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INFECTIONAVIH

Maladie virale due auVIH

de déces depuis sa découverte

\

de personnes vivant avec le VIH (PVVIH)

nouvelles infections > 2021

deces

METTRE FIN AU VIH/SIDA D’ICI 2030



TUBERCULOSE

* Maladie bactérienne due a Mycobacterium tuberculosis
* | maladie opportuniste chez les PVVIH
* 2 formes:

- TB infection

- TB maladie

\
o

e Maladie évitable et curable

METTRE FINA LATUBERCULOSE D’ICI 2035

> 2021




CO-INFECTIONTB/VIH

VIH augmente fortement le risque de TB

TB plus frequente chez les PVVIH (immunodéprimés ++)
Formes cliniques TB atypiques et plus souvent
disseminees chez les PVVIH

TB souvent =» syndrome de reconstitution immunitaire

- TB plus difficile a diagnostiquer chez les PVVIH

« couple maudit » « couple infernal »

- Interactions et incompatibilités possibles entre

meédicaments antituberculeux et ARV



PRIORITES DE RECHERCHE TB/VIH

* Diagnostic
* Tests diagnostiques de la TB maladie et TB infection performants et accessibles

* Moyens optimaux pour éliminer une TB active avant mise sous traitement préventif de la TB

Scientifiques
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* Diagnostic
* Tests diagnostiques de la TB maladie et TB infection performants et accessibles

* Moyens optimaux pour éliminer une TB active avant mise sous traitement préventif de la TB

* Prévention
* Traitements préventifs de la TB efficaces, sirs et bien tolérés chez les PVVIH

* Nouveaux vaccins pour prévenir la TB infection et la TB maladie
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PRIORITES DE RECHERCHE TB/VIH

* Diagnostic
* Tests diagnostiques de la TB maladie et TB infection performants et accessibles

* Moyens optimaux pour éliminer une TB active avant mise sous traitement préventif de la TB

= Prévention

* Traitements préventifs de la TB efficaces, sirs et bien tolérés chez les PVVIH

* Nouveaux vaccins pour prévenir la TB infection et la TB maladie

* Traitement
* Prise en charge optimale pour réduire limpact de la TB chez les PVVIH
* Traitement anti TB plus courts, siirs et bien tolérés chez des PVVIH atteints de TB

* Traitement ARV plus efficaces, sirs et bien tolérés chez des PVVIH atteints de TB

#]A, Journées

0. T scientifiques
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PROJETS DE RECHERCHE A PACCI




Essai Statis ANRS 12290

Pour réduire 'impact de la TB chez les PVVIH sévéerement immunodéprimés, faut-il faire un
dépistage intensif de la TB ou donner un traitement systématique a toutes les PVYVIH ?

* Essai controlé randomisé de supériorité

* 1050 patients recrutes
* Période : 2014-2018

P = O @

Cote d’ivoire Ouganda Cambodge Vietnam

* Adultes infectés par le VIH- 1
e CD4<100/mm3
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Essai Statis ANRS 12290

" Bras depistage intensif de laTB (n=527) 0209 : :
- 93 TB diagnostiquées et traitées 0.154 e
treatment 4
- 36 deces (15,6%) 0.10- I
= Bras traitement systématique de laTB (n=523) "~ Systematic

T i
36

0.00-¢

- 523 traitements de TB ,:1 é 1‘2 1‘5 2‘@ 2i4

- 33 déces (14,4%)

Déces

Chez les PVVIH séverement immunodéprimées, la stratégie « traitement
prya— empirique systématique de la TB » n’a pas permis de réduire la mortalité par
GE  scientifiques rapport a la stratégie « dépistage intensif »
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Essai Statis ANRS 12290

* Taux de déces a S24 plus faible que prevu

dans les deux bras

" Plus d’effets indesirables medicamenteux
dans la strategie « traitement empirique

systematique » (45% vs. 37%)

= Dans des conditions favorables avec acces
aux tests diagnostiques, le traitement guide

par les examens serait une meilleure option
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Systematic or Test-Guided Treatment for Tuberculosis

in HIV-Infected Adults

A.D. Badje, M. Bonnet, D. Gabillard, E. Messo:
[ Rapoud, N. Natukunda, 5. Thai
and D. Laureillard, for the STATIS ANRS 1

