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Pas de conflit d’intérét

EPU avec des laboratoires pharmaceutiques

Symposia avec des laboratoires pharmaceutiques




Epidémie de VIH : les progrés
. ne sont pas uniformes
Pa n d e m I e Nombre de nouvelles infections au VIH par région

en 2022 et évolution de ce chiffre depuis 2010

Ralentissement 8|Oba| M Evolution 2010-2022,en % @ Nombre de nouvelles infections en 2022
ObjeCtifS OMS non atteints Afrique de I'Est et du Sud EsW/ @ 500000
Afrique centrale et de I'Ouest ® 160000
Meilleur acces ARV — @ ' :00000
. . Europe centrale et de
ConSOI |der acq uils I'Ouest et Arrr)1érique du Nord ° 58 000
Caraibes 16 000
Autres solutions Asie et Pacifique ® 300000
’ Populatlon§ cles Amérique latine ® 110000
> Personnes instables
. , Europe de I'Est et Asie centrale ® 160000
o Personnes en difficulté ,
Moyen-Orient et 17 000

Afrique du Nord
Allegement ?
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A combiner

INTI

Nom Posologie
DEscovy © iepaiie 8
@ Emtricitabine 200 mg 18
Ténofovit AF 25 mg 1x/jour
$3 3048
DEscovy © repatite B
Emtricitabine 200 mg 14 Daze uthisée en. présence de
~— Ténofovit AF 10 mg 1/ jour JITONGW Ou CobvcIsdal
s2 jo8p
© HLA-B*5701
. KIVEXA o
W Lamivudine 300 myg 1/ jour
Abacavir 600 mg 08
TRUVADA T
e Emtricitabine 200 mg 1x/jour
Ténofovir DF 300 mg SORM
3TC 1
— Lamivudine 300 mg Tx/jour
g 3TC e
- Lamivudine 15¢ mg N sad
© Hépatite B
< VIREAD 94
Ténofovir DF 300 mg 1x/jour
© HLA-B*5701
28
- ZIAGEN 1/ jour
Abacavir 300 myg
14
2x/jour
VEMLIDY 18

Ténofovir AF 25 mg
s

Ne peut pas ére combne au

1/ jour
codveistal ou rionaw.
1568

IP « IP/ritonavir * IP/cobicistat

| e KALETRA

Nom Posologie
‘ PREZISTA 1 @ Prezista
+ NORVIR 1@ Norvi
Darunavir 500 mg ;"j""‘
Ritonavir 1o mg
PREZISTA e
- + NORVIR '@ N::‘ £n presence d'un virus avec
D ir Z 2%/ Aumoins 1 mutateon et plus,
R;z:‘mr’;‘:gv:? " Jour specifiques au darunavr
Se
PREZCOBIX i
2 Darunavir 500 mg 1/ Jour
== Cobicistat 150 mg "
s
- REYATAZ 1 @ Reyataz
+ NORVIR 1@ Nonir
Atazanavir 300 mg :"l"""
Ritonavir 10emg
28
@ REVATAz
Atazanavir 200 mg n
4@
1/ jour

Nom Posologie
ﬁ”ll’ ISENTRESS HD :2¢
Raltégravir e0omg Tufjour

ISENTRESS e

Inhibiteurs d’'entrée

g¢

Nom Posologie
' n. L3 posclogie e31 varatie sshon
CELSE RI 14 fa présence dinteractions
b Maraviroc 150 mg 2xfjour médicsmenteuses : consulter la
se monographie
1a posclogie es1 varatie seion
14 fa présence dinteractions
2/ jour médicameanteuses : consulter la
CELSENTRI mancgraghe
‘ .::‘av"oc e La posclogie est variabie seion
28 fa présence dinteractions
2xfjour médicamenteuses . consulter la
manegragie
RukoBiA b
Fostemsavir 600mg 2x/jour

Raltégravit 400 mg 2/ jour
1€
Tx/jour
La posolagie 2 fois par jour o5t
J T'V|CAY recommandée en présence d'un
- Dolutégravir o mg 18 wus svec régstance documentée
2x/jour 0u Suspactde & lintégrase oy en
présence de certaines inseractions
médicamenteuses.
Nom Posologle
14
 EDURANT A
Rilpivirine 25 mg n
== INTELENCE e

—

e

Etravirine 200 mg 2 jour
e "
PIFELTRO 10
Doravirine 100mg Tx/jour
SusTIVA 10
Efavirenz 600 mg Tnfjour
18
1x/jour
VIRAMUNE ‘e
Névirapine 200 mg 2u/jour
o
28
1x/jour

A prendre au coucher et $ans repas
gras afin de réduire le risque deffets
secondares eu SNC

Quator e premiers jours de tratement |
la posologe o5t de
1 compeimeé de 200 mg par jout

A 3 surte des 14 premiers jours de
traitement - la posoioge est de 200 mg
2 foss par jour ou de 400 mg

