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Dear Mr Hamoda and Ms Moger, 
 
LANCET PUBLICATION: HORMONE REPLACEMENT THERAPY AND RISK OF BREAST 
CANCER 
 
Thank you for your letter of 9 September 2019, sent on behalf of the British Menopause Society, 
regarding our recent communications on the risk of breast cancer associated with use of hormone 
replacement therapy (HRT) following publication of a meta-analysis in The Lancet by the Collaborative 
Group on Hormonal Factors in Breast Cancer1. 
 
The decision to issue an alert followed advice from the Commission on Human Medicines (CHM) that 
this publication was likely to receive considerable media attention.  The CHM advised that healthcare 
professionals should be informed of the findings so they would be in a position to advise women who 
may be concerned about the new data.  This includes General Practitioners and other non-specialists 
who may not follow the academic literature as closely as specialists like yourselves. 
 
Evidence from randomised controlled trials (RCT) was considered in the on-line annex to the Lancet 
paper, although the numbers of cases of breast cancer recorded in the RCTs were substantially fewer 
than those in the prospective observational studies (over 100,000 cases).  Indeed, Manson et al 
(2013)2 reported that an elevated risk of breast cancer persisted following use of conjugated equine 
estrogens (CEE) plus medroxyprogesterone acetate (MPA) in the 13 years of post-intervention follow 
up from the Women’s Health Initiative (WHI) trial and including these data would not have changed the 
conclusions. 
 
Our alert did not report on breast cancer mortality, as our focus was on informing women of the new 
information to facilitate informed discussions and reminding them to be vigilant to any signs of breast 
cancer.  As you have highlighted, mortality will depend on success of cancer diagnosis and treatment, 
so is not a simple measure of HRT effects on incidence.  However, as I am sure you will have seen, 
the authors also found an increased risk of breast cancer mortality in HRT users in their Million Women 
Study data.   
 
 

                                                
1  Collaborative Group on Hormonal Factors in Breast Cancer. The Lancet. 2019 (published online Aug 29.) 
http://dx.doi.org/10.1016/S0140-6736(19)31709-X 
2 Manson et al, JAMA. 2013 Oct 2;310(13):1353-68. doi: 10.1001/jama.2013.278040. 
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The Lancet publication prompted the need for us to communicate on the total magnitude of the risks of 
breast cancer with HRT, due to the persist risk following HRT discontinuation.  Although the regulatory 
advice was unchanged in the Alert and accompanying article in Drug Safety Update (DSU), namely 
that HRT should only be initiated for treatment of postmenopausal symptoms that adversely affect 
quality of life. In all cases, a careful appraisal of the risks and benefits should be undertaken regularly 
(at least annually), the lowest effective dose for the shortest duration should be used and HRT should 
only be continued as long as the benefit outweighs the risk, the need for regulatory action is being 
considered in the context of a Europe-wide review.   
 
Responses to your request made under the Freedom of Information Act are addressed in the annex 
below. 
 
I hope you find this information helpful. 
 
Yours sincerely,  

  
 
 
Dr June Raine CBE 
Interim CEO, MHRA 
 
T 020 3080 6546 
E June.raine@mhra.gov.uk  
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1. How often do the MHRA review their updates and what are the criteria for a publication to 
warrant an MHRA update? What timescale would this usually involve following the 
publication? It appears the last update prior to this current update on HRT in August 2019 
was in 2007 despite a number of significant practice changing publications as the ones 
referred to below. 
 
The MHRA keeps the safety of all medicines, including HRT products, under continuous review.  
As such, we respond to new safety information as it becomes available rather than following a set 
timetable for review of evidence.  Updates to our published information depend on several 
factors, including whether the information changes the regulatory position and/or whether levels 
of public interest are anticipated when new safety concerns arise.    
We aim to issue any alerts and articles in Drug Safety Update in a timely manner once we have 
assessed the new information and sought expert advice, as needed, on the message, its urgency 
and/or whether there is a need to coordinate with other regulators.  Consequently, there is no set 
pattern for timing of any communications. 
 