0 Trial

C. Muzoora, 5. Samireth, B.
5.P.Eholié, 5.0. Lawn,* 5

. Nguyen, L. Borand,
. Domoua, X. Anglaret,

eamy

ABSTRACT

BACKGROUND

In regions with high burdens of mberculosis and human immunodeficiency virus
(HIV), many HIV-infected adules begin antiretroviral therapy (ART) when they are
already severely immunocompromised. Mortaliy afrer ART intdadion s high in these
patients, and uberculosis and invasive bacterial diseases are common cavses of death.
METHODS

We conducted a 48-week trial of empirical treasment for ruberculosis as compared
with treatment guided by testing in HIV-infected adults who had not previously
received ART and had CD4+ T-cell counts below 100 cells per cubic millimerer.
Patients recruited in Ivory Coast, Uganda, Cambodia, and Vietnam were randomly
assigned in a 1:1 ratio w0 undergo screening (Xpert MTE/RIF test, urinary lipoara-
binomannan test, and chest radiography) to decermine whether wrearment for
tuberculosis should be stareed or to receive systematic empirical erearment with
rifampin, isoniazid, ethambuto!, and pyrazinamide daily for 2 monchs, followed
by rifampin and soniazid daily for 4 months. The primary end point was a com-
posite of death from any cause or invaswve baceerial disease within 24 weeks (pri-
mary analysis) or within 48 weeks after randomization.

RESULTS

A total of 512 padents in the systemagic-treatment group and 525 in the guided-
treatment group were incuded in the analyses. Avweek 24, the rae of death from any
cause or nvasive bacrerial disease (caloulared as the number of first evenis per 100
pad was 104 with sy erearment and 2003 with guided erearment
(adjusted hazard rado, 0.95; 05% confidence interval [CI0, 063 o 1.44). Ar week 48,
the corresponding rares were 12.8 and 133 (adhusted hazard rago, 0.97 [95% CI, 0.67
w0 140, Arweek 24, the probability of mberculosis was lower with syseematic treae
ment than with guided ereatment (3.07 vs. 179%; adiusted hazard rado, 0.15; 95% CI,
0.00 o 0.26), but the probabliy of grade 3 or 4 drug-relared adverse events was
higher with syseematic treatment (17.4% vs. 7.2%; adjusted hazard rado 2.57; 0%% CI,
175 w 3.78). Serious adverse events were more common With systematic ereatment.

CONCLUSIONS
Among severely immunosuppressed adults with HIV infection who had not previously
received ART, systematic trearment for mberculosis was not superior o weseguided
treatment in reducing the raee of death or nvasive bacterial disease over 24 or 48 weeks
and was associated with more grade 3 or 4 adverse evenes. (Funded by the Agence
Hatbonale de Recherches sur le Sida et les Hépatiees Virales; STATIS ANRS 12200
Qinfcal Trials.gov number, NCTU2057796.)
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LILAC-TB ANRS 12394

Les marqueurs de Pinflammation (IL-1Ra, sCD163, IP10) peuvent-il

prédire tot la réponse au traitement de la tuberculose?
* Etude preuve de concept
* 100 patients (40VIH -, 60VIH +)
* Période : janvier 2020-mai 2021

D o Critére de jugement principal 4 524
Evolution de la concentration d'IL-1Ra entre
Cote d’ivoire Cambodge initiation du TTT anti TB et semaine 2
Début : janvier 2020 ee 00 00 e LL (l
. Adultes LILAC-TB

e TB confirmée
* Naif d’ARV pour VIH+

e Consentement éclairé SO Sl S?2 S4 S8 S24




IL1RA pg/mL

LILAC-TB ANRS 12394
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» Décroissance importante des marqueurs |L-1Ra et

IP10 a la semaine 2 chez les PVVIH ivoiriens

" Prochaines étapes : analyser les biomarqueurs

conjointement a I'évolution clinique

LILAC-TB




Essai Reflate ANRSTB2 12300

Chez des PVVIH atteints de TB, les traitements ARV a base de raltégravir sont-ils aussi
efficaces pour réduire la charge virale que ceux a base d’éfavirenz?