1 fors par josr

Inhibiteur de la capside
Posologie

SUNLENCA i #66

Lenecapavir 27 mg
se

1x/6 mois




Combinaisons fixes

INIZINTI

INIZ/INNTI

52

Nom Posologie
Nom Posologie JULUCA -~ lNNT'/'NT'
o Nom Posologie
BIKTARVY © Heépatite B — gtlﬂmé'?mw 50 mg :"’W'
— . S liplvirine 25 m
@ Bictégravirsomg };w 2 : ATRIPLA O HepatiteB A prende au coucher ot sans
Emtricitabine 200 mg ZEEN Tratement préiminaics opterel Efavi 18 repas gras afin de réduire lo
R avirenz oo
Ténofovir AF 25 mg 3068 VOCABR'A 14 Cabotegravir [ mans 28 jours) ou tratement U Emuicitabin)e?oo - Txfjour nsque defets sacondaires au
B EDURANT 1@ Rilpivirine de relass lorsque les injections Ténofovir DF 300 mg 5048 SKC
GENVOYA © Hépatite B Cabotégravis xfour de Cabenuys nont pas pu étre
; - oy administrées dans le déla © Hénati
: Elvitégravir 150 mg 1€ Rilpivirine 25 " épatite B
“ Cobicistat 150 mg Tx/jour Pranee recommandé » gOMPLERA A
Emtricitabine 200 my " e Sy plvinnezsmg x/fjour
Ténofovir AF 10 mg 30& . Emtricitabine 300 g "
Une injection inframuscutaire de Ténofovir DF 200 mg 50 &9
STRIBILD thanun des medicaments cans
© Hépatite B ” ] les fessiers (doses de
: P g CABBNUVA ., St DELSTRIGO  ® e
Elvitégravir 150 mg P~ Cabotégravir scomg/3mi 1 # Rilpivirine e} P . 18
Cobicistat 150 mg xfjour ' Rilpivirine 900 mg/ 3 30 mals ot toms los 2 sols snbvants ” DO e m 1xfjour
Emtricitabine 200 mg " Uine injection intramuscufaire de Lamivudine 300 my P :;u
Ténofovir DF 200 my ne chacun des médicaments cans Ténofovir DF 300 mg
5 muscles fessiers °
H 8
TRIUMEQ © HLA-B*5701 ODEFSEY 3 'M
) Dolutégavir omg e IP/INTI @D wipivirine 25 mg i
Lamivudine 300 mg Tifjour Emtricitabine 200 mg "
Abacavir 600 my oo Nom Posologie Ténofovir AF 25 mg 3049
DovATO 1o SYMTUZA © Hipatie B
- Dolutégravir so my Txfjour Darunavir 1oo mg 1@
Lamivudine 300 mg N0 QL (Cobicistat 1:omg A
Emtricitabine 200 mg "
Ténofovir AF 10 mg 3068




Disponibilité en Tunisie ?
___

AZT 300 SQV ENF RTV 100
DDI EFV 200, 400 IDV RAL 400 MVC Cob
DAT ETR NFV DTG 50, 10 FTR
3TC 150 RPV APV BIC Anticorps
FTC DRV FPV CTG
ABC 300 TPV
TDF 300 LPV/r 200/50, 100/25
TAF ATV/r 300/100
DRV 600

AZT/3TC 600/300, 60/30 TDF/FTC/EFV TDF/FTC/EVG/cob RPV/DTG
AZT/3TC/ABC TDF/3TC/EFV 300/300/400 TAF/FTC/EVG/cob 3TC/DTG
ABC/3TC 600/300, 120/60 TDF/FTC/RPV ABC/3TC/DTG TAF/FTC
TDF/FTC 300/200 TAF/FTC/RPV TAF/FTC/BCG TAF/FTC/DRV

TDF/3TC/DOR DRV/cob

—- TDF/3TC/DTG 300/300/50 .




Causes d'arrét des ARV?

Effets indésirables

o Digestifs

o Neuro-psychiatriques

o Complications cardio-vasculaires s‘

Nombre de comprimés
Addictions
Conditions sociales difficiles

Stigmatisation




Therapeutic failure Adverse events ﬁm |
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° ?
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Figure 1. Percentage of discontinuation causes in patients enrolled in the SCOLTA project cohorts
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» Effective: DRV/r+RAL*, 3TC+LPV/r
» Experimental: DTG+3TC, DRV/r + 3TC
* Non-effective: bPl + MVC

» Effective: bPI + 3TC, bPI monotherapy*, RPV
+DTG

* Experimental: CAB + RPV
» Non-effective: bPI + MVC, DTG monotherapy

* In selected patients

@ CrossMark

ﬁ SIMPLIFIED ANTIRETROVIRAL THERAPY ﬁ



Moyens de |'allegement

Moins de médicaments

> 2 molécules :j-f_w }:-u

o 7 jours/7

Moins de prises par semaine feee
> 3 molécules 1
o 4 jours/7

Moins de comprimés a chaque prise «

o 1 comprimé combiné
° 2 comprimeés

Injectable longue demi-vie
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e |njectables
longue
durée




| était une fois! The pill burden

NDC 49702-203-18  Each scored tablet contains 150 mg of

lamivudine.
See prescriving informiaton or
dosage information,
E P l v' R Store at 25°C (77°F); excursions permitted
(lamivudine) 1015° 10 30°C (59° to 86°F) [see USP

NDC 49702-203-18  Each scored tablet contains 150 mg of

lamivudine.
See prescribing information for
dosage information,
E P I V' R Store at 25°C (77°F); excursions permitted
(lamivudine) 1015° 10 30°C (59° to 86°F) [see USP
TABLETS Controlled Room Temperature].
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9 60 Tablets < { 60 Tablets ¥ Ao 1120 <
L
RX GLAXO WELLCOME INC P. 1202 RX GLAXO WELLCOME INC P. 1202 ‘
‘ |
| |
300 mg | 300 mg |
Retrovir® Retrovir®

(zidovudine) (zidovudine)




Premiere simplification
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TABLETS
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PIVIR

(lamivudine)

GLAXO WELLCOME INC

NDC 49702-203-18  Each scored tablet contains 150 mg of
lamivudine.

