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Clause de nofiesponsabilite

ACE PROGRAMME N'EST PAS DESTINE AUX PROFESSIONNELS D
SANTE QUI EXERCENT, SONT AUTORISES A EXERCER OU RESII
AUX ETAFBNIS, DANS SES TERRITOIRES OU A PORTO RICO.

ACes informations sont fournies aux professionnels de santé médicale
et représentent des opinions des communicants, pas necessairement
les représentants de MSD, ou de ses filiales.

AAvant de prescrire un produit, veuillez consulter les informations de
prescription locales disponibles aupres des fournisseurs ou des
fabricants.

ALes informations de prescription complétes sont disponibles a la
demande.
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Introduction




Alﬁe\'/l'lrﬁitement AntRetroviral(TAR) a révolutionné le pronostic vital des
Y

ALes principales cibles de ce TRT:
ATranscriptase inverse: +++ —
A Inhibiteurs nucléo(s) (t)ques= INTI
A Inhibiteurs non nucléosidiques = INNF— disponibles en Algérie
AProtéase

Alntégrase —

AAutres : ) o
ALYF,()\Q)\GSdZNIa IEQSV'-Fdzé)\21[Z AVKAOAUGSdZINE R
Al YGAO2NLIA Y2y20ft 2y dzZEX®

AThérapie en pleine progression

AAutres défis:vieillir avec le VIH, confort de vie, troubles métaboliques,
PrEE t 9t X



Infection Post-integration latency in HIV reservoirs
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Jade Ghosn, Babafemi Taiwo, Soraya Seedat, Brigitte AURSEIMIHiSe Katlama. HIV. Lancet 2018; 392: 685i 97




Receptor

binding and
entry
Attachment
inhibitors
coreceptor

antagonists

2007 Maraviroc
2018 Ibalizumab-uiyk
2020 Fostemsavir

inhibitors

2003 Enfuvirtide

Reverse
transcriptase
inhibitors

NRTIs | 1987 Zidovudine (AZT)
1991 Didanosine
1992 Zalcitabine
1994 Stavudine

1995 Lamivudine

1998 Abacavir

2001 Tenofovir (TDF, TAF)
2003 Emtricitabine

1996 Nevirapine
1997 Delavirdine

1998 Efavirenz
2008 Etravirine
2011 Rilpivirine
018 Doraviring

Trends in Pharmacological Sciences, January 2022, Vol. 43, No. 1

Protease inhibitors

1995 Saquinavir
1996 Ritonavir
1996 Indinavir
1997 Nelfinavir

2000 Lopinavir (/r)
2003 Atazanavir (/r, /c)
2003 Fosamprenavir
2005 Tipranavir (/r)
2006 Darunavir (/r, /c)

’
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gp120- and
@ e budding
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Reverse &Z Z Gag

transcription
Gag-Pol
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Integration

Integrase inhibitors

2007 Raltegravir
2012 Elvitegravir (/c)
2013 Dolutegravir
2018 Bictegravir
2021 Cabotegravir

Approved antiretroviral drugs and HIV
replication cycle

Trends in Pharmacological Sciences

Autres:

Inhibiteur de la capside

Nom Posologie
»  SUNLENCA -
L | Lenecapavir 927 mg 1x/6 mois

-3 4

La couverture par ARV dépend:
Consensus ou guidelines
Disponibilite des ARV localement
Leur coat

[ QSUSYRdzZS RS f QS
Proximité des structures de soins
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2" N ey Doravirine

Il INTI d’utilisation courante en France en 2020
B INNTI d'utilisation courante en France en 2020
B |P d'utilisation courante en France en 2020 Tenofovir alafénamide
I NI d'utilisation courante en France en 2020

B Inhibiteurs d’entrée (inhibiteur de fusion et anti-CCR5)
I Ancien INTI, plus utilisé en France

mm Ancien IP, plus utilisé en France 2" Gen

Dolutegravir

Maraviroc, raltegravir, darunavir
Tipranavir
Enfuvirtide, fosamprenavir, atazanavir
Emtricitabine
Ténofovir disoproxil fumarate
Lopinavir
ir, amprénavir

1St Gen  =— Newrapme elfinavir
q Del rdine
Stavudine, lamivu - Inavir
Zidovudine
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Que faire

e Dépistage du VIH

* Prévention reposant sur les
antirétroviraux

: o CLINIQUE
* Soins généraux de l'infection a VIH
* Quand commencer ?

