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> Efficacité de la PrEP
»Echecs de la PrEP

* Primo infections a VIH
* Diagnostic des séroconversions sous PrEP

> Le futur de la PrEP

* TAF vs TDF
* Les long acting
* Prévention des IST



Beaucoup de
PrEPeurs ?



La PrEP pour qui ??

Recommandations OMS 2016:

HSH
IVD

Prisons
Travailleur(se)s du sexe

Transgenres

Et toutes les personnes a risque d’acquisition du VIH




1.2 millions personnes ont une
indication a la PrtEP aux USA

12.6% ont eu une prescription en 2017

18.1% ont eu une prescription en 2018

3 fois plus d’hommes 20.8% que de femmes (6.6%)

Tranche d’age de 16-24 ans (11.4%) la moins utilisatrice de PrEP

NS Harris MMWR 2019 Dec 6;68(48):1117-1123
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PrEP implementation in Europe

M Nationally available (reimbursed)
I Ongoing pilot research project
[0 Generic PrEP available in healthcare settings (not fully reimbursed)

[0 Not formally implemented

Countries not
visible in the map

I Luxembourg
[ Malta
3 Lichtenstein

Figure 1. Status of PrEP implementation, Dublin Declaration monitoring in Europe and Central Asia,
September 2019 (n=53)

Hayes R. et al. Euro Surveill. 2019;24(41)



55.0 H(121)

W Using PrEP at least once
<@ Using PrEP first time

50.0 -

45.0 -
£40.0

35.0 - (1,150)
(3,500)

(1,500)
25.0 - (96)

30.0 -

Rate per100,000

20.0 A

: B,000)(6,000)
15.0 - x (757)

10.0

Figure 3. People using PrEP in the last 12 months, by rate per 100,000 adult population Dublin Declaration monitoring in Europe and Central
Asia, 2019 (n=20)

Hayes R. et al. Euro Surveill. 2019;24(41).
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FIGURE I. Nombre de personnes ayant initié un traitement par Truvada® ou générique pour une
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FIGURE Il. Nombre total d’utilisateurs d’une PrEP par Truvada® ou générique (initiation ou
renouvellement) en France entre le 1* janvier 2016 et le 30 Juin 2019, par semestre
PreP entre le 1* janvier 2016 et le 30 juin 2019, par mois

Hommes en grande majorité (97%), agés de 37 ans en moyenne, résidant (72%)
dans des communes appartenant a des unités urbaines de plus de 200 000 habitants

ANSM. 11/2019



Efficacité de la PrEP

La PrEP a montré son efficacité dans les différentes études cliniques
et les suivis de cohorte




“ ORIGINAL ARTICLE ” 1.0+
Preexposure Chemoprophylaxis for HIV 0.10-
Prevention in Men Who Have Sex with Men § 985 Placata
Robert M. Grant, M.D., M.P.H., Javier R. Lama, M.D., M.P.H., © 0.08
Peter L. Anderson, Pharm.D., Vanessa McMahan, B.S., Albert Y. Liu, M.D., M.P.H., '% 1
Lorena Vargas, Pedro Goicochea, M.Sc., Martin Casapfa, M.D., M.P.H., ;
Juan Vicente Guanira-Carranza, M.D., M.P.H., Maria E. Ramirez-Cardich, M.D., E 0.6 0.06
Orlando Montoya-Herrera, M.Sc., Telmo Fernandez, M.D., cs e
Valdilea G. Veloso, M.D., Ph.D., Susan P. Buchbinder, M.D., 'F
Suwat Chariyalertsak, M.D., Dr.P.H., Mauro Schechter, M.D., Ph.D., = i 0.04 ETC_TDF
Linda-Gail Bekker, M.B., Ch.B., Ph.D., Kenneth H. Mayer, M.D., -ﬁ
Esper Georges Kallds, M.D., Ph.D., K. Rivet Amico, Ph.D., Kathleen Mulligan, Ph.D., -g
Lane R. Bushman, B.Chem., Robert J. Hance, A.A., Carmela Ganoza, M.D., a 0.4 0.02]
Patricia Defechereux, Ph.D., Brian Postle, B.S., Furong Wang, M.D,, )
J. Jeff McConnell, M.A,, Jia-Hua Zheng, Ph.D., Jeanny Lee, B.S., ,Z_,

