Pharmacokinetics and pharmacodynamics of BTZ-043
in patients with pulmonary tuberculosis
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Introduction

Population PD

« BTZ-043 e 2986 TTP observations (1227 quantitative) from 83 participants
* Drugin development for treatment of tuberculosis (TB) *  Linear model described log,,-transformed TTP data well
* Inhibits mycobacterial cell wall synthesis by blocking enzyme DprgE1 «  Upper Limit of Quantification (ULOQ) of 25 days (2)
¢ Two major metabolites .

Scaling effect on baseline representing difference before and

* Amine derivative M1 after start of treatment

* Meisenheimer complex M2, which is converted back into parent L .
’ e Exposure-response: Significant | ffect of BTZ-043,,,,, AUC
* The DECISION study was performed to evaluate safety, efficacy, tolerability, Xposu P ‘gniticant finear ettect o total 0-24

L : H - on slope (p=0.0009)
harmacokinetics and exposure-response relationship of diff td f
peligsesain xposure-resp fonship ot ditterent doses o « Estimated effect 39.6% steeper slope (95% CI 5.05 — 103%) for

median AUC, ,, of 44100 ng/mL*h compared to only BD
* Covariates: Significant negative linear effect of X-ray Al severity

M et h Od s (CADATB) score on slope (p=0.0008)

Study design PN
* Phase 2b controlled dose-ranging trial in South Africa and Tanzania. S e r L
* BTZ-043 administered in = 6
BDM (n=15) combination with standard- 2 =
dose bedaquiline and S I I
BTZ-043 500 mg + BD (n=25) delamanid (BD) E i
Rifampicin Control ived ¥ )
S ontrol arm receive 15 ‘ ‘ ‘ - ‘ ‘ r
BTZ-043 1000 mg + BD (n=25) moxifloxacin (M) instead of : S 2 & o i i
BTZ-043 3
BTZ-043 1500 mg + BD (n=25) e 90 participants planned, 92 5 - uLoQ |
included, 83 in PKPD analysis £ (e ; ‘ ; ; ‘ -
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* Population 70 men & 13 women, median age 35 years (18-55), median weight it |

51 kg (36-76) at start treatment, 9.6% living with HIV

* PKsampling
¢ Day 28 at 0 (pre-dose) and 0.25, 0.5, 1, 1,5, 2, 3, 4, 6, 8, 12, 24 hrs postdose
¢ Day 56 at 0 (pre-dose) and 1, 2, 4, 6 hrs postdose

* Concentrations of BTZ-043, B and D in plasma determined with LC-MS/MS

e Sputum samples collected every week during treatment period.

* BTZ-043 efficacy evaluated by measuring change in mycobacterial load in
sputum over time, quantified by time to positivity (TTP)

* BTZ-043 population PK-PD model was developed using nonlinear mixed-
effects methodology implemented in NONMEM
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Res u Its -BTZ-(MSIDIEI AUC BTZ-043 dose — 500mg — 1000mg — 1500mg

BTZ 043 population PK
1209 samples from 68 participants

* M2 concentrations calculated by
subtracting BTZ-043 from BTZ-
043, ., concentrations

* Below limit of quantification data
ignored (BTZ-043,,,5.29%, BTZ-043
11.1%, M1 1.07%)

* Intotal 1075 BTZ-043, 1196 M1,795

100000 ConCIUSion

¢ Results indicate that BTZ-043 adds efficacy on top of

50000+ bedaquiline and delamanid in persons with pulmonary TB

* As no maximal effect was observed, highest BTZ-043 dose
of 1500mg is expected to be most effective

U * Individuals with higher pulmonary lung involvement

AUCq_24 (ng/mL * h)

M2 concentrations used in PK L s —— ) . )
delli 500 _ 1000 1500 have slower decrease in bacterial load during treatment
modelling Dose in mg
e BTZ-043, M1 and M2 were PK well-described by a pre-existing PK References
model (1) with some adaptations 1. Koele SE, Heinrich N, De Jager VR, Dreisbach J, Phillips PPJ, Gross-Demel P, et al. Population
. PR -~ . A a1 : o, pharmacokinetics and exposure-response relationship of the antituberculosis drug BTZ-043. J Antimicrob
Significant effect o.f BTZ-043 dose on bioavailability, which was 28% Chemother. 2025,80(5)-1315.23. https-//dol.org/10.1093/jac/dkaf076.
(95% Cl 13-46%) hlgher for 500mg than 1000mg & 1500mg 2. Dufault SM, Davies GR, Svensson EM, Sloan DJ, McCallum AD, Patel A, et al. Analysis of time-to-positivity
. BTZ_O43tota|a nd BTZ-043 AUC0_24 and Cmax derived from PK model data in tuberculosis treatment studies: Identifying a new limit of quantification. Int J Antimicrob Agents.
2025;65(2):107404. https://doi.org/10.1016/j.ijantimicag.2024.107404.
This project has received funding from the Innovative Isabella van der Feltz, PhD student
U N ITE Medicines Initiative 2 Joint Undertaklng (JU) under grant Department of Pharmacy, Pharmacology and Toxicology
LMU KLI N I KU M agreement No 101007873. The JU receives support from Radboud Nii the Netherland
the European Union’s Horizon 2020 research and adboudumc, Nijmegen, the Netherlands
4 I B innovation programme and EFPIA, Deutsches Zentrum fiir isabella.f.vanderfeltz@radboudumc.nl
efp a ° SPONSOREDBYTHE | nfektionsforschung e. V. (DZIF), and Ludwig-Maximilians-

- Universitdt Miinchen (LMU). EFPIA/AP contribute to 50% R

Federal Ministi

DZI F QB of Educatilon i of funding, whereas the contribution of DZIF and the LMU a ou umc

|nnOVat|Ve N GermanCenter and Research  Unjversity Hospital Munich has been granted by the . .

m?tl lﬁ?\% - i German Federal Ministry of Education and Research. applled pharmacometncs
* p K

amp imp



