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Ce que I'on sait

Cohortes observationnelles
Meta-analyses : Attia, Baggaley
Modélisations
Expériences Test an Treat
1 etude randomisee (HPTN 052)



Efficacy of HIV Prevention Strategies
From Randomized Clinical Trials

Study Effect Size, % (95% CI)
TasP; HPTN 052, Africa, _ S mG 73.99
Asia, Americas Preservatif (Cochrane) R/
r or discordant couples; )
Partners PrEP, Uganda, Kenya . 73 (49-85)
PrEP for heterosexual men and u
women; TDF2, Botswana
Medical male circumcision:;
Orange Farm, Rakai, Kisumu = 54 (38-66)
PrEP for MSMs: iPrEX, Americas,
Thailand, South Africa 0 44 (15-63)
Sexually transmitted diseases
treatment; Mwanza, Tanzania . 42 (21-58)
Microbicide;
CAPRISA 004, South Africa 0 39 (6-60)
HIV vaccine;
RV144, Thailand B 31(1-51)
0 20 40 60 80 100
Efficacy (%)

Abdool Karim SS, et al. Lancet. 2011



HIV (hetero)sexual transmissibility
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Sexual transmission of HIV Attia et al.
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ORIGINAL ARTICLE

Heterosexual HIV-1 Infectiousness and Antiretroviral Use

Systematic Review of Prospective Studies of Discordant Couples

Rebecca F Baggaley,* Richard G. White,” T. Déirdre Hollingsworth,* and Marie-Claude Boily®

® 50 publications.

® Nine allowed comparison between ART and
non-ART users within studies (ART-stratified
studies).

® Incidence rates were 3.6/100 person-years
(95% confidence interval = 2.0-6.5) and 0.2/100
person-years (0.07-0.7) for non-ART- and ART-
using couples, respectively (P < 0.001),
constituting a

Epidemiology. 2013 Jan;24(1):110-21




NUMBER OF PATIENTS ACTIVE ON HAART
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Jonathan Mermin -High Impact Prevention in Practice

“Success’” in San Francisco

Community Viral Load, Haart and HIV Incidence
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Moupali D et al. (2010). PLOS One 5 (4): e11068



HPTN 052: Immediate vs Delayed ART
In Sero-discordant Couples

30
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10

HR = 96.3% reduction in
transmission

No difference whether index
pt was M or F

Immediate

Sero-Conversions

Cohen MS, et al. IAS 2011. Abst MOAX0102
Cohen MS, et al. N Engl J Med. 2011



CONFIDENTIAL — NOT FOR EXTERNAL USE

All Primary Clinical Events (N = 129)

17 subjects experienced >1 primary clinical event

00000 | 1immediate |  Delayed

Foor =129 I

Tuberculosis

Severe bacterial infection 16 11
Death

Chronic herpes simple ... et en p]us
Bacterial pneumonia

le traitement

(recurrent)

Oesophageal candidias précgce diminue
Cervical carcinoma |a morbldlté

Kaposi’s sarcoma
x Ewwlﬂﬂaﬁy &gﬁ@,mﬁ-related encephalopath , lymphoma, PCP, septicemia ®ecurrent)
N+har X 9 ) @gnsztejn, B et al. 6™ IAS Conf. MOAX0105.




Clinical Infectious Diseases Advance Access published April 5, 2013

MAJORARTICLE [GERFENNES

Results.  Relative to the status quo, the test-and-treat model resulted in a 34% reduction in new infections, 19%

reduction in deaths, and 39% reduction in new AIDS cases by 2023, However, these results are counterbalanced by a
near doubling of the prevalence of MDR (9.06% compared to 4.79%) in 2023, We also found that the eftects of in-
creasing testing and treatment were not complementary.

