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Contexte, molecules, utilisation pratique,
effets secondaires

Cours pour les internes de maladies infectieuses
CHU de Rennes — 2020
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DIMINUTION DU NOMBRE DE PERSONNES

Santé
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Source : Santé publique France; Données de la déclaration obligatoire du VIH au 31/03/2019, corrigées pour les délais, la sous déclaration et les valeurs manquantes



En Bretagne en 2019
File active : 3856 patients suivis

Répartition de la file active du COREVIH selon les centres hospitaliers de prise en charge

en 2019’ 5 i
CH St-Mal
‘.: st rial -Brieuc =
<3 53
' 528
Vs
CHU Rennes
IC Quimper
429

(P

Répartition de la file active 2019

CHBA Vannes

CHU Rennes | 39% File active 2019
I
14% :
CHU Brest : Nombre de patients
CH St-Brieuc 13% 1493
- 4
CHIC Quimper 11% Q e
CHBA Vannes | 10%
CHBS Lorient = 8%

36

CHSt-Malo = 3%

CH Morlaix 1% Source : COREVIH Bretagne - File active 2019, exploitation ORS Bretagne.
) : *Pour le CH de Saint-Brieuc, il s’agit d’'une donnée provisoire estimée, les données

CHPontivy 1% complétes n’étant pas disponibles dans Nadis lors de la publication.
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Dans le monde : 38 millions de personnes vivant avec le VIH...



Antiretroviraux en 2020
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Indication : c’est devenu tres simple !

* Toute personne vivant avec le VIH

* Le plus tot possible par rapport au
dépistage

* Avec une trithérapie basee sur deux
analogues nucléosidiques + un 3¢Me agent
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1512 AUGUST 27, 2015

VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic

HIV Infection

The INSIGHT START Study Group*

ABSTRACT
BACKGROUND

Data from randomized trials are lacking on the benefits and risks of i mmaung The members of the writing group (Jens
antiretroviral therapy in patients with p ic human i D. Lundgren, M.D. [cochair]. Abdel G.

virus (HIV) infection who have a CD4+ count of more than 350 cells per cubic
millimeter.

METHODS

We randomly assigned HIV-positive adults who had a CD4+ count of more than
500 cells per cubic millimeter to start antiretroviral therapy immediately (imme-
diate-initiation group) or to defer it until the CD4+ count doc:eased o 350 oells
per cubic millimeter or until the develop of the acquired

syndrome (AIDS) or another condition that dictated the use of antiretroviral
therapy (deferred-initiation group). The primary composite end point was any seri-
ous AIDS-related event, serious non-AIDS-related event, or death from any cause.

RESULTS
A total of 4685 patients were followed for a mean of 3.0 years. At study entry, the
median HIV viral load was 12,759 copies per milliliter, and the median CDd+
count was 651 cells per cubic millimeter. On May 15, 2015, on the basis of an
interim analysis, the data and safety monitoring board determined that the study
question had been answered and recommended that patients in the deferred-initi-
ation group be offered antiretroviral therapy. The primary end point occurred in
42 patients in the immediate-initiation group (1.8%; 0.60 events per 100 person-
years), as compared with 96 patients in the deferred-initiation group (4.1%; 1.38
events per 100 person-years), for a hazard ratio of 0.43 (95% confidence interval
[CI], 0.30 to 0.62; P<0.001). Hazard ratios for serious AIDS-related and serious
non-AlDS-related events were 0.28 (95% CI, 0.15 to 0.50; P<0.001) and 0.61 (95%
CI, 0.38 to 0.97; P=0.04), respectively. More than two thirds of the primary end
points (68%) occurred in patients with a CD4+ count of more than 500 cells per
cubic millimeter. The risks of a grade 4 event were similar in the two groups, as
were the risks of heduled hospital

CONCLUSIONS

The initiation of antiretroviral therapy in HIV-positive adults with a CD4+ count
of more than 500 cells per cubic millimeter provided net benefits over starting
such therapy in patients after the CD4+ count had declined to 350 eells per cubie
millimeter. (Funded by the National Institute of Allergy and Infectious Diseases
and others; START ClinicalTrials.gov number, NCTO08G7048.)
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The New England Journal of Medicine