James F. Rooney, M.D., Howard S. Jaffe, M.D., Ana |. Martinez, R.Ph., L; e 0.00 - g . y . y y . ; . ,
David N. Burns, M.D., M.P.H., and David V. Glidden, Ph.D., for the iPrEx Study Team* £ 0 12 24 36 48 60 72 84 96 108 120 132
3

O 024
N Engl J Med. 2010.
P=0.005 —
00 — . : : ; : .
0 12 24 36 48 60 72 84 9 108 120 132
Weeks since Randomization
o No. at Risk
Placebo 1248 1194 1108 1005 852 647 546 444 370 258 137 60
FTC-TDF 1251 1188 1097 988 848 693 558 447 367 267 147 65

Réduction de 44% en ITT modifiée (IC 95% 15 a 63; P = 0.005)



Pre-exposure prophylaxis to prevent the acquisition of HIV-1 infection
(PROUD): effectiveness results from the pilot phase of a pragmatic open-
label randomised trial

Sheena McCormack, Prof, MSc,#°'t David T Dunn, Prof, PhD,>t Monica Desai, MPH,*® David | Dolling, MSc,?

Mitzy Gafos, PhD,? Richard Gilson, MD,*" Ann K Sullivan, MD ® Amanda Clarke, BM,® lain Reeves, MBChB,f
Gabriel Schembri, MBBS,8 Nicola Mackie, MD " Christine Bowman, BM,’ Charles J Lacey, Prof, MD i Vanessa Apea,

MPH .k Michael Brady, BM,! Julie Fox, MD,™ Stephen Taylor, PhD," Simone Antonucci, PhD,° Saye H Khoo, Prof,
MD,9 James Rooney, MD.P Anthony Nardone, PhD,? Martin Fisher, Prof, FRCP,* Alan McOwan, MBBS,°
Andrew N Phillips, Prof, PhD," Anne M Johnson, Prof, PhD," Brian Gazzard, Prof, MD,® and Owen N Gill, Prof, MBP

S Mc Cormack Lancet 2019

Essai PROUD

Réduction relative du risque d’acquisition du
VIH de 86% (IC 90% 64 a 96, p=0,0001)
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ORIGINAL ARTICLE

On-Demand Preexposure Prophylaxis
in Men at High Risk for HIV-1 Infection

J.-M. Molina, C. Capitant, B. Spire, G. Pialoux, L. Cotte, |. Charreau, C. Tremblay,
J.-M. Le Gall, E. Cua, A. Pasquet, F. Raffi, C. Pintado, C. Chidiac, J. Chas,

P. Charbonneau, C. Delaugerre, M. Suzan-Monti, B. Loze, J. Fonsart, G. Peytavin,
A. Cheret, J. Timsit, G. Girard, N. Lorente, M. Préau, J.F. Rooney, M.A. Wainberg,
D. Thompson, W. Rozenbaum, V. Doré, L. Marchand, M.-C. Simon, N. Etien,
J.-P. Aboulker, L. Meyer, and J.-F. Delfraissy, for the ANRS IPERGAY Study Group*

N EnglJ Med 2015

Essail IPERGay

Cumulative Probability of HIV-1
Seropositivity
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TDF-FTC

1.00+ 0.20
0904 018 P=0.002 by log-rank test
0.164
0.80 0.14-
0.70- 0.12+
0.60 0.104
U 0.084
0.50-  0.06-
040  0.04 TDF-FTC
0.02+4
0207 0.00 P e e o e e AR, IR NN E
0.20 0 2 4 6 8 10 12 14 16 18 20 22 24
0.10- i
0.00 '-1'_.-7_: T T T T T T T T |
0 2. 4 6 3 10 12 14 16 18 20. 22 24
Month
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Réduction de 86% (IC 95% 40 a 98; P = 0.002) dans le bras TDF/FTC




Table 1. Randomized Efficacy Trials of Oral Tenofovir Disoproxil Fumarate (TDF) or TDF/Emtricitabine Combination Therapy
for Preexposure Prophylaxis®

Population and

HIV Incidence, %

Relative Reduction (vs Placebo)
in HIV Incidence, Intent-to-Treat
Analysis, % (95% CI)