* Avec quoi commencer ?

e Comment faire le suivi ? (réponse
au traitement et toxicité)

e Quand faire un changement ?
* Changer pour quoi ?
* Co-infections et comorbidités Y,

Comment décider de que faire, ou et comment

e Critéres servant de base au processus décisionnaire
(impact, aspects éthiques, colt/efficacité)

* Cadres et outils du processus décisionnaire

¢ Orientations en matiére de suivi et d'évaluation /

Comment le faire

® Observance du traitement
antirétroviral

* Rétention dans les soins

OPERATIONNEL

de services
® Ressources humaines
* Services de laboratoire et

PROGRAMMATIQUE de diagnostic

* Gestion des achats des
médicaments et des produits
de diagnostic

* Modéles innovants de prestation

_/

Suivi et evaluation

e Suivi des implications des nouvelles recommandations

e Suivi des produits et des résultats de |'élargissement de l'accés

aux TAR

e Autres considérations pour le suivi (résistance du VIH
aux médicaments et aux ARV, surveillance de la toxicité

médicamenteuse)
* Renforcer les systéemes de suivi et d'évaluation

/

OMS- 2013



Objectifs du traitement anti rétroviral (TAR):
w {dzZLILINB&&aA2yY YIEAYI S S RdzNY ¢
W WSAaUldzZNBENJ S LINBASNIISNI 1 T2y

W WSRAZANB fF Y2NDBDARAUS | 842 0ASS
w ralongerla durée et la qualité de la survie

w t NBOSYANI £ OGON}YyavYAaarzy Rdz 2

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With HIV
NIH Office of AIDS Research Advisory Council (OARASY a jour 2024
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Inégalité dans la disponibilité des TAF&servoir viral non controlé
(Objectif 9690-90)

Résistanceaux ARV:
Comment les mettre en évidence?
Quelles alternatives disponibles?
Quels progres thérapeutiques?....

Tolerance:
$3IS X
Tolerance au long terme



En Algérie

Guide national (2023):

@)
1. Criteres retenus pour le choix des ARV
1.1. Criteres liés a la molécule ARV

PRISE EN CHARGE THERAPEUTIQUE - une puissance intrinseque maximale¥’
ET DES INFECTIONS OPPORTUNISTES - une barriére génétique élevée
DE L'ADULTE ET DE L'ENFANT . ’
- un bon profil de tolérance v
un risque d’interactions médicamenteuses moindrey”
une facilité de prise
un prix abordable

GUIDE NATIONAL

@; Organisation
% mondiale de la Santé
Algérie




Potency
(Log change in VL with monotherapy)

Reésistances = inévitables

3log A

2log -

—
o
(@]

G WO

e 6

AFaible barriére génétique %
gene de mutation

ABarriére génétique moyenne 2
a 3 genes de mutations

AForte barriére génétique = 3
genes de mutation

1

2 3
Genetic barrier to resistance

(approximate no. of mutations needed to fail)

Tang & Shafer, publisher and licensee Springer International Publishing AG. Drugs 2012;



RT inhibitors (NRTIs and NNRTIs)
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Résistances connues 2022

Trends in Pharmacological Sciences




Prevalence of mutation site (%)

Genes de résistance

90.0
80.0
70.0
60.0
50.0
40.0
30.0
20.0
10.0

S
o

84.5
18.9
101 80 67 63 59 59
T T . T - T - T - T - I - ]
F Sy § s
5 & N DO O
SRS R S A IO

Type of mutation site for NRTI (n = 238)
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M. Chen, M. Wu, L. Zeng et al. Journal of Global Antimicrobial Resistance 32 (2023) 9



|dentification of integrase
inhibitor-related

drug resistance mutationsn
newly diagnosed ARaive
HIV patients (China)
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Numbers of cases exhibiting differing levels of resistance to INSTIs
Microbial Pathogenesis 181 (2023) 106217