Gpu

TABLETS

150

See prescribing information for
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Puis vinrent les associations fixes |

RX GLAXO WELLCOME INC  P. 1104 RX GLAXO WELLCOME INC  P. 1104
‘.& Effets indésirables ‘.&
Combivir™ Combivir™
(lamivudine /zidovudine tablets) (lamivudine/zidovudine tablets)

150 mg/300 mg 150 mg/300 mg




Puis une fois par jour

Atazanavir &
Ritonavir Tablets
300mg
Atazanayir &
Ritonayir Tablets
Effets indésirabl g :
0 S RALU
etls Inaesirapiles mg magnol;;b“w FOR G tes
A -
\ NOX 6195800084 I
:‘ “© 4
\
= Truvada
Q_(W..amdﬂ*
W Sopeoxd fumantc)
T Tablets
s 30 tablets
I G ‘
Roawy g hoed
Er -:"‘.""" R~ @ \ %‘EQ‘QM 600mg B ‘
—a
- ’ = | 30 Tablets
¥’. =-:- o |
\ ) A l
=- ~P= Each tablet contains efavirenz 600 mg.
TUTE e
;"’:“ com 39 MM
§ c.. For Dosage and Admiistaton, A ’:’MSD |
S - coe oy cregr i STOCRINB |
[!M - : I‘f‘ll’n'::nz) — Il
_ e Reg. No. 1 43/55 () Fﬂr Oral Use '
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Inhibiteur d’intégrase!
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I — A ——
= For Oral Use
For Oral Use
60Tablets ~ 400mg ’ ! 60Tablets  400mg '
: 3 NEX 6195807004 3 GMSD 2
> .
fmsp = Truvada :
‘ o (mteiciabioe snd wnofort N o
g L T ISENTRESS' -
saravic MSD) 4 N e (raltegravir, MSD) #
(raltegravir, MSD) X ST E
for Oral Use ¢ Rk d
J 60 Tablets




Et enfin la pilule unique !

‘b;
.
-
)
i My

B 1(® Tenofoir Disopronl Fumarate/ |

Dolutegravir/
Lamivt fov

Lamivudine/Efavirenz Tablets
300 mg/300 mg/400 mg

AVONZA® S

30 Tahlets
I S i < o

Génériques ?




Table 2] Physicians’ opinions about effectiveness, safety and costs of generic ARVs, and needs for information about them

CA

A

AD

D

cD

If we change from a branded antiretroviral drug to its generic equivalent, keeping the number of daily pills and the number of doses constant, I think

— that:
| treatment adherence will decrease
| there will be more adverse effects
virological failure will be more likely
the patient will need more frequent clinical follow-up
I the cost for the healthcare system will be lower

If we change from a combination of antiretrovirals as an STR to its separate equivalent generic components (breaking the fixed-dose combination), 1

think that:

0.0)
U [U 0)
0 (0.0)
2(1.2)
85 (50.3)

I treatment adherence will decrease 37 (21.9)
there will be more adverse effects 5 (3.0)
virological failure will be more likely 8 (&.7)

I the patients will need more frequent clinical follow-up 10 (5.9)
the cost for the healthcare system will be lower 56 (33.1)

I Regarding your needs to be informed about generic antiretroviral drugs:

I need more information about the effectiveness and 37 (21.9)

I safety of generic antiretroviral drugs
I need more information about the price difference 55 (32.5)

I between generic and branded antiretroviral drugs
I think we need consensus-based clinical guidelines for 42 (24.9)

physicians and pharmacists for the prescription of

Y generic antiretroviral drugs

1(0.6)
13(7.7)
6(3.6)
13 (7.7)
67(39.6)

7/1(42.0)
27(16.0)
63 (37.3)
36(21.3)
69 (40.8)

60 (35.5)
68 (40.2)

75 (44.4)

8 (4.7)
25(14.8)
17(10.1)
14 (8.3)
13 (7.7)

33 (19.5)
45 (26.6)
33 (19.5)
44 (26.0)
26 (15.4)

26 (15.4)
22(13.0)

32(18.9)

64 (37.9)
76 (45.0)
66 (39.1)
63(37.3)
2(1.2)

24 (14.2)
59 (34.9)
53 (31.4)
52 (30.8)
16 (9.5)

35(20.7)
20(11.8)

17(10.1)

96 (56.8)
55(32.5)
80 (47.3)
77 (45.6)
2(1.2)

4(2.4)
33(19.5)
12 (7.1)
27(16.0)

2(1.2)

11 (6.5)
4(2.4)

3(1.8)

C

Values are n (%).

CA, completely agree; A, agree; AD, neither agree nor disagree; D, disagree; CD, completely disagree.

‘D‘

il ng
S £

0.6)

61.5)

3.6)

0.0)

4.7)

5.9)




Et enfin la pilule unique !
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A quand la prochaine simplification?




