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In The Lancet HIV Bekker and colleagues report that most women in Crossroads, Cape Town, South Africa took oral pre-exposure prophylaxis (PrEP) for HIV prevention when offered to them in an open-label randomised trial (the HPTN 067/ADAPT Trial) [1]. HIV-negative women aged 18 to 52 (N=178) were randomised 1:1:1 to once daily use (D), time-driven use (T: twice weekly plus a post-sex dose), or event-driven use (E: one dose before and one after sex) of emtricitabine/tenofovir disoproxil fumarate (FTC/TDF) oral PrEP for 24 weeks. Rigorous methods were used to determine adherence and sex acts ‘covered’ by drug (Wisepill™ device, weekly interviews to review sexual activity and Wisepill™ data, and drug concentrations in plasma and peripheral blood mononuclear cells). Full coverage (defined as at least one pill within 96 hours before and one pill within 24 hours after vaginal or anal sex by interview/Wisepill™ data) was higher in D (75%) than in T (56%) or E (52%), but there was no difference between the groups when full and partial coverage were combined (D 97%, T 95%, E 93%). Far fewer pills were needed to achieve 100% adherence in T (3,616 pills) and E (2,203 pills) than in D (9,652 pills). Side effects were uncommon in D but less frequent in T and E. The trial was not powered to detect differences in HIV seroconversions between the study groups.

Previous daily oral PrEP placebo-controlled efficacy trials in African women have shown mixed results with two discordant couples trials showing 63-75% efficacy [2, 3],  and two trials that enrolled women without their male partners terminated prematurely because of a lack of benefit due to low adherence [4, 5]. As a result, many in the field argued that African women are not interested in using oral PrEP. Trials such as the ADAPT trial were very much needed to test this hypothesis in an open label setting and to determine whether non-daily PrEP regimens might be more feasible and acceptable than daily PrEP. The ADAPT trial clearly showed that many women are interested in oral PrEP when offered to them with information about expected safety and efficacy (with one caveat: efficacy evidence for non-daily PrEP was lacking during trial implementation) and no risk of being randomised to a placebo. This is consistent with trials in men who have sex with men that showed higher oral PrEP efficacy in open-label [6, 7] than placebo-controlled settings [8], and is a major step forward in HIV prevention in women. 

[bookmark: _GoBack]The ADAPT trial findings regarding the best dosing strategy are, however, less clear. The authors’ definition of full coverage was based on intracellular half-lives of the active drugs and challenge studies in non-human primates [9, 10], which may not translate to the human situation: women who achieved partial coverage by the authors’ definition might still have been protected from HIV. Qualitative research with ADAPT participants revealed that women in the non-daily groups sometimes had difficulty predicting when and where sex would take place, and as a result, might not always have had access to their pills for pre- and/or post-sex dosing [11]. However, quantitative ADAPT trial data showed that partial coverage was mostly due to missed post-sex dosing [1]. Participants were told that post-sex dosing should preferably take place within two hours post-sex (even though the definition of full coverage was ‘within 24 hours post-sex’), and this was at odds with some women’s wish to relax after sex [11]. Other, much smaller, studies of intermittent PrEP in different populations have also shown that dosing within two hours post-sex is more challenging than daily or pre-sex dosing [12, 13]. Furthermore, the ADAPT trial only studied PrEP use for 24 weeks, and found a decrease in adherence and coverage over time in all three randomisation groups. The challenges associated with post-sex dosing and dosing fatigue over time should be addressed, and much larger trials conducted to determine longer-term adherence, safety and HIV prevention efficacy with different regimens in high frequency versus low frequency sexual risk settings. In parallel, extended-release formulations of antiretroviral drugs (such as vaginal rings and injectables) should continue to be developed; recent successes with tenofovir and dapivirine vaginal rings are encouraging in that regard [14-16]. 

The family planning field has taught us that one size does not fit all, and that providing women with options will prevent more unintended pregnancies [17]. It is very likely that the same will apply to HIV prevention in women. 
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