DoravirinePhase 3 Resistance Analysis (Week 9r/)

PDVF (N=8): DRIVE FORWARD: 2[388+NRTI (FTC/TDF or ABC/3TORWE AHEADB!364 DOR/NRTI (3TC/TD

NNRTI SusceptibilityPhenosensg NRTI SusceptibilityRhenosensg
Fold Change iRotency? Fold Change iRotency

Substitutions Subtype DOR EFV ETR RPV 3TC FTC TDF
V1061/H221Y/F227/81184\ B >96 1.7 15 1.2 >100 >57 bS
A98G/F227(1184V B >93 9.0 2.8 3.8 >75 >61 53
A98G/V1061/H221Y/F22701184V B >110 19 7.9 10 >116 >90 S
V106A/P225H/Y318K65R B >210 4.8 0.7 1.0 12 7.7 1.6
V1061/F227C B >105 2.5 4.0 3.4 S(3.1 S(28) S
V106M/F227@V184V/K65R C >08 11 0.6 0.4 76 76 0.4
Y188IM184V AE >181 >120 3.4 11 >103 >83 S
V106A/P225HM 184" B >05 1.5 0.5 0.4 109.2 54.2 0.36

"PDVF from DRIVE FORWARD (n=2); PDVF from DRIVE AHERDIdrfe6}c NNRTI substitutions; Regular fotiRTI substitution.
- indicates substitution is susceptible to NNRTI

Lai, MT, XU, M, Ngo, W, et al. Characterization of DoraviS®ected Resistance Patterns from Participants in TreatraaivePhase 3 Clinical Trials. Presented at the 22nd International AIDS Conference;
Amsterdam, Netherlands; 227 July 2018.

aPerformeby Monogram Biosciences; S: susceptible; PS: partial susceptible; R:-chsistantuol&EFV=3; RPV=2; ETR:2.9



V106I| Mutation and DOR Efficacy in Clinical Trials

AAn assessment of baseline NNRTI RAMs among TNLKfticipants

enrolled.in DOR Phase 2 and Phase 3 clinical trials (PO07, EFRIRRVARD & DRIVE
11 9150 aK2gSR 2yfeée +£mnclL gl a RSUSOUSR
AThe presence of baseline V106l in TN participants did not impact DOR efficacy

Total Number of Participants With Participants with
Participants, Nf V106l at Baseline, V106l Achieving <50
n (n/N %)* Copies/mL, m (n/m %)
Doravirine + 2 NRTIs 974 8 (0.82) 7 (87.5%)
Efavirenz + 2 NRTIs 471 4 (0.85) 2 (50.0%)
Darunavir + 2 NRTIs 383 7 (1.83) 4 (57.1%)

TCombined total number of participants in Phase 2 and Phase 3 DOR trials; fnon-virologic discontinuations

excluded. Data from the following clinical trials were used: PO07 (NCT01632345), DRIVE-FORWARD
(NCT02275780), DRIVE-AHEAD (NCT02403674)

DOR, doravirine; NRTI, nucleos(t)ide reverse transcriptase inhibitor

AsanteAppiah, E., Lai, J., Li, Q et &gravirine Resistance Profile in Clinical Isolates and Impact of Baseline NNRTI Resigtasgeiated Mutations Observed in TreatmeNaive Participants from Phase 2
and 3 Clinical Trials. Presented at the 23rd International AIDS Conference (AIDS 2020: Virtual)9,)2326



Résistances en Algérie
[ algérier $|RESISTANCE OF VIH-1 IN ALGERIA....

Primary Résistance Primary Résistance Primary Resistance
LOW (3,8%) HIGH(15%) (23,1%)
2 classes ARV (NRTI, 3 classes ARV 3 classes ARV
Pl) (NRTI,NNRTI, PI) (NRTI,NNRTI, PI)
Acquired Resistance Acquired Resistance Acquired Resistance
HIGH (37%) redds (60%)
Bouzeghoub.S Abdellaziz,A.

