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Behavioural 
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Testing 

Coates T, Lancet 2000 

Structural / legal 

Male & female condoms 

Treatment of 
STIs 

Grosskurth H, Lancet 2000 

Male circumcision 

         Auvert B, PloS Med 2005 
        Gray R, Lancet 2007 
        Bailey R, Lancet 2007 
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prevention 

Donnell D, Lancet 2010 
Cohen M, NEJM 2011 
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Abdool Karim Q, Science 2010 

Grant R, NEJM 2010 (MSM) 
Baeten J , NEJM 2012 (couples) 
Thigpen, NEJM, 2012 (Heterosexuals) 
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Potential types of PrEP 

 
How are the antiretrovirals used? • Oral pill 

• Topical gel (microbicide) 

•Rectal 

•Vaginal 

• Injection  

• Intravaginal ring, film … 

How often are the antiretrovirals 
used? 

• Daily 

• Intermittently 

• Coitally (before/sex) 

How many antiretrovirals are 
used? 

• Single 

• Combination 

What antiretrovirals are used? • Over 25 available 



         Anneaux et films vaginaux 



Product (Study, Results published) Effect size (95% CI) 

Immediate ART for HIV+ partner (TasP) 
(HPTN 052, 2011) 

96% (82, 99) 

TDF/FTC oral PrEP 
(Partners PrEP, 2011) 

75% (55, 87) 

TDF oral PrEP  
(Partners PrEP, 2011) 

67% (44, 81) 

TDF/FTC oral PrEP  
(TDF2, CDC, 2011) 

62% (22, 83) 

TDF oral PrEP 
(Bangkok Tenofovir Study, CDC, 2013) 

49% (10, 72) 

TDF/FTC oral PrEP  
(iPrEx, 2010) 

44% (15, 63) 

1% tenofovir gel  
(CAPRISA 004, 2010) 

39% (6, 60) 

1% tenofovir gel  
(MTN003/VOICE, 2011) 

15% (-21, 40) 

TDF/FTC oral PrEP  
(FEM-PrEP, 2011) 

6% (-52, 41) 

TDF/FTC oral PrEP 
(MTN003/VOICE, 2011) 

-4% (-49, 27) 

TDF oral PrEP  
(MTN003/VOICE, 2011) 

-49% (-129, 3) 

-130 -60 -40 -20 0 20 40 60 80 100 

Effectiveness(%) 

Tenofovir-based prevention results, as of June 2013 



Mots Clés de la PreP 

• Efficacité 

• Combinée 

• Desinhibition 

• Observance 

• Résistances 

• Disponibilité 
 





ADHERENCE EFFICACY Partners PrEP 

 

BK IDU 

 

TDF2 

 

iPrEx 

 

CAPRISA 004 

 

FEMPREP 

 

VOICE 



La Lettre de l’Infectiologue 

Résistance dans les essais de PrEP  

CROI 2014 – D’après Lehman DA et al., abstract 590LB, actualisé  

Essais 

Infection post-inclusion 
Résistance au TDF ou 

FTC 

Infection active  

à l’inclusion Résistance au TDF ou 

FTC 

Placebo Traitement Placebo Traitement 

Bangkok TFV 33 15 0 2 0 0 

CAPRISA 004 0 35 0 0 0 – 

Fem-PrEP 35 33 
1 placebo (M184V) 

4 TDF-FTC (M184I/V) 
4 1 0 

iPrEX 64 36 0 8 2 
1 placebo (M184V) 

2 TDF-FTC (M184I/V) 

Partners PrEP 51 27 0 6 8 
1 TDF (K65R) 

1 TDF-FTC (M184V) 

TDFZ 24 9 
1 placebo  

(K65R < 1 %) 
2 1 

1 TDF-FTC  

(K65R/M184V) 

VOICE 128 173 1 TDF-FTC (M184V) 4 18 2 (M184I/V) 

Total 
7/663 (1 %)  

Bras de traitement seul : 5/328 (1,5 %) 

8/56 (14 %)  

Bras de traitement seul : 7/30 (22 %) 



iPREX  
 Sexual Practices  

Grant RM et al N Engl J Med,  Nov 23, 2010. 

 

 

 Sexual practices were similar in 

the two groups at all time points 

 

 

 Number of partners with 

receptive anal intercourse 

decreased 

 

 

 Percentage of partners using a 

condom increased  

 

 

 More than 500 cases of syphilis 

in each arm !  





Efficacy: 44%, 95 CI: 15  ̶  63% 
Infections Numbers: 64 – 36 = 28 averted 
n = 2,499 men who have sex with men and transgender women;  
Brazil, Ecuador, Peru, South Africa, Thailand, United States  

Grant RM, Lama JR, Anderson P, et al. N Engl J Med 2010;363:2587-99. 