Population
Adherence

Trial Setting Study Design TDF TDF/Emtricitabine®  Placebo TDF TDF/Emtricitabine®  Estimate, %¢
VOICE,*® 2015 3019 Women 1:1:1 Randomization 6.0 4.3 4.2 -49 =4 29
(South Africa, to daily oral TDF, (-129to 3) (-49 to 27)
Uganda, and TDF/emtricitabine,
Zimbabwe) or placebo
FEM-PrEP,2° 2129 Women 1:1 Randomization NA 4.7 4.8 NA 6 37
2012 (Kenya, South to daily oral (-52 to 41)
Africa, and TDF/emtricitabine
Tanzania) or placebo
iPrEx,** 2010 2499 MSM and 1:1 Randomization NA 25 37 NA 44 50
transgender women  to daily oral (15 to 63)
(United States, TDF/emtricitabine
Peru, Ecuador, or placebo
Brazil, Thailand,
and South Africa)
Bangkok 2413 Injectiondrug  1:1 Randomization 0.5 NA 0.9 49 NA 67
Tenofovir users (Thailand) to oral TDF or placebo (10to 72)
Study,'” 2013
TDF2 Study,'® 1219 Heterosexual  1:1 Randomization NA 1.2 34 NA 62 79
2012 men and women to daily oral (22 to 83)
(Botswana) TDF/emtricitabine
or placebo
Partners PrEP 4747 Heterosexuals 1:1:1 Randomization 0.7 0.5 2.0 67 75 81
Study,'22012 (2877 men and to daily oral TDF, (44 to 81) (55 to 87)
1857 women) in TDF/emtricitabine,
HIV-serodiscordant  or placebo
couples (Kenya
and Uganda)
IPERGAY, '8 400 MSM (France 1:1 Randomization NA 1.0 6.8 NA 86 86
2015 and Canada) to TDF/emtricitabine (39 to 99)
or placebo, used “on
demand” (4 pericoital
tablets used over 3 d)
PROUD, '3 545 MSMin 13 1:1 Randomization NA Immediate: 1.3 NA NA 86 100
2016 sexual health clinics to immediate vs 12-mo Deferred: 9.0 (58 to 96)¢

(England)

deferred daily oral
TDF/emtricitabine

J. Ridell et al JAMA 2018



Efficacité de la PrEP

La PrEP permet elle le contrdle de I'épidémie de
I"infection par le VIH ?




Le nombre de nouvelles infections par le VIH et le nombre des déces liés au
SIDA est en diminution depuis 20 ans

Fig. 1.13a. HIV diagnoses, by year of diagnosis and transmission mode, adjusted for reporting delay and missing

2 0 1 6 2 0 2 0 transmission imputed, EU/EEA, 2010-2019
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Note: data from 24 EU/EEA countries included. HIV diagnoses reported by Iceland, Ireland, Malta and Poland excluded due to incomplete reporting on transmission
mode during some years of the period; diagnoses reported by Belgium, Italy and Spain excluded due to incomplete reporting during a portion of the period.

Source: Données ONUSIDA 2021 OMS région Europe/ECDC données 2019




Grand Est

Nouveaux 2017 | 2019
diagnostics

Grand Est 316 | 248

France 6400 | 4554
Metropolitaine

BSP VIH/IST juillet 2019 et décembre 2020

Figure 5 : Evolution annuelle du nombre de découvertes de séropositivité au VIH par million d’habitants en Grand Est, en France
métropolitaine hors lle-de-France et en lle-de-France, 2010-2018
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Le revers de la médaille.....

Les Infections Sexuellement Transmises (IST)
tendent a augmenter.