AIDS Res Hum Retro.2008 AIDS Res Hum Retro.2016



N° = 118 échantillons

) u Nombre de MDR INNTI 52 dePvVIHnaifs
GI190A 66 dePvVIHsous ARV

/ - )

Algérie?

K219E/N/Q
T215F/SIY
L210W

® Nombre de MDR INTI

18

Bouzeghoub.S Abdellaziz,A.
0 5 10 15 20 AIDS Res Hum Retro.2008 AIDS Res Hum Retro.2016



Recommandations



INNTI %'e et 26™Me génération?

1€re génération
Névirapine (NVP)
Efavirenz (EFV)
Delavirdine(DLV)

2¢me génération
Etravirine(ETV)
Rilpivirine (RPV)
Doravirine(DOR)
Dapivirine(DPV) PrERocale

- 1QPR0528: en gel pour |&#rEP

- MIV-150: action localeRrER: action anti VIH1 et VIH2

- MK-8507 une prise hebdomadaire

En développement:




Pourquoi les INNTI ne sont plus dans les régimes f&ritention?

ALes INNTI se limitent uniquement au traitement du VIH

ADe nombreux INNTInteractions médicamenteuses et médicament
aliment

AGénéralementde faibles barriéres génétiques a la résistance
(signalée partout dans le monde)

ALa résistance transmise avant le régime de premiére intention =
echec a long terme de ces regimesntenant des inhibiteurs de
f QA Y U S I NJ Boloteg@a2irY Y S S

APeuvent provoquer des effets indésirables neuropsychiatriques
(surveillance clinigque étroite)

EACS European EACS Guidelines 12.0

B
%.I'ii,'-) AIDS Clinical Society



antiretroviral therapv
Commercial name Combination
Three-drug combinations for initial therapy

|
=P Atripla TDF/emtricitabine/efavirenz
= Complera TDF/emtricitabine/rilpivirine
Stribild TDF/emtricitabine/elvitegravir (boosted with cobicistat)
Triumeq Abacavir/lamivudine/dolutegravir
Genvoya TAF/emtricitabine/elvitegravir (boosted with cobicistat)
=P Odefsey TAF/emtricitabine/rilpivirine
Biktarvy TAF/emtricitabine/bictegravir
=p Symfi Lo and TDF/lamivudine/efavirenz
Symfi
Symtuza TAF/emtricitabine/darunavir (boosted with cobicistat)
== Delstrigo TDF/lamivudine/doravirine
Two-drug combinations for maintenance therapy”
=P juluca Dolutegravir/rilpivirine
Dovato Dolutegravir/lamivudine

Two-drug combinations for initial therapy

== Cabenuva Cabotegravir/rilpivirine (both supplied as extended-release
injectable suspensions)

FDA approval date

July 12, 2006
August 10, 2011
August 27, 2012
August 22, 2014
November 5, 2015
March 1, 2016
February 7, 2018

February 5/March 22,
2018

July 17, 2018
August 30, 2018

November 21, 2017
April 8, 2019

January 22, 2021

Trends in Pharmacological Sciences, January 2022, Vol. 43



NNRTI-based regimens are not recommended for nitial therapy in most people with HIV, but
selected regimens may be useful in some circumstances. The NNRTI-based regimens that are
currently recommended by the Panel to be used in certain clinical scenarios include DOR/TDF/3TC
(BI), DOR plus TAF/FTC (BIII), and RPV/TAF/FTC (BII). The emergence of drug resistance at the
time of virologic failure has been reported with all NNRTIs, which generally have a lower barrier to
resistance than INSTIs or boosted Pls.

