There was no significant difference 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

Gonadotrophin-releasing hormone 
analogue before endometrial ablation 
New evidence is unlikely to have an 
impact on current recommendations. The 
current recommendations do not 
recommend particular endometrial 
thinning agents before endometrial 
ablation, which is consistent with new 
evidence showing that for almost all 
outcomes, there is no significant 



 
CG44 Heavy menstrual bleeding, Surveillance proposal GE document, March 2015                                                 22 of 39   

Is there any new evidence/intelligence identified during this 
8-year surveillance review (2014) that may change this 

conclusion? 
 

Clinical feedback from 
the GDG 

 

Conclusion of this 8-year 
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in intraoperative complications or patient satisfaction. When comparing 
gonadotrophin-releasing hormone analogues with danazol, gonadotrophin-
releasing hormone analogues were associated with significantly greater 
endometrial atrophy, but no significant differences on other intra or post-
operative outcomes (although both treatments were associated with adverse 
effects). 
 
One randomised controlled trial 

37
 (30 participants) investigated the efficacy 

of a pre-surgical gonadotrophin-releasing hormone injection before 
endometrial ablation by hydrothermoablation for recurrent HMB.  After 12 
months, the gonadotrophin-releasing hormone group had a significantly 
lower failure rate than the control group. 

difference between gonadotrophin release 
hormone analogues and danazol for the 
purpose of endometrial thinning before 
endometrial ablation.  There was some 
evidence of a beneficial effect of 
gonadotrophin-releasing hormone before 
hydrothermoablation.  However, this type 
of ablation is not currently recommended, 
and so this evidence is of limited 
applicability. 

44.25 What are the indications for surgery? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.26 Are there situations where non-pharmaceutical treatment should not be the first line of treatment for HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.27 What are the indications for, effectiveness of, and cost-effectiveness of using dilatation and curettage for treating HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.28 What are the indications for, effectiveness of, and cost-effectiveness of using endometrial ablation/resection for treating HMB? 

First vs second generation techniques for endometrial ablation 
One systematic review 

38
 and network meta-analysis compared second 

GDG members indicated that 
microwave endometrial ablation 

First vs second generation techniques 
for endometrial ablation 
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generation endometrial ablation techniques for heavy menstrual bleeding.  
Amenorrhoea rates were highest with endometrial laser thermotherapy, 
followed by cryoablation, free fluid ablation, radio frequency and microwave 
ablation and then thermal balloon ablation.  There was no convincing 
evidence for a difference between the thermal balloon, radio frequency and 
microwave ablation methods in terms of the number of women dissatisfied 
with treatment or still experiencing HMB, but evidence of higher 
dissatisfaction and higher rates of women still experiencing HMB with free 
fluid ablation than with radio-frequency ablation.   
 
One systematic review 

39
 compared first and second endometrial ablation 

techniques for the treatment of HMB, There was no significant different in 
amenorrhoea between groups. Second generation devices had a significantly 
lower complication rate, operating time and could more commonly be used 
with local anaesthesia. 
 
One systematic review 

40
 compared endometrial ablation and resection 

techniques for HMB. There was no significant difference in improvements in 
HMB or patient satisfaction between first and second generation techniques. 
Surgery was significantly shorter for second than first generation techniques, 
and local anaesthesia was more likely. Equipment failure, uterine cramping 
and nausea were more likely with second generation techniques, but adverse 
events (fluid overload, uterine perforation, cervical laceration, hematometra) 
were less likely.  The risk of requiring further surgery or hysterectomy was 
lower with second generation techniques.  Pair-wise comparisons of 
individual ablation methods did not show any significant differences between 
methods.  
 
Comparison of ablation methods 
One randomised controlled trial 

41
 (126 participants) compared bipolar 

endometrial ablation with thermal balloon ablation for the treatment of HMB, 

is no longer available, and that 
new ablation techniques have 
been developed that can be 
done under local anaesthetic 
and may be more clinically and 
cost effective. 

New evidence is consistent with current 
recommendations.  Currently second 
generation techniques are recommended, 
consistent with the new evidence which 
overall favours second generation over 
first generation techniques. 
 