Babiker, Ph.D, [cochair], Fred Gordin,
M.D. [eochair], Sean Emery, Ph.D., Birgit
Grund, Ph.D., Shweta Sharma, M.5., An
chalee Avihingsanon, M.D. David A
Cocper, M.D., Gerd Fithenheuer, M.D.,
Josep M. Uibre, M.D., Jean-Michel Mali-
na, M.D,, Paula Munderi, M.D.. Maura
Schechtes, M.D., Robin Wood, M.D.
Karin L. Klingman, M.D., Simon Callins,
H. Clifferd Lane, M.D., Andrew M. Phil-
lips, Ph.D,, and James D. Neaton, Ph.D.
[INSIGHT PI of the INSIGHT START
Study Group assume respansibility for
the overall content and integrity of this
article. The affiliations of the members
of the writing group are listed in the Ap-
pendiz. Address reprint requests to Dr.
Lundgren at the Department of Infec-
tious Diseases, Rigshospitalet, Univer.
sity of Copenhagen, Blegdamsvej &,
2100 Copenhagen @, Denmark, or at
jens. lundgren@regionh.dk.

=A complete list of members in the Stra-
tegic Timing of Antiretroviral Treatment
(START) Study Group is provided in the
Supplementary Appendix, avallable at
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This article was published on uly 20, 2005,
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A Trial of Early Antiretrovirals and Isoniazid
Preventive Therapy in Africa

The TEMPRANO ANRS 12136 Study Group*

ABSTRACT
BACKGROUND
In sub-Saharan Africa, the burden of human immunodeficiency virus (HIV)-associ-
ated tukb losis is high. We d d a trial with a 2-by-2 factorial design to

assess the benefits of early antiretroviral therapy (ART), 6-month isoniazid preven-
tive therapy (IPT), or both among HIV-infected adults with high CD4+ cell counts
in Ivory Coast.

METHODS

We included participants who had HIV type 1 infection and a CD4+ count of less
than 800 cells per cubic millimeter and who met no cmma fow stamng ART ac-
cording to World Health Organization (WHO) g P; were ran-
domly assigned to one of four treatment groups: drferred ART (ART initiation
according to WHO criteria), deferred ART plus IPT, early ART (immediate ART
initiation), or early ART plus IPT. The primary end poum. was a :ompasm ofdls-
eases included in the case definition of the acq) ficiency

(AIDS), non-AIDS-defining cancer, non-AIDS-defining invasive ha:tenal disease,
or death from any cause at 30 months. We used Cox proportional models to com-
pare outcomes between the deferred-ART and early-ART strategies and between
the IPT and no-IPT strategies.

RESULTS

A total of 2056 patients (41% with a baseline CD4+ count of 2500 cells per cubic
millimeter) were followed for 4757 patient-years. A total of 204 primary end-point
events were observed (3.8 events per 100 person-years; 95% confidence interval
[CI], 3.3 to 4.4), including 68 in patients with a baseline CD4+ count of ar least
500 cells per cubic millimeter (3.2 events per 100 person-years; 95% CI, 2.4 to 4.0).
‘Tuberculosis and invasive bacterial diseases accounted for 42% and 27% of pri-
mary end-point events, respectively. The risk of death or severe HIV-related illness
was lower with early ART than with deferred ART (adjusted hazard ratio, 0.56; 95%
CI, 0.41 to 0.76; adjusted hazard ratio among patients with a baseline CD4+ count
of 2500 cells per cubic millimeter, 0.56; 95% CI, 0.33 to 0.94) and lower with IPT
than with no IPT (adjusted hazard ratio, 0.65; 95% CI, 0.48 to 0.88; adjusted haz-
ard ratio among patients with a baseline CD4+ count of 2500 cells per cubic mil-
limeter, 0.61; 95% CI, 0.36 to 1.01). The 30-month probability of grade 3 or 4
adverse events did not differ significantly among the strategies.

CONCLUSIONS

In this African country, immediate ART and 6 months of IPT independently led to
lower rates of severe illness than did deferred ART and no IPT, both overall and
among patients with CD4+ counts of at least 500 cells per cubic millimeter.
(Funded by the French National Agency for Research on AIDS and Viral Hepatitis;
TEMPRANO ANRS 12136 ClinicalTrials.gov number, NCT00495651.)

ENGL)MED  NEJM.ORC
The New England Journal of Medicine

The members of the writing group, who
are lsted in the Appendix, assume re-
spensibility for the content and integrity
of this article. Address reprint requests
to Dr, Anglaret at INSERM Unité 857, Uni-
versité de Bordeaus, 146 rue Léo Saignat,
33076 Bordeaux, France, or at xavier
anglaren@isped.u-bordeauxd fr.

*A& list of additional members of the
TEMPRANC ANRS 12136 Study Group
is provided in the Supplementary Ap-
pendix, available at NEJM.org.

This article was published on July 20,
2015, at NEJM.org.
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Quizz — étes vous en sieste post prandiale ?