2. Did the MHRA consider updating its recommendations on HRT following the publication of 
the NICE guidelines in 2015? If not, why did the NICE menopause guideline not meet the 
criteria of the MHRA to review its recommendations on HRT? 

 
The NICE guidance was reviewed by MHRA when it was published in 2015 and considered to be 
broadly consistent with both the risks presented in the core Summary of Product Characteristics 
(SmPC) for HRT products and the existing regulatory position.  We added a note to our website 
information on HRT to this effect, although this has now been superseded by the information 
released in August 2019. 
We will be discussing the new data with NICE in due course. 

 
3. Did the MHRA consider updating its recommendations on HRT following publication of the 

Cochrane review by Broadman et al. in 2015 which showed significant reduction in 
cardiovascular mortality and all-cause mortality in women taking HRT under the age of 
60? If not, why did the Cochrane review not meet the criteria of the MHRA to review its 
recommendations on HRT? 
 
Reports of cardiovascular benefit from the WHI authors of potential benefit with estrogen-only 
HRT were reviewed by MHRA and EU regulators when the subgroup analyses by age were first 
published.  However these were considered to be inconclusive because of the small numbers of 
events in each subgroup.  The overall conclusion of the meta-analysis by Boardman et al (2015) 
was ‘Our review findings provide strong evidence that treatment with hormone therapy in post-
menopausal women overall, for either primary or secondary prevention of cardiovascular disease 
events has little if any benefit and causes an increase in the risk of stroke and venous 
thromboembolic events’.  The results you cite refer to a subgroup analysis and likewise included 
small numbers of events. 
 
Regulatory communications are intended to provide prescribers with information relevant to the 
licensed indications and to situations where the use of the product should be avoided or requires 
extra consideration.  The SmPCs for HRT products previously contained warnings on a possible 
increased risk of coronary artery disease.  This has been updated as new information has 
become available, with the following currently included in the product information: 
 
Coronary artery disease (CAD) 

• There is no evidence from randomised controlled trials of protection against 

myocardial infarction in women with or without existing CAD who received combined 

oestrogen-progestagen or oestrogen-only HRT. 

 

Combined oestrogen-progestagen therapy 



The relative risk of CAD during use of combined oestrogen+progestagen HRT is 

slightly increased. As the baseline absolute risk of CAD is strongly dependent on age, 

the number of extra cases of CAD due to oestrogen+progestagen use is very low in 

healthy women close to menopause, but will rise with more advanced age. 

 

Oestrogen-only 

Randomised controlled data found no increased risk of CAD in hysterectomised women 

using oestrogen-only therapy 

 

Nevertheless, reductions in risk of cardiovascular mortality, if confirmed, would be an off-label 
benefit for which we would not offer advice. 

 
4. Would it be possible to provide information on who contributed as members of the MHRA 

Panel that reviewed the evidence on the risk of breast cancer and HRT and issued the 
MHRA recommendations that followed based on this? 

5. Would it be possible to provide information on how many members the MHRA Panel was 
made of in total and what was their specialist background? 

6. How many menopause specialists were there on the MHRA Panel? 
 
 
The data from The Lancet meta-analysis were reviewed and discussed by members of the 
Medicines for Women’s Health Expert Advisory Group (MWHEAG), plus invited experts.  The 
MWHEAG then made recommendations to CHM who endorsed the MWHEAG’s conclusions.  
Members of the MWHEAG who participated that day or sent written comments on this item 
included: 
  
Dr Ailsa Gebbie MB ChB FRCOG FRCPE FFSRH (Chair) (Menopause expert) 
Consultant Gynaecologist and Director of the Clinical Effectiveness Unit of the Faculty of Sexual 
and Reproductive Health, Chalmers Centre, Edinburgh  
 
Mrs Claire Bellone RGN MSc NMP (Menopause expert) 
Clinical Nurse Specialist, Chelsea & Westminster Hospital, London  
 
Professor Philip Hannaford MB ChB DRCOG DCH MD FRCGP FFSRH FFPH (written 
comments) 
Professor of Primary Care, University of Aberdeen  
 
