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Sex and gender differences in antiretroviral-based 
prevention  

Â Different drug penetration in rectal and vaginal tissues 

Â Same level of adherence may have a different impact on rectal 
and vaginal efficacy 

Â Potential alterations of effective drug protection thresholds due 
to increases in susceptibility to infection  

Â Inflammation, CCR5 expression (sexually transmitted 
infections, hormonal contraceptives) 

Â Luteal vs. follicular phase of the menstrual cycle 

Â Changes in local drug concentrations and systemic drug PK 
profiles 

Â Interactions with hormonal contraceptives 

Â Changes in vaginal epithelium due to DMPA use 

Â Bidirectional dosing 



Different pharmacokinetic profile of FTC and TDF in rectal 
and vaginal tissues after oral dosing in pigtail macaques 



Can peri-coital Truvada retain prophylactic efficacy against 
vaginal infection?  
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Different pharmacokinetic profile of maraviroc in rectal and 
vaginal secretions and tissues after oral dosing 
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Hormonal contraceptives and efficacy of PrEP 

Â Women using contraceptives are a target population for PrEP 

Â Can hormonal contraceptives alter drug protection thresholds by 
PrEP? 

Â Potentially increase susceptibility to infection, particularly 
injectable formulations 

Â Potential interactions with ARVs including drug absorption from 
vaginal gels 

Â Depo provera (DMPA) 

Â Widely used in areas with high HIV incidence 

Â Moderate thinning of the vaginal epithelium in women 

Â Macaque dose of 30 mg DMPA optimized to ensure infection and 
does not recapitulate human effects; causes significant thinning 

Â Need to develop relevant animal models to evaluate potential 
interactions between DMPA and PrEP 

Nuttall  et al., AAC 2012; Heffron , LID 2012; Mauck, Contraception 1999; Hild -Petito  ARHR 1998 
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Dramatic changes in vaginal epithelium thickness of pigtail 
macaques after 30 mg DMPA 
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