Quels sont les deux intrus qui ne sont pas des ARV

Zidovudine
Lamivudine
Didanosine
Emtricitabine
Doravirine
Zalcitabine
Pomedapine
Etravirine
Rilpivirine
Névirapine
Stavudine

Ténofovir e Efavirenz
Fosamprenavir e Maraviroc
Saquinavir e Enfuvirtide

, . ° i
Amprénavir Ibalizumab

Indinavir
Petinavir
Raltégravir
Atazanavir
Dolutégravir
Elvitégravir
Cabotégravir
Bictégravir
Islatravir
Fostemsavir



o
AN
o
(Q\|
c
()]
L
>
c
o
e
(&)
()
Y
=

[
o

Zidovudine
Lamivudine
Didanosine
Emtricitabine
Doravirine
Zalcitabine
Pomedapine
Etravirine
Rilpivirine
Névirapine

Stavudine

étes vous en sieste post prandiale ?

Ténofovir
Fosamprenavir
Saquinavir
Amprénavir
Indinavir
Petinavir
Raltégravir
Atazanavir
Dolutégravir
Elvitégravir
Cabotégravir
Bictégravir
Islatravir

Fostemsavir

Efavirenz
Maraviroc
Enfuvirtide
Ibalizumab



Cycle de réplication du VIH et cibles des ARV

o e, particule virale
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Infection VIH en 2020
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D" apres Furtado M. N Engl J Med. 1999, 340(21) : 1614-22



http://corevih-bretagne.fr/ckfinder/userfiles/files/presentation-du-corevih/institutionnels/Rapport-Yeni_2010.pdf
file://MED13/reamalinf/Documents and Settings/Phil/Donnees/Job/VIHHep_3 (D)/Pres - CTamWebBar Interet geno res ds trt avec IP.ppt#8. Maturation des virions nouvellement produits

Thérapeutiques « primo-prescrites » en 2020

« e particule virale
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Lamivudine ou

Emtricitabine Etravirine

Ténofovir

Rilpivirine

Abacavir Doravirine

Raltégravir

Formes combinées
ODEFSEY®, DELSTRIGO®
| EVIPLERA®

Dolutégravir

Formes combinées

Bictégravir | TRIUMEQ®, BIKTARVY®,
- ,J;[,VXI:JJZIH‘-L JULUCA®, DOVATO®

Infection VIH en 2020



http://corevih-bretagne.fr/ckfinder/userfiles/files/presentation-du-corevih/institutionnels/Rapport-Yeni_2010.pdf

| es classes actuellement utilisées

« Transcription inverse (INTI et INNTI)
— Inhibiteurs nucléosidiques ou nucléotidiques

« Utilisés : Tenofovir, emtricitabine ou lamivudine, Abacavir
— Deux associations en « un seul comprimé »
» Ténofovir/emtricitabine (Ex truvada®) « TDF/FTC »
» Abacavir/lamivudine (Ex Kivexa®) « ABC/3TC » ou « ABC/LAM)
— Inhibiteurs non-nucléosidiques (4)
 Utilisés :
— Rilpivirine : Associations en trithérapie evipléra® (avec TDF/FTC), odefsey ® (avec TAF/FTC)
— Doravirine : Associations en trithérapie delstrigo® (avec TDF/3TC)

» Toujours utilisés mais pas « de novo » : éfavirenz, nevirapine
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| es classes actuellement utilisées

 Protéase

— Antiprotéases

« Utilisé : darunavir (prezista®), Nécessité un « booster pharmacologique » : ritonavir ou
cobicistat

* En cours d’'abandon : atazanavir (reyataz®)

* Intégrase

— Inhibiteurs de l'intégrase
» Ultilisés : raltégravir (isentress®), dolutégravir (tivicay® ou dans le triumeq®) et
bictégravir (dans le biktarvy®).
» En cours d’abandon : elvitégravir (dans le stribild® et le genvoya®, qui nécessite un
booster),
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Les traitements en monocomprimés

» Cela bouge tres vite !!

* Actuelles
— EVIPLERA® ou ODEFSEY® : tenofovir, emtricitabine, rilpivirine

— STRIBILD® ou GENVOYA® : ténofovir, emtricitabine, elvitegravir +
cobicistat

— DELSTRIGO® : ténofovir, lamivudine, doravirine
— TRIUMEQ® : dolutégravir/abacavir/lamivudine
— DOVATO ® : dolutéegravir/lamivudine (bithérapie)
— BIKTARVY : bictégravir/ténofovir/emtricitabine

— (ATRIPLA®: ténofovir, emtricitabine, éfavirenz)
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Les traltements qui arrivent

Inhibiteurs d’entrée :

Ac monoclonal : IBALIZUMAB

« Ac monoclonal IgG4, inhibe les
changements conformationnels
de la gp120

FOSTEMSAVIR

» Se fixe directement a la gp120,
empéchant I'attachement viral

Virus membrane

Two Env Trimers

.....