. La primo-infection par le VIH Le traitement antirétroviral (HAART) Cependant, le virus
D | | e m m est caractérisée par une haute permet de diminuer la charge virale, a réapparait quand la
virémie des niveaux indétectables thérapie est arrétée
Objectif Al | | | | | |
Maintenir AT _, S
Eviter blip
. 22 [\/—/
Eviter app 2 |
>
o
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Associatia S ‘
) g
Observan| G f| Limitofdetection N\ A —
Dosage sé |
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Co ent Time
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Tabla 1. Pilot studies of intermittant antiretroviral treatment

Study Authors Year Study Total Inelusion eritera Exclusion CD4+ Cycle ART group test YL Dutcome
design patients eriteria count onfol N (%) undetect.
incduded duration
(test/control) [years)
FOToOM Calvim J, 2007 Operdabel, 0 HIV 1 infection MR TI-based B12 &2 Efavirerz-based (10} = 3months |48 weeks
Cahen, Ay gngla-arm, COd + = 200/mm regimen with Pl-bazad (10} LUndatactabla rate;
E. Colzon, progpactive = VL undetectable for previous Mevrapine-baged [(10) Efavirenz: 100%
Blesander G, pilot shidy z 3 months rological T Mot first lime ART Mesrapineg B5%
Shabla-Hall Traatment wit stable  faikire on prior Fl: T8%
at al, &AT combination MYRTEbazed
Pltreated patients regimen 5
wih viralogical -
failure on prior
Pl-based regimen
admitted
Reynolds Stevan.J, 2010 RCT, 146 = GO+ =125 cimm = 264 7T ART including A48 gam T2 weaks
et al. Reyrolds, rorenfedonity | (32 (7Y | - VL <80 c/mL &2 Brooded Pl based ART (1.8%) (&RT ART failure
2010% Ciesy Kitya, 87 (83 ar axposition) | (VL 2 10.000 o/mL
Claira W, ST Efavirenz-bazed ART [98%) or = 1,000 ¢/mL on
Hallahar, If reviraping, saitchito Pl oor 2 meagirements
at al, Efavirerz ar = 4L atha
and of the swidy)
T arm: 31% ==
Stopped
B2 arm: 11.5%
Cortinuous anm:
21.68%
CD4 + count
(decrease > %) 5,

LTA0

mot statietically
diffarant

Adverse events
(AEN

Raduction of
lipodyarophy and
lactic acidosas




Table 1. Pilot studies of intermittent antirtraviral treatment (Continued)

Study Authors Year Study Total Indusion criteria Exclusion CD4+ Cyde ART group test VL Qutcome
design patients eriteria count onfoff N () undetect.
included duration
(test'control) (years)
Laibowitch  Jacques 2010 Single am, 48 Salection on the 154 + 82 52 Backbore NRTL 55+ 28 Viralogical failira
at al. Laibowitch, prospactiva [39) basiz on the at 43 91% amitricitabina+tanofovir [&RT (VL > 50c/mL):
2010% Dominigue 12) volunteering's patient 13M4)  disoproxil + 32 4% Efavirerz exposiion) | 52: V48 (5Ew)
Mathez, and adharenca o {2/5) 35.6% Boostad P A403: 4T (Bdw)
Fiara da rapaalad monitoring 1.3% INI a4 433 (50w)
Truchig, Tripla MATI backbone [(Didanosing 25 212 (2 4w)
el al. +lamivudire+ tenofovir daoprosil) +
MNRTI: 20 4%
MNMNATI: 56.5%
Boosted Pl 40.4%
ICCARE™  Jacoues 2015 Single-arm, a4 - Writen informad 181 £ 98 43 2 NATI [amiicitabina, tanofovir, 6.3+4 BY waaks;
Leibowich, prospective B4) consent (3/4) abacavir, or didancsiena) (ART virological failure
Dominiqua (66) = Tri ou 25 + axposiion) | rata:
Mathez, (12) quadritharapy (1/6) [Boostad Pl 443: 0%
Pierre de 7 days/? (Lopinavir, atazanavir, darnavir or 28 119%
Tnichis, - VL < 50 cinl for ampranavir) 25 10.6%
at al, z 5 months ar 1/6: B.3%
NNRETI Raltegravir-oa sed
(Evafiranz, naviraping, or traaiment givan
atravirng)) 3 daysid:
R B7% virological
Combiraisors 3 NRTI+NNRTI fail ure:
QR
COthare combinations
.. Raltegravir + eftravirine+ booded Pl
i, 2-3 MRTI + atraviring
— iii. LPV/r + didanogina —

T, e e e e e e




Table 2. Recent studies of intermittent antiretroviral treatments.

Study Authors Year Study M total Inelusion erteria's Exclusion criterda’s CD4+  Cycle ART group test VL Outcome
design patients count  onl  n (%) undeatect.
induded duration
(e st (years)
contral)
BREATHER Karina 2016 Randomizad, 199 - HIV 1 infactad - Pragnancy (or rigk) 743 b2 Efaviranz - basad 12 months | 48 waaks:
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Ford, et al — Efavirenz based ART anzymes alavaion Tenofavic filre (VL
VL blipe » 50 and (Grade 3 or above) lamivudine/ > 50 cop/mLy;
< 1000 cinl can ba - Nevirapine or emricitabine 1.2%
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Table 2. Recent studies of intermittent antiretroviral treatments (Continued)

Study Authors Year Study N total Inclusion criteria’s Exclusion criteda’s CD4+  Cycle ART group test YL Outcome
design patients count  onfolf  n (%) undetect.
included duration
(ta st [yaars)
control)
ANRS - Mo change in ART
162-4D ogmen nthe prevous Pas de risque sur le réservoir?
trigl®! 4 montrs q *
- laboratory eds: GFR
> BimLjmin, AST-ALT
3 LILM (upper limit of
rmormal), Hb > 10g/dL 1 13 2 1
Dlasietss Faut-il quantifier le réservoir?
100, 000 iy
- Pragnancy test
ne gative, conracaption
auring he sudy Z .
_ Witon informed Durée plus longue > 96 semaines
congant
QUATUOR®  R.lardmen 2018  Randomizad 634 =VL < 5] coplesimiL far - No complata 43 Termofovir disoproxil 54 45 wosks:
F.Ca opan-labal (3181318 = 12 months ganatypa o ar anafovir Mo gignifi cative
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Table 4. Drug concentrations: mean values off and on therapy for each drug (ng/mL)