Comparison of ablation methods 
New evidence is consistent with current 
recommendations. Currently, the following 
techniques are recommended: bipolar 
radiofrequency ablation, thermal balloon 
ablation, microwave ablation and free-fluid 
thermal endometrial ablation. Out of these 
techniques, the least expensive option is 
recommended. This is consistent with the 
new evidence which does not show any 
significant differences in outcome for the 
listed techniques, and also finds that 
bipolar ablation gives better outcomes 
than hydrothermablation, which is not 
currently recommended. However, GDG 
members noted that microwave 
endometrial ablation is no longer available 
(this was also highlighted during 
consultation for the HMB quality standard), 
and so the recommendation may need to 
be refreshed to remove this option. 
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At 10 years follow up, they found amenorrhea rates, further treatment rates 
following initial ablation, and patient satisfaction were not significantly 
different between the two groups.  
 
One randomised controlled trial 

42
 (160 participants) compared bipolar 

ablation with hydrothermablation for the treatment of HMB.  At 5 years follow 
up, amenorrhoea rates were significantly higher and re-intervention rates 
were significantly lower in the bipolar group than the hydrothermablation 
group. Satisfaction rates were also significantly higher in the bipolar group. 
One randomised controlled trial 

43
 (320 participants) compared microwave 

endometrial ablation and thermal balloon ablation for women eligible for 
ablation (criteria not specified). Satisfaction, amenorrhoea rates, and 
hysterectomy rates were not significantly different between the two groups. 
One randomised controlled trial 

44
 assessed the effectiveness of pre-

operative curettage in women undergoing endometrial thermal ablation for 
HMB which had not responded to treatment for at least 6 months.  Patient 
satisfaction was significantly higher in the curettage than no curettage group, 
and persistence of HMB was significantly lower.  However, endometrial 
scarring was significantly higher in the curettage than the no curettage group. 
 

44.29 What are the indications for, effectiveness of, and cost-effectiveness of using radiological interventions for treating HMB? 

No relevant evidence identified relating only to this question, but see bottom 
row of table for studies comparing uterine artery embolization with other 
treatments. 

GDG members noted that 
uterine artery embolization for 
HMB due to adenomyosis alone 
or with fibroids is recommended 
by NICE IPG473 but is only 
recommended for the treatment 
of HMB associated with fibroids 
in CG44.  This was also 
identified in the intelligence 
gathering exercise. 

New information (from GDG and initial 
intelligence gathering) may have an 
impact on current recommendations. 
CG44 specifically excludes conditions for 
which HMB is not primary presenting 
symptom from the scope – it is not clear 
whether adenomyosis falls into this 
category.  If adenomyosis is within the 
remit of CG44 then this guidance may 
need to be incorporated, as CG44 
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currently only recommends uterine artery 
embolization for the treatment of uterine 
fibroids. 

44.30 What are the indications for, effectiveness of, and cost-effectiveness of using myomectomy for treating HMB? 

Effectiveness of myomectomy (reproductive outcomes) 
One systematic review 

45
 compared myomectomy to no treatment or different 

myomectomy procedures for infertile women with uterine fibroids.  There was 
no significant difference between myomectomy and no treatment for clinical 
pregnancy rate or miscarriage rate. There was no significant difference 
between open and laparoscopic myomectomy on live birth rate, clinical 
pregnancy rate, ongoing pregnancy rate, miscarriage rate, preterm labour 
rate or caesarean section rate. 
 
Minimally invasive vs open techniques for myomectomy 
One systematic review 

46
 compared myomectomy using minimally invasive 

(hysteroscopic or laparoscopic) techniques to an open procedure for the 
treatment of symptomatic uterine fibroids. The review found that post-
operative pain scores at 6 and 48 hrs after surgery were significantly lower in 
the laparoscopic than the open group, but that there was no significant 
difference at 24 hours. There was no significant difference in the rate of 
return to theatre or laparoconversion between laparoscopic and open 
surgery.  Rates of post-operative fever were significantly lower in the 
laparoscopic groups than the open groups. 
 
Treatments for haemorrhage during myomectomy 
One systematic review 

47
 investigated the effectiveness of treatments 

(compared with placebo or no treatment) for haemorrhage during 
myomectomy for uterine fibroids.  Significant reductions in blood loss were 
found for vaginal misprostol, intramyometrial vasopressin, intramyometrial 
bupivacaine plus epinephrine,intravenous tranexamic acid, gelatin-thrombin 
matrix, intravenous ascorbic acid, vaginal dinoprostone, loop ligation of the 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

Effectiveness of myomectomy 
(reproductive outcomes) 
New evidence is unlikely to have an 
impact on current recommendations.  The 
new evidence suggests that there is no 
impact of myomectomy compared with no 
treatment for uterine fibroids.  
Myomectomy is currently recommended 
as a possible treatment option.  However, 
the new evidence only considered specific 
reproductive outcomes, and did not 
consider key outcomes such as 
satisfaction, bleeding reduction or quality 
of life.  Therefore the new evidence is 
unlikely to be inconsistent with current 
recommendations. 
 