DOR 1s available both as a single-drug tablet to be used with two NRTIs and as part of an STR with
TDF/3TC. In randomized trials, DOR was non-inferior to both EFV and DRV/r when either of these
drugs was taken in combination with two NRTTs,*’*®* but DOR has not yet been compared against
INSTIs. DOR has fewer central nervous system (CNS) side effects than EFV and more favorable
lipid effects than both DRV/r and EFV. DOR also has fewer potential drug interactions than EFV or
RPV, and unlike RPV, the virologic efficacy of DOR 1s not compromised in people with high HIV
RNA levels and low CD4 counts. ] o ]

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With H
NIH Office of AIDS Research Advisory Council (OARASY a jour 2024



Patient or

Characteristics

Is desired.

Include the Following:
e BIC/TAF/FTC

e |DOR/TDF/3TC
DRV/c/TAF/FTC
DTG/ABC/3TC
DTG/3TC
RPVITAF/FTC

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With HIV

NIH Office of AIDS Research Advisory Council (OARM®e a jour 2024

Regimen Clinical Scenario Consideration(s) Rationale/Comments
Characteristics
ART-Specific A one-pill, once-daily regimen | STR Options as Initial ART | Do not use DTG/ABC/3TC if the

patient is HLA-B*5701 positive.

DTG/3TC is not recommended if
HIV RNA is >500,000 copies/mL.

Do not use DTG/ABC/3TC or
DTG/3TC in the setting of HBV
coinfection without another HBV
agent.

Do not use RPV/TAF/FTC if HIV
RNA is >100,000 copies/mL and
CD4 count is <200 cells/mm3.




Patient or
Regimen
Characteristics

Clinical Scenario

Consideration(s)

Rationale/Comments

Food effects

Regimens That Can Be
Taken Without Regard to
Food

e BIC-IDORY{, or DTG-
based regimens

Oral bioavailability of these
regimens is not significantly
affected by food.

Regimens That Should Be
Taken With Food

e DRV/r- or DRV/c-based
regimens

o RPV/TAF/FTC

Food improves absorption of these
regimens.

RPV-containing regimens should
be taken with 2390 calories of
food.

Hyperlipidemia

Pl/c and Pl/r have been
associated with
hyperlipidemia.

BIC DTG, and RPV

have fewer lipid effects.

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With HIV

NIH Office of AIDS Research Advisory Council (OARM®e a jour 2024

TDF has been associated with
lower lipid levels than ABC or TAF.




Characteristics DOR RPVa
Dosing Frequency Once daily Once daily
Food Requirement With or without food With a meal
STR Available as Initial | DOR/TDF/3TC RPV/TAF/FTC
ART Recommended in
Table 6b
Available as a Single- Yes Yes
Drug Tablet
Adverse Effects Generally well tolerated e Depression

e Headache
e Skin rash

QTc prolongation

CYP3A4 Drug-Drug CYP3A4 substrate CYP3A4 substrate
Interactions
Other Significant Drug None RPV oral absorption is reduced with increased gastric

pH. Use of RPV with PPIs is not recommended; see
Drug—Drug Interactions for dosing recommendations
when RPV is coadministered with an H2 blocker or
antacids.

Interactions

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With HIV
NIH Office of AIDS Research Advisory Council (OARM®e a jour 2024




Summary

Four non-nucleoside reverse transcriptase inhibitors (NNRTIs)—doravirine (DOR), efavirenz (EFV),
nevirapine (NVP), and rilpivirine (RPV)—are currently approved by the U.S. Food and Drug
Administration (FDA) for the 1nitial treatment of HIV when used in combination with other

antiretroviral (ARV) drugs. A fifth NNRTI, etravirine (ETR), 1s approved only for people who are
ART-experienced.

