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GLOBAL
TUBERCULOSIS
¥ o . 1d

___ |+ 10,4 millions de cas incidents [8,8-12,2],
Incl. 0,58 million de TB multirésistantes
[0,52-0,64]

* 10% [8-12] des cas de TB surviennent
chez des personnes vivant avec le VIH

|| Géographie :
* Asie du Sud-Est : 45%, Afrique : 25%
¢ 459% des cas : Chine + Inde + Indonésie

{(sg)) World Health Mortalite : -
¥ Organization * VIH-neqg. : 1,30 million [1,16-1,44]
 VIH-pos. : 0,37 million [0,32-0,43]=> 22%

.__:;*\ 1__
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Prévalence de I'infection a VIH en cas de TB, 2016

Estimated HIV prevalence in new and relapse TB cases, 2016
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Mortalité liée a la tuberculose, 2000-2016
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Mortalité liee a la tuberculose et au VIH, 2000-2016

Global trends in the estimated number of deaths

caused by TB and HIV (in millions), 2000-2016.2"
Shaded areas represent uncertainty intervals.
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Devenir de cohortes de patients tuberculeux

N World Health
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Devenir de cohortes de patients VIH+ tuberculeux

Eastern Europe Latin America Western/Southern Europe

K BMC

B HIV-RNA Undetectable
B HIV-RNA Detectable

E no viral load

OLTFU

O Death

Percentage %

0.2 -

0.1 -

Undetectable:
0 : , , , , . VL<400 copies/ml

EFV non-EFV EFV non-EFV EFV non-EFV

ART regimen

19% UNI, Nantes du 13 au 15 juin 2018 Caro-Vega et al. BMC Infectious Diseases (2018) 18:191 9



Dans quel type de monde vivons-nous ??7?
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VAINQUEURS DE LA COUPE DU MONDE
== DE FOOTBALL (1930-2014)

au 15juin 2018
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Dans quel type de monde vivons-nous ??7?

DENSITE MEDICALE

% 19¢s JNI, Nantes du 13 au 15 juin 2018 Territory size shows the proportion of all physicians (doctors) that work in that 11
] territory (map #219, worldmapper.org)



CAS DE TUBERCULOSE

m= 19¢s NI, Nantes du 13 au 15 juin 2018 Territory size shows the proportion of worldwide tuberculosis cases found there (map 12
#228, worldmapper.org)
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ECES LIES A LA TUBERCULOSE
Territories are sized in proportion to the absolute number of people who died from TB in one
year (map #373, worldmapper.org)
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Dans quel type de monde vivons-nous ??7?

P Ay e Ao 8 ——— > - -
DECES LIES AU VIH/SIDA

19¢s NI, Nantes du 13 au 15 juin 2018 Territories are sized in proportion to the absolute number of people who died from HIV/AIDS in 14

one year (map #374, worldmapper.org)




La tuberculose dans le monde ou nous vivons

 Mortalité importante liée a la tuberculose chez les PVVIH,
notamment en Afrique sub-saharienne

* Autres formes d'immunodépression : également
concernées +++

« Comment améliorer la prise en charge de la tuberculose
chez les patients immunodéprimés ?
— En réduisant le risque du passage de I'infection a la maladie

— En améliorant le diagnostic (particularites de I'imagerie,
nouveaux tests...)

— En discutant de nouvelles modalités de traitement
» Exemple de la transplantation d’organe solide...

=
a 19¢s JNI, Nantes du 13 au 15 juin 2018 15




Imagerie de Table 3. Chest X-ray and chest CT findings in kidney ransplantés

transplant recipients.
Finding
20 TB pulm. ch Ground-glass opacity/ - TR 1l (1990-2015)

consolidations
~____HRC
5 29 34 35.4

Cavitation/tree-in-bud pattern ser lobes (in 50.0%)

Ground-glass attenuation w

Cavitation and centrilobula Mediastinal lymph node 6 & 14 14.6 der lobes (in 66.6%)
pattern enlargement

Mediastinal lymph node enl Miliary pattern I 27 13 M4 N/A

Miliary nodules Pleural effusion 11 ] 16 16.7 Random

All Total 23 73 96 100 H/A

*Data are expressed as n (%).

Table 2. Chest X-ray and chest CT findings in lung Table 4. Chest X-ray and chest CT findings in liver

transplant recipients. transplant recipients.

Finding Xray CT n % Finding X-ray CT n %

Ground-glass opacity/ Ground-glass opacity/
consolidations 1 s 10189 consolidations 0 1 14
Cavitation/tree-in-bud pattern 24 11 33 66.0  (Cavitation/tree-in-bud pattern 0 47 47 67.2
Mediastinal lymph node iacti

l t‘b’ P 0 4 4 7.5  Mediastinal lymph node 0 10 10 14.3
enlargemen enlargement
Miliary pattern 0 2 2 3.8 Miliary pattern 0 12 12 171
Pleural effusion 2 0 2 3.8 Total 0 70 70 100
Total 27 26 33 100 Bras Pneumol. 2018;44(2)-161-166
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Tuberculose chez les patients transplantes

Revue de la littérature 1998-2016
187 études
2082 cas de TB apres transplantation d’organe solide
Asie : n=72; Europe : n=66; Etats-Unis : n=25
1719 transplantés rénaux
253 transplantés hépatiques
77 transplantés cardiaques
25 transplantés pulmonaires
8 transplantés rein-pancreas

Clinical Transplantation. 2018:e13259. 17



Tuberculose chez les patients transplantes

Transplantés rénaux : incidence de TB =1,69%
Transplantés hépatiques : incidence de TB =1,33%

TB transmise par le donneur : 23 cas, dont 10 apres greffe
pulmonaire; 5 déces, dont 3 liés a la TB.

Temps médian post-greffe : 3 mois (extrémes : 0,2-29).

Mortalité de la TB chez les patients transplantés : 18,84%

Clinical Transplantation. 2018;e13259. 18



Tuberculose chez les patients transplantes

 Reactivation d’une ITL : mécanisme de loin le + fréquent
* 40% des cas durant les 12 mois suivant la greffe

+ Seuls 36/140 (26%) patients ont recu une
chimioprophylaxie par isoniazide, dont 20 apres la
transplantation

19

Clinical Transplantation. 2018;e13259.