Baeten JM, Donnell D, Ndase P, et al. N Eng J Med 2012; 367(5):399-410 * Each intervention when compared to placebo 

Efficacy TDF: 67%, 95% CI: 44  ̶  81% 
 FTC/TDF: 75%, 95% CI: 55  ̶  87% 
Infections Numbers TDF: 52 – 17 = 35 averted* 
  TDF-FTC: 52 – 13 = 39 averted* 
n = 4,747 heterosexual men and women with HIV infected partners;  
Kenya, Uganda 



TDF-2 Study 
Efficacy: 62%, 95% CI: 22 - 83% 
Infections Numbers: 52 – 17 = 35 averted 
n = 1,219 heterosexual men and women; 
Bostwana 

Thigpen MC, Kebaabetswe PM, Paxton LA, et al. N Eng J Med 2012; 367(5):423-34 



Bangkok Tenofovir Study 
Efficacy 49%, 95% CI: 10  ̶  72% 
Infections Numbers: 33 – 17 = 16 averted 
n = 2,413 men and women who inject drugs; 
Thailand 

Choopanya K, Martin M, Suntharasamai P, et al. Lancet 2013; 381(9883):2083-90  



Nombre de femmes dans les essais PreP 

ESSAIS FEMMES HOMMES Total 

iPrEx 0  
(1 % TRANS HF) 

2499 2499 

TDF2 548 671 1219 

Partners PrEP 2283 2475 4758 

BK IDU 499 1924 2413 

Total Femmes : 3330     Total Hommes: 7566       Total : 10 896 





 



 





 



 





 





 



Et encore  

la PreP en marche… 



Microbicides and PrEP  

Where We Have Been and Where We Are 

Going  

Ian McGowan MD PhD FRCP 

Magee-Womens Research Institute 

University of Pittsburgh 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg


Intermittent PrEP Trials 

 HPTN-066 

 Directly observed therapy 

 HPTN-067 
 MSM (N = 180, Bangkok, Thailand) 

 WSM (N = 180 Cape Town, South Africa)  

 IPERGAY ! 

 MSM (1900) 

 France & Canada 

 Pericoital dosing 

 

 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg


 

ANRS - IPERGAY 
Phase pilote en cours 

 
Traitement antirétroviral “à la demande”  

en prophylaxie pré-exposition de l’infection par le VIH 

chez les hommes ayant des rapports sexuels avec des 

hommes en France (Saint-Louis & Tenon (APHP) et Lyon) 
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Premier essai de Prep  
intermittente chez les HSH 

• HSH à haut risque d’infection VIH 
• > 2 rapports anaux non protégés dans 

les 6 mois 

Offre globale de prévention + 
TDF/FTC avant et après le sexe 

(n=950) 

Offre globale de prévention  + 
placebo avant et après le sexe 

(n=950) 

 Dans les deux bras offre globale de prévention: counseling, dépistage des IST, 
préservatifs, vaccins VHA et VHB, traitement post-exposition du VIH. 

 Critère de jugement principal : Séroconversion VIH  

 Sérologie VIH tous les 2 mois avec remise du traitement  

 Deux comprimés sont à prendre avant le 1er rapport sexuel, puis 1 comprimé 
toutes les 24h pendant la période d’activité sexuelle et une dernière prise de 
comprimé après le dernier rapport. 

 

Essai randomisé en double-aveugle contre placebo 



Next-PrEP (HPTN-069) 

 Phase 2 study in at risk MSM in the US 

 One year follow-up 

 Four arms with 100 participants per arm 

 Maraviroc + FTC (P) + TDF (P) 

 Maraviroc + FTC + TDF (P) 

 Maraviroc + FTC (P) + TDF  

 Maraviroc (P) + FTC + TDF  

 PK/PD subset in 60 participants 
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Intravaginal Rings 

 Phase 1/2 development ongoing 

 Dapivirine ± maraviroc 

 MTN-013 

 Phase 3 starting Q3 2012 

 MTN-020 

 IPM-027 

 Multipurpose technology 

 Antiretroviral + contraceptive 

 

 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg


                                                                                 Ongoing Microbicide Trials                                                              AVAC, July 2012 

TRIAL NAME PHASE START DATE LOCATIONS SPONSOR / FUNDER POPULATION CANDIDATE(S) 
STATUS / EXPECTED 

COMPLETION 

FACTS 001 III 

  

October 2011 South Africa 

  

BMGF, CONRAD, South Africa DST, South 

Africa National DOH, USAID 

2900 Women, 

Heterosexual 

1% tenofovir gel Ongoing / May 2014 

CAPRISA 008 III 

  

August 2012 South Africa 

  

CAPRISA, MAC AIDS Fund, South African DST, 

USAID through CONRAD 

700 Women 

  

1% tenofovir gel Ongoing / February 2015 

IPM 027 (The Ring 

Study) 

III 

  

March 2012 Malawi, Rwanda, South Africa IPM 1650 Women 4-week vaginal dapivirine ring Ongoing / August 2015 