Native Coreceptor Membrane contact,
fusion pore and 6-helix

—> CD4Binding ——p

Trimer Binding )
T bundle formation
IBALIZUMAB Maravircc, Vicriviroc,
(TNX-355) PRO-140, HGS-004 Enfuvirtide
(T20)



Les traltements qui arrivent

* Traitements injectables IM a longue

durée d’action

— CABOTEGRAVIR LP
— RILPIVIRINE LP

* Plus lointain
— Implants rechargeables
— Inhibiteurs capsidiques
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COMMENT LES UTILISER ?
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Les interactions importantes

« Ritonavir, cobicistat
— « = anti rifampicine »
— Inhibiteur +++ Cytochrome 3A4

« Augmente la ¥z vie des molécules utilisant la voie de métabolisation
concernée

« Liste tres longue...
» Modificateurs de 'acidité gastrique
— Diminue +++ 'AUC de certains ARVs
 Rilpivirine (dans l'eviplera®, odefsey®, edurant®)
« Atazanavir

* |lons

— Chélateurs : inhibent I'absorption
Magnésium ++++ et anti-intégrases, mais vrai pour tous les ions
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| es choses a savoir

* Plusieurs ARV sont des inhibiteurs de la sécrétion tubulaire
de la créatinine

— Fausse la mesure de la clearance
 DFG diminue de 7 a 15 points

* Rilpivirine, dolutegravir, elvitegravir/c... mais aussi le
cotrimoxazole...
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Les principaux effets secondaires

« Ténofovir disoproxyl (dans I'éviplera®, le stribild®)
— Tubulopathie et insuffisance rénale, ostéopénie/porose.
— Theéoriguement moins avec la forme ténofovir alafenamide (dans le Genvoya®,
I'Odefsey®)
* Abacavir
— Risque allergique « théorique »
» +/- Disparu avec la recherche de 'HLA B5701
* Rilpivirine (dans 'Eviplera®, Odefsey®, edurant®)
— Inconfort digestif
— Neécessité de prise pendant les repas
« Darunavir/r (Prezista® + ritonavir)
— Interactions médicamenteuses nombreuses (avec le ritonavir)
— Troubles digestifs (diarrhées)

« Dolutegravir (dans le triumeq ®, tivicay ®, dovato®)
— Troubles du sommell, concentration...
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Un effet secondaire sévere des traitements
anciens : la lipodystrophie

Apoptose des adipocytes périphériques : irréversible...
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Les indications de traitement curatif

* Tout le monde, tout de suite, mais...
— Situations d’'urgence pour prescrire

* Primo-infection : chaque heure compte dans la phase trés précoce
— Critére qualité dans le service : 1¢'¢ prise <12h aprés un appel téléphonique pour

suspicion de primo
» Grossesse : chaque jour compte pour obtenir une CV indétectable a
I'accouchement
— A l'inverse

« Pas d’ARV avant le 15¢™e jour de traitement d’'une infection
opportuniste

« En cas de cryptococcose meningée ou de tuberculome cérebral,
essayer d’'attendre un a deux mois.
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Cout des combinaisons « Princeps » et « Génériques »

" . : Cout Colt
Associations recommandées - Noms commerciaux (DCI) _
mensuel (€ annuel (€

TénofovirDF/emtricitabine (Gé) + Edurant® (rilpivirine) 446,43 5357
TénofovirDF/emtricitabine (Gé) + Prezista®/Norvir® (darunavir/r) 627,29 7527

Eviplera® (ténofovirDF/emtricitabine/rilpivirine) 681,90 8 183
TénofovirDF/emtricitabine (Gé) + Isentress® (raltégravir) 736,65 8 840

Abacavir/lamivudine (Gé) + Tivicay® (dolutégravir 769,92 9 239
TénofovirDF/emtricitabine (Gé) + Tivicay® (dolutégravir) 788,93 9 467

Truvada® + Prezista®/Norvir® (ténofovirDF/emtricitabine + darunavir/r) 854,26 10 251
Genvoya® (ténofovir AF/emtricitabine/elvitégravir//cobicistat) 882,16 10 586

Triumeq® (abacavir/lamivudine/dolutégravir) 928,43 11 141

Truvada® + Isentress® (ténofovirDF/emtricitabine + raltégravir) 963,62 11 563

Truvada® + Tivicay® (ténofovirDF/emtricitabine + dolutégravir) 1015,90 12 191
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Infection VIH en 2020