Trends in STIs, PrEP and Treatment
Uptake among MSM

PrEP use in past 6 2% 2% 2% 7% 24%
months
Any STl in past 12 17% 18% 20% 23% 31%
months

Decrease in condom use coincided with an increase in STls but a
reduction in new HIV diagnoses in MSM by 16% in Victoria and 11% in
NSW

HIV+ with VL 77% 84% 88% 89% 94%
undetectable

- 15% 16% 15% 13% 14%

Holt M. et al. Lancet HIV 2018-Courtesy JM Molina



Figure 6. Evolution du nombre de gonococcies selon 'orientation sexuelle, rése

Figure 4. Evolution du nombre de cas de syphilis récente selon I'orientation sexuelle,
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Le nombre de diagnostics d’infection a Chlamydia trachomatis a augmenté entre 2017 et 2019 de 29% :

- femmes de 15 a 24 ans (+41% )
- Hommes (+38%), de 15 a 29 ans (+ 45%)

BSP VIH/IST décembre 2020



Echecs de la PrEP

Savoir diagnostiquer une séroconversion VIH chez les
usagers de PrEP
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Primo-infection

Acute infection phase Early chronic infection phase
| 1
Fiebig stages
I v A\ Vi
Lo | Viral RNA* (PCR) i
3; 5 i E : p24+ (ELISA) :
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Days following HIV-1 transmission
----- sous PrEP:
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Pic de la charge virale retardé et valeur moins importante que dans les primo infections sans PrEP
Retard dans le délai d’apparition des stades de Fiebig et de la séroconversion

Adapted from McMichael AJ et al. Nature Review Immunology 2010 and Ambrosioni J Lancet HIV 2020



Courtesy JM Molina

Gestion d’un Test ELISA Positifs sous PrEP

JO Test ELISA et ARN VIH & arrét PrEP
J3 ELISA JO - ELISA JO + ELISA JO - ELISAJO +
ARN VIH JO - ARN VIH JO + ARN VIH JO + ARN VIH JO —
Initiation ARV Initiation ARV siarn > foo Dosage TFV /FTC
28 $83 23 23
@ LE e oy @
J5-7 ELISA J3 - ELISAJ3 + ELISAJ3 + ELISAJ3 +
ARN VIH J3 - ARN VIH J3 + ARN VIH J3 + ARN VIH J3 -
Reprise PrEP Initiation ARV Dosage TFV /FTC
Bos is
$3%2 3
o o
Poursuivre max J30 jusqu'a ARN +
J10 ELISA J5 + ELISA Jx + ELISA Jx +
- ARNVIHJ5+ ARNVIH Jx+ ARN VIH Jx -
J30 lhitiation ARV Faux +

RQ : 1) ELISA +, compléter par un WB;



Résistances

B
Eclipse phase Fiebig stages of primary HIV infection
m v

HIV-RNA (nuclear acid test)
p24 antigen (fourth generation)

IgM positive (third generation), negative western blot

Indeterminate western blot

—— Positive western blot (p31 negative)

Scenario 2: In setting of ongoing
high levels of adherence to PrEP,
acquisition of HIV is extremely rare. :
Breakthrough HIV infections are A : .

HIV-RNA

Lower viral load peak
P ) . v : i and set point than in
primarily associated with exposure . : ! patients not taking

to a PrEP-resistant strain of HIV. ! PrEP

T T T T T
T 10 20 30 40 50 Days following acquisition of HIV-1

>
Scenario 3: Acquisition of HIV Delayed time to reach Fiebig stages
can occur in settings of poor and to complete seroconversion
adherence to PrEP. In this Acquisition
scenario, drug resistance is of HIV

uncommon.
Scenario 1: When PrEP is initiated

in the setting of undiagnosed
HIV infection, resistance mutations
can develop rapidly.

Figure 1: Fiebig stages in PrEP users and non-PrEP users with primary HIV infection

(A) Fiebig stages for primary HIV infection in non-PrEP users. (B) Fiebig stages and scenarios for primary HIV infection in PrEP users. Clinical presentation, viral load at
peak, set point, and seroconversion period might be modified according to different scenarios (eg, level of PrEP adherence or PrEP initiation in an undiagnosed
primary HIV infection). Seroconversion period might be delayed by several weeks. PrEP=pre-exposure prophylaxis.

J Ambrosioni Lancet HIV 2020



Total PrEP users in published
randomised controlled trials:
6788 participants

v

Total seroconverters:
209 participants (3-1%)

v

v

at initiation of PrEP:

Seroconverters who were infected Seroconverters who became

infected after initiation of PrEP:
24 participants (11.5%) 185 participants (88.5%)

!

v

Seroconverters who acquired Seroconverters who acquired
PrEP-related mutations: PrEP-related mutations:
11 participants (45-8%) 9 participants (4-9%)

9%¢

9%

-

22%

82% 78%

[ Emtricitabine [ Tenofovir disoproxil fumarate [ Both

Figure 2: Seroconverters and resistance development reported in major

published randomised controlled trials on PrEP

Overall data are from major published randomised controlled trials on PrEP:
IPrEx, PARTNER, TDF2, PROUD, FEM-PrEP, VOICE, HPTN067, and IPERGAY (see

table 3). PrEP=pre-exposure prophylaxis.