Minimally invasive vs open techniques 
for myomectomy 
New evidence is unlikely to have an 
impact on current recommendations.  The 
new evidence favours minimally invasive 
over open techniques for myomectomy.  
Although the current recommendations 
suggest that myomectomy should be 
offered as a possible treatment, no 
recommendations are made about how 
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myoma pseudocapsule, a fibrin sealant patch, a polyglactin suture, and a 
Foley catheter tied around the cervix.  There was no evidence of a significant 
change in blood loss with oxytocin, morcellation, or clipping the uterine 
artery.  Significant reductions in the need for blood transfusion were found 
with a polyglactin suture, peri-cervical tourniquet, gelatin-thrombin matrix and 
dinoprostone. There was no evidence of a significant change in the need for 
blood transfusion with misprostol, oxytocin, tranexamic acid, ascorbic acid, 
loop ligation of the myoma pseudocapsule and a fibrin sealant patch. 

the surgery should be carried out.  
Therefore the new evidence is of limited 
applicability to the guideline. 
 
Treatments for haemorrhage during 
myomectomy 
New evidence is unlikely to have an 
impact on current recommendations.  
Although the current recommendations 
suggest that myomectomy should be 
offered as a possible treatment, no 
recommendations are made about how 
the surgery should be carried out, 
including the prevention of haemorrhage.  
Therefore the new evidence is of limited 
applicability to the guideline. 

44.31 Are there any indications for using hysterectomy as first-line treatment for HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.32 What are the indications for, effectiveness of, and cost-effectiveness of using hysterectomy for treating HMB? 

No relevant evidence identified relating only to this question, but see bottom 
row of table for studies comparing hysterectomy with other treatments 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.33 What are the indications for, effectiveness of, and cost-effectiveness of removing ovaries during hysterectomy versus not removing?
 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 

No relevant evidence identified 
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this section of the guideline. 

44.34 What are the competencies required by practitioners who wish to carry out surgical techniques and other interventions for HMB? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

44.35 Competencies for investigations? 

No relevant evidence identified No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

No relevant evidence identified 

The evidence described below relates to two or more of the following clinical questions: 
44.12 What are the indications for, effectiveness of, and cost-effectiveness of imaging for excluding other conditions? 
44.13 What are the indications for, effectiveness of, and cost-effectiveness of tests for excluding other conditions? 
44.15 What are the indications for, effectiveness of, and cost-effectiveness of using antifibrinolytics for treating HMB? 
44.16 What are the indications for, effectiveness of, and cost-effectiveness of using NSAIDs for treating HMB? 
44.18 What are the indications for, effectiveness of, and cost-effectiveness of using the combined oral contraceptive pill for treating HMB? 
44.19 What are the indications for, effectiveness of, and cost-effectiveness of using oral progestogens for treating HMB? 
44.21 What are the indications for, effectiveness of, and cost-effectiveness of using intrauterine levonorgestrel-releasing systems for treating HMB? 
44.23 Medical management of HMB using other pharmaceutical interventions? 
44.24 What are the indications for, effectiveness of, and cost-effectiveness of using gonadotrophin-releasing hormone analogue for treating HMB? 
44.28 What are the indications for, effectiveness of, and cost-effectiveness of using endometrial ablation/resection for treating HMB? 
44.29 What are the indications for, effectiveness of, and cost-effectiveness of using radiological interventions for treating HMB? 
44.30 What are the indications for, effectiveness of, and cost-effectiveness of using myomectomy for treating HMB? 
44.32 What are the indications for, effectiveness of, and cost-effectiveness of using hysterectomy for treating HMB? 

Diagnostic strategies for HMB 
One UK based cost-effectiveness analysis

11
 compared diagnostic strategies 

(transvaginal scanning, endometrial biopsy, saline infusion sonography and 
outpatient hysteroscopy) for HMB.  The study identified outpatient 
hysteroscopy as the most cost effective option for women referred to 

No clinical feedback was 
provided through the GDG 
questionnaire that was related to 
this section of the guideline. 