Isonlazid versus no treatment for preventing post solld organ transplant tuberculosis

Patlent or population: kidney transplant recipients

Settings: hospital

Interventlon: isoniazid versus no treatment

C

Cochrane
Library

Cochrane Database of Systematic Reviews

Outcomes Illustrative comparative risks* (95% Cl) Relative effect Number of particlpants Quality of the evidence Comments
(95% Cl) (studles) (GRADE)
Assumed risk Corresponding risk
Control Isonlazld
Tuberculosis Study population RR0.35 558 (3) SSB0 Allstudies conductedin
Follow-up: 2 to 4 years (0.14 to 0.89) moderate’ kidney transplant popu-
159 per 1000 45 per 1000 lation
(22 to 86)
Moderate
259 per 1000 80 per 1000
(40 to 149)
INH hepatotoxIicity Study population RR1.59 558 (3) SSB0 Almost all reported
Jaundice, elevated 1.06 t0 2.40 moderate? hepatotoxicity (45/47)
bilirubin, elevated liver 58 per 1000 145 per 1000 were from one study
enzymes (70 to 277) which had high preva-
Follow-up: 2 to 4 years lence of patients with
Moderate hepatitis B and C infec-
tion
0 per 1000 0 per 1000
(0to 0)
All-cause mortality Study population RR1.39 558 (3) SB800 One of the three studies
Follow-up: 2 to 4 years (0.7 10 2.78) low?3 (largest study) reported
no mortality
Adamu B, Abdu A, Abba AA, Borodo MM, Tleyjeh IM.
Antibiotic prophylaxis for preventing post solid organ transplant tuberculosis.
' 19¢s JNI, Nantes du 13 au 15 juin 2018 20
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+ 3 Cochrane
y/o# Library

Cochrane Database of Systematic Reviews

Summary of main results

A statistically significant lower risk of developing TB was reported
among kidney transplant recipients who received anti-TB pro-
phylaxis (isoniazid). However, liver dysfunction was statistically
significant among participants who received anti-TB prophylaxis
compared with people in the control groups. Most reported liver

dysfunction was mild and transient; 45/47 events were reported
by Vikrant 2005 which included a significant proportion (-25%)
of participants with hepatitis B or C infection. Sensitivity analysis
excluding this study yielded no statistically significant difference
in the incidence of anti-TB drug hepatotoxicity.

All-cause mortality was not significantly different between those
who received anti-TB prophylaxis and those who did not.

Adamu B, Abdu A, Abba AA, Borodo MM, Tleyjeh IM.

1 Antibiotic prophylaxis for preventing post solid organ transplant tuberculosis.
Bl 19 NI Nantes du 3.0 15 juin 2018 Cochrane Database of Systematic Reviews 2014, Issue 3. Art. No.: CD008597.

21




Tableau 1 - Conditions augmentant le fisque de progression vers la tuberculose maladie 3

partr d'une [TL
Haut (Adapiation du tableau 2 de : Erkens CGM, et al. [3])
Conseil deta Sdd= rahi
Santé Conditions augmentant le risque de tuberculose maladie . ou
; Risque relatif
Publique
Deéficit immunitaire avéné
Infection & VIH 50-110
Sida 110-170
Greffe d'organe solide avec traifement immunosuppresseur 20-74
En q u éte Traitement par anti-TNF-alpha 1517
Corticostérpides >10 myg o équivalent prednisonafjour ag
autour d’'un cas perdnt > 24 zemaines 1
Néoplasie 48
de tuberculose T ———————— T
- Cancer de la téte, cou ou poumon 25463
Recommandations
Autres situations
prat|q ues Gastrectomie 2.5
Anastomose jejuno-ileale 27 - 63
Silicose 30
Insuffisance rénale chronique ! hemodialyse 10-25
Diabéte sucré 236
Consommation de tabac 2-3
Consommation excessive d'alcoo 3
Deficit pondéral 20-2 56
Age <5 ans 2-5

Mote : Degre de preuves de niveau B ou C en général. THF : le risque relatf (RR) ajusté concemant
less corticosternides pour le risque de fuberculose maladie n'a pas eté etabli de fagon concluante. Le
tableau a &t& adapie et mis 3 jour en e basant sur plusiewrs sources




Chimioprophylaxie par isoniazide (IPT)

Guidelines for intensified Réunion a Geneve :
tuberculosis case-finding

and isoniazid preventive 25-27 Jan. 2010

therapy for people
living with HIV _ i
in resource- 12 recommandations cleés

constrained
settings

7/ pour les adultes
5 pour les enfants

Yy World Health
Y Organization

19¢s JNI, Nantes du 13 au 15 juin 2018 23



Dépistage de la TB avant de déecider si IPT ou non

2.2.7 Figure 1. Algorithm for TB screening in adults and adolescents
living with HIV in HIV-prevalent and resource-constrained settings

Adults and adolescents llving with HIV*

Screen for TB with any one of the following symptoms:™
Current cough
Fever
Welght loss
Night sweats
No Yes
Assess for contralndications to IPT™*" Investigate for TB and other diseases™™*
Other diagnosis Not TB TB
No Yes ' ' '
Glve appropriate Follow up | | Treat

treatment and and for
Glve IPT | |Defer IPT conslder IPT consider IPT TB

Screen for TB regularly at each encounter with a health worker or visht to a health faclllty
a 19¢s JNI, Nantes du 13 au 15 juin 2018 . |
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Recommandations OMS sur I'lPT en pays du Sud

Adults and adolescents living with HIV who have an unknown or
positive TST status and are unlikely to have active TB should receive
at least six months of IPT as part of a comprehensive package of HIV
care. IPT should be given to such individuals irrespective of the degree
of iImmunosuppression, and also to those on ART, those who have
previously been treated for TB and pregnant women.

Strong recommendation, high quality of evidence

4 Adults and adolescents living with HIV who have an unknown or positive
TST status and who are unlikely to have active TB should receive at least
36 months of IPT.2 IPT should be given to such individuals irrespective of
the degree of immunosuppression, and also to those on ART, those who
have previously been treated for TB and pregnant women.

Conditional recommendation, moderate quality of evidence’

Yy World Health 25
Y Organization




Recommandations OMS sur I'lPT en pays du Sud

5 TST is not a requirement for initiating IPT in people living with HIV.

Strong recommendation, moderate quality of evidence

6 People living with HIV who have a positive TST benefit more from IPT;
TST can be used where feasible to identify such individuals.

Strong recommendation, high quality of evidence

7 Providing IPT to people living with HIV does not increase the risk of
developing isoniazid (INH)-resistant TB. Therefore, concerns regarding

the development of INH resistance should not be a barrier to providing
IPT.