This section of the guidelines focuses on DOR and RPV, the two NNRTIs recommended by the

Panel on Antiretroviral Guidelines for Adults and Adolescents (the Panel) as part of an initial ART
regimen for people with HIV 1n certain clinical scenarios

Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents With HIV
NIH Office of AIDS Research Advisory Council (OARMRe a jour 2024



Les INNTI retenus, seuls ou associés sont : @
AEfavirenz (EFV), Niverapine (NVP) forme pédiatrique ot

ADoravirine (DOR) erpeZE TN I e
Les INTI retenus seuls ou Les IP retenus seuls ou boos

assSocCI€esS sont : sont :

) Abac.:avw- (ABC) - Atazanavir (ATV)

- Lam'_‘"_‘d'n_e (3TC) - Darunavir (DRV)

- Emtricitabine(FTC) _Lopinavir(LPV)

- Ténofovir Diproxyl Fumarate (TDF) _ Ritonavir (RTV) : boosteur

- Ténofovir alaféenamide (TAF)

Les INI retenus seuls ou associés sont :

- Dolutégravir (DTG)
- Raltégravir (RAL)



| |

ASSoCcC.

atl ons

fi1 xes doAF

2 ARV

Abacavir/Lamivudine

2 INTI

ABC(600mg)+3TC(300mg) 2INTI

Emtricitabine/Tenofovir DF

2 INTI

FTC(200mg)+TDF(300mg)

Dolutégravir+Lamivudine

1 INI + 1 INTI

DTG(50 mg)+3TC(300mg)

3 ARV

Dolutegravir/Abacavir/
Lamivudine

2 INTI + 1 INI

DTG(50mg)+ABC(600mg)+3TC(300mg)

Efavirenz / Emtricitabine
Tenofovir DF

2 INTI + 1 INNTI

EFV(600mg)/ FTC(200mgjTDF(300mg)

Doravirine/Lamivudine /

Tenofovir DF

2 INTI + 1 INNTI

DOR(100)/3TC(300mg)/TDF(300mg)

Républ
PRISE EN CHARGE THERAPEUTIQUE
DI
ET DES

Molécules en association | Type d’association Présentation -




3.3. Quel traitement antirétroviral proposer ?

3.3.1. En premiere ligne

La trithérapie est encore la régle - le choix des 2 INTI :
Les arguments du choix de la TDF/FTC > ABC/3TC

premiere trithérapie : - le choix du 3éme agent
INI > IP/r > INNTI

- - 0 q et pu
TDF/FTC choix alternatif2 |  wmnsTeRror tasanTe
- - - N . Direction Générale de la Prévention
ou [Faible barriere génetique a la et de Ia Promotion de Ia Santé
TDFP+3TC? DOR résistance + activité contre les
ou virus résistants a EFV + moindre
. - L o PRISE EN CHARGE THERAPEUTIQUE
TAFP + 3TC? interactions médicamenteuses DE L'INFECTION vm,smq

X ET DES INFECTIONS OPPORTUNISTES
par rapport a EFV] DE L’ADULTE ET DE L'ENFANT

IATIONAL
TDF/FTC choix alternatif 2
ou [Faible barriére génétique a la
TDF*+3TC® EFV résistance + nombreuses inte-

ou ractions médicamenteuses]
TAF®> + 3TCe

ABC<+3TC?® DOR EFV si insuffisance rénale




Nucleoside/nucleotide reverse

Integrase inhibitors transcriptase inhibitors Protease inhibitors

Place actuelle des INNTI N .
Biktarvy Symtuza® Darunavir/c

Bictegravir TAF+FTC | (DRV/c)
(BIC) '
Odefsey®

Elvitegravir/c » |Dapivirine|

(EVG/c) DPV

Approved antiretroviral
TDF+FTC

regimens in the past decade Comppe,. .
(2010 to present) o \ S
Dolutegravir PN Rilpivirine

L.GuangdLia, YWanga, E. DeClercgb Approved (DTG) i e — (RPN

HIV reverse transcriptase inhibitors in the past
decade
Acta Pharmaceutica Sinica B Cabenuva ®

2022;12(4):1567e1590 e ———— e
Cabotegravir Delstrigo Doravirine

(CAB) TDF+3TC (DOR)
w——— Official approval for HIV-1 treatment Non-nucleoside reverse
ssuus  Tentative approval for HIV-1 treatment transcriptase inhibitors

[:] Therapy for HIV-1 pre-exposure prophylaxis (PrEP)