Diagnostic strategies for HMB 
New evidence has possible impact on 
current recommendations.   Evidence from 
one study suggested that hysteroscopy 
was the most cost-effective diagnostic 
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surveillance review (2014) 

secondary care for investigation of HMB.  Endometrial biopsy in addition to 
hysteroscopy had a cost effectiveness ratio of £21000 per additional satisfied 
patient. 
 
Network meta-analysis of treatments for HMB 
One systematic review and network meta-analysis 

48
 compared 

pharmacological and surgical treatment options (combined oral 
contraceptives, danazol, endometrial ablation, levonorgestrel, placebo, 
progestogens given for less than 2 weeks out of 4 during the menstrual 
cycle, progestogens given for close to 3 weeks out of 4, and tranexamic acid) 
for HMB. At 3 months follow up, the treatment that was estimated to result in 
the greatest reduction in menstrual blood loss was the levonorgestrel 
interuterine system, and the treatment that resulted in the smallest reduction 
was progestogens administered for less than 2 weeks out of 4 in the 
menstrual cycle. 
 
Antifibrinolytics vs progestogens 
One randomised controlled trial 

49
 (90 participants) compared tranexamic 

acid with medroxyprogesterone acetate (MPA, an oral progestogen) for the 
treatment of HMB of endometrial origin. No significant difference in mean 
blood loss, duration of bleeding, haemoglobin values and quality of life was 
found between groups, but satisfaction was significantly lower, and drug 
complications were significantly higher in the MPA group. 
 
Antifibrinolytics vs other pharmacological treatment 
One randomised controlled trial 

50
 (52 participants) compared tranexamic 

acid with ‘Safoof Habis’ (which is made up of hydrated magnesium silicate, 
silicate of alumina, iron oxide and vateria indica). There was no significant 
difference between menstrual blood loss reduction between groups. 
 
Non-steroidal anti-inflammatories vs other pharmacological treatment 

strategy. However, the guideline currently 
recommends ultrasound as the first-line 
diagnostic tool, with hysteroscopy only 
used when ultrasound results are 
inconclusive. Given that the guideline 
recommended ultrasound as first line, 
based on cost-effectiveness modelling, 
these recommendations are likely to 
require reviewing. 
 
Network meta-analysis of treatments 
for HMB 
New evidence is unlikely to have an 
impact on current recommendations. In 
the original guideline, the effectiveness of 
treatments was considered separately for 
each treatment (see review questions 
above).  However, much of the new 
evidence compares different treatments 
that were not previously compared.  It is 
unclear whether these data may have an 
impact on current recommendations 
without combining the data into a network 
meta-analysis. However, one published 
network meta-analysis appears to be 
broadly in line with the current 
recommendations in that the 
levonorgestrel interuterine system (which 
is the current 1

st
 line recommended 

pharmaceutical treatment) was identified 
as the most effect in terms of reduction in 
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One systematic review 
51

 compared non-steroidal anti-inflammatories with 
other pharmacological treatments for HMB. Non-steroidal anti-inflammatories 
were better than placebo at reducing bleeding, but less effective than 
tranexamic acid, danazol or the levonorgestrel interuterine system. Non-
steroidal anti-inflammatories were associated with a longer duration of 
menstruation than danazol, but fewer adverse events. There were no 
significant differences (outcomes not specified) between non-steroidal anti-
inflammatories and oral progestogens, ethamsylate, combined oral 
contraceptives, and an older progestogen-releasing interuterine system.  
There were no significant differences between different types of non-steroidal 
anti-inflammatories. 
 
Combined oral contraceptives vs levonorgestrel interuterine system 
One systematic review 

52
 compared combined oral contraceptives, oral 

progestogens and the levonorgestrel interuterine system for women with 
fibroids. One study comparing combined oral contraceptives with the 
levonorgestrel interuterine system was identified, which showed a 
significantly greater reduction in menstrual blood loss in the levonorgestrel 
interuterine system group.  Two studies were found comparing leuprorelin 
with progestogen lynestrenol (two oral progestogens). The reduction in 
fibroid size was significantly greater in the leuprorelin group. 
 