Strong recommendation, moderate quality of evidence

=
ﬁ 19¢s JNI, Nantes du 13 au 15 juin 2018
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Essais publies depuis les recommandations OMS

Isoniazid plus antiretroviral therapy to prevent tuberculosis:
a randomised double-blind, placebo-controlled trial

Molebogeng X Rangaka, Robert | Wilkinson, Andrew Boulle, Judith R Glynn, Katherine Fielding, Gilles van Cutsem, Katalin A Wilkinson,
Rene Goliath, Shaheed Matheg, Eric Goemaere, Gary Maartens
Lancet 2014; 384: 682-90

* Une clinigue ARV en Afrique du Sud (Cape Town)
 Adultes recrutés entre janv. 2008 et sept. 2011

« TB maladie éliminée d’'emblée (interrog. puis 2 crachats
pour ex. direct et culture)

« Randomisation entre 12 mois d’INH ou de placebo

* Critere de jugement principal : développement d’une
TB active

* Criteres secondaires : temps jusqu’au déces; risque de

developper des effets indéesirables lies aux médicaments
27
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Placebo (n=667) Isoniazid (n=662) Total (n=1329)

Median age (years) 34 (29-40) 34 (30-40) 34 (30-40)
Women 498 (75%) 500 (76%) 998 (75%)
Established on ART 490 (74%) 462 (70%) 952 (72%)
Median days on ART, on- ART 330(137-727) 394 (139-889) 357(139-798)
Median days on ART, start- ART 14 (4-20) 14 (4-25) 14 (4-25)
Median CD4 count (cells per mm?)* 214 (154-355) 218 (150-373) 216 (152-360)
Previous tuberculosist 271 (41%) 289 (44%) 560 (43%)
TST

Positive (=5 mm) 202 (30%) 190 (29%) 392 (30%)

Negative (<5 mm) 283 (42%) 269 (41%) 552 (42%)

Unknown 182 (27%) 203 (31%) 385 (29%)
IGRA

Positive 205 (31%) 184 (28%) 389 (29%)

Negative 261 (39%) 274 (41%) 535 (40%)

Indeterminate 38 (6%) 36 (5%) 74 (6%)

Unknown 163 (24%) 168 (25%) 331 (25%)
Discordant or concordant TST/IGRA pairs

TST+/IGRA+ 119 (18%) 115 (17%) 234 (18%)

TST-/IGRA- 190 (29%) 198 (30%) 388 (29%)

TST+/IGRA- 73 (11%) 66 (10%) 139 (11%)

TST-IGRA+ 64 (10%) 54 (8%) 118 (9%)

Unknown 221(33%) 229 (35%) 450 (34%)

a 19¢s JNI, Nantes du 13 au 15 juin 2018

Lancet 2014; 384: 682-90
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Critere de jugement principal

0154 — Placebo
2 — Isoniazid p=0,02
o
S
U
0
-
- 0-10
o ——
2
§
e
9
=
=
=
3
0 | T | T
0 1 2 3 4
Nomibiar st rik Years since randomisation
Placebo 667 (25) 601 (21) 521 (10) 181 (2) 0
Isoniazid 662 (13) 609 (13) 539 (9) 195 (2) 0

a 19° JNI, Nantes du 13 au 15 juin 2018 Lancet 2014; 384: 682-90 ?°




Critere de jugement secondaire

0-104 —— Placebo
—— Isoniazid
p=0,32
£
4]
s
S
g
el
o
2 0-05
a
3
R
=
=
= |
U
0 T I I I
0 1 2 3 4
. Years since randomisation
Number at risk
Placebo 667 7) 656 7) 617 (6) 226 (1) 0
Isoniazid 662 (8) 648 (5) 625 (2) 235 (1) 0

a 19° JNI, Nantes du 13 au 15 juin 2018 Lancet 2014; 384: 682-90 %




Essais publies depuis les recommandations OMS

6-month versus 36-month isoniazid preventive treatment
for tuberculosis in adults with HIV infection in Botswana:
a randomised, double-blind, placebo-controlled trial

Taraz Seamandari, Tefera B Agizew, Samba Nyirenda, Zegabriel Tedla, Thabisa Sibanda, Nong Shang, Barudi Mosimaneotsile, Oaitse | Motsamai,
Lorna Bozeman, Margarett K Davis, Elizabeth A Talbot, Themba L Moeti, Howard | Moffat, Peter H Kilmarx, Kenneth G Castro, Charles D Wells

a 19¢s JNI, Nantes du 13 au 15 juin 2018 Samandari T. et al., Lancet 2011; 377(9777): 1588-98 31




a 19¢s JNI, Nantes du 13 au 15 juin 2018

4331 screened for eligibifity

2336 excluded
313 declined

participation

S 163 did not retumn

after initial
screening
1860 ineligible

1895 enrolled

£

989 randomly allocated to
receive 6 months’
open-label isoniazid

1006 randomly allocated to
receive 6 months’
open-label isoniazid and

and 30 months” masked 30 months’ masked
placebo {control group) 1soniazid (continued
treatment group)
168 excluded 172 exduded
22 died 14 died
3 lost to follow-up 1 lost to follow-up
§ cases of tuberculosis 8 cases of tuberculosis
49 withdrew 47 withdrew

6 protocol deviations —
65 <5 wisits in first

—P 5 protocol deviations
81 <5 visits in first

6 months 6 months
14 coded pill started out 16 coded pill started out
of window* of window*
v v
821 completed 6 months’ 834 completed 6 months

open-label isoniazid and open-label soniazid and
started 30 months’ started 30 months’
placebo isoniazid

Samandari T. et al., Lancet 2011; 377(9777): 1588-98

32



Cumulative incidence of tuberc ubosis (%)
o - - ~J ~ w W
(W3 =] un & [V, ] =) un

1 1 1 1 1 1 1

(=

Résultat principal

----- Control group
— Continued isoniazid group e

Incidence TB

N

1.0

Cumulativeincidence of death (%)

05

Incidence déces

Number at risk
Controlgroup 989
Continued isoniazid group 1006

| | | | | |

180 360 540 720 900 1080
Dys after enrolment Samandan T. et al.,
Lancet 2011; 377(9777): 1588-98
962 91 891 865 846 33
Q83 949 520 801 866



~J
T

Noow b
Qo Qo @ Q

Cumulative incidence of tuberculosis (%)
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th (%)
o
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Cumulative incidenceofdea
MW s
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Q
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Number at risk

TST negative (control group)
TST positive {control group)
TST negative (continued
isoniazid group)

TST positive (continued
isoniazid group)

b, &)
o
|

-=== TST negative (control group)
:-==-T5T positive (control group) et
—— TST negative (continued soniazid group) - -mm-emem e ;
—— TST positive (continued isoniazid group) |.-_-a'
A Sl
S
A : ]
-
T*“"""-T“-J | | | |
-
& i
2L T T T T T 1
0 180 360 540 720 900 1080
Days after enrolment
729 704 672 656 637 623
216 214 206 152 185 180
722 706 681 658 637 617
252 246 237 221 226 222

Analyse en fonction du
résultat de I'IDR initiale

Samandari T. et al.,
Lancet 2011; 377(9777): 1588-98
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Essais publies depuis les recommandations OMS

Effets de I'IPT sur la mortalité

Effect of isoniazid preventive therapy on risk of death in
west African, HIV-infected adults with high CD4 cell counts:
long-term follow-up of the Temprano ANRS 12136 trial

Anani Badje, Raoul Moh, Delphine Gabillard, Calixte Guéhi, Mathieu Kabran, Jean-Baptiste Ntakpé Jérome Le Carrou, Gérard M Kouame,