Resistance development risk

Much lower risk of development of resistance when HIV
infection is acquired after PrEP initiation

Near 50% of cases if PrEP initiated in Fiebig | stage PHI

1/5 cases of resistance development will involve
FTC/3TC and TDF/TAF

PCR to exclude Fiebig | infections before PrEP
initiation?7??

28
Ambrosioni et al. Lancet HIV 2021



Le futur de la PrEP



ecommandations HAS

H ‘ s S Communiqués Dossiers de presse
)

() ECOUTER

[.] AJOUTER A MA SELECTION 5 . .
La HAS favorable a la prescription de la
hocompagner lesmedecinsdans PP e ville pendant I'urgence sanitaire

la prescription de la PrEP

: . COMMUNIQUE DE PRESSE - Mis en ligne le 28 avr. 2021
Voir aussi

28 avril 2021

La premiére prescription de la prophylaxie pré-exposition au VIH (PrEP) était jusqu'a présent ef-
fectuée uniquement par un médecin expérimenté au sein des hopitaux, ou des Centres gratuits
d'information, de dépistage et de diagnostic (CeGIDD)La crise sanitaire et ses conséquences
constituant un frein aux consultations dans ces lieux, la HAS recommande aujourd'hui la possibi-
lité de primo-prescription et de suivi des patients ayant recours a la PrEP par tout médecin, no-

dans cette démarche.

La crise sanitaire que nous traversons, avec les confinements, la fermeture des CeGIDD et la sur-
charge des services hospitaliers quelle a occasionnée, a entrainé des retards de dépistage, une di-
minution des instaurations de la PrEP et fragilisé le suivi des personnes exposées au VIH.

La PrEP est un traitement préventif trés efficace contre la transmission du VIH lors des rapports
sexuels. Elle repose sur la prise dun médicament par une personne non infectée par le VIH ayant

Aac ~randiiitac A ricAnia A'infartinn Ella cincrrit Aanc |a ctratdnia Aa nrdavantinn A \/IL Anii rannaca




TAF Essai Discover

A IRR

Non-inferiority margin
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Favours F/TAF Favours F/TDF
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22 infections VIH, 7 sous TAF, 15 sous TDF
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F/TAF (n=2670) F/TDF (n=2665)
7 infections per 15 infections per
4370 person-years 4386 person-years

“igure 2: HIV IRR and incidence on F/TAF versus F/TDF at the primary efficacy
wnalysis

RR (F/TAF divided by F/TDF) of HIV (A) and incidence of HIV per 100 person-
rears (B) in the F/TAF and F/TDF groups. The primary efficacy analysis was done
vhen participants had completed a minimum follow-up of 48 weeks and at
east 50% of participants had completed 96 weeks of follow-up. Error bars
‘epresent 95% Cls. IRR=incidence rate ratio. F/TAF=emtricitabine and tenofovir
ilafenamide. F/TDF=emtricitabine and tenofovir disoproxil fumarate.

KH Mayer Lancet 2020



DISCOVER Open-Label Wk 48:
Switch From FTC/TDF to FTC/TAF for PrEP

= Randomized, double-blinded, noninferiority phase Ill study with optional open-label phase

Double-Blinded Phase Open-Label Phase

Wk 48 Wk 96 Open-Label Wk 48
MSM or TGW age 218 yr, HIV and

HBV negative, >2 episodes of
12 wk or rectal gonorrhea/
chlamydia or syphilis in past
(N = 5387)

At previous primary analysis (blinded phase), FTC/TAF was noninferior to FTC/TDF in preventing
HIV infection at Wk 48 and Wk 96 and had better safety outcomes'-?

