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Hormone replacement therapy and risk of venous 

thromboembolism. Hormone replacement therapy (HRT) used to 

prevent menopausal symptoms is associated with an increased (although rare) 

risk of venous thromboembolism (VTE). Recent NICE guidelines recommend 

that women should be informed of the risks and benefits associated with HRT, 

so that they can make informed treatment choices. While evidence suggests 

that oral HRT is associated with a greater VTE risk than transdermal HRT, there is insufficient 

information on VTE risk associated with specific HRT formulations. A nested case-control study using 

two UK primary care research databases QResearch and the Clinical Practice Research Datalink 

(CPRD), aimed to assess the associations between VTE risk and all available types of HRT used in the 

UK between 1998 and 2017 (BMJ 2019;364:k4810). Women (aged 40 to 79 years) with a diagnosis of 

VTE (n=80,396) identified as cases, were matched with controls (n=391,494) from the same practice 

and year of birth; exclusion criteria included previous history of VTE. Exposure to HRT was based on 

the most recent HRT prescription in the 90 days before the index date; oral HRT included oestrogen-

only preparations (conjugated equine oestrogen [CEE] or estradiol [E2]) and combined preparations 

(oestrogen with medroxyprogesterone acetate [MPA], dydrogesterone, norethisterone acetate, 

norgestrel/levonorgestrel or drospirenone) and transdermal HRT (included oestrogen-only or combined 

E2 preparations). The analysis included the different HRT regimens – cyclical or continuous, and also 

included tibolone and raloxifene. The analysis was adjusted for confounding factors including lifestyle 

factors (e.g. smoking status, body mass index), family history of VTE, co-morbidities and acute 

conditions associated with increased VTE risk. In those exposed to HRT, 85% of cases and 78% of 

controls were on oral HRT. The study found that 7.2% of women with VTE and 5.5% of the controls 

were exposed to HRT in the 90 days before the index date. Overall exposure to HRT was associated 

with a significantly increased VTE risk (adjusted odds ratio [OR] 1.43; 95% CI 1.38 to 1.48) compared 

to no exposure. Use of oral HRT was associated with a significantly increased VTE risk (OR 1.58; 

CI 1.52 to 1.64) compared to no exposure, however transdermal HRT was not associated with 

VTE risk (OR 0.93; CI 0.87 to 1.01). Different oral oestrogens were associated with different levels of 

risks; oestrogen-only preparations containing CEE had higher VTE risks than preparations containing 

E2, while for combined oral preparations the risks of VTE were significantly increased for both CEE and 

E2 preparations. Direct comparison between the types of oestrogen showed a 17% lower risk for 

combined E2 than for combined CEE. Higher doses of oestrogen were associated with higher VTE 

risks. For oral combined HRT, CEE with MPA was associated with the highest risk of VTE (OR 

2.10; CI 1.92 to 2.31) and E2 with dydrogesterone with the lowest risk (OR 1.18; CI 0.98 to 1.42). 

Overall, cyclical and continuous regimens for combined oral preparations were associated with an 

increased risk of VTE compared with no HRT use.  For overall oral HRT use, the number of extra 

VTE cases was nine per 10,000 women years. None of the transdermal preparations (oestrogen-only 

or combined, low dose or high dose, combined cyclical or continuous) was associated with an 

increased VTE risk. Use of tibolone was not associated with an increased risk of VTE, however use of 

raloxifene was associated with a significantly increased risk of VTE. The authors conclude that the 

study provides more information on the relative VTE risks of HRT; most oral preparations were found to 

be associated with increased VTE risks and there was no associated increased risk with transdermal 

preparations. 

 



Ask the NMIC: As readers are aware, the National Medicines 

Information Centre (NMIC) provides independent, evidence-based 

information to healthcare professionals (HCPs) in order to promote the 

safe and effective use of medicines in Ireland. In addition to our regular 

publications and educational activities, we provide a clinical enquiry 

answering service (CEAS). 

Workload statistics for our CEAS activities in 2018 are now available. Just over 78% of our enquiries 

came from primary care, with community pharmacists and GPs representing the most common users 

of our service. The CEAS provided information about many different types of enquiries. In 2018, 

information on the following topics (with examples of specific enquiries) were the most frequently 

requested:  

 Administration/dose of a medicine e.g. can mebendazole can be given to an 11 month old 

child and if yes, at what dose? 

 Choice of therapy e.g. what is the antihistamine of choice for a patient with epilepsy who is 

taking carbamazepine? 

 Drug interactions e.g. is there an interaction between sertraline and hormonal breast cancer 

treatments other than tamoxifen? 

 Adverse effects e.g. what information is available on hydrochlorothiazide and a risk of non-

melanoma skin cancer? 

 Pharmaceutical e.g. can doxycycline capsules be opened and the contents administered to 

a patient with a swallowing difficulty? 

 Drug availability e.g. how should a shortage of fludrocortisone tablets be managed? 

 

These common enquiry types reflect increasingly complex patients, with multiple co-morbidities on 

polypharmacy. Other frequently answered questions related to drug use in pregnancy and lactation 

and complementary and alternative medicines. 

The NMIC continually monitors the quality of the CEAS by asking HCPs for their views on the 

information provided by the NMIC. In 2018, we also asked enquirers for their views on the impact of 

the information and advice provided by the CEAS on patient care and outcome. From the preliminary 

results, the NMIC advice was felt to have a positive impact in terms of resolving the therapeutic issue 

and/or optimising patient care, minimising medication safety risk, supporting rational prescribing and 

saving time for busy healthcare professionals. We hope to publish the results of this study in more 

detail later in 2019. Thanks to all of you who provided feedback in 2018; we welcome your comments 

during 2019! So if you’ve got a therapeutic dilemma that you are trying to solve, just ask the NMIC 

(Tel: 01 4730589 or nmic@stjames.ie) and we will do our best to provide you with evidence-based 

information to help you resolve the problem.  

Guidance document on migraine The Quality and Safety in Practice  

Committee of the Irish College of General Practitioners (ICGP) recently published a 

guideline on “Migraine: Diagnosis and Management from a GP Perspective – Quick 

Reference Guide”. The guideline illustrates the clinical spectrum of migraine, 

including the presentation and diagnosis of migraine in adults and children, and 

gives recommendations on the most appropriate treatments for people suffering from this disabling 

neurological condition. There are useful appendices which include characteristics of different 

headache types (e.g. migraine, tension type headache and medication overuse headache) and 

examples of headache diaries. The guideline is available on the ICGP website www.icgp.ie.  

[Editor’s note: The NMIC bulletin on the management of migraine which was published in 2018 is 

available on our website www.nmic.ie] 
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