Percentage of

‘ON’, ‘OFF, A(OFF — ON), change A(OFF — ON)/ON,

Antiretroviral n mean (SD) mean (SD) mean (SD) mean (SD) P
Efavirenz 38 2218 (1046) 692 (391) —1526 (781) —69% (10) <0.0001
Etravirine 5 447 (360) 269 (266) —179(101) —47% (11) 0.0625
Rilpivirine 26 106 (51) 39(20) —66 (40) —63% (13) <0.0001
Atazanavir 12 1087 (644) 52 (146) —1035(637) —-96% (11) 0.0005
Darunavir 15 2587 (1393) 17 (18) —2570(1382) —99% (0) <0.0001
Lopinavir 1 3922 0 —3922 —100%

Limits of quantification: <20 ng/mL for darunavir, atazanavir and lopinavir; <100 ng/mL for efavirenz; <10ng/mL for etravirine; and <5ng/mL for
rilpivirine.

Efficacy cut-offs: darunavir =2000 ng/mL; atazanavir =200 ng/mL; lopinavir =4000 ng/mL; efavirenz >1000 ng/mL; etravirine =50 ng/mL; and rilpivir-
ine =40 ng/mL.

The time between the last medication intake and sample collection was considered as ‘off period’ if >48 h and as ‘on period’ if <48 h. For each partic-
ipant and each drug, we calculated the mean of all measurements during the ‘on period’ (‘ON’) and all measurements during the ‘off period’ (‘OFF’).
The Wilcoxon paired test was used to compare changes in residual antiretroviral concentrations between ‘ON’ and ‘OFF’.

‘.:-LIU_]ELL.‘:: aL TUU 99 95 90 90 90 90 90 = o]
risk

Figure 2. Probability of therapeutic success (Kaplan-Meier). Data for one patient were excluded at week 12 because of study treatment discontinua-
tion due to pregnancy.




> J Antimicrob Chemother. 2024 Apr 24:dkae112. doi: 10.1093/jac/dkae112. Online ahead of print.

Plasma concentrations of antiretroviral drugs in a
successful 4-days—-a-week maintenance treatment
strategy in HIV-1 patients (ANRS 170-Quatuor trial)

Emuri Abe ', Roland Landman 2 2, Lambert Assoumou #, Karine Amat 2, Sidonie Lambert-Niclot 2,

Jonathan Bellet 4, Séverine Gibowski ©, Pierre-Marie Girard 7, Laurence Morand-Joubert 2,

Pierre de Truchis &, Jean-Claude Alvarez '

Pas d’impact sur

Affiliations + expand Résistances/mutations
PMID: 38656448 DOI: 10.1093/jac/dkae112 CVP
Conclusions

The 4/7-day treatment option led to antiretroviral blood levels close to
continuous treatment after the four consecutive days of medication, and to low

levels at the end of the non-treatment period.




Four days/week antiretroviral maintenance strategy
(ANRS 170 QUATUOR): substudies of reservoirs and
ultrasensitive drug resistance

Journal of Antimicrobial Chemotherapy, Volume 78, Issue 6, June 2023, Pages 1510-1521,
https://doi.org/10.1093/jac/dkad119

Conclusions

These findings support the potency of a 4/7 days maintenance strategy on
virological suppression at the reservoirs and emergent resistance level,

including minority variants.




Age > 18 ans

33 patients ARV > 12 mois
2 INTI + rilpivirine JOU,mC,II Of .
J 100% CVP <50 ;5. CVP <50 copies/ml > 12 mois Antimicrobial
. CD4 maintenus ., CD4 > 200/l > 6 mois Chemotherapy
Satisfaction PVVIH __ pas de résistances

Short-cycle therapy in HIV-infected adults: rilpivirine combination
4 days on/3 days off therapy

Table 2. Data on rilpivirine concentration

Number of samples Concentration (ng/mL), median (IQR) Samples <50 ng/mL, n (%)
Week 4 29 6.4 (0-49.2) 22 (75.9)
Week 8 27 0 (0-38.3) 22 (81.5)
Week 12 29 32.8(12.2-88.6) 20 (68.9)
Week 24 30 34.7 (23.65-65.8) 18 (60)

Total 115 24.7 (0-60.35) 82 (71.3)
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11 studies selected

EXPERT OPIN l n Francis

https://doi.or ris Group
Regimen type l l l l

(nr of studies)

REVIEW ok forupdtes |
PLr + INSTI (n=5) PLir + MVC (n=2) Pljr + 3TC (n=2}) INSTI+ 3TC (n=2)
«  DRV/r+RAL (n=3) o DRV MVC(n=1) » DRV +3TC (n=1) DTG + 3TC (n-2)
(RADAR, NEAT, ACTG 5262) (MODERN) {ANDIES) (PADDLE, ACTG 5353
C +  ATVIr+ RAL(o=1) e LPVir+ MVC(n=1) «  LPVA+3TC(n=1) d
u r r e n [BPARTAN) (VEMAN) (GARDEL} a n
- LPV/r ~ RAL {n=1)
ART-e> i
Study design
Barbara | ' v Y v
Randomized Prospective, Randomized controlled trials Randomized controlled trials Prospective, single arm studies
: controlled trials single arm *+  MODERN = ANDES +«  PADDLE .
3nfectious . RADAR studies . VEMAN . GARDEL . ACTO SIS f Infectious
Diseases, C * NEAT ACTG 5262 ity of Siena,
. + SPARTAN
Siena, Italy « PROGRESS
Sample size l l l l l
(nr of patients)
48805 112 50=797 patients 145426 patients 20121} patienis
patients patients
Study outcomes _
and duration l l l l