 Current analysis presents efficacy, safety outcomes for open-label phase3

g€o

1. Mayer. Lancet. 2020;396:239. 2. Ogbuagu. CROI 2020. Abstr 92. 3. Spinner. IAS 2021. Abstr OALC0501. Slide credit: clinicaloptions.com
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DISCOVER: HIV Incidence Through Open-Label
Wk 48

» Switch to FTC/TAF associated with low HIV infection rate

Baseline to Wk 48 Baseline to Wk 96 OL Day 1 to OL Wk 48
_ 0.34
O 0.6 15 infections/4386 PY 0.30
X .
LN 15 infections/5052 PY
2 0.5
>
g 0.4 0.16 0.16 0.09
*7 | 7 infecti 4370 PY : 2 infections/2139 PY
E infections/ 8 infections/5029 PY / 0.05
£ 03 1 infections/2152 PY
&
¥ 0.2
c
N
5 0.1
L L
> s 2§ 2 HEs . B | =
I FTC/TAF FTC/TDF FTC/TAF FTC/TDF Continueon  Switch to
(n=2670) (n=2665) (n=2670) (n=2665) FTC/TAF FTC/TAF
(n=2070) (n=2115) e

Spinner. IAS 2021. Abstr OALC0501. Reproduced with permission. Slide credit: clinicaloptions.com
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DISCOVER Open-Label Phase: Changes in

Metabolic Indicators, Renal Biomarkers From
Baseline to Wk 48

* Prior to switch, participants receiving FTC/TDF had significantly lower eGFR, HDL, LDL, and weight and numerically
lower bone mineral density in hip and spine vs those who received FTC/TAF

. Continue Switch to
g’;i:'l?:eﬁ:mrg on FTC/TAF | FTC/TAF
(n = 2070) (n = 2115)
Bone mineral (n=111) (n=106)
density, %
= Hip 0.20 0.86 .03
= Spine -0.06 1.18 .0012
Renal function
= eGFR, mL/min -2.8 0.3 <.0001
= 32M:Cr, % -7.3 -30.8 <.0001
= RBP:Cr, % -9.9 -26.8 <.0001

Median A From OL

Baseline to Wk 48

Continue
on FTC/TAF
(n=2070)

Switch to
FTC/TAF
(n = 2115)

P
Value

Fasting lipids, mg/dL
= Total cholesterol 9 22 <.01
= | DL 7 13 <.01
= HDL 0 3 <.01
= Triglycerides 8 16 <.01
Fasting glucose, mg/dL 2 1 0.86
Weight, kg 1.2 2.0 <.01

* Switch to TAF associated with improvements in renal function and BMD and lipid increases

Spinner. IAS 2021. Abstr OALC0501.

Slide credit: clinicaloptions.com
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Long acting



Cabotegravir

Etude randomisée, double aveugle, de non infériorité (153 sem de suivi)
- Cabotegravir (integrase strand-transfer inhibitor [INSTI]) 600 mg IM/ 8 sem
- TDF/FTC oral x 1/j

Analyse ITT (n=4566 participants randomisés dont 12.5%

trans genres) 0979 Hazard ratio, 0.34 (95% Cl, 0.18-0.62)
i & 1 LAt . | P<0.001
Stop essai apres analyse intermédiaire en raison de la Bo8 TDF-FTC
supériorité du CAB-LA sur TDF/FTC : 0.05
0.04

Incidence VIH : 52 participants: 0.03+

13 dans le groupe cabotegravir (incidence, 0.41/100 PA) 002 ‘
39 dans le groupe TDF/FTC (incidence, 1.22/100 PA) 0.014 . i

____________________

o ot - - d

O 9 17 25 33 41 49 57 65 73 81 89 97 105 113 121 129 137 145 153 161
AE:

- 81.4% des participants du groupe cabotegravir

- 31.3% groupe TDF/FTC.

Landovitz N Engl J Med 2021



Protocol 016 Oral Islatravir Once Monthly for
PrEP: Wk 24 Safety and Pharmacokinetics
Analysis

e Multicenter, randomized, double-blind, placebo-controlled phase lla trial:
67% female, 53% White, 42% Black, median age 31 yr

Stratified by male vs female sex

and region (Africa vs non-Africa) Blin(;/le”é f'(‘ll:rapy Wk 36" Wk 68
HIV-1 l ISL 60 mg PO QM _
seronegative (n = 97) —— Unblinded

adults 18-65 yr extended PK

risk of HIV follow-up
acquisition -

*Sponsor unblinded at Wk 24 to allow for interim evaluation of safety. Participants and investigators remain blinded to Wk 36.
TAfter Wk 36, participants in PBMC/PK Bridging Subset randomized to receive ISL have an additional 32-wk unblinded PK follow-up.

