Population pharmacokinetics and exposure-response of

BTZ-043 for the treatment of tuberculosis.

Simon E Koele?!, Norbert Heinrich?34, Veronique R De Jager>, Julia Dreisbach?3, Patrick PJ Phillips®, Petra Gross-Demel?3, Rodney Dawson’,
Kim Narunsky’, Leticia M Wildner3, Timothy D McHugh?3, Lindsey HM te Brake!, Martin J Boeree?®, Andreas H Diacon?, Rob E Aarnoutse?,
Michael Hoelscher?3410 Elin M Svenssonl11

1 Department of Pharmacy, Radboud Institute for Medical Innovation, Radboud University Medical Center, Nijmegen, the Netherlands. 2 Division of Infectious Diseases and Tropical Medicine, LMU University Hospital, LMU, Munich, Germany. 3 German Center for
Infection Research (DZIF), Munich Partner Site, Munich, Germany. 4 Fraunhofer Institute for Translational Medicine and Pharmacology ITMP, Immunology, Infection and Pandemic Research, Munich, Germany. 5 TASK, Cape Town, South Africa. 6 UCSF Center for
Tuberculosis, University of California San Francisco, San Francisco, United States. 7 University of Cape Town Lung Institute, Cape Town, South Africa. 8 UCL Centre for Clinical Microbiology, London, UK. 9 Department of Pulmonary Diseases, Radboud University Medical
Centre, Nijmegen, the Netherlands. 10 Unit Global Health, Helmholtz Zentrum Miinchen, German Research Center for Environmental Health (HMGU), Neuherberg, Germany. 11 Department of Pharmacy, Uppsala University