Randomized controlled trials Randomized trials Randomized clinical trials Prospective, single arm studies
3 non-inferior/1 inferior | non=infericr/] inferior 2 non=inferior Not applicable
- RADAR: inferior (w 48) . MODERN: inferior (w 48) . ANDES (w 48) . PADDLE (w 45)
«  NEAT: non-inferior (w 96) «  VEMAN: non-inferior {w 48) +  GARDEL (w 96) «  ACTG 5353 (w 24)
- SPARTAN: non=inferior (w 48)
- PROGRESS: non=inferior (w 96)
Prospective, single arm study
ACTG 5262: not applicable {w 52)
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Biomedicine, Medical University of Graz, Graz, Austria, “Division

| Résistances transmises 15,6%

> 50% résistances en foyers
_ 2% non éligibles pour 1 ou 2 molécules

Figure 1. Iransmission network analysis: 82 genetically linked individuals forming 26 clusters. Dark gray circles and squares, antiretroviral therapy (ART}-naive residents
of Southeast Austria with newly diagnosed HIV-1 infection 2013 through 2015; light gray circles (females) and squares (males), ART-naive residents of Southeast Austria with

newly diagnosed HIV-1 infection 2016 through 2018; bold lines, shared drug resistance mutations.
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Another option in patients who are virologically
suppressed (VL < 50 copies/mL) while receiving a

regimen of NNRTI + two NRTIs, and who have never

experienced virological failure, is a switch to the

two-drug combination of

DTG + RPV]

Data from two

clinical trials (SWORD | and 11)*® show that this regimen
maintains virological suppression as a switch strategy
' In patients who have not previously experienced

| virological failure. This should not be done in patients
who have chronic hepatitis B as TDF and 3TC (or FTC)
| should always form part of their treatment. Hepatitis

B surface antigen status should therefore always be

tested before making this switch.

A publication of the Southern African HIV Clinicians Society

ravir + lamivudine
avir + lamivudine was shown to have non-
fficacy to a three-drug regimen in RCTs.*

these trials did not include patients with
00 000 copies/mL. Furthermore, virological
jon was lower in patients with a CD4+
200 cells/pL. Therefore, we do not routinely
nd this regimen unless neither TDF nor ABC
ed. Importantly, hepatitis B must be excluded
onsidering this regimen as patients with
B must receive TDF + 3TC (or FTC) to prevent
ergence of 3TC/FTC resistance.

Eﬁons for two-drug first-line regimen




BHIVA©:

British HIV Association BHIVA guidelines on antiretroviral treatment for adults living with HIV-1 2022

5.11.1.1 Dolutegravir with lamivudine

Recommendations

e We recommend that ART can be switched to dolutegravir with lamivudine in people with virological
suppression (Grade 1A) but this regimen is not suitable for those:
o  With a history of previous virological failure on an INSTI regimen or anti-retroviral resistance to
lamivudine or INSTIs (Grade 1A);
o  With hepatitis B co-infection (Grade 1A);

o  Atrisk of hepatitis B who are not immune (GPP).




TABLE 1 Preferred and alternative antiretroviral regimens for treatment-naive adults with HIV.

Regimen Main requirements Additional guidance (see footnotes)

Recommended regimens

Two NRTIs + INSTI

ABC/3TC + DTG or HLA-B*57:01 negative, HBsAg negative (I) ABC: HLA-B*57:01, cardiovascular risk, (II) Weight
ABC/3TC/DTG increase (DTG)

TAF/FTC/BIC (IT) Weight increase (BIC, TAF)

TAF/FTC or TDF/XTC (IT) Weight increase (DTG, TAF), (I1I) TDF: prodrug
+ DTG types. Renal and bone toxicity. TAF dosing

TAF/FTC or TDF/XTC (II) Weight increase (RAL, TAF), (1II) TDF: prodrug
+ RAL qd or bid types. Renal and bone toxicity. TAF dosing, (IV) RAL:

dosing

One NRTI + INSTI
XTC + DTG or 3TC/DTG HBsAg negative, HIV VL <500 000 copies/ (IT) Weight increase (DTG), (V) Not recommended after

mL PrEP failure
Two NRTIs + NNRTI
TAF/FTC or TDF/XTC (IT) Weight increase (TAF), (I1I) TDF: prodrug types.
+ DOR or TDF/3TC/ Renal and bone toxicity. TAF dosing, (VI) DOR: HIV-2
m— DOR —




Dual therapies

In persons with suppression of HIV-VL < 50 copies/mL for the past 6 months
~ these dual therapy strategies should only be given if there is o
a) no historical resistance and
b) HBY immunity with anti-HBs antibodies (if non-immune provide HBV
Vaccination, if isolated HBc antibodies see the section on Treatment
and Monitoring of Persons with HBV/HIV Co-infection for details)

Oral dual therapies supported by large randomized clinical trials or
meta-analyses:

DTG + RPV

XTC + DTG

XTC + DRV/b

In clinical trials, these strategies have not been associated with more viro-
logical rebounds than triple therapy. There were a few cases of resistance
development on DTG + RPV and CAB + RPV —
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Résistances aux INT] Utilisation 3TC +++

CEINEEL Résistance Haut niveau de Résistance
résistance intermédiaire résistance globale
N (%) N (%) N (%) N (%)
2 (0,8) 1(0,4) 4 (1,5) 7 (2,7)
2 (0,8) 5(1,9) 3(1,2) 10 (3,9)
1(0,4) 1(0,4) 5(1,5) 7(2,7)
5(1,9) 1(0,4) 1(0,4) 7(2,7)
3(1,2) 1(0,4) 3(1,2) 7(2,7)

Houda Limem, these 2024



Résistance aux INNTI Schéma allégé contenant RPV ??