= Primary endpoints: safety/tolerability, pharmacokinetics of ISL-TP (active form of ISL)

= Exploratory endpoints: pharmacokinetics in PBMCs, pharmacokinetics in tissue, hormonal

drug-drug interactions
e

Hillier. IAS 2021. Abstr OALCO1LBO3. Slide credit: clinicaloptions.com
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Protocol 016: Wk 24 Adverse Events

e 73.5% of AEs were mild

e 2 discontinuations® due to AEs
considered drug-related

* Mild foreign body sensation in throat
* Moderate rash and pruritis

1 participant™ had 2 serious AEs;
neither considered drug-related

*Treatment assignment not identified to avoid unblinding
individual participants.

Hillier. IAS 2021. Abstr OALCO1LBO03.

100

80

(o))
o

S
o

Participants (%)

N
o

Adverse Events by Islatravir Dose

M ISL 60 mg
M ISL120 mg
B Placebo

Any AE Drug-related AE Grade 3-5 AE

g€o

Slide credit: clinicaloptions.com
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Protocol 016: Wk 24 Islatravir Pharmacokinetics

10t
100.5
10°
10—0.5
101
101s
102
10t
1005
10°
1005
10t
10°%°
102

ISL-TP Concentration (pmol/10¢ PBMC cells)

Islatravir Trough Concentrations in PBMCs

PK threshold: 0.05 pmol/10° PBMCs

PK threshold: 0.05 pmol/10% PBMCs

N =15 N=8
4 wk after 4 wk after
first dose last (6%) dose

Hillier. IAS 2021. Abstr OALCO1LBO03.

ISL 60mg QM

N=8

8 wk after
last (6%) dose

* Trough concentrations of ISL-TP (active
form of ISL) remained above
prespecified PK threshold for HIV-1
prevention for at least 8 wk following
last dose

RCO|

Slide credit: clinicaloptions.com
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Etude Impower

Oral Islatravir (MK-8591) Once-Monthly as Preexposure

Prophylaxis (PrEP) in Men and Transgender Women Who Have Sex
With Men and Are at High Risk for HIV-1 Infection (MK-8591-024)

(Impower-024)

Randomisée, double aveugle double placebo, multicentrique

Islatravir oral x1/mois + placebo x1/]
1500 participants /

Hommes TDF/FTC oral x1/j + placebo x 1/mois

Femmes transgenres
A haut risque d’acquisition VIH

TAF/FTC oral x1/j + placebo x 1/mois

Mars 2021-Septembre 2024




Lenacapavir: Etude Purpose

The primary objective for the Incidence Phase of this study is to estimate the HIV background incidence rate. The primary objective of the Randomized Phase of this study is to evaluate the efficacy of
lenacapavir for HIV pre-exposure prophylaxis (PrEP) in cisgender men (CGM), transgender women (TGW), transgender men (TGM), and gender nonbinary people (GNB) > 16 years of age who have
condomless receptive anal sex with partners assigned male at birth and are at risk for HIV infection.

Condition or di (1] Intervention/treatment @ Phase ©
Pre-Exposure Prophylaxis of HIV Infection Drug: Oral Lenacapavir (LEN) Phase 3
Drug: F/TDF

Drug: Sub-cutaneous (SC) Lenacapavir (LEN)
Drug: Placebo SC LEN

Drug: PTM F/TDF

Drug: PTM Oral LEN

Study Design Goto [ v ]

Interventional (Clinical Trial)
3000 participants
Allocation: Randomized

Intervention Model: Parallel Assignment
Masking: Double (Participant, Investigator)
Primary Purpose: Treatment
Official Title: A Phase 3, Double-Blind, Multicenter, Randomized Study to Evaluate the Efficacy and Safety of Subcutaneous Twice Yearly Long-Acting Lenacapavir for HIV Pre-