Eric Ouattara, Eugéne Messou, Amani Anzian, Albert Minga, Joachim Gnokoro, Pat rice Gouesse, Arlet te Emieme, Thomas-dAquin Toni,

Cyprien Rabe, Baba Sidibé, Gustave Nzunetu, Lambert Dohoun, Abo Yao, Synali Kamagate, Solange Amon, Amadou-Barenson Kouvame, AboliKoug,
Emmanud Kouame, Marcelle Daligou, Denise Hawerlander, Simplice Ackoundzé, Serge Koule, Jonas Séri, Alex Ani, Fassery Dembélé, Fatoumata Kone,
Mykayila Oyebi, Nathalie Mbakop, Oyewole Makaila, Carolle Babatunde, Nathanid Babat unde, Gisele Bleoué, Mireille Tchoutedjem,

Alain-Uaude Kouadio, Ghislaine Sena, Sahinou-Yediga Yeded)i, SophieKarcher, Christine Rouzioux, AboKouame, Rodrigue Assi Alima Bakayoko,
SergeK Domoua, Nina Deschamps, Kakou Aka, Theérese N'Dri-Yoman, Roger Salamon, Valéne Journot, Hughes Ahibo, Timothée Ouassa,

Herve Menan, Andre Inwoley, Christine Danel®, Serge P Eholie*, Xavier Anglaret®, on behalf of the Temprano ANRS 12136 Study Groupt

Lancet Glob Health 2017:
C:e1080-89

g 19¢s JNI, Nantes du 13 au 15 juin 2018 35




Eligibility Primary outcome Primary outcome
- CD4<800/mm? Severe morbidity Death
- no WHO criteria for starting ART

Deferred ART (WHO criteria)

IPT, 6 months Deferred ART (WHO criteria)

Randomization | R

N= 2076 IPT, 6 months
(519/arm)  mmediate ART

<€ > € —
30 months Post Temprano
Temprano ANRS 12136 (until last participant reached 30
months)

Temprano Study Group, NEJM 2015 36



Baseline characteristics (N=2056 )

No IPT
N=1026

Age, years, median (IQR) 35 (30-41)
Female, n (%) 807 (79%)
Body mass index, kg/m?, median 22.6
CD4 count/mm?

> 500 426 (42%)

<500 603 (58%)
Plasma HIV-1 RNA, log,,copies/ml, median 4.7
Past history of tuberculosis, n (%) 33 (3%)
Positive IGRA for tuberculosis, n (%) * 173 (36%)

No significant difference between strategies for all characteristics
* QuantiFERON-TB-Gold test, performed in the first 966 particinants in Temprano

Lancet Glob Health 2017;
% 19es JNI, Nantes du 13 au 15 juin 2018 g: 91080-89

IPT
N=1030

35 (30-42)
807 (78%)
22.3

423 (41%)
604(59%)
4.7
28 (3%)
164 (34%)

37



Effets de I'IPT sur la mortalité

157 6-year probability of death
—NolPT  6.9%(95% C15-1-9-2)

= — 3T 41% (95% C12.9-5.7)
= Log-rank p=0-039
£ 10-
ks
£
5
3

[

(=%

£ g
0

2

£

p=]

o

0
5 1 2 & & & &
Number at risk
No IPT 1026 997 981 836 672 474 188
IPT 1030 1018 1007 859 692 492 185

Lancet Glob Health 2017:

a 19¢s JNI, Nantes du 13 au 15 juin 2018 S: 91080-89 38




Effets de I'IPT sur la mortalité

15+

6-year probability of death

— IPT

[
[
|

L
|

Cumulative probability of death (%)

ﬂ_

—— Mo IPT

C-2% (95% C1 2-6-10-4)
3-1% (95% C11-3-7-3)

Quantiferon: positive
(n=337)

0
Number at risk

No IPT 173
IPT 164

19¢s JNI, Nantes du 13 au 15 juin 2018

165
163

2 3 4
161 159 152
161 160 157

Lancet Glob Health 2017:

C:e1080-89

|
5 6
145 57
149 Y
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Effets de I'IPT sur la mortalité

157 6-year probability of death
__NolPT  85%(95%C157-12-4) Quantiferon: negative

_ — IPT 5:2% (95% C13-2-83) (n=630)

£
=

g 104
°
©

£
e}
B

(o]

a
s e

g
S
—
0=
| T | | T |
0 1 2 3 4 5 6
S— Time since randomisation (years)
No IPT 312 309 304 295 284 267 131
IPT 318 313 312 207 296 283 130
Lancet Glob Health 2017:

a 19¢s JNI, Nantes du 13 au 15 juin 2018

5:e1080-89
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Association between IPT and outcomes
(multivariate analysis), N=2056

BRI
100 PY

Death

No IPT 1026 52 11

IPT 1030 34 0.7 0.63 (0.41-0.97) 0.04
Death or LTFU

No IPT 1026 162 3.5

IPT 1030 131 2.7 0.78 (0.62-0.98) (.03

* Hazard Ratio (adjusted for: immediate/deffered ART, and study center)

Lancet Glob Health 2017:
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Conclusion de I'essai TEMPRANO (ANRS 12136)

In conclusion, in these African HIV-infected adults with
high CD4 cell counts, 6 months of IPT led to a
37% decrease in mortality, independently of baseline
CD4 cell count and with no significant evidence for an
interaction between IPT and ART. 6 months of IPT should
be proposed to all adults who start ART at any CD4 cell
count and have no evidence of active tuberculosis in sub-
Saharan Africa, regardless of IGRA or TST status.**

Lancet Glob Health 2017:

C:e1080-89 42
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IPT: une partie seulement de la chimioprophylaxie

REALITY trial (NEJI\/I 2017)
e Juin 2013 - Avril 2015

* 8 centres
« Quganda, Zimbabwe, Malawi, Kenya
* VIH/, naifs d ARVs
* CD4<100/mm3
e Instauration des ARV puis
* Prophylaxie ‘standard’ (n=899) vs. ‘amélioree’ (n=906)
» albendazole 400 mg dose unigue
= azithromycine 500 mg/j pendant 5 jours
» fluconazole 100 mg/j pendant 12 semaines
= cotrimoxazole + INH + pyridoxine pendant 12 semaines

N Engl J Med 2017;377:233-45. 43
DOI: 10.1056/NEJMoal615822

19¢s JNI, Nantes du 13 au 15 juin 2018



Essai REALITY (NEJM 2017)