Conclusions. ~ Although test-and-freat generates substantial benefts, it will not eliminate the epidemic for MSM

in LAC. Moreover, these benefits are counterbalanced by large increases in MDR

Neera| Sood,’ Zachary WEgﬂEr,iﬁthrJEy'EI]Ehﬂ.ﬂ Emmanuel Drabo,’ and Raffaele Vardavas'

"Schaafier Center for Health Palicy and Economics, and *Titus Family Department of Pharmaceutical Economics and Policy, University of Southem
Califamia, Los Angales: *Pardee RAND Graduate Schaal, and RAND Comaration, Sama Monia, Califermia




Ce que I'on ne sait pas

Tasp chez les HSH ?

Charge virale VIH dissociee VIH ?
Doute sur la CV communautaire ?
Quelle acceptabilité dans les PVD ?
Scaling-up du TasP : comment payer ?
Poids des Pl et des Dg tardifs (50% HSH?)
Quid chez les couples « non stables » ?
Prévention combinée et cout-efficacité ?



Ce que I'on ne sait pas

Doute sur la CV communautaire ?



Personal View

Community viral load as a measure for assessment of HIV. (@)

treatment as prevention

1 - - ' '] l - =
William C Miller Kimberly A Powers, M Kumi Smich, Myron S Cohen

Published Online
March 25, 2013

hattpey ) de dhoi.org 10,101 6y
S1473-3099(12 F0314-6
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Figure 4: Populations with identical prevalence and community viral loads. but different potential for
ongoing transmission

(A Population one: viral loads between 2000 and 17 000 copies per mil: (B) population two: viral loads less than
L0 copies per mL in nine people and 100 300 copies per mL im one peson; (C) person from population twowith a
high viral load is in a monogamous relationship with a personwith HIY and viral suppression; (D) person from
population two with high viral load with several uninfected partners. O L=commumnity viral load




Ce que I'on ne sait pas

Tasp chez les HSH ?
Charge virale VIH dissociee VIH ?



CONCISE COMMUNICATION

Detection of HIV-1T RNA in seminal plasma samples
from treated patients with undetectable HIV-1 RNA
in blood plasma on a 2002-2011 survey

b.c.d b
F

& ® - o III . - — - FmoE
Sidonie Lambert-Niclot™™*, Roland Tubiana™“", Celine Beaudoux

Gilles Lefebvre®, Fabienne Eahy"“"", Manuela Bonmarchand’,
Michele Naouri®, Benoit Schubert®, Marc Dommergues®,

a. b, ab.c

Vincent Calvez™™, Philippe Flandre™”*, Catherine Poirot®®

and Anne-Genevieve Marcelin

a. b,.c

AIDS 2012, 26:971-975
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Fig. 1. Annual prevalence of men with discordant positive seminal HIV-1 viral load from 2002 to 2011, Columns represent
the chserved percentapes of men with positive seminal viral load among the men with blood HIVI-ENA vil load less than
40 copies’'ml tested each year. Bars represent the 95% confidence intervals.

POPLULLOTE STLHLLEA

hetemsexzal men witha stable female partner engaging in

asasted reproducton techm ques and did not re present the
whole male HIV-1-intected population, especally men

who have sex with men (M5M) with multiple partners.




MAJOR ARTICLE HIV/AIDS

Shedding of HIV and Human Herpesviruses in
the Semen of Effectively Treated HIV-1-Infected
Men Who Have Sex With Men

Sara Gianella,' Davey M. Smith,'? Milenka V. Vargas,' Susan J. Little,' Douglas D. Richman,"* Eric S. Daar,’ Michael
P. Dube,’ Fan Zhang,” Christina C. Ginocchio,’ Richard H. Haubrich,' Sheldon R. Morris," and the CCTG 592 Team

University of Califomia, San Diego, La Jolla, “Veterans Affairs San Diego Healthcare System, “Los Angeles Biomedical Research Institute at Harbor
UCLA Medical Center, Toance, and *University of Southem California, Keck School of Medicine, Los Angeles, Califomia; and *North Shore-LLJ Health
System, Lake Success, New York

HIV/AIDS « CID 2013:57 (1 August)




