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Déclarations d’intérêt (2014-2023)
Affiliation à un laboratoire de recherche qui a reçu des financements 
de la part de:
• J&J
• TB Alliance
• Viatris
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Tuberculosis (TB)
• Treatment

o DS-TB (RIFASHORT, SimpliciTB)
o HR-TB (INHindsight)
o RR-TB (TB-PRACTECAL & BPaLM availability)
o Meningitis (Dexamethasone in HIV-positive)

• Prevention
o RR-TB (V-QUIN & TB-CHAMP)

(DS = drug-susceptible; HR = isoniazid-resistant; RR = rifampicin-resistant)



RIFASHORT trial

TB

o Four-month high-dose rifampicin regimens 
not non-inferior to the 6-month standard 
regimen

o High-dose rifampicin well tolerated

Treatment

• Open-label, Phase 3, randomized, controlled, non-
inferiority trail

• 672 DS-TB patients: a) HRZE 6 months, b) HRZE 4 
months with R 1200 mg/d (SR1) or c) HRZE 4
months with R 1800 mg/d (SR2)

• Noninferiority margin: 8%; sequence of ordered 
tests starting with SR2.

DS-TB = drug-susceptible TB; HRZE = isoniazid, rifampicin, pyrazinamide, ethambutol.



SimpliciTB trial

TB

o BPaMZ did not meet the key efficacy endpoint due 
to adverse events resulting in treatment withdrawal

o These results confirm the liver toxicity of the PaMZ
combination (STAND trial)

Treatment

• Partially-randomised, controlled, Phase 2c, open-
label clinical trial

• 455 participants, including 303 DS-TB: 4 months of 
BPaMZ (n=150) or 6 months of HRZE (n=153)

BPaMZ = bedaquiline, pretomanid, moxifloxacin, pyrazinamide.



INHindsight trial

TB

o H 10–15 mg/kg daily had similar activity
against HR-TB with inhAmutations to H 5 
mg/kg on DS-TB

o H 20 mg/kg had no EBA on HR-TB with 
katGmutations, except in a subset of slow 
acetylators 

Treatment

• Phase 2a early bactericidal activity (EBA) trial

• Smear-positive pulmonary TB

• First stage (2020): 43 HR-TB with inhA mutation, 
treated with H 5 mg/kg (n=13), H 10 mg/kg 
(n=14), or H 15 mg/kg (n=16), compared to 16 
DS-TB controls.

• Second stage (2024): 21 HR-TB with katG
mutation treated with H 15 or 20 mg/kg.

H = isoniazid; HR-TB = isoniazid-resistant TB.



BPaLM for RR-TB treatment

TB Treatment

• Final results of the multi-arm, multi-stage Phase 2/3 
randomized controlled open-label trial

• Confirms non-inferiority of 6-month BPaLM (N=151) 
compared to long, individualized treatment (N=152)

• BPaLM also better tolerated

• Confirms 2022 WHO recommendations

BPaLM = bedaquiline, pretomanid, linezolid, moxifloxacin.

Representatives from 44/54 countries of the WHO Europe region 



Dexamethasone in HIV-positive TB meningitis

TB

o The addition of dexamethasone did not 
reduce 12-month all-cause mortality

o One fourth of the participants received open-
label glucocorticoids during the trial

o Study may be underpowererd to detect 
difference and/or benefit may be higher in 
specific subgroups (i.e. higher inflammation)

Treatment

• Double-blind, randomized, placebo-controlled, 
Phase III trial

• 520 adults with TB meningitis treated with HRZE 
plus dexamethasone (IV + oral) or placebo

• 51.9% presented with a CD4 <50, 49.0% had not 
previously received ART



Preventive treatment for RR-TB contacts

TB

o Efficacy: meta-analysis of the studies 
shows 60% overall reduction of incident 
cases

o Safety: more grade 1-2 (not 3/4) AEs in 
adults, well tolerated in children

o No selection of drug resistance reported
o Lfx prophylaxis recommended by WHO 

for all contacts of RR-TB cases

Prevention

• V-QUIN & TB-CHAMP

• Phase III, double-blind, randomized, placebo-
controlled trials

• 2041 TST-positive adult (V-QUIN) and 927 children
(TB-CHAMP) household contacts of RR-TB patients 

• Intervention: Levofloxacin (Lfx) daily for 6 months

Unpublished; presented at 2023 Union World TB Conference; AEs = adverse events. 
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Non-tuberculous mycobacteria (NTM)
• Treatment

o Treatment duration and long-term survival in MAC-PD
o Clofazimine vs rifampicin in MAC-PD regimens

MAC-PD = pulmonary M. avium disease  



Treatment duration & MAC-PD mortality

NTM

Long-term antimicrobial treatment should be 
considered in patients with progressive MAC-PD, 
especially in the presence of cavities or positive 

sputum smears.

Treatment

• Retrospective cohort of 486 adult 
patients treated for MAC-PD

• Treatment exposure divided into four 
time intervals: <6, ≥6 to <12, ≥12 to <18, 
and ≥18 months.

• Time-varying multivariable Cox 
proportional hazards models for all-cause 
mortality



Clofazimine (Cfz) vs rifampicin (R) in MAC-PD

NTM

o Clofazimine-ethambutol-macrolide
showed similar efficacy to standard 
regimen

o Individual patient characteristics and 
interactions to be considered to choose 
MAC-PD regimen

o (underpowered: initial sample size 124)

Treatment

• Open-label, randomized, controlled Phase III 
clinical trial

• Macrolide, ethambutol + R (n=19) or Cfz (n=21)
• Study discontinuation similar (26% vs 33%)
• Safety: diarrhea more frequent in Cfz arm, 

arthralgia more frequent in R arm; no difference in 
QT prolongation

Proportion of negative sputum cultures



MERCI
Questions?



Rifamycins in MAC-PD treatment

NTM

o the role of rifampicin in the treatment of MAC-PD is questionable and not supported by
o PK-PD science; its in vitro activity is low, PK-PD targets cannot be attained by safe and tolerable doses
o and preclinical (as well as clinical) studies suggest that it does not add any activity to the ethambutol/
o azithromycin backbone and does not prevent the emergence of macrolide resistance. Its negative
o pharmacokinetic interactions with macrolides are another important reason to reconsider its place in
o treatment regimens.

Treatment