N
o1

Les traitements utilisés en Bretagne en 2019

Edurant + Truvada N
L . |
Ephir+ Tivicay Les 10 traitements les plus prescrits

Atripla [
|
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Truvada

mvctors n voie de disparition
viplera :

| Bithérapies
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Nouvelles modalités de traitements d’entretien en
2020 : Allegements

« Donner moins de molécules
— Dolutegravir + rilpivirine
— Dolutegravir + lamivudine
 Donner moins de jours de traitements

— Essai BREATHER : Week-end « off » de l'atripla® non-inférieur a la
poursuite tous les jours

— Essai « 4D » : preuve de concept
— Essai QUATUOR en cours: non-inferiorité de 4/7 jours versus 7/7 ?
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Principal facteur prédictif de I'efficacité du traitement

d’entretien : nadir de CD4 !
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PrEP : prophylaxie pré exposition
TPE ou « PEP »: traitement post-exposition
TasP : traitement comme prévention

LES « AUTRES » MODALITES
DE TRAITEMENT
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Pas de transmission sexuelle en cas de charge virale indétectable

TASP
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Essai Partner

Original Investigation JAMA July 12, 2016 Volume 316, Number 2
Sexual Activity Without Condoms and Risk of HIV
Transmission in Serodifferent Couples When the HIV-Positive
Partner Is Using Suppressive Antiretroviral Therapy

Alison J. Rodger, MD; Valentina Cambiano, PhD; Tina Bruun, RN; Pietro Vernazza, MD; Simon Collins; Janwvan Lunzen, PhD;

Giulio Maria Corbelli; Vicente Estrada, MD; Anna Maria Geretti, MD; Apostolos Beloukas, PhD; David Asboe, FRCP;

Pompeyo Viciana, MD; Félix Gutiérrez, MD; Bonaventura Clotet, PhD; Christian Pradier, MD:; Jan Gerstoft, MD: Rainer Weber, MD;
Katarina Westling. MD; Gilles Wandeler, MD; Jan M. Prins, PhD; Armin Rieger, MD: Marcel Stoeckle, MD: Tim Kimmerle, PhD:

Teresa Bini, MD; Adriana Ammassari, MD; Richard Gilson, MD; lvanka Krznaric, PhD; Matti Ristola, PhD; Robert Zangerle, MD;

Pia Handberg, RN; Antonio Antela, PhD; Sris Allan, FRCP; Andrew M. Phillips, PhD; Jens Lundgren, MD; for the PARTNER Study Group

Figure 1. Rate of HIV Transmission According to Sexual Behavior Reported by the HIV-Negative Partner

HIV=Negative
Members of Eligible
Couples Reporting Upper 953
Specific Sex Act,  Couple-Years Canfidence
Ko Total (%) of Follow-up Limit
All
Any sex B63/856 (99.7) 1238 L] 0.30
Vaginal sex 532/878 (60.6) 629 [ 2 0.59
Anal sex 445/849 {32.3) 522 - 0.71
Insertive anal sex 363/862 (42.1) 417 ] 0.8
Receptive anal sex with ejaculation 185/854 (21.4) 1E6 — 213

Haterosexual women

TRANSMISSION

Receptive anal sex without ejaculation 55233 {21.7)

Heterosexual men
Any sex 273/274(93.3) 418 [ = 0.83
Vaginal sex 271/275(98.5) 383 L i 0.96
Anal sex 60/264 (22.7) 47 L | 7.B5
Insertive anal sex 60,264 (22.7) 47 —_— 7.B5
Men who have sex with men
Any sex 330/330 (100} 439 [ = 0.64
Anal sex 328/329(93.7) 415 [ 0.89
Insertive anal sex 303/329(92.1) 370 [ B L.0oo Dencminators are the group-specific
Recaptive anal sex with ejaculation 148329 (45.0) 137 — 270 number of HIV-negative participants
Receptive anal sex without gjaculation 217324 {67.00 220 [ | 1.68 whao contributed eligible couple-years
0 2 4 & 8 10 12 of follow-up. The upper limit of the
Rate of Within-Couple Transmission, 95% confidence interval was
per 100 Couple-Years of Follow-up estimated using the exact

Poisson method.