A Overall Mortality

100 20.0- .
50 |
| t d hylaxi
15.0- ! Standar prog_ Zl_a:u_s__“A
o 122 ==
——r
-t ! =110
70+ 10.0- gl : g
PR Enhanced prophylaxis
oo 189
£ /Jf-"/ :
5.0 £ -
%" 50 [/
|
g 404 0.044 T T T T T |
0 8 16 24 32 40 42
30
Wk 24: Hazard ratio, 0.73 (95% CI, 0.55-0.98); P=0.03
20— Wk 48: Hazard ratio, 0.76 (95% Cl, 0.58-0.99); P=0.04
O-v-"""rﬁcﬁgl T T T T 1
0 8 16 24 32 40 43
Weeks since Randomization
No. at Risk (no. of deaths)
Standard prophylaxis 899 (67) 816 {27) 786 (13) 768 (7) 754 [7) 739 (6) 637
Enhanced prophylaxis 906 (55) 839 (16) 817 (8) 807 (6) 797 (6) 787 (7) 689

a 19¢s JNI, Nantes du 13 au 15 juin 2018
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Essai REALITY (NEJM 2017)

Outcome Hazard Ratio {95% Cl) P Value
Death ——— 076 (0.58-0.99)  0.04
WHO 4 or death —— | 0.73 (0.59-0.92) 0.006
WHO 3 or WHO 4 or death —e— | 0.77 (0.63-0.93) 0.008
New tuberculosis * | 0.67 (0.49-0.93) 0.02
New cryptococcal infection L : 0.38 (0.13-0.83) 0.01
New candida infection & ; 0.42 (0.20-0.89) 0.02
Presumptive severe bacterial infection : L 2 1.26 (0.830-1.99) 032
IRIS ® : 0.60 (0.44-0.81) 0.001
Serious adverse event —.—E- 0.84 (0.65-1.02) 0.08
Hospitalization —— 0.79 (0.64-0.98) 0.03
Grade 4 adverse event —e— 0.83 (0.68-1.03) 0.09
Grade 3 or 4 adverse event —o— 0.92 (0.79-1.08) 031
Grade 4 adverse event definitely, probably, L 2 : 0.89 (0.63-1.26) 0.50

or possibly related to prophylaxis !
Grade 4 adverse event definitely or T . 4 1.63 (0.68-3.94) 0.27

probably related to prophylaxis ]
Adverse event leading to prophylaxis ‘I 0.98 (0.47-2.07) 0.97

drug modification !

) T T f T 1
03 0.5 0.7 1.0 15 20

a 19¢s JNI, Nantes du 13 au 15 juin 2018
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Enhanced Prophylaxis  Standard Prophylaxis
Better Better

N Engl ] Med 2017;377:233-45.
DOI: 10.1056/NEJMoal615822
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Recommandations europeennes ERS/ECDC

Standard 16 [changed)

Persons with HIV co-infection who, after careful evaluation, have a positive test (TST and/or IGRAs) for
presumed latent infection with M. tuberculosis but do not have active tuberculosis should be offered
preventive treatment.

EU specific requirements

As HIV co-infection is known to increase the probability of developing active TB disease upon infection,
HIV-seropositive persons who have been in contact with an index case harbouring an MDR-TB strain
should initially undergo an individual risk assessment. Regular clinical monitoring and follow-up should
be provided for those with evidence of latent infection [100].

Preventive treatment should take into account the drug resistance pattern of the source case, the CD4
count and the use of antiretroviral treatment. Preventive treatment should be provided with 6-month
isoniazid, or 9-month isoniazid, or a 3-month regimen of weekly rifapentine plus isoniazid, or 3-4-month
isoniazid plus rifampicin, or 3-4-month rifampicin alone [31, 101]. Rifampicin- and
rifapentine-containing regimens should be prescribed with caution to people living with HIV who are on
antiretroviral treatment due to potential drug-to-drug interactions [31, 32].

a 19¢s JNI, Nantes du 13 au 15 juin 2018 Eur Respir J 2018; 51: 1702678 46




Chimioprophylaxie par INH chez les PVVIH

« Efficacité démontrée chez les VIH+ comme chez
les VIH-

« Effet sur la mortalité enfin démontré (TEMPRANO)

« Recommandations OMS 2010 et grandes etudes
publiées

* Volonté politique de géenéraliser cette pratique ?

* Mise en ceuvre a grande échelle - réduction de
I'incidence TB

=
a 19¢s JNI, Nantes du 13 au 15 juin 2018 47




Developpement de I'IPT au niveau mondial

Provision of TB preventive treatment to people
living with HIV, 2005-2016
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Y, World Health
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P Patients immunocompétents

only

(80%
/
Bone and
EPTB
oty Pleural
(15%) effusion
(20%) =
Both s
(5%) S
T
H TBM
<L/ (5%)
PTB: pulmonary TB
EPTB: extrapulm. TB
GUTB: genitourinary TB LNI ABDTB
MTB: miliary TB (35%) (3%)
TBM: meningeal TB Others
ABDTB: abdominal TB (10%)

Sharma et al., Indian J Med Res 2005



Patients infectes par le VIH

PTB
only

(300/0) M
(20%)
DTB/MTB
Pleural (35%)
T effusion T

-
TRt L Ly Ly T T I AR E R e ]

(20%)

s0%) o= S |
PTB: pulmonary TB
EPTB: extrapulm. TB
DTB: disseminated TB LNTB
MTB: miliary TB (35%) ther
LNTB: lymph node TB

Sharma et al., Indian J Med Res 2005



Tuberculose pulmonaire : présentation selon CD4

Ouganda : 873 cas de TB pulm. chez des patients VIH+
comparées a 1 141 cas chez des patients VIH- (rétrospective)

Quand CD4 < 50, 21% de radiographies thoraciques
normales vs. 2% si CD4 > 500

Pas de différence entre VIH- et VIH+ pour :
- les miliaires ou les pleuréesies si CD4 > 100,
- les Rx normales ou les fibroses pulm. si CD4 > 150,
- les adénopathies si CD4 > 250,
- les Iésions excavees ou des lobes sup. si CD4 > 300.

23% des patients co-infectés avec CD4 < 50 vs.1% avec
CD4 > 500 étaient BAAR- (p < 0.001).

19° JNI, Nantes du 13 au 15 juin 2018 Int J Tuberc Lung Dis 2010; 14(10): 1295-1302 51




Normal chest X-ray, %

% with cavitation
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Diagnostic de la TB chez les PVVIH severement ID

 Diagnostic difficile car :
- moins de formes bacilliferes
- plus de localisations extra-pulmonaires
- présentation clinique et radiologique trompeuse

« Mais des outils diagnostiques existent...