One randomised controlled trial 

53
 (112 patients) compared combined oral 

contraceptives with the levongestrel interuterine system for idiopathic HMB.  
Menstrual blood loss was significantly lower with the levonorgestrel 
interuterine system and time to treatment failure (defined as the need for 
medical or surgical treatment during follow up) was significantly longer.  One 
randomised controlled trial 

54
 (58 patients) compared the levonorgestrel 

interuterine system with combined oral contraceptives for the treatment of 
HMB associated with fibroids. The reduction in menstrual blood loss was 
significantly greater in the levonorgestrel interuterine system group, although 

menstrual blood loss. 
 
Antifibrinolytics vs progestogens 
New evidence is consistent with current 
recommendations. Evidence from one 
randomised controlled trial favours 
transexamic acid over 
medroxyprogesterone, and this is 
consistent with the guideline which 
recommends tranexamic acid, but not 
medroxyprogesterone as a treatment 
option. 
 
Non-steroidal anti-inflammatories vs 
other pharmacological treatment 
New evidence unlikely to have an impact 
on current recommendations. Currently, 
non-steroidal anti-inflammatories are only 
recommended as a second line treatment 
option following unsuccessful treatment 
with the levongestrel interuterine system, 
or if the women does not want hormonal 
treatment.  However, the new evidence 
did not specifically consider second line 
treatment, and so it is of limited 
applicability. 
 
Combined oral contraceptives vs 
levonorgestrel interuterine system 
New evidence is consistent with guideline 
recommendations.  The evidence favours 
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there was no significant difference in time to treatment failure between 
groups. 
 
Oral progestogens vs levonorgestrel interuterine system 
Two randomised controlled trials 

55,56
 compared oral progestogens with a 

levonorgestrel interuterine system. One randomised controlled trial 
55

 (165 
patients) found that, for women with heavy menstrual bleeding, increase in 
haemoglobin levels from baseline and ferritin levels were greater in the 
levonorgesterel interuterine system group, as was the number of women who 
rated their bleeding as ‘improved’.  Another randomised controlled trial 

56
 (60 

participants) found that for women with HMB associated with uterine fibroids, 
reduction in menstrual bleeding following treatment was higher in the 
levonorgestrel interuterine system group. 
 
Progestogen-releasing vaginal ring vs oral progestogen 
One randomised controlled trial 

57
 (95 participants) compared the 

progestogen-releasing vaginal ring with the oral progestogen norhisterone for 
the treatment of women with idiopathic HMB.  There was no significant 
difference in reduction in blood loss, duration of menses, haemoglobin and 
serum ferritin levels between groups, although the ring group were 
significantly more satisfied and likely to continue with treatment. 
 
Endometrial ablation vs hysterectomy vs levonorgestrel inter-uterine 
device 
One UK-based cost effectiveness analysis 

12
 developed an economic model 

based on cost and outcome data from an individual patient data meta-
analysis to compare the cost effectiveness of the levonorgestrel interuterine 
system, first or second generation endometrial ablation, and hysterectomy. 
The authors concluded that hysterectomy was the favoured treatment 
because although it was most expensive, it also was associated with the 
highest quality of life and the incremental cost effectiveness ratios comparing 

the levonorgestrel interuterine system for 
the treatment of HMB associated with 
fibroids.  The current guideline 
recommends the levonorgestrel 
interuterine system as a first line treatment 
option, consistent with this new evidence.  
 
Oral progestogens vs levonorgestrel 
interuterine system 
New evidence is consistent with guideline 
recommendations.  The evidence favours 
the levonorgestrel interuterine system for 
the treatment of HMB associated with 
fibroids.  The current guideline 
recommends the levonorgestrel 
interuterine system as a first line treatment 
option, consistent with this new evidence.  
 
Progestogen-releasing vaginal ring vs 
oral progestogen 
New evidence is unlikely to have an 
impact on current recommendations. 
Currently, norhisterone is only 
recommended as a third line treatment 
option following unsuccessful treatment 
with the levongestrel inter-uterine system 
and other pharmacological treatments.  
However, the new evidence did not 
specifically consider second line 
treatment, and so it is of limited 
applicability. 
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interventions were all under £1500 per QALY. 
 
Three randomised controlled trials 

13-15
 compared the levonorgestrel 

interuterine system to hysterectomy for the treatment of HMB. One trial 
13

 (72 
participants) reported that menstrual blood loss and quality of life improved in 
both groups but did not report comparative data.  One trial 

14
 (236 

participants) reported that there was no significant difference in premenstrual 
symptoms between groups, except for breast tenderness at 12 months, 
which was lower in the levonorgestrel interuterine system group. One trial 

15
 

(236 participants) reported that there was no difference in health-related 
quality of life and psychosocial wellbeing between levonorgestrel interuterine 
system and hysterectomy groups. 
 