Un des meilleurs exemples de TasP : la prévention de la
transmission mere enfant

EPF
anR9)
INSERM
m< 50 cp/mL 50-400 cp/mL >400 cp/mL CESP 1018
=2676
ZERO TRANSMISSION Effet charge virale

Sila CV est indétectable a la conception et le reste jusqu’a 'accouchement
' 4N

Depuis la ler trimestre 2éme 3éme
conception trimestre trimestre

Effet délai de traitement

ARV débutés avant conception et CV <50 :
TME = 0% [0.0 - 0.1]

Infection VIH en 2020

Mandelbrot et al.CID 2015
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Articles

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®, David 7 Dunn®, Monica Desai, David | Dolling, :huyt.dox R‘hurﬁm;m Ann K Sulivan, Amanda Clarke, lain Reeves,

Gabrief Schembri, Nicola Madkie, Christi Charles) L Julie Fox, Stephen Taylor, Simone Antorucei,
Saye H Khoo, jemes Rooney, in Fishe, Andrew N Philips, Anre M johnson, Bian Gazzard, Owen N Gill

Summary

d placebo- lled trials have shown that daily oral pre-exposure hylaxis (PrEP) with

@®

mmmnhmmhnﬁdﬂwm However, this benefit could be counteracted by risk
compensation in users of PrEP. We did the PROUD study to assess this effect.

Methods PROUD is an open-label randomised trial done at 13 sexual health clinics in England. We enrolled HIV-
negative gay and other men who have sex with men who had had anal intercourse without a condom in the previous
90 days. Participants were randomly assigned (1:1) to receive daily combined tenofovir disoproxil fumarate (245 mg)
and emtricitabine (200 mg) either immediately or after a deferral period of 1 year Randomisation was done via
web-based access to a central com, Hnwilhvuhhkhhddm(md&dbydhhlllh) Follow-up

Septemmber 30, 2015

e oo 10 1036/
S0340-67VE(15)00056.2

See Ondioe Komment

Fp e dol0g 101036/
0340673150353 4
“Equal contbution

MAC Cliical Trisk Unitat UcL,
London, UE

{Prof

was quarterly. The primary outcomes for the pilot phase were time to accrue 500 parti
MMMMMHIVSWMMMMEWAW and risk compensation. The
trial is registered with ISRCTN (number ISRCTN94465371) and ClinicalTrials gov (NCT02065986).

Findings We enrolled 544 (275 in the diate group, 269 in the deferred group) between Nov 29, 2012,
and April 30, 2014, Based on early evidence of effectiveness, the trial steering committee recommended on
Oct 13, 2014, that all deferred participants be offered PrEP. Follow-up for HIV incidence was complete for 243 (94%)
of 259 patient-years in the immediate group versus 222 (90%) of 245 patient-years in the deferred group. Three HIV
infections occurred uld)eumudme group (1-2/100 person-years) versus 20 in the deferred group
(9:0/100 pe; years) despite 174 iptions of postexposure prophylaxis in the deferred group (relative
mdw%’&mCl“—%MML:bde?![lmmummdl3—113) 13 men
(90% CI 9-23) in a similar population would need access to 1 year of PrEP to avert one HIV infection. We recorded

Prof DT Dusn PO,
M Desai NP, 0 | Doling M.
M Gafon PHOE HIVA ST

and
Contrel, Loadon, UK (M Dess,
ANastone PHO,
Prof O NGl ME): The Mortimes
Maket Contre, Cortral and
North West Londan NHS.
FoundationTrust, Lendsn, UK
(R Gson MO St Stephan's
Centre, Chelses and

no serious adverse drug reactions; 28 adverse events, most ly nausea, headache, and arthralgia, resulted in
interruption of PrEp. We detected no difference in the itted infections, i i

FoundationTrust, Lenden, UK

gonorrhoea and chlamydia, between groups, despitea ion of risk comp i PrEP

Interpretation In this high daily tenofovi b d even higher

against HthnhMmMﬁdl.nﬁMm:ﬁa!dfcﬁmwmddbebumamhmrld
setting, There was no evidence of an increase in other sexually transmitted infections. Our findings strongly support
the addition of PrEP to the standard of prevention for men who have sex with men at risk of HIV infection.

funding MRC Clinical Trials Unit at UCL, Public Health England, and Gilead Sciences.
Copyright © McCormack et al. Open Access article distributed under the terms of CC BY.