MTN 003 (VOICE) IIb 

  

September 2009 Malawi, South Africa, Uganda, 

Zimbabwe 

CONRAD, Gilead, MTN, NIAID, NICHD, NIMH 5000 Women, 

Heterosexual 

1% tenofovir gel, Daily oral 

TDF/FTC, Oral TDF 

Ongoing / March 2013 

IPM 015 I/II 

  

April 2010 Kenya, Malawi, South Africa, 

Tanzania 

IPM 280 Women 

  

4-week vaginal dapivirine ring Ongoing / March 2012 

IPM 014A I/II 

  

November 2009 Kenya, Malawi, Rwanda, South 

Africa, Tanzania 

IPM 280 Women 

  

Once-daily dapivirine vaginal gel Ongoing / May 2012 

IPM 014B I/II 

  

September 2009 South Africa 

  

IPM 100 Women 

  

Once-daily dapivirine vaginal gel Ongoing / June 2012 

IPM 020 I/II 

  

July 2009 United States 

  

IPM 128 Women 

  

Once-daily dapivirine vaginal gel Ongoing / June 2012 

MTN 005 I/II 

  

May 2011 India, United States 

  

MTN, NIAID, NIMH, Population Council 252 Women 

  

Placebo vaginal ring Ongoing / May 2013 

MTN 008 I 

  

April 2011 United States 

  

CONRAD, MTN, NIAID, NICHD 105 Women 

  

1% tenofovir gel Ongoing / April 2013 

Project Gel I 

  

October 2010 United States 

  

CONRAD, NICHD, NIMH 240 MSM 

  

1% tenofovir rectal gel, HEC placebo 

rectal gel 

Ongoing / December 2012 

CONRAD 120 I 

  

June 2012 United States 

  

CONRAD 36 Women 

  

1% tenofovir vaginal ring Ongoing / December 2012 

CONRAD 118 I 

  

June 2012 United States 

  

CONRAD 54 Women 

  

1% tenofovir gel, Antifungal cream, 

Antimicrobial gel, Contraceptive ring 

Ongoing / June 2013 

CONRAD 117 I 

  

June 2012 United States 

  

CONRAD 48 Women 

  

TFV/FTC fast dissolve vaginal tablet, 

TFV-only fast dissolve vaginal tablet 

Ongoing / June 2013 

CONRAD 114 I 

  

March 2012 Dominican Republic, United 

States 

CONRAD 72 Women 

  

1% tenofovir gel, Depo-provera, 

Oral contraceptive 

Ongoing / March 2013 

IPM 026/MTN 013 I 

  

November 2011 United States 

  

IPM, MTN, NIAID, NIMH 48 Women 

  

4-week vaginal dapivirine ring, 4-

week vaginal dapivirine-maraviroc 

ring, 4-week vaginal maraviroc ring 

Ongoing / April 2013 

Sex Workers Study Other 

  

February 2010 India 

  

NIH, Population Council, USAID, Y.R. Gaitonde 

Centre for AIDS Research and Education (YRG 

CARE) 

267 Women 

  

HEC placebo vaginal gel Ongoing / February 2012 

MTN 003C Other June 2010 South Africa MTN, NIAID, NIMH 275 Women, Men N/A Ongoing / January 2013 

MTN 003B Other November 2009 Uganda, Zimbabwe Gilead, MTN, NIAID 518 Women Daily oral TDF/FTC, Oral TDF Ongoing / January 2013 

MTN 016 (EMBRACE) Other 

  

October 2010 South Africa, Uganda, United 

States, Zimbabwe 

MTN, NIH, CONRAD 800 Women 

  

N/A Ongoing / May 2013 

MTN 015 Other 

  

August 2008 Malawi, South Africa, Uganda, 

Zambia, Zimbabwe 

MTN, NIAID 500 Women 

  

N/A Ongoing / May 2013 

Visit www.avac.org/pxrd for planned and completed microbicide trials. 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg


Rectal Microbicides 

 Phase 1 safety, acceptability, PK/PD studies 

completed 

 RMP-01 (UC781) 

 RMP-02/MTN-006 (Tenofovir) 

 MTN-007 (Tenofovir) 

 Phase 2 study to start in Q3 2012 

 MTN-017 

 Rectal specific combination products in 

development 

 Tenofovir/maraviroc 

 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg




Intra-Muscular Antiretrovirals 

 Rilpivirine (NNRTI) 

 Licensed for treatment of HIV  

 IM nanosuspension 

 TMC278 LA 

 Potential for 1-3 month delivery 

 Phase 1 clinical trials in progress 

 Single dose PK/PD (London) 

 Multiple dose PK/PD (Pittsburgh) 

https://ssl.gspia.pitt.edu/ura/images/logo.jpg


Quel meilleur Kit pour les SW ? 

Preservatif + Prep 
PreP gel , IM, cp ? 
TasP + PreP ? 