One systematic review 

16
 compared endometrial resection or ablation with 

hysterectomy for the treatment of HMB. Bleeding symptoms and satisfaction 
rates favoured hysterectomy, both at short and long term (4 years) follow up.  
Repeat surgery following treatment was more likely following endometrial 
ablation/resection than hysterectomy.  However, adverse events, including 
sepsis, blood transfusion, pyrexia, haematoma and infection following 
discharge from hospital were more likely with hysterectomy than endometrial 
ablation/resection. 
 
One randomised controlled trial 

17
 (68 participants) compared thermal balloon 

ablation with laparoscopic hysterectomy for treatment of HMB.  Post-
operative pain was significantly lower in the endometrial ablation groups.  
Other outcomes were not reported comparatively between groups. 
One randomised controlled trial 

18
 (110 participants) compared the 

levonorgestrel interuterine system with endometrial ablation (novasure) and 
hysteroscopic endometrial resection for the treatment of HMB. Hemorrahage 
was significantly lower in the levonorgestrel interuterine system group than 
the other groups. The number of participants for which there was no 

Endometrial ablation vs hysterectomy 
vs levonorgestrel inter-uterine device 
New evidence may have an impact on 
guideline recommendations.  The new 
evidence found that hysterectomy was the 
most cost-effective treatment for HMB.  
This may contradict current 
recommendations, which state that 
hysterectomy should not be offered as a 
first line treatment. This recommendation 
may also be inconsistent with new 
evidence from randomised controlled 
trials, which did not clearly favour either 
endometrial ablation/resection or 
hysterectomy (some outcomes favoured 
one treatment, and some the other). 
Currently the guidelines recommend that 
endometrial ablation/resection can be 
offered as a first line treatment, whereas 
hysterectomy should not be offered as a 
first line treatment, which may be 
inconsistent with this evidence. As such it 
may be appropriate to reassess these 
approaches as treatment options for HMB. 
 
Uterine artery embolization vs surgery 
(hysterectomy or myomectomy)  
New evidence is consistent with current 
recommendations.  The new evidence 
does not clearly favour one treatment over 
another for the treatment of fibroids. This 
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interaction between HMB and normal activity was significantly lower in the 
levonorgestrel interuterine system group than the other groups. It was not 
clear, from an assessment of the abstract, exactly what ‘interaction’ refers to. 
Patient satisfaction was significantly greater in the endometrial ablation group 
than the other two groups. 
 
One randomised controlled trial

19
 (58 participants) compared the 

levonorgesterel interuterine system with endometrial ablation (thermal 
balloon ablation) for the treatment of HMB. After 5 years, the thermal balloon 
ablation group had higher levels of hysterectomy than the levonorgestrel 
interuterine system group, due to significantly higher levels of treatment 
failure.  Menstrual blood loss was significantly lower in the levonorgestrel 
interuterine system group, and patient acceptability, perceived improvement 
and overall satisfaction rates were significantly higher. 
 
Uterine artery embolization vs surgery (hysterectomy or myomectomy)  
Two systematic reviews 

58,59
 compared uterine artery embolization with 

surgery for uterine fibroids. One systematic review 
58

 found no significant 
difference in patient satisfaction at 2 or 5 years, quality of life at 1 year, major 
complication rates or long-term ovarian failure rate for uterine artery 
embolization and surgery. Uterine artery embolization was associated with 
significantly shorter length of procedure, shorter length of hospital stay, 
shorter time to resumption of routine activity and reduced likelihood of 
needing a blood transfusion than surgery. However, uterine artery 
embolization was also associated with higher rates of minor complication, 
more unscheduled readmissions, and increased surgical re-intervention 
rates. Uterine artery embolization resulted in significantly poorer fertility 
outcomes than myomectomy. A second systematic review 

59
  found that 

uterine artery embolization resulted in less blood loss, shorter hospital stay 
and quicker resumption of work than surgery. There was no significant 
difference in quality of life or patient satisfaction, but the rate of re-

is consistent with current 
recommendations, which recommend that 
uterine artery embolization, myomectomy 
and hysterectomy should all be 
considered as treatment options for 
uterine fibroids. 
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intervention was higher in the uterine artery embolization group. 
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