Résistance globale aux INNTI : 26,2% Q

Résistance a tous les INNTI :3,1%

Bas niveau de résistance  Résistance intermédiaire  Haut niveau de résistance  Résistance globale

N (%) N (%) N (%) N (%)
EFV 6(2,3) 1(0,4) 13 (5,1) 20 (7,8)
NVP 13 (5,1) 1(0,4) 15 (5,8) 29 (11,3)
ETR 20 (7,8) 3(1,2) 2 (0,8) 25 (9,8)
RPV 43 (16,8) 1(0,4) 5(1,9) 49 (19,1)
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Fig. 1 Kaplan-Meier curve representing the proportion of subjects still on the DTG-3TC combination



Comprimes longue durée d’action

CROI 2024 March 06, 2024

Essai phase2 Gilead and Merck Announce Phase 2 Data Showing an
Investigational Oral Once-Weekly Combination

52 : un comprimé par jour Regimen of Islatravir and Lenacapavir Maintained Viral
Suppression at Week 24

BIC / FTC /TA F — Week 24 Results Support Continued Development as a Potential
Long-Acting Oral Combination Treatment Option in Virologically
52: un comprimé/semaine Suppressed People with HIV —

— Novel Investigational Combination Regimen has the Potential to be
the First Oral Weekly HIV Treatment, Helping to Address Unmet
Needs -

Islatavir 2 mg/Lenacapavir 300 mg
S24:94,2% CVP<50 copies/ml
S48 loading...
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LATTE

Phase 2b
243 PVVIH

3 résistances

4 effets indésirables
82% CR vs 71% EFV/2INTI

LATTE2

Phase 2b

286 patients
2 résistances
11 Ell majeurs
99%

ATLAS

CAB + RPV LA 308
SOC 308

6 résistances

Pas de différence

FLAIR
CAB + RPV LA 278
ABC/3TC/DTG 283

3 résistances
Pas de différence

f long-acting cabotagravir and rilpivirine injectable for the treatment of HV-1 infected aduits.

AE leading to
o soo ntiniea tion
{maintanance
Arms n Primary outcome Rasult, n (%) periced], n %) Treatment-emengant resistance Differan ces observed
ngl +RPV 25 mg) &0  Number (%) of 48 (80) 113 1 patient: RT: E1380; INSTE Q148 R Cabotagravir + rillpivirine
aliky participants in the 1 patient: RT: K101 K'E. E138E/A groups (82%] vs
mainfenanoe- 1 patient: RT: K101 K/E E138E% afavirenz group (71%].
ngl +RPV{25 mg) &0 exposed popwlation 48 (8D Q{0 Mo mea
--------- aily with HIV-1 RNA<50
ngl +RPV{25 mg) &1 coplesiml af 53 (87 13 Mo s
Ay waek 458
P (800 mg) once &2 44 (1) 24 Mo
100 myg) + RPY 115 Kumber (%) of 10 (87 8{A Wone af w LA regimen vs oral
gl g4 w participants in the therapy: ad justed
00 mg) + RPY 115 mainfenance- 108 {94) 2 {2 1 patient: RT: K103 K, E138 G, K238 T; INSTE Q148 R difference [95%0IL
al qf w exposed popuw ation 1 patient: INSTE R2465 RAG 2 8% [5.8-11.5]
ngl + ABCATC 1] with HIV-1 ANA<SO 47 [84) 1{3 Home g8 w LA regimen vs oral
¥ mg) omce daily coplesiml af week therapy: adjusted
05 differamce [95%01L
17% 48 — 123
100 mg) + RPY 38 Number (%) of 5116 11 (28] 1 patient: RT: E13848/E%; INSTE L74 LA regimen
gl g4 w participants in the 1 patient: RT: E138A/E%; INSTE L?4, N155 H v oral therapy:
muainfenance- 1 patient: RT: E138A/EK V1081 adjusted differeance
therapy omce 304 exposed popuw ation 310 4 {131 1 patient: RT: M184 W, G190 5; INSTE L74l [95%0], 0u6%,
with HIV-1 RNA=50 1 patient: RT: M184 W [-1.2-215]
cophesiml af 1 patient: RT: M230 k1
waek 45
100 mg) + RPY T8 Number (%) of & {2.1) 828 1 patient: RT: E138 K; IKSTE Q148 B, L7441 LA regimen vs. oral
gl gd w participants in the 1 patient: RT: E138E/AMT: INSTI: Q148 R, L4l therapy: ad justed
mainfenance- 1 patient: RT: K101E. INSTE L74], G140 R differance 9500}
v — — . DTG {50000 M3 exposed popuwlation 7125) 2 {07 Mona —0.4%, [-28-211]
1 once daily with HI-1 RNA=50
coplesimL af
preek 48

wery 8 weaks. NRTE nudleoside reverse transcriptase inhibitor. EPV: efavirenz. LA: Lomg-acting. CAB: cabotegravir, RPY: rilpivinine. S0C: standard of care. RT: retrotransc ripase. INSTI:

acawir. 3TC: lamivudine. DTG: dodutagravir.