Exposure Prophylaxis in Cisgender Men, Transgender Women, Transgender Men, and Gender Non-binary People > 16 Years of Age Who Have Sex With Partners
Assigned Male at Birth and Are at Risk for HIV Infection
June 28, 2021
Estimated Primary Completion Date @ : January 2024

Estimated Study Completion Date @ :  April 2027




Les femmes sont également
concernées



Etudes phase 3 randomisées double aveugle, placebo contréle en Afrique du Sud et de I'Ouest
Anneau vaginal contenant 25 mg de Dapivirine (NNRTI) auto inséré x 1/ mois
Suivi de plus de 24 mois. Objectif principal: séro conversion VIH

1.0+

WHO recommends the

N dapivirine vaginal ring as i

S a new choice for HIV o

EEE: prevention for women at NN

REREN  substantial risk of HIV GRS
s infection (01/2021) e

Dapivirine (95% Cl, 0.49 to 0.99;P=0.04) Dapivirine (hazard ratio, 0.69; 95% C,| 1 to 46;P=0.046)



Futur de la PrEP
Prévention des IST



ipergay
ANRS

Intervention Préventive

de ’Exposition aux Risques

avec et pour les Gays

www.ipergay.fr

Randomized Open-Label Trial

On Demand PEP with Doxycycline
(200 mg, 24h after sex)

* HIV-negative high risk MSM N=116
*Enrolled in the ANRS IPERGAY Open-label

extension study
*No contra-indication to Doxy

* < 6 pills/week to limit AB exposure: Use of a median of 6.8 pills/month per pt

= Visits: Baseline and every 2 months with serologic assays for HIV and syphilis and PCR assays for CT and NG
in urine samples, anal and throat swabs

Courtesy JM Molina Molina et al Lancet ID 2018



ipergay
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Summary of Doxycycline PEP

= Doxycycline PEP reduced the overall incidence of bacterial STls by 47% in MSM on
PrEP (8.7 months of FU)

» No effect on Gonorrhea but strong reduction (70-73%) in Chlamydia and Syphilis
incidence

= Acceptable safety profile with mild/moderate Gl AEs

= Analysis of antibiotic resistance very limited

= [mpact on human microbiome not assessed

= Long-term benefit of PEP remains largely unknown

Antibiotic prophylaxis for STls NOT recommended

Additional studies to be conducted to assess benefit/risk ratio

Courtesy JM Molina Molina et al Lancet ID 2018



Essai Doxyvac

* Cohorte Prévenir
* PEP de doxycycline en prévention Syphilis et Chlamydia

* \Vaccin méningo B (Bexsero®) en prévention gonocoque
(parenté antigénique)

* Etude randomisée en ouvert
* 4 groupes:
@ PrEP + placebo
@ PreP + doxycycline (200mg post exposition)

(3 PrEP + Bexsero®
@ PrEP + Bexsero®+ doxycycline



Multiples possibilités dans le
futur

Clinically-used long-acting technologies Experimental technologies in development

Gastric-residence devices
demonstrate up to once-
weekly oral administration
in preclinical species

Several implant
technologies but up to
five years exposure
demonstrated in humans

Microarray patches have
demonstrated up to once-
weekly dermal delivery in
preclinical species

Injectables include many
technologies and have
demonstrated up to twice-
yearly delivery in humans

Fig. 1. Examples of long-acting and extended-release drug delivery technologies in preclinical and clinical development for the treatment and prevention of human deficiency
virus (HIV) infection.

C Flexner International Journal of Antimicrobial Agents 2021



Conclusion

 La PrEP réduit le risque d’acquisition du VIH dans les populations a
risque

* On observe dans les mémes populations une augmentation des IST
* La PrEP doit s"accompagner d’'un counselling médical et paramédical

avec consultations/3 mois pour le dépistage VIH et IST ainsi que le
controle de 'adhérence.

* La constitution de cohortes d’usagers de la PrEP permet une

harmonisation des pratiques de |la PrEP, un suivi épidémiologique des
IST et du VIH, et I'institution d’études cliniques.



Les Défis de la PrEP

* Information large du public pour sensibiliser les
personnes les plus a risque d’acquisition du VIH.

* Convaincre certains acteurs de santé qui restent encore
sceptiques.

e Stigmatisation des usagers de la PrEP.

*Cout de la PrEP.
e Le futur: les molécules longue durée d’action