Introduction initiation of antiretroviral therapy, which renders most

HIV is a disease of major importance in the UK, with an
estimated 107800 individuals with HIV at the end of 2013.'
Prognosis is excellent, but treatment is lifelong with an
inexorable increase in costs to the National Health
Service.! Gay, bisexual, and other men who have sex with
men are the most at risk of acquiring HIV in the UK.
There has been no decrease in the numbers of new
diagnoses reported each year for the past decade (3250 in
2013), and estimates suggest that HIV incidence has
increased in this population.’ These trends have occurred
despite increased HIV testing and a move towards earlier

patients non-infectious. Although HIV testing and
promotion of condom use will always be core strategies

Ncol Centre. Royal Sussex
Courty Hospital, Brightond
Sussex Uriverity Hoapitals
N5 Trunt, Brighton, UK

1A Curke 38,

Prof M e FRCPY; Homerton
Univensity Hosgital NHS
Foundation Trust, Londsn, UK
1 Beeves MACHD; Manchester
Centre e Sexwal Heakth,
Contral Marhester Urivers ity
Honpitah NS fcunditin
Trust, Manchestey, UK

G Scharsbes MIBS]; St Mary's
Hospital impesal College
Weakhcare NoIS Foundation

for reducing risk, a more radical approach is needed for [V lonenuk

people who do not have HIV and whose condom use IS TachaHorssh o
inconsistent. One such approach is PrE-CXDOSUIE  FoundationTrust Sheffebd, UK
prophylaxis (PrEP), the provision of anti 1drugs €

before HIV exposure to prevent infection. Muu:::;mmu

The biological efficacy of daily oral lznol'wn'—bued

York, UK rof € ) Lacey M3);

regimens used as PrEP to reduce HIV acquisiti

s

been established through randomised placebo
trials including men who have ux with men,

Hewleh NHS Trist, London, UC

N

“ 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, I. 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, ). 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*

ABSTRACT

IA(KGIOUND

Anti phylaxis has been shown to reduce the risk of hu-
man immunodefi cnem:y virus type 1 (HIV-1) infection in some studies, but con-
flicting results have been reported among studies, probably due to challenges of
adherence to a daily regimen.

METHODS

We conducted a double-blind, randomized trial of antiretroviral therapy for preex-

posure HIV-1 prophylaxis among men who have unpron:cted anal sex with men.
of

Particip were d igned to take a bi diso-
proxil fu (TDF) znd icitabi; (FIC) or plaoebo before and after sexual
activity. All particij d risk ion g and cond and were

regularly tested for HIV-1 and HIV-2 and other sexually transmitted infections.

RESULTS

Of the 414 participants who underwent randomization, 400 who did not have HIV
infection were enrolled (199 in the TDF-FTC group and 201 in the placebo group).
All participants were followed for a median of 9.3 months (interquartile range, 4.9 to
20.6). A total of 16 HIV-1 infections occurred during follow-up, 2 in the TDF-FTC
group (incidence, 0.91 per 100 person-years) and 14 in the placebo group (inci-
dence, 6.60 per 100 person-years), a relative reduction in the TDF-FTC group of
86% (95% confidence interval, 40 to 98; P=0.002). Participants took a median of
15 pills of TDF-FTC or placebo per month (P=0.57). The rates of serious adverse
events were similar in the two study groups. In the TDF-FTC group, as compared
with the placebo group, there were higher rates of gastrointestinal adverse events
(14% vs. 5%, P=0.002) and renal adverse events (18% vs. 10%, P=0.03).

CONCLUSIONS

The use of TDF-FTC before and after sexual activity provided protection against
HIV-1 infection in men who have sex with men, The treatment was associated with
i d rates of gastroi inal and renal adverse events. (Funded by the National
Agency of Research on AIDS and Viral Hepatitis [ANRS) and others; ClinicalTrials.gov
number, NCT01473472.)

N ENGL) MED  NEJM.ORG

The New England Journal of Medicine

The authors’ full names, academic de-
grees, and affiliations are listed in the Ap-
pendix. Address reprint requests to Dr.
Molina at the Department of Infectious
Diseases, Hdpital Saint-Louis, 1 Ave.
Claude Vellefaux, 75475 Paris, France, or
at jean-michel.molina@aphp.fr.

*A complete list of investigators in the
France Recherche Nord et Sud Sida-HIV
«t Hépatites (ANRS) Intervention Préven-
tive de I'Exposition aux Risques avec et
pour les Gays (IPERGAY) study group is
provided in the Supplementary Appen-
dix, available at NEJM.org.
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PrEP : deux essails essentiels

IPERGAY PROUD

- Truvada® - Truvada®

»  Randomisée -  Randomisée

> Placebo »  PrEP immédiate versus retardée
Q »  France/Québec - UK
S - PrEP au « coup par coup » - PrEP continue
C
(ab]
L  Camarchetres bien!  Camarchetres bien!
> . -86% d'infection VIH . -86% d'infection VIH
g « NPT =18 « NPT=13
O
D
<

Mc Cormack S et al. Lancet 10 septembre 2015 - Molina JM et al. NEJM 1¢" décembre 2015
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Recommandations