Ms Linda Pepper BA MA (Education) 
Independent Consultant: patient and public involvement in healthcare (Lay member) 
 
Professor Siobhan Quenby MBBS BSc MD FRCOG (via teleconference) 
Professor of Obstetrics, Warwick University 
 
Professor Jonathan H Tobias BA (Cantab) MBBS (London) MD (London) PhD (London) FRCP 
(London)  (via teleconference) 
Professor of Rheumatology, University of Bristol; Honorary Consultant Rheumatologist, North 
Bristol Trust  
 
Dr Diana Wellesley FRCP  
Head of Prenatal Genetics, Consultant and Honorary Senior Lecturer in Clinical Genetics, 
Wessex Clinical Genetics Service, Princess Anne Hospital, Southampton  
 
Invited Experts 
Professor Stephen Evans BA MSc FRCP (Edin) FISPE Hon. FRCP (Lon) (via teleconference) 
Professor of Pharmacoepidemiology, London School of Hygiene & Tropical Medicine 
 



 
Miss Sucheta Iyengar (Menopause expert) 
Consultant Gynaecologist and Obstetrician 
Lead for Gynaecology governance, Buckinghamshire Healthcare NHS Trust 
 
Professor Sarah Meredith  
Deputy Director, MRC Clinical Trials Unit at UCL, Institute of Clinical Trials and Methodology, 
University College London & a Member of CHM 
 
Invited Experts are independent experts who are invited to provide additional expertise on 
specific topics.  As is our usual practice, Invited Experts participate in the EAG’s discussions and 
may, at the chair’s discretion, comment on any points to consider in communications.  On this 
occasion, one other Invited Expert was present for this discussion, although she had been invited 
for the discussion of a different topic. 
     
Dr Sarah Hardman  
Specialty Doctor SRH and Co-Director of the FSRH Clinical Effectiveness Unit  
Chalmers Centre, Edinburgh 
 
In addition to Invited Experts, study investigators may also be invited, in line with our usual 
practice and at the chair’s discretion, to present their data to an EAG and answer questions from 
the EAG members.  These are classed as Visiting Experts.  On this occasion the following study 
investigators attended the MWHEAG meeting as Visiting Experts: 
   
Professor Dame Valerie Beral DBE AC FRS FRCOG FMedSci  
Professor of Epidemiology and Co-Director, Cancer Epidemiology Unit, Nuffield Department of 
Population Health, Medical Sciences Division 
 
Professor Sir Richard Peto  
Professor of Medical Statistics and Epidemiology, University of Oxford 
 
Dr Kirstin Pirie BSc MSc  
Statistical Programmer, Nuffield Department of Population Health Medical Sciences Division, 
University of Oxford 
The Visiting Experts left the meeting room prior to discussion of the robustness of the data, the 
need for future regulatory action or formulating the recommendations on communications by the 
MWHEAG members and Invited Experts.   

 
7. Did the MHRA Panel chose not to include the findings from the Lancet paper that showed 

no increase in risk of breast cancer with vaginal oestrogen administration in the MHRA 
recommendations?  
 
The findings of no increased risk of breast cancer with vaginal oestrogen administration were 
described in the alert, in the accompanying article in Drug Safety update and the information 
sheet for women. 

 
8. Did the MHRA Panel consider discussing the recommendations with the relevant 

Specialist Advisory Bodies: BMS, RCOG, RCGP, FSRH before making their 
recommendations? If not, what was the reason for not doing so? 
 
The CHM and its Expert Advisory Groups seek input from independent clinicians and other 
experts with relevant expertise rather than representatives of specialist societies.  Since the 
Lancet meta-analysis suggested that risk estimates had changed, additional experts with 
expertise in statistics and epidemiology were invited to the MWHEAG meeting to consider the 
robustness of the data.  The MWHEAG and CHM concluded that the Lancet meta-analysis 
represents strong and convincing evidence on the risk of breast cancer that extends the evidence 



available previously from the WHI randomised trials. The regulatory advice on the use of HRT 
was not changed in the alert or accompanying DSU. However the need for regulatory action is 
being considered in the context of a Europe-wide review. 
 