Clinical

SEXUALLY
TRANSMITTED
INFECTIONS

120 médecins
Allemagne, Italie,
Royaume uni, France
688 PVVIH

Intérét d’'un TT colt
efficace LAvs TT
journalier

Original research

Factors associated with interest in a long-acting HIV
regimen: perspectives of people living with HIV and
healthcare providers in four European countries

Babatunde Akinwunmi @ ," Daniel Buchenberger,” Jenny Scherzer,” Martina Bode,’
Paolo Rizzini,* Fabio Vecchio, Laetitia Roustand,® Gaelle Nachbaur,*
Laurent Finkielsztejn,’ Vasiliki Chounta,’ Nicolas Van de Velde®

Supplemental Figure 2. Degree of willingness among HIV physicians to
offer a novel long-acting HIV regimen to their HIV+ patients

waiassorcon [
Gastro-intestinal issues interfering with _ .
oral administration
Suboptimal adherence to daily oral ART _ ‘.
for non-medical reasons (e.g. travel) 42:5 l

Supplemental Figure 1. Comparison of perceived benefits and concerns
regarding the new treatment among HIV physicians and people living with
HIV, 2019
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Route of intake, 1.¢., intramuscular injections | I 1B 0.8
Addresses privacy concerns/more discreet § —ddd s

Less stress/emational burden from non-daily dosing »  ee——— 372

Better fit for lifestyle and preference / Rl . 4.4
Reduced frequency of drug Intake |  — 14 529

Less adherence uncertainty/risk of treatment failure A oo el 513

More frequent consultations |  Se—15.0 542
More control to protect high-risk groups (e.g. drug users) — 87

» HCP, perceived benefits
u PLHIV, perceived benefits
HCP, perceived barriers
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More control to protect vulnerable patients (e.g. prisoners)
No need to store and/or hide my HIV pills at home
Less frequent reminder of my HIV status
No need to think about HIV every day
Not having to swallow pills every day
Minimizes transmission risk and Improves sexual health

Easter to travel because of not having to take pills along

2-month uninterrupted drug efficacy

150

422
365

426
48.
500

56.3
56,0

Patients stressed/anxious from hiding _ .
their medication or external stigma ‘

CNS disorders, mental health issues,
behavioral/ mood or emotional disorder

Patients who prefer a long-acting
regimen for convenience and lifestyle

B - N

PERCEIVED BARRIERS
Missed appointments ™ ——d

Injection site reactions "  SE———— 353 50.0

Intramuscular injections in the buttocks © Se———— 27 4 525
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P eir medication every doy T
their medication every day 34-2

0 20 40 60 80 100

Other comorbidities 23.8

m Definitely Will Offer Percentage, %

= Probably Will Offer
Probably Won't Offer

m Definitely Won't Offer

®m Don't Know / Not Sure

Increased patient visits (resources) ¢ S——1 6,3

Risk of viral resistance If patient Is lost to follow-up
Taking a patient off LAR and switching back to oral ART
Making the time to go to the clinic every 2 months
Having to travel to the clinic every 2 months (cost)
Scheduling travel to meet the 2-week injection window
People asking why you go to the clinic every 2 months
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208
500
— ) |
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— | 7 O
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Note. Not all perceived benefits or barriers were assessed in both surveys (depending on relevance to the target population). HCP

= Healthcare provider; PLHIV = People Living with HIV.
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Proportion achieving viral supression

S. Kanters et al. / EClinicalMedicine 28 (ZUZU0) 100573
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Efficacité et observance

Figure. Virological and therapeutic success rate under DOR/3TC.
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Efficacité et observance
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DOR+TDF+3TC dans la TPE (Traitement Post Exposition)

H/LS aﬂi’S CNS RECOMMANDER LES BONNES PRATIQUES
FICHE Traitement preventif post-

exposition au VIH

Validée par le Collége le 25 juillet 2024



Le traitement post-exposition recommandé en 1™ intention est I'association de ténofovir disoproxil
fumarate (TDF), lamivudine (3TC) ou emtricitabine (FTC) et de doravirine (DOR) :

e Soit comprimé unique quotidien de TDF/3TC/DOR (245/300/100 mg). Cette option combine
I'avantage du comprimé unique et d'un coult réeduit,

e Soit 2 comprimés en une prise quotidienne de TDF/FTC (245/200 mg) et DOR (100 mg).
Cette option a I'avantage d’'un colt encore plus bas que le comprimé unique. Quand cela est
souhaité, elle permet d’enchainer sur la PrEP par TDF/FTC en supprimant simplement le
comprime de DOR.