¢ Introduction et méthodologie (mai 2018)

e Epidémiologie (juillet 2017)

e Prévention et dépistage (avril 2018) ﬁRL')%EAE@E&Z'Q&%EE

¢ Prise en charge des accidents dexposition sexuelle et au sang VNANT AVEC LE VIH
(AES) chez l'adulte et l'enfant (septembre 2017) o 5003 ég:00 O CNS of do FANRS

e Initiation d'un premier traitement antirétroviral (avril 2018)

¢ Primo-infection a VIH (decembre 2016)

e Optimisation d'un traitement antirétroviral en situation de succes
virologique (juillet 2017)

¢ Prise en charge des situations d'échec virologique chez ladulte
(novembre 2016)

e Résistance du VIH-1 aux antirétroviraux (octobre 2016)

e Suivi de ladulte vivant avec le VIH et organisation des soins (avril 2018)

¢ Prise en charge des comorbidités au cours de linfection par le VIH (juin 2019)

¢ Infection VIH-2 ; Diversité des VIH-1 (septembre 2016)

e Co-infections par les virus des hépatites (mai 2017)

e Cancers (aout 2017)

¢ Infections chez ladulte : prophylaxies et traitements curatifs (juillet 2018)

e Désir denfant et grossesse (mai 2018)

¢ Prise en charge des enfants et adolescents infectés par le VIH (février 2018)

e Acces aux soins et qualite de vie (uillet 2017)
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COREVIH  Favoriser la prise en charge
V‘b

RETAGNE des personnes vivant avec le V

ACCUEIL

IH

LECOREVIH ACTUS REUNIONS COMMISSIONS BIBLIOTHEQUE EPIDEMIO  COOPERATION PREVENTION/  EQUIPE DU COREVIH

[BRETAGNE

Les derniéres actualités COREVIH Bretagne

N lles r dati HAS de dépistage des infi
a Chlamydiae chez les fi etles |

En France, la chlamydiose est une des infections sexuellement transmissibles (IST) les plus
répandues chez les jeunes femmes. Pourtant 60 & 70 % d'entre efles ne présentent aucun
symptdme et ignorent qu'elles ont été infectées. Le dépistage représente donc un outil ma
prévalence de lnfection. La HAS a revu la stratégie de dépistage de
recommande qu'il soit systématique chez les femmes de 15 & 25 ans sexuellement actives et qu'l
puisse étre réalisé dans plus de lieux. Elle insiste également sur la nécessité d'accompagner cette
stratégie d'un financement adéquat

réduire

Lire a suite du communiqué de presse de la HAS...
Les recommandations

La synthése des recommandations

Documents

bt

éléchargez la plaguette de
résentation du COREVIH Bretagne !

e

o
Diaporamas du
COREVIH-Bretagne

INTERNATIONALE ~ DEPISTAGE & LIENS

Tweets

Tweets vy

' COREVIH Bretagne
e

#SFLS2018 depuis 2011 la France a la plus.
forte augmentation du codt des prescriptions
ARV par rapport aux autres pays d'Europe.

_\_ COREVIH Bretagne
vy

#SFLS2018 données FHDH @ DgCostaghiola

avant d'alléger le traitement, il vaut mieux
attendre que la charge virale soit indétectable
depuis « un certain temps = (5 ans 7)

View on Twitter

CR de congres

Retrouvez en accés direct ci-dessous nos articles
rédigés en direct des plus grands congrés
internationaux !

World AIDS Conference 2018
Amsterdam - Juillet 2018

Retrouvez la chronique de cette conférence »




EXERCICES PRATIQUES
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Annabelle

« Annabelle découvre sa séropositivité lors
d’'un dépistage systématique. Sa charge
virale est a 50 000 cop/mL et ses CD4 a
500/mm?3, le virus est sensible a tout.

* Quel traitement de 1€ intention ? Sur
guels criteres de choix ?
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Gerard

« Gérard decouvre sa seropositivité mais
n’'est pas tres réactif. Deux ans plus tard il
vient pour une pneumocystose.

— Charge virale : 390 000 cop/mL
— CD4 : 180/mm?

* Quel traitement antiviral pour Geérard, et
gquand ?
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Youssef

« Youssef arrive en France apres le périple
Soudan/Lybie/Turquie/Grece...

* Lors de 'examen médical, on découvre une infection
VIH, une cachexie et une tuberculose multisensible
— CV : 500 000 cop/mL
— CD4 : 20/mm3

* Quels traitements pour Youssef et dans quel ordre ?
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Cindy

* Cindy est enceinte, a 10 SA. Le test VIH
systématique revient positif

* Quel choix de traitement antirétroviral ?
* Quand est-ce qu'on l'introduit ?
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