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Agenda

• Pipeline

• Quabodepistat

• BTZ-043

• Ganfeborole

• Telacebec

• New oxazolidinones

• TBAJ-587, TBAJ-876

Novel TB Compounds:

Practices of Pre-Access



Novel TB Compounds





Quabodepistat

Lancet Inf Dis, 2024 Nov



PanTB trial – interim results

DBQS = Dlm, Bdq, quabodepistat (OPC-167832) and sutezolid
PBQS = Ptm, Bdq, quabodepistat and sutezolid

Enrolment started in June 
2023 
ceased 14 July 2024
94 randomized
57 completed study treatment
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Protocol published in Trials 2024 Jan 19;25(1):70. 

. 2024 Jan 19;25(1):70. 
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BTZ-043

• DprE1 inhibitor of cell wall 

biosynthesis;

• Appears to be safe in shorter trials 

(EBA), with signs of adaptation of 

hepatic metabolism;

• Also being assessed in 4-month trial 

(2b/c) for DS-TB (UNITE4TB 

consortium).

Lancet Microbe 2025; 6:100952



Cross resistance to DprE1 inhibitors

New class:
Quabodepistat
BTZ-043
Macozinone
TBA-7371

• Clinically prevalent mutations in rv0678 confer low level cross-resistance to DprE1 
inhibitors;

•  While it is yet unclear whether rv0678 mutations would render them ineffective in 
treating TB.

DprE1 enzyme involved in 
the synthesis of 
arabinogalactan

Poulton NC, AAC 2022;
Almeida DV, AAC 2023



Ganfeborole

Nat Med 2024 Mar;30(3):896-904.



Telacebec

N Engl J Med. 2020 Mar 
26;382(13)1280-81.



New oxazolidinones

• inhibit bacterial protein synthesis
• TBI-223 (Phase I)
• Delpazolid (better safety)
• Sutezolid (pan-TB) better safety
• Tedizolid 

Safety
Efficacy
DDI



TBAJ-587

Diarylquinoline similar to BD; Greater 
in vitro potency (potential to reduce 
duration);
Reduced cardiovascular liability;
Maintains higher activity against 
Rv0678 mutants compared to Bdq;
In Phase 1

TBAJ-876

Shorter half life than Bdq;
Reduced cardiovascular liability;
MIC Rv0678 0.25 Bdq vs 0.025;
In Phase 2 (NC-009, 3 doses with 
PaL vs RHZE vs BPaL)

Holt E, Lancet Microbe 2024





Practices of Pre-Access



Why considering CU now for TB ? 
• People currently with strains of TB with expanded drug resistance

• Lessons learnt from past CU programs with Bdq, Dlm and Pa

- Pros: lives saved, earlier programmatic uptake of new medicines once WHO recommended, etc…

- Cons from sponsors: challenges regarding drug combinations, varying minimum data necessary to move ahead with a 

CU program, challenging exclusion criteria in CU protocols, etc…

• New compounds under clinical development with phase II data published



MSF modus operandi (as a proxy)

• Patient
• Be well-informed about the experimental compound (intended efficacy, potential AEs)
• Understand that there is no guarantee of benefit from the experimental compound
• Consent in writing before CU treatment initiation

• Practitioner
• Responsible for filling a request form on behalf of the patient (key medical history data)
• Agree to follow the CU protocol from sponsors and to report within 48 hours any SAE
• Covered by the physician agreement signed by MSF with sponsors

• Medical committee for CU
• Review CU requests from practitioners of MSF and PIH projects
• Formulate recommendations for individual patients based on indications and requirements
• Report to MSF Ethical Review Board
• Composed of MDR-TB experts (from MSF and outside)

• MSF Pharmacovigilance unit
• Training of in-country trainers to PV best practices (note: compulsory requirement from Otsuka for CU 

with Dlm) 

-> Modus operandi approved by MSF Ethical Review Board



Pre-requisites to fulfil in country before doing CU

• Consultation of the National TB Programme level regarding the medical added value of 
doing CU in TB with defined compounds

-> At least Phase II clinical data for each new compound which is a CU candidate 

• As per international standards for CU:

 - evaluation of CU protocols by an Ethics Review Board (often in each hospital where CU for 
TB could be implemented) 

 - availability of an informed consent procedure for patients

 - review of the pharmaceutical quality documents for each new compound which is a CU 
candidate (National Regulatory Authority)

 - requirements set for the importation of drugs under CU

 



Sponsor/drug developer/innovator

• Provide the full CU treatment for a new compound

• Provide information on pharmaceutical quality of the new compound with local regulatory 

authorities (Good Manufacturing Practices certificate, certificate of analysis, etc...)

• Provide all relevant information to practitioners and patients

• Provide feedback on SAE with reference regulatory authorities

-> Has the final say on whether its new compound(s) will be provided under CU or not, and to 
which patients (see CU protocols, CU request approval procedures)

-> More common rule is for the CU compound to be provided for free including freight costs by 
sponsors

-> Asks practitioners (or their institutions) to sign a physician agreement including a 
confidentiality clause

-> Can make PV training pre-requisites to practitioners

-> Proposes their own informed consent form



Funders

• Medical committee for CU = key element based on Bdq and Dlm CU past projects

 - to support physicians identifying CU needs with all necessary clinical expertise

 - to enhance trust at sponsors

 - to engage with sponsors to streamline CU processes

-> “one-stop-shop” for sponsors and physicians (with support from CSOs) 

• Interest expressed by several innovators to consider developing a CU regimen combining several new 

compounds

-> if confirmed, StopTB Global Drug Facility (GDF)* would consider supporting the consolidated supply of all 

needed compounds (if available funds)

• Challenges for some innovators like PDPs (e.g., TB Alliance) to cover for freight costs

-> GDF expressed interest to explore potential supply support (if available funds)

• If more frequent requests from sponsors of PV training pre-requisites, financial support might be needed for 

experts to deliver these trainings at country level

• Academic institutions with new TB compounds (e.g., Ludwig-Maximilians-University in Germany for BTZ-043): 

no fund to provide CU treatments for free or cover freight costs to countries and insurance costs linked to a 

CU program https://www.stoptb.org/facilitate-access-to-tb-drugs-diagnostics/global-drug-facility-gdf

https://www.stoptb.org/facilitate-access-to-tb-drugs-diagnostics/global-drug-facility-gdf


Thank you for your attention

Ilaria.motta@msf.org
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