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TB Alliance R&D Foundational Elements

Innovate

Discover novel     

targets and classes

Leverage new 

technology

Translate

Preclinical disease 

models to optimize 

regimens

PKPD modeling

Demonstrate

Clinical effectiveness

Meet stringent 

regulatory standards

Collaborate

Multiple consortia

Data sharing and 

transparency
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Nix-TB Efficacy: Time to Unfavorable Outcome CONCLUSIONS

The combination of bedaquiline, pretomanid, and linezolid led to a 

favorable outcome at 6 months after the end of therapy in a high 

percentage of patients with highly drug-resistant forms of tuberculosis; 

some associated toxic effects were observed. 

• 81% peripheral neuropathy

• ~2/3 interrupted, reduced, or discontinued linezolid

• All surviving patients completed 6 months of treatment
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n engl j med 387;9 nejm.org September 1, 2022

ZeNix Efficacy: Time to Unfavorable Outcome ZeNix Safety: Time to First LIN Dose Modification
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Primary Outcome, MITT
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• BPaLM, BPaL

• Nearly all DR-TB patients

• Programmatic implementation recommended

• 14 years and older

• LZD dose: 600 mg throughout the treatment with dose reduction as needed

• BDQ dosing alternatives (per label, or QD)

• Reproductive safety: “New data have largely alleviated previous concerns on 
reproductive toxicities observed in animal studies, suggesting that adverse 
effects on human male fertility are unlikely” 

Updated WHO Guidelines December 2022

Scientific outcomes lead to global impact
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There is more work to be done

Shorter 

Treatment 

Duration

Months → Weeks → Days

Safer    

Regimens

Minimal monitoring or 

restrictions

Greater 

Convenience

Fixed-dose 

combinations; Long-

acting injectables

Universal 

Regimen

No DST requirement
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TBAJ-876: next generation Diarylquinoline

• Increased potency and improved 

efficacy vs. bedaquiline

– TBAJ-876 has higher anti-MTB 

potency than BDQ

– Potential to reduce treatment 

duration demonstrated in mouse 

models

– Better potency against most common 

BDQ-R strains (Rv0678 mutants)

• Improved safety profile

• Excellent candidate for long-acting 

injectable

Oral Presentation OA13-298-16, Thur 08:30-10:00, 243: “Antimycobacterial activity of a novel diarylquinoline TBAJ-876” (T. Black)

Oral Presentation OA13-300-16, Thur 08:30-10:00, 243: “Toxicological assessment of TBAJ-876 in rats and dogs” (R. Bruning-Barry)
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Regimen M0.75 M1 M1.5 M2 M2.5 M3 M3.5 M4 M4.5

BDQ (25 mpk) +PaL

876 (1.56 mpk) + PaL

876 (3.125 mpk) + PaL

876 (6.25 mpk) + PaL

876 (12.5 mpk) + PaL

Months of Treatment Required for Complete Sterilization of Mouse Lungs

Treatment-shortening of 876-PaL vs BPaL in BALB/c 
Relapsing Mouse Model

3.125 mpk dose of 876 

sterilized faster than BDQ 25 

mpk dose

876 dose-dependent sterilizing 

activity in combination with PaL

= Mouse lungs sterile at 3 

months after end of treatment

3/3
2/6
0/6

Oral Presentation OA13-299-16:Thur 08:30-10:00, 243 “Enhanced sterilising potential of regimens containing TBAJ-

876” (E. Nuermberger)
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• Part 1 – SAD (55 on active, 13 on placebo)

– Oral suspension formulation

– Placebo, 10, 25, 50, 100, 200, 400 and 800 mg

– Food effect studied at 100 mg dose

• Part 2 – MAD (27 on active, 12 on placebo)

– Placebo, 25, 75 and 200 mg for 14 days taken with food 

• Part 3 – Relative Bioavailability (N= 30)

– Tablet formulation

– Single dose of 100 mg (either fasted or fed) or 4 x 25 mg (fasted) 

TBAJ-876 Phase 1 completed

Oral Presentation OA12-293-16, Thur 08:30-10:00, 242 A: “TBAJ-876 CL001: pharmacokinetics and safety data from 

a phase I trial of TBAJ-876” (A. Lombardi)



12

Phase 2 dose selection guided by PKPD modeling for efficacy and safety

25 mg QD arm is expected to have efficacy at 
least as good as HRZE

Exposures on Day 56 at 100 mg QD are expected 

to be safe, based on predicted human SAUC



13

ContinueStop at week 15

TBAJ-876 Phase 2: NC-009 study design

Secondary endpoints: relapse free 
cure 6 and 12 months after actual 
end of treatment

300 DS-TB pts  equally 

randomized to:

876 (25 mg)-Pa-L

876 (50 mg)-Pa-L

876 (100 mg)-Pa-L

BDQ-Pa-L

HRZE

MGIT

Week 8 Primary endpoint: TSSC

Stop at week 15 

or Continue

15 26

Follow-up

876-Pa-L

B-Pa-L

HRZE

HR

HR extension

Follow-up

13
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What will we learn from NC-009?

Secondary endpoints: relapse free 
cure 6 and 12 months after actual 
end of treatment

300 DS-TB pts  equally 

randomized to:

876 (25 mg)-Pa-L

876 (50 mg)-Pa-L

876 (100 mg)-Pa-L

BDQ-Pa-L

HRZE

MGIT

Week 8 Primary endpoint: TSSC

Stop at week 15 

or Continue

15 26

Follow-up

Optimal dose of 876 for 

Phase 3 and S/E vs BDQHow does BPaL perform in DS-

TB relative to HRZE?  And 

compared to BPaL experience in 

DR-TB?

Potential for treatment 

shortening of an 876-Pa-L 

regimen

14

876-Pa-L

B-Pa-L

HRZE

HR

HR extension

Follow-up
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• Advances in formulation 
technology

• Drugs with favorable 
physicochemical properties

• More potent drugs, meaning 
lower drug load

• TBAJ-876 meets these criteria

TBAJ-876 as a candidate for Long-Acting Injectable 

LAI treatment of TB should be achievable, particularly for latent TB

HIV can be treated with a 2-drug 

long-acting injection (LAI) every 2 months



This work would not be possible without clinical trial participants, investigators and site 
staff, DSMB Members, funders, consortia partners, and many other collaborators, to 
whom we are incredibly thankful.
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