* Essai de phase lll de non infériorité
* 460 patients recrutés

* Période :2015-2018

Critére de jugement principal
: '
S

Charge virale < 50

Cote d’ivoire Ouganda Brésil Mozambique Vietnam copies/mL
» Adultes co-infectés TB/VIH TDF /3TC + EFV 600 mg J
* Naifs d’ARV

e TB confirmée I:1
e TTT anti TB standard

« Consentement éclairé TDF/3TC + RAL 400 mg

G sournins Screening (S-2) S0 24 S48 /P Z
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Essai Reflate TB2 12300
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HIV RNA<50 copies/mL a S48
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% HIV RNA<50 copies/mL at W48

30% 22%
20% 12% 10%
B
0%
HIV RNA<50 Virologic non No virologic data
copies/mL response

m EFV 600 mg qd RAL 400 mg bid

Chez des PVVIH sous traitements anti TB, un traitement ARV a base de
raltégravir n’est pas aussi efficace qu’un traitement a base d’éfavirenz
pour rendre la charge virale indétectable
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Essai Reflate ANRSTB2 12300

* Taux de succes virologiques faibles

dans les 2 strategies

= Efavirenz : traitement de | intention

pour les patients co-infectes TB/VIH

Raltégravir 400 mg : alternative chez

certains patients.

Poursuite de la recherche pour des

régimes de traitement plus efficaces
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Standard dose raltegravir or efavirenz-based antiretroviral
treatment for patients co-infected with HIV and tuberculosis
(ANRS 12300 Reflate TB 2): an open-label, non-inferiority,
randomised, phase 3 trial

Nathalie De Castro®, Qlivier Marcy®, Corine Chazallon, Eugéne Messou, Serge Eholié, Jean-Baptiste N'takpe, Nilesh Bhatt, Cefso Khasa,

Izabel Timana Massango, Didier Lawreillard, Giang Do Chau, Anais Domergue, Valdilea Velase, Rodrige Escada, Sandra Wagner Cardosa,
Constance Delougerre, Xavier Anglaret, Jean-Michel Moling, Beatriz Grinsatejn, for the ANRS 12300 Refiate TB2 study groupt

Summary

Background In patients co-infected with HIV and tuberculosis, antiretroviral therapy options are limited due to drug—
drug interactions with rifampicin. A previous phase 2 trial indicated that nlt:gﬂvrir 400 mg twice a day or efavirenz
GO0 mg once 2 da) mlgllt have slmllar vlmloglcal efficacy in patients given rifampicin. In this phase 3 trial, we assessed
the to

ey

Methods We did a multicentre, open-label, phase 3 trial at six sites in Cote d'Ivoire, Brazil,
France, Mozambique, and Vietnam. Wl: included antiretroviral therapy (ART)-naive adults (aged =18 years) with
mnﬁrmed HIVI mf:ttmn and bamcnnlngn:zlly confirmed or clinically diagnosed tuberculosis who had initiated

if: within the past 8 weeks. Using computerised random numbers, we
landomly asslgm:d pamclpanl:. (1:1; stratified |.1}‘ country) to ru:uw: Ialt:glzvlr 400 mg twice daily or efavirenz 600 mg
once daily, both in ¢ with and . The primary outcome was the pmpnmon of patients
with virological suppression at week 48 (defined as plasma HIV RNA concentration <50 copies per mL). The
prespecified non-inferiority margin was 12%. The primary outcome was assessed in the intention-to-treat population,
which included all randomly assigned patients (excluding two patients with HIV-2 infection and one patient with
HIV-1 RNA concentration of <50 copies per mL at inclusion), and the on-treatment population, which included all
patients in the intention-to-treat population who initiated and were continuing allocated at

@ ®

Lancet Infect D15 2021;
2181322

Published Onine

S1473-3099(20]30865-0
Sen Comment page 748

For the Fostuguese translation
af the abstract zoe Orline for
appendix

For the French translation
afthe abstract soe Oniline for
appandix 2

“Cantributed equally
Membess are Rsted in
appendi ]
Degartment of nfectious.

week 48, and patients who had discontinued allocated treatment due to death or virological failure. Safety was assessed

[N D Castra 8D,
Proif J-1 Meolina M) and

in all patients who received at least one dose of the assigned treatment regimen. This study is registered with
ClinicalTrials.gov, NCT02273765.