in basaline DNA sequencing undartaken on stored samples in the ATLAS study. All patients presantad with virolegical failure had the L7494 mutation on baseline DNA in the FLAIR
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SWITCH CONTROLES IMPLEMENTATION
PHASE 2B PHASE 3 PHASE 3B PHASE 3B
:.-“' -~ \ :’_-. VA A;VT : n n n ’\ E .
iy / i 2 . SOLAR CUSTOMIZE WY SISE
- & SR .X *I oue | AR | @
LATTE-2* ATLAS* FLAIR? ATLAS-2M3 SOLAR CUSTOMIZE CARISEL
US clinics Europe
n =286 n=618 n =566 N =1049 n =654 n =654
CAB+RPV LDA IM CAB+RPV LDA CAB+RPV LDA CAB+RPV LDA CAB+RPV LDA IM Evaluer Evaluer
1 fois/mois IM 1 fois/mois IM 1 fois/mois IM 1 fois / 2 mois l;:ccerl:itabillté. l'l:ccelgitablllté.
Vs Vs Vs 1 fois / 2 mois Vs perunence, pertinence,
CAB+RPV LDA IM CAR DTG/ABC/3T vs BIC/FTC/TAF PO ‘aﬁf:'.s?‘.’“"e- la  lafaisabilité, la
< % élité et la fidélité et la
1 fois / 2 mois PO QD CcCPOQD CAB+RPV LP QD (S48) divabilits dola durabilité de la
vs IM 1 fois/mois Szl mise en ceuvre mise en ceuvre
CAB + ABC/3TC $48:1,6 % vs S48:21% du CAB*RPV du CAB+*RPV
PO QD 1,0% vs2,5% S48:1,7% LDA IM LDA IM
pVL 2 50 c/mL pVL 2 50 c/mL vs1,0% 1 fois/mois 1 fois / 2 mois
S32:94%VsQ95% Vs Q1% pVL 2 50 (M12) (M12)
pVL <50 c/mL c/mL
Efficacité et tolérance des &
<¢——— NON-INFERIEUR —m> 4———————— ENCOURS —m8Mm —p

schémas 1 fois par mois et 1
fois tous les 2 mois

2021

1. Swindells S, et al. N Eng J Med 2020;382:1112-23; 2. Orkin C, et al. N Eng J Med 2020;382:1124-35; 3. Overton ET. et al. Lancet 2020; 396: 1994-2005; 4. Margolis DA et al. Lancet. 2017:390:1499-1510
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Initiation du traitement a 'hopital avant le passage en ville

Cabotégravir
30 mg, comprimés
+ rilpivirine
I 25 mg. comprimes

/

) Jrapp————

Phase orale
optionnelle

M - - -y,

B &

Mois 2 Mois 3 Mois 5
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Cabotegravir Cabotégravir Cabotegravir
I 600 mg (3 mL) 600 mg (3 mL) 600 mg (3 mL)
+ rilpivirine + rilpivirine + rilpivirine
‘ 900 mg (3 mL) 900 mg (3 mL) 900 mg (3 mL)
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Cabotégravir Caboteégravir Cabotégravir
600 mg (3 mL) 600 mg (3 mL) 600 mg (3 mL)

+ rilpivirine + rilpivirine + rilpivirine
900 mg (3 mL) 900 mg (3 mL) 900 mg (3 mL)

\



é We recommend that long-acting cabotegravir/rilpivirine can be used in people who:

gy © Face challenges taking daily oral ART (GPP) and >

o Have been virally suppressed to <50 copies/mL for at least 6 months (Grade 1A) and

o Have no known or suspected NNRTI or INSTI resistance (Grade 1A) and

o Have no history of virological failure or unplanned treatment interruption on NNRTI- or INSTI-
containing ART (Grade 1A) and

o Have no history of INSTI monotherapy (GPP) and

o Can commit to 2-monthly attendance for injections (GPP) and

o Accept the risk of virological failure and resistance despite complete adherence and the potential
implications for U=U (GPP) and

o Have a body mass index (BMI) of <30 kg/m?2 AND non-A1/6 subtype if baseline resistance is
unavailable (Grade 1A) and

o Do not need a tenofovir containing regimen for the treatment or prevention of hepatitis B

i (Grade 1A). i




Long-acting intramuscular dual therapy CAB + RPV

 The use of oral lead-in (1 month) is optional
» |njections are administered every 2 months. In case of bridging, see the

T section on Drug-Drug Interactions after Oral and Intramuscular Adminis- —
tration of CAB and RPV

Initiation phase Continuation phase
(start on day of last oral pills)

Day 0: CAB 600 mg/ RPV 900 mg From month 2 onwards:
Month 1: CAB 600 mg/ RPV 900 mg | CAB 600 mg/ RPV 900 mg every
2 months

The following baseline factors, when combined, are associated with risk of
virologic failure and resistance:

+ Archived RPV-associated mutations

+ HIV subtype A6/A1

ﬁ + BMI =2 30 Iﬁ(i,"rn2 ﬁ
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immune activation.



Conclusion

Dogme trithérapie détruit

Nouvelles molécules
o Puissantes

> Haut seuil de mutation
> Demi-vie longue

Possibilité allegement
o Bithérapie orale

o Bithérapie orale longue durée d’action
> Bithérapie injectable longue durée d’action




Conclusion

Respect drastique des indications
Gain de codt sur traitement
Dépenses controles >>

Risque reprise inflammation

o Aggravation comorbidités

Réveil sanctuaires?