En alternative, il peut étre utilisé une association combinant deux inhibiteurs nucléosidiques de la
transcriptase inverse et un inhibiteur de l'intégrase, avec un codt plus éleve :

HAS - Traitement préventif post-exposition au VIH « juillet 2024



Nouvelles therapeutiques

AFOSTEMSAVIR (FTR) : Antagoniste des
corecepteurs

A Molécule de sauvetage
A Doit étre associée

A LENACAPAVIR (LEN): inhibiteur de la capside
A Cp ou inj
A Pas en monothérapie
A PReP

AISLATRAVIR (ISL):

- iInhibiteur nucléosidique de translocation de Iz
A Longue ¥ vie
A Trés bonne tolérance

ALesbNab A Y KA O A U SdzNA RQSY (i NE

toujours en association
A Teropavimal{TAB)

Compounds by modality and indication

Treatment
Islatravir Albuvirtide Islatravir
Lenacapavir @ 0 bNabs Ml 934
Mi 254 Lenacapavir
ORAL INI’LE%E‘,‘R}'E
Elsulfavirine
Prevention
. Islatravir
Dapivirine IVR V 150 Lenacanavir :
A0%5 IVRITOPICAL/| jMPLANTS 2 implant
MPT PATCHES/IM
TAF/EVG insert Tenofovir IVR INSTI MAP
EVO-100 gel Dapivirine +C TAF implant

©

Dt{al ;
MB66 film prevention pill

RPVIM

A Zinlirvimab(ZAB)




Conclusion




Conclusion

A> 30 ARV homologués

ACombinaisons de médicaments = Puissance élevée, toxicité
minimale

ASoucis persistant:
AToxicité a long terme
ARésistance acquise aux médicaments

ADes efforts continus : améliorer les formulations actuelles et
facil i1 ter | 60observance

ALes agents antiviraux nouvellement développés :
Afaible toxicité,
Apuissance élevée et dosage pratique




Les nouveaux INNTI disponibles en AlgerieGRANERINE

Puissance virologique@/

Tres bon profil de tolérance@/

Est un bon choix en®® intention (naifs) @/

Est un bon choix en switch chez eiso-supprimes @/
A de nouvelles indications actuellemen@/

Permet une bonne observance (TIBFCDOR) @/




Cas clinique




M. S, 26 ans

AATCDsRAS
A Artiste, modéliste
AHSH

ADate de séropositivité12.05.2023
ACirconstances de découvertprurigo

AExamern Poids = 67 Kg Taille = 186 cm (IMC=19.38)Kg/m
TA = 120/70nmHg FC= 6®ul/min FR = 16 cycles/min

ABilan des 10 RAS

ACV du VIH1 5.2 log/ml CD4/CD8420/780 (0.53)
ACDC B2

ATAR:25.05.2022 ABG3TGDTG




M. S, 26 ans

AJ15 TARfiévre, éruption maculeuse généralisée, cytolyse hépatique et
lipasémie 2xN

AArrét ABC Donner : TDF (TDF+FTC+DTG)
AM1: CV = 2.1 log/ml
AM3: Poids = 73 Kg
CV < 50 copies/m|
AMG: Poids = 84 Kg (IMC = 2&&n?)
CV < 50 copies/m| CD4/CD8 = 630/780 (0.8)
Bilan métaboligue = RAS
t N2OofSYS SY2NXS LJ NJ NF LIL2ZNI £ f ¢
Il Insiste sur le changement de TAR +++
A25.12.2023=- TDRTGDOR (+++ activité sportive et hygiéne de vie)