Findings Between Sept 28, 2015, and Jan 5. 2018, 460 participants were randomly assigned to raltegravir (n=230) or
efavirenz (n=230), of whom 457 patients (230 patients in the raltegravir group; 227 patients in the efavirenz group)
were included in the intention-to-treat analysis and 410 (206 patients in the raltegravir group; 204 patients in the
efavirenz group) in the on-treatment analysis. At baseline, the median CD4 count was 103 cells per pL and median
plasma HIV RNA concentration was 5-5 log,, copies per mL {IQR 5-0-5-8). 310 (68%) of 457 participants had
ham:nolugally-cnnﬁnmsd tuberculosis. In the intention-to-treat population, at week 48 10 {61%} of z_m parhnpanh.
in the raltegravir group and 150 (66%6) of 227 patients in the efavi had achieved virolog; [L

group difference -5 - 23 [95% C1-14-0 to 3- G]), thus raltegravir did not meet the cn‘n:rien fm inferiority.

udagy
{PeafC Delaugeme PhD),
Hipital Saint.Louls, Assistance
Fubliquo Hipitaus de Parls,
Paris, France; Bardeaus
Fopulation Health Research
Center, UMR 1219, INSERM,
Unibversity of Bordeaus, French
National Reseanch Instituste for
Sustainable Development,
Bardeaws, France (N De Castro,
O Mascy MO, C Chazallon MSc,

¥ Anglaret MD); Centre de Prise

The most frequent adverse events were HIV-associated non-AIDS illnesses (eight [3%6] of 229 patients in the raltegravir
group; 21 [936] of 230 patients in the efavirenz group) and AIDS-defining illnesses (ten [43] patients in the raltegravir
group; 13 [634] patients in the efavirenz group). 58 (255) of 220 patients in raltegravir group and 66 (20%) of 230 patients
in the efavirenz group had grade 3 or 4 adverse events. 26 (6%) of 457 patients died during follow-up: 14 in the
efavirenz group and 12 in the raltegravir group.

Formation, Abidjan, Chte
dbvaine (E Messou D

* Anglaret ) Programme
PACCI/ANRS Research Center,
Abidjan, Cote d'lvoire

[E Messeu, Prof Eholié MD,
-8 N'takpe MDY Département

Interpretation In patients with HIV given tuberculosi inferiority of ral pared with efavi
was not shown. Relingeavis was well tolerated and could he considared a8 an aption, but m.j,f in selected patients.

Funding National French Agency for AIDS Research, Ministry of Health in Brazil, Merck.
Copyright @ 2021 Elsevier Ltd. All rights reserved.
Introduction and 208000 deaths worldwide reported in 2019. In

Tuberculosis remains a major cause of morbidity and  antiretroviral therapy (ART)-naive adults co-infected with
mortality in patients with HIV, with 815000 cases HIV and tuberculosis, the initiation of ART can be

wwewthelancet comfinfection Wol 21 June 2021

diinfectiologie, Unite de
Formation et de Recherche des
Sclences Médicales, Université
Féllx Houphoust Bokgny,
Abidjan, Cote d'lvoire

[E Messiu, Prof s Enliél;
Instituto Nacicnal de Sacde,
Mamacuen, Mozambicue
[WBhatt MAD, € Khosa MD,
1Timana Massanga MDI;
Research Unit 1058
Pathegenesis and Control
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CONCLUSION

* Besoins persistants de recherche sur la co-infection TB/VIH (End TB 2035)
* Contributions importantes de la recherche a PACCI

* Nouvelles recherches

- Impact (sequelles) au long cours de la TB sur la santé respiratoire (TB-SRN/leDEA)
- TB meningée chez les PVVIH

- Opérationalisation du traitement préventif (TB-HIV WA/leDEA)
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