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BACKGROUND AND
OBJECTIVES

Preclinical studies have shownthat TBAJ876
(a second generation diarylquinoline) has
greater antimycobacterial activity and a
potentially better safety profile than
bedaquiline.2®¢

n addition, bedaquiline resistance is fast
pecoming a public health challenge.®
Pre-clinical studies have shown that TBAJ876
nas improved antimycobacterial activity on
Rv067/8 resistance-associated variants (RAVSs)
of mycobacterium tuberculosis — the most
common mutant strain conferring resistance to
bedaquiline. Phase 1 data supports the
advancement of TBAJ876 into Phase 2.¢

The NC-009 study is an ongoing, first-in-patient,
dose-ranging, Phase 2 trial of TBAJ87/6,

with an innovative design combining Ph2a,
Ph2b, and Ph2c elements.
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METHODS

At least 300 newly-diagnosed, drug-sensitive
TB participants will be randomized in equal
ratios to 5 treatment arms: HRZE for 8 weeks,
followed by HR for 18 weeks; B-Pa-L for 26
weeks; or one of three arms combining 25, 50,
or 100mg of TBAJ876 with pretomanid, and
linezolid 600mg (TBAJ876-Pa-L)for 8 weeks,
followed by HR for up to 18 weeks.
Randomization is stratified by country and
severity of disease (AFB 3+ and/or bilateral
cavitation). The diarylquinoline arms are
blinded during the first 8 weeks, after which
only the TBAJ876 dose remain blinded.

Both pretomanid and linezolid are open-label,
and linezolid dose modifications are allowed for
management of potential adverse events.
Participants randomized to the three TBAJ876
arms will be able to stop treatment at week 15,
based on week 8 MGIT results and absence of
symptoms indicative of active TB. If the week 8
MGIT result is negative and no active TB
symptoms, participant can stop HR at week 15.
If either of the two criteria are present,
participant will complete full 18 weeks of HR.
All participants will be followed for 52 weeks
after end of treatment. This study is being
conducted in South Africa, Tanzania, Uganda,
Georgia, and Philippines.
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RESULTS

The primary objective is to evaluate the
efficacy of 3 doses of TBAJ876 in
combination with pretomanid and
linezolid, relative to HRZE/HR at week 8
using the endpoint of time to stable
sputum culture conversion. The primary
endpoint will be used in combination with
other efficacy and safety analyses to
iIdentify the optimal TBAJ876 dose for use
In subsequent studies. The proportion of
participants who stopped treatment at
week 15, in combination with
demonstrated sustainability of response
during 52-week follow-up, will provide
Insight into the potential for shorter than
4-month treatment duration of TBAJ876-
Pa-L. The efficacy and safety of TBAJ876
will also be compared to bedaquiline.
The study will also allow the evaluation of
6-months of B-Pa-L regimen in DS-TB
participants to confirm if similar efficacy
and safety profile is observed as
established in drug-resistant TB patients.

A special thanks to the investigators,
Site staff, and — most importantly —
the participants.
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CONCLUSION

The design of NC-009 may allow for the
acceleration of development of a promising
second-generation diarylguinoline by
simultaneously allowing dose-ranging
exploration and evaluation of its treatment-
shortening potential. Successful completion
and positive results from these studies can
potentially lead to a reshaping of the
treatment landscape for DS-TB with a shorter
and safer regimen.

LEARN MORE

REFERENCES

a. BlackT, Nader F, OlugbosiM, Beumont M, Sun E, Converse P, Tasneen R, TyagiS, AlmeidaD, Komm O, Li S, Nuermberger E. Enhanced
sterilizing potential of regimens containing a novel diarylquinoline (TBAJ-876) in a preclinical mouse model of tuberculosis. OA13-299-16.
UNION abstracts, 15—-18 Nov. 2023. Paris, France.

b. BlackT, Upton A, FotouhiN, BeumontM, Sun E, Nuermberger, Converse P et al. Antimycobacterial activity ofa novel diarylquinoline (TBAJ-
876) against diverse drug-susceptible and drug-resistantclinical isolates of M. tuberculosis. OA13-298-16. UNION abstracts. 15-18 Nov.
2023. Paris, France.

c. Bruning-BarryR, Ambroso J, Dillberger)J, Yang T.J, Hickman D. Toxicological assessmentof TBAJ-876, a second-generation diarylquinoline
anti-tubercular drug, in rats and dogs. OA13-300-16. UNION abstracts. 15-18 Nov. 2023. Paris, France.

d. DerendingerB, Dippenaar A, deVosM, HuoS, Alberts R, TadokeraR, Limberis J, Sirgel F, Dolby T, Spies C, Reuter A, Folkerts M, AllenderC,
LemmerD, VanRie A, GagneuxS, Rigouts L, Te Riele J, DhedaKk, Engelthaler DM, Warren R, Metcalfe J, Cox H, Theron G. Bedaquiline
resistance in patients with drug-resistant tuberculosis in Cape Town, South Africa: a retrospective longitudinal cohort study. Lancet Microbe.
2023 Dec;4(12):€972-e982. doi: 10.1016/52666-5247(23)00172-6. Epub 2023 Nov 3. PMID: 37931638; PMCID: PMC10842724.

e. Lombardi A, Nedelman J, PappasF, Bruinenberg P, OlugbosiM, Beumont M, Sun E. TBAJ-876 CL001: pharmacokinetics and safetydatafroma
phasel trial of TBAJ-876, a novel second-generationdiarylquinoline, in healthy participants. OA12-293-16. UNION abstracts,15—-18 Nov.
2023. Paris, France.

NC—
- e, —

& TB Alliance

/

DEVEL(S‘I;/ DELIVER

“—



	Folu
	Slide 1

	Stephanie
	Slide 2