Table 1. Demographics and Bacterial Sexual Transmitted
Diseases

Characteristics

No. (%)
Participants 114
Age, y, mean (95% Cl) 44 (37-50)
Race/ethnicity 60
. 2
Caucasian 79 (70) }_}:
Black 30 (26) o 40
Other 5(4) 3
Time on ART, d, median (IQR) 882 (406-1725) | 20
HIV RNA <500 copies/mL 114 (100)
HIV RNA <50 copies/mL 100 (88) 0= : ol owws 1SS — =
>90% adherence to ART past month 99 (87) & G{x’* Qg}‘ Qgs*‘ a2 W
Q® S
CD4* cell counts/ul, mean (95% Cl) h80 (532628 S
Detectable HIV RNA in semen 11 (9.6)
HIV in semen, log,y copies/mL, median (range) 2.1(1.7-2.5

Conclusions.

Low-level HIV replication in blood and high-level seminal CMV shedding, but not presence of

asymptomatic STIs, is associated with seminal shedding of HIV in men receiving ART, conferring a potential risk
for HIV transmission.



« Le TasP Insultant pour les 7 millions de malades
qui manguent encore cruellement de traitements

antirétroviraux au sud avec moins de 250 CD4 »
Michel Kazatchkine



Scénarios pour une estimation des besoins en ARV
dans le traitement et la prévention de I’infection
par le VIH

Nombre de personnes éligibles a un HAART dans les pays a faibles et moyennes ressources

de 'AIDS 2012
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Economics of antiretroviral treatment vs. circumcision
for HIV prevention

Till Bamighausen™®, David E. Bloom?®, and Salal Humair™~"

*Department of Global Health and Population, Harvard School of Public Health, Boston, MA 02115; PAfrica Centre for Health and Population Studies,
University of KwaZulu Natal, 3935 Mtubatuba, KwaZulu Natal, South Africa; and “School of Science and Engineering, Lahore University of Management
Sciences, DHA Lahore 54792, Pakistan

PMAS Early Edition




Results: iIncremental cost-effectiveness

ICER

ratios

MMC (80%)
VS. baseline

ART (80%)

vS. baseline + MMC(80%)

TasP (80%)

vs. MMC (80%) and ART(80%)

N
N

ICER = incremental cost-effectiveness ratio, baseline = ART 50%, MMC

45%, TasP 0%

US$ per
infection
averted

1,096

7,765

14,894

USS$ per death
averted

5,198
5,741

16,180

Ve[




® « TasP* Is cost effective by commonly
used absolute benchmarks but it is far

less cost effective than circumecision
and ART. »

applied to South Africa



refusait, notamment par craintes de stigmatisation.

 Dans une cohorte du Kenya, 42% des hommes et
31% des femmes seropositifs ne veulent pas d'un
traitement antirétroviral dans le seul but de

protéger leur(s) partenaire(s) !

www.aids2012.org Washington D.C., USA, 22-27 July 2012



et Al 5. HIV-Positive partners
B pelseiesse A With >350 CD4 cells/ulL in
el Sscrodiscordant couples

Fepe i should be offered ART to
el reduce HIV transmission
—— to uninfected partners.
Strong recommendation, high quality



TasP : questions en suspens

Quelle reproductibilité dHPTN 052 en contextes differents ?
(HSH, couples « ouverts », sodomie, sex workers...etc)

Plaidoyer TasP nécessaire pour augmenter les engagements des
bailleurs ? ( quid de la question de traiter a 500 CD4, compeétitions
ou convergence des besoins ? )

« Déshabiller Pierre pour habiller Paul » (syndrome des victimes
de catastrophe aérienne)

Approche plus efficace pour vaincre les résistances des individus
au TasP ? Eviter la désinhibition ? Moins de « linkage of care »
avec le TasP ?

Quelle durée de l'effet TasP sur I'incidence ?

Quelles combinaisons d’outils de prevention sont les plus cout-
éfficace ?
Passage du benefice individuel au benéfice collectif ?
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