 Exemple de la détection du lipoarabinomannane
urinaire et de I’Xpert Ultra




Outils diagnostiques

Technologies in early development®

Volatile organic compounds

* Breathlink, Menssana Research, USA

* Prototype breath analyzer device, Next Dimensions
Technology, USA

Molecular technologies

Alere Q, Alere, USA

B-SMART, LabCorp, USA

Gendrive MTB/RIF ID, Epistem, UK
LATE-PCR, Brandeis University, USA
GeneXpert XDR cartridge, Cepheid, USA
TruArray MDR-TB, Akkoni, USA
INFINITIMTB Assay, AutoGenomics, USA

Culture-based technologies

* BNP Middlebrook, NanoLogix, USA

* MDR-XDR TB Color Test, FIND, Switzerland/Imperial
College, UK

® TREK Sensititre MYCOTB MIC plate, Trek Diagnostic
Systems/Thermo Fisher Scientific, USA

Other technologies
® 1B Rapid Screen, Global BioDiagnostics, USA
* TBDx, Signature Mapping Medical Sciences, USA

a 19¢s JNI, Nantes du 13 au 15 juin 2018

Evaluated by WHO but not yet endorsed
due to insufficient evidence

Molecular technologies
* TB LAMP, Eiken, Japan
* Genotype MTBDRsl, Hain Lifescience, Germany

On the market but evidence for use not yet
submitted to WHO for evaluation

Molecular technologies

iCubate System, iCubate, USA

TB drug resistance array, Capital Bio, China

EasyNAT TB Diagnostic kit, Ustar Biotechnologies, China
Truelab/Truenat MTB, Molbio/bigtec Diagnostics, India

Non-molecular technologies
* Alere Determine TB-LAM, Alere, USA

Technologies endorsed by WHO

Molecular technologies

* Xpert MTB/RIF®

® Line probe assays (acid-fast bacilli smear-positive
sputum specimens or culture-positive specimens)

Microscopy
* Ziehl-Neelsen and fluorescence microscopy methods

Culture-based technologies

* Commercial liquid culture systems and rapid speciation

* Non-commercial culture and drug susceptibility testing
methods




LAM urinaire: aide au diagnostic ?

« Bandelette Determine® TB-LAM Ag fonctionnant comme

un test de grossesse. Déposer un échantillon d’urine et
attendre 25 minutes pour lire le résultat !

Control

Patient

LAM : lipoarabinomannane

PATIENT»

Source : http://www.alere.co.uk/microbiology/coming-soon-new-determiner-tb-lam-ag-283/product-listing.htm



LAM urinaire: aide au diagnostic ?

602 eligible patients enrolied

— 7 had no urine samples
4

595 had urine samples

—{ 60 had sputum unobtainable

Y
535 with 1039 sputum samples and 535 urine samples

1 had two contaminated cuiture samples
25 had one contaminated culture sample
18 had either no Xpert tests done or they

—P : '
were inconcusive

) 4
516 had compiete set of LAM ELISA, Determine
TB-LAM Ag dipstick, =1 microscopy, =1 Xpert,
and =1 culture results

28 each had only one sputum culture resuit
488 each had two sputum culture resuits

431 had no tuberculosis diagnosis confirmed
by =1 negative culture result

85 had tuberculosis diagnosis confirmed by
=1 positive culture

www.thefancet comyinfection  Published online October 18, 2011 DO¥:10.1016/51473-3099(11)70251-1



New strategy #1: urine LAM + Xpert MTB/RIF?

Sputum AFB TB ELISA Determine TB-LAM Determine TB-LAMand  Xpert MTB/RIF Determine TB-LAM and
sputum AFB (1sample) Xpert MTB/RIF

Positive  Sensitivity Positive  Sensitivity Postive  Sensitivity Positive  Sensitivity Postive  Sensitivity Positive Sensitivity

Al (n-85) 282% 73 71% 24 282% 435% 57-6% 52 61-2%
{19-0-35-0) (18-0-37-8) (19-0-39-0) (32-8-547) (46-4-683) (50-071-6)
<50 Cels per jt 333% 1-1% ob-/% 72-2% 72:2% 53-3%
(n-18) {(13-3-59-0) (357-827) (41-0-867) (46-5-90-3) (46-5-90-3) (58-6-96-4)
<100 cells per pl 34-5% 48-3% 517% 655% 75:9% 82-8%
(n-29) (17°9-543) (29-4-67-5) (32:5-706) (457-82-1) (56-5-897) (64-2-94-2)

<150 cells per 1 34-9% £35% 157% S87% 717% 76-1%
(n-46) {21-4-502) (28-9-58.9) (30-9-610) (43-2730) {56-5-84-0) (61-2-87-4)

<200 cells per pl 30-5% 356% 39-0% 525% 627% 67-8%
{n-59) (19-2-43-9) (23-6-49-1) (265-52-6) (39-1-657) (49-1-75-0) (54-4-79-4)

=200 cd'rsz:erpl 24-0% 3-0% 4-0% 240% 44-0% 44-0%
(n=25) (9-4-451) (1-0-26-0) (0-1-20-4) (9-4-451) (24-4-651) (24-4-65-1)

£4 patients stratihed by (04 cell count. Data are number and sensitivity (95% Cl) AFB-acd-fast bacli. LAM«lipoarabinomannan. MTB/RIF-Mycobodterium tuberadosis/ ifampicn

Table 2: Sensttivity of the different dlagnostic assays for all patients with tuberculosis and for those stratified by (D4 cell count

Sputum AFB ELISA Determine TB-LAM Determine TB-LAM and Xpert MTE/RIF (1sample)  Determine TB-LAM and
sputum AFB Xpert MTB/RIF

Negative Spedfidty Negative Spedfdty Negative Specihcty Negatve Spedfiaty Negative Speciiclty Negative Specifddty

All{n-431) 430 99-8% 43 981% 425 98-6% 424 98-4% 427 99-1% 421 W77%
(987-100) (96-4-99-2) (970-995) (967-99-3) (97-6-997) (95-8-989)

Data are number and sensitivity {(95% (7). AFB~acid-fast bacilli. TB«tuberculasis. LAM~lipcarabinomannan. MTE/RIF-Mycobacteriom tuberculosis/rifampicin.

Table 3: Spedficity of the different diagnostic assays for all patients with tuberculosis whose cultures were negative

www.thelancet. comyinfection  Published online October 18, 2011 DOE10.1016/51473-3009(11)70251-1




NEW DIAGHNOSTIC TESTS

TB URINETEST

HIY LOW CD4

RAFID TBTEST

1B

OMS et LAM urinaire




OMS et LAM urinaire

WHO'’s policy recommendations

Policy Recommendations for the use of the lateral flow urine lipoarabinomannan
(LF-LAM) assay

1.

Except as specifically described below for persons with HIV infection with low CD4
counts or who are seriously ilF, LF-LAM should not be used for the diagnosis of TB (strong
recommendation, low quality of evidence).

LF-LAM may be used to assist in the diagnosis of TB in HIV positive adult in-patients with
signs and symptoms of TB (pulmonary and/or extrapulmonary) who have a CD4 cell count less
than or equal to 100 cells/uL, or HIV positive patients who are seriously ilF regardless of CD4
count or with unknown CD4 count (conditional recommendation; low quality of evidence).

Remarks

a. This recommendation also applies to HIV positive adult out-patients with signs and symptoms
of TB (pulmonary and/or extrapulmonary) who have a CD4 cell count less than or equal to 100
cells/pL, or HIV positive patients who are seriously ill° regardless of CD4 count or with unknown
CD4 count, based on the generalisation of data from in-patients.

b. This recommendation also applies to HIV positive children with signs and symptoms of
TB (pulmonary and/or extrapulmonary) based on the generalisation of data from adults while
acknowledging very limited data and concern regarding low specificity of the LF-LAM assay in
children.

3. LF-LAM should not be used as a screening test for TB. (strong recommendation, low

quality of evidence).




Avenir : LAM urinaire + Xpert MTB/RIF ?

OPEN & ACCESS Freely available online Le Cap (Afrique du Sud) @ PI1oS one

The Diagnostic Accuracy of Urine-Based Xpert MTB/RIF in
HIV-Infected Hospitalized Patients Who Are Smear-
Negative or Sputum Scarce

Jonathan G. Peter’, Grant Theron', Tapuwa E. Muchinga’, Ureshnie Govender', Keertan Dheda'*3*

1lung Infection and Immunity Unit, Division of Pulmonology & UCT Lung Institute, Department of Medidne, University of Cape Town, Cape Town, South Africa,
2institute of Infectious Diseases and Molecular Medidne, University of Cape Town, Cape Town, South Africa 3 Department of Infection, University College London
Medical School, London, United Kingdom

 Etude préliminaire realisée chez 281 patients.

« 116/242 prelevements + en culture.

 LAM urinaire + Xpert MTB/RIF sur des urines chez des
patients avec peu de crachats : meilleure sensibilité qu’avec
I'Xpert MTB/RIF seul (p=0.03)

- sensibilité MTB/RIF + LAM ELISA = 70% (IC 95% : 48-85)
sensibilité MTB/RIF seul = 40% (1C95%: 22-61)

19¢s JNI, Nantes du 13 au 15 juin 2018




Diagnostic test(s)

All m.tb culture
positive

Only sputum-scarce
non-sputum m.th

culture positive

HIV-infected
patients with
CD4 count
>200 celis/ml

HIV-infected
patients with
CD4 count
=200 cells/ml

Random sample of
m.th culture negative
patients'

(N=113)

(N=20)

(N=26)

IN=78)

(N=62)

Sensitivity (%)
(95% C1)

Sensitivity (%)
(95% C1)

Sensitivity (%)
{95% C1)

Sensitivity (%)
(95% C1)

Speciidty (%)
(95% CI)

n/N

n/N

Urine LAM ELISA combined
with smear microscopy

PLoS ONE | www.plosone.org

save #7

(39-75)
15/26
31 N
{17-50)
8126
27
(14-45)
7726

n/N

July 2012 | Volume 7 | lssue 7 | 39966

100

62/62
oM’




Xpert MTB/RIF ou Xpert Ultra ?

Minsk, Vitoria, CapeTown, Zheng-zhou, Thilisi Johannesburg. Nairobii, Mumbai, NewDelhi Kampala, All participants
Belarus Brazil SouthAfrica China Georgia SouthAfrica  Kenya India India Uganda  (N=1753)
(N=121) (N=128) (N=152) (N=101) (N=372) (N=234) (N=135) (N=213) (N=116) (N=181)
Demographic or dinical charactenstics
Age, years 42 50 41 47 45 4 33 31 30 30 38
(28-56) (37-39) (34-49) 24-57) (33-57) (30-43) (26-44)  (23-45) (21-45) (26-39) (28-50)
Female sex 50/1121 47/128 89/152 25/101 105/372 871234 66/135 110/213 50/116 65181 694/1752
(41%) (37%) (59%) (25%) (28%) (37%) (49%) (52%) (43%) (36%) (40%)
HNV infection 7/8 7/128 87/152 0/101 7113 157/214 78/135 8710 7/54 83181 441/996
(=4%*) (5%) (57%) (=4-0%*) (73%f%) (58%) (=4%") (=4%") (46%) (25%*)
History of tuberaulosist 5/48 10/128 59/150 1133 95/348 55234 20/135 7/64 28/115 15/181 295/1436
(10%) (8%) (39%) (3%) (Z7%) (24%) (15%) (11%)§ (24%) (8%) (21%)§
Tuberculosis detection*
Sensitivity: all culture-  Sensitivity: Sensitivity: Sensitivity: Specificity
positive smear-negative HIV-negative HIV-positive (95% CI; n/N)
(95% CI; n/N) (95% CI; n/N) (95% CI; n/N)# (95% CI; n/N)¥
Xpert 83% 46% 90% 77% 98%
(7910 86;383/462) (37t055;63/137)§  (84t094;143/159) (68to84;88/155) (97to99; 960/977)
Xpert Ultra 88% 63% 91% 90% 96%
(85t091; 408/462)  (54t071;86/137)§ (8610 95;145/159) (83to095;103/115) (94 to 97;934/977)
Difference (XpertUltra  5-4% 17% 1.3% 13% -2.7%
minus Xpert) (3:3to 8.0; 25/162) (10 to 24; 23/137) (-1.8t04-9;2/159) (6-4t021;15/115) (-3-.9to-17;36/977)
Non-inferiority margin ~ Not predefined 7% Not predefined Not predefined Not predefined
| Lancet Infect Dis 2018;
E 19¢s JNI, Nantes du 13 au 15 juin 2018 18: 76_84 62



Mais que se passe-t-il si on débute les ARV sans

avoir diagnostique la tuberculose ?

* Prospective trial of 1,771 HIV-infected patients with CD4

<200 cells/ul or a prior AIDS-defining iliness

 TB incidence and mortality: maximal during the first 3

months following ART initiation

Table 2. Tuberculosis incidence and mortality rates during follow-up as number per 100 person-years along with 95% confide nce interval and
number of events (n), broken down by timing of event.

0-3 months 3—6 months B—12 months 12-24 months =24 months
Confirmed/probable TB B.42 3124 1.98 2M 1.495
(6071167 n=36 (1.BB-558) n=13 M17-334n=14 (1.48=330) n=24 (1.26=3.02) n=20
TB - all events 19.848 B.75 (X1 5.50 411
(16.05-24.6) n =84 (B25-1225)n=34 (446823 n=41 (5.23=7.14) n= 56 (3.00-5.62) n=39
Death 16.89 B.29 5.78 3.54 1.75

M3.42-21.24 n=73

(5.92-11.60) n=34

(4.27-7.82) n=42

(2.60—4.83) n=40

(1.12-2.75) n=19

=
ﬁ 19¢s JNI, Nantes du 13 au 15 juin 2018
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Mais que se passe-t-il si on débute les ARV sans

avoir diagnostique la tuberculose ?

- High prevalence of TB at ART initiation =» 20 - 25%
- High incidence of TB after ART initiation =» 10 - 20%
- Majority of cases occur early after ART Iinitiation

=>» Prevalent TB, present at baseline but UNDIAGNOSED, so
UNTREATED!

Undiagnosed TB In patients starting ART may result in
morbidity during early ART because of:

- Unmasking of TB by ART

- IRIS-associated mortality

- TB transmission to other patients in crowded clinics

19¢s JNI, Nantes du 13 au 15 juin 2018



France

REcherche
a n S Nord & sud

Sida-hiv

Heépatites

Agence autonome de l'Inserm

ANRS 12290 STATIS

Systematic empirical vs. Test-guided Anti-tuberculosis Treatment
Impact in Severely immunosuppressed HIV-infected adults
initiating antiretroviral therapy with CD4 cell counts <100/mm?3




Screening

* CD4 <100/mm3

* ART naive

« Age 218 yrs

* HIV-1 positive

* No TB treatment <5 years

STATIS design T

Week 48
Sé’c’;i"m Primary endpoint
al R S~ at Week 24:

1
I
1
- |
. NO Ongo|ng PT Agence sutonomae de 'Inserm AII_Cause morta“ty :
i and invasive |
! bacterial infections :
| Pre-inclusion (composite) :
I T I
|| «No overt : :
1 | evidence of TB Arm 1 (525 patients) . I
' * Able to start ART 1 : - ]
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: immediately screening No TB ; )=
I
: ! i Xpert i H
1 MTB/RIF TB treatment 1 1
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France
AEcherche
a n KS Nord & sud

First inclusion: Sep 2014
Last inclusion: May 2017
Last W24 visit: Nov 2017
Last W48 visit: Apr 2018

*304 in Céte d’lvoire
281 in Uganda
266 in Vietnam
199 in Cambodia

é‘fAr'

CROI 2018

e
Flow chart I
wq" ;w"o
Re xzz2?
Pre-included
N=1365
Included*
N=1050
| |
Arm 1 Arm 2
N=527 N=523
W24 analysis W24 analysis
N=525 N=522
68
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a“@s Baseline characteristics &)

&
O

Arm 1 Arm 2

(n=525) (n=522)
Women, n (%) 221 (42) 215 (41)
Age, median (IQR) 35 (29-41) 35 (29-41)
Karnofsky perform. score 280%, n (%) 497 (95) 494 (95)

Body mass index, median (IQR)
CD4/mm?3, median (IQR)
CD4<50/mm3, n (%)

HIV-RNA, log,, copies/ml, median

(IQR)

Hemoglobin, g/dl, median (IQR)
Positive plasma HBs Ag, n (%)

19.6 (17.9-21.9)
28 (12-56)
370 (70)
5.5 (5.2-5.8)

11.5 (9.9-13.4)
47 (9.0)

19.7 (17.8-21.9)
32 (13-55)
370 (71)
5.4 (5.1-5.8)

11.7 (9.9-13.2)
48 (9.2)




&= Eollow-u p characteristics /&,

AT
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Arm 1 Arm 2
(n=525) (n=522)

Status at Week 24
Active follow-up, n (%)

Lost to follow-up / consent
withdrawal, n (%)

Dead, n (%)
Anti-TB treatment initiated, n (%)

ART Initiated, n (%)

468 (89.1) 471 (90.2)
21 (4.0) 18 (3.5)
36 (6.9) 33 (6.3)

86 (16.4) 521 (99.8)

523 (99.6) 510 (97.7)




Folnce i . . "'AT'
onRs Primary endpoint "2

Agence sutonoma de I'Inserm 20 a
.y . . . . . QQ 14-"'
Probability of all-cause death or 1st invasive bacterial infection
(combined outcome) at W24
15
e Hazard ratio*: 0.93 (95%CI. 0.61-1.42)
>
:-g 10 - Arm 1 =8.4%
3
g Arm 2 =8.0%
o
5
0 !
0 4 8 12 16 20 24
Time (weeks)
Arm Am 1 Arm 2
Number of Subjects at Risk
Am1 525 504 493 486 484 480 473
Am2 522 507 495 492 484 475 470
Number of events
Am1 0 18 28 34 36 40 4
Am2 0 10 20 23 29 37 4
Probability of events
Am 1 0.00 3.44 5.35 6.51 6.89 7.66 8.43
Am2 0.00 1.93 3.87 4.45 5.62 718 7.96

* Adjusted for country and baseline CD4 count (< or 250/mm3) &



anRs 1st episode of TB

Agence sutonomae oo I'inserm 25

Arm1=17.7%

' ]
T

2
2
3
®
¥o)
° 10~
o
5- I
. I [ ]
, ¢ 1 I s - Arm 2 =2.6%
0 4 8 12 16 20 24
Time (weeks)
Arm Am 1 Arm 2
Number of Subjects at Risk
Am1 525 440 427 418 416 413 408
Am2 522 506 491 485 476 470 467
Number of events
Am1 0 n 86 87 89 90 92
Am2 0 4 8 1 12 12 13
Probability of events
Arm1  0.00 14.70 16.46 16.66 17.05 17.25 17.66

Am2 0.00 0.78 1.57 217 2,37 237 2.58
72
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France
AEcherche
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Agence sutonomae oo I'inserm

20

15+

10

Probability (%)

Arm 1
Arm 2

Arm 1
Arm 2

Arm 1
Arm 2

é'fA ;’
ﬁ‘

episode of grade 3-4 drug-related toxicity 5§+,

Number of Subjects at Risk
525 490
522 453
Number of events
0 22
0 59
Probability of events
0.00 424
0.00 1143

HR: 2.70 (95%CIl: 1.80-4.04)

|
1

Arm

478
436

26
67

5.03
13.00

12
Time (weeks)

Am 1

469
427

27
74

5.23
14.40

16

Arm 2

465
418

29
76

5.63
14.81

20

462
409

3
79

6.04
1542

456
403

33
83

6.45
16.25

24

Q@ 1""

Arm 2 =16.3%

Arm 1 =6.5%

73



En guise de conclusion...

- Tuberculose : évidemment plus grave chez
'immunodéprimé - mortalitée +++

 Diagnostic : nouveaux outils (LAM urinaire, Xpert...)

 Particularités d'imagerie a connaitre, notamment au
niveau pulmonaire (greffes # VIH)

 Traitement antituberculeux empirique : souvent fait,
non validé

e Intensification du traitement antituberculeux : études
en cours et a venir

* Importance +++ de la chimioprophylaxie : bénéfice
démontre, y compris en terme de mortalite

19¢s JNI, Nantes du 13 au 15 juin 2018



In memoriam

Professor Stephen D Lawn, 1966-2016
a 19°s JNI, Nantes du 13 au 15

juin 2018




medecine personnalisée
des maladies chroniques

Merci pour votre attention

xavier.blanc@chu-nantes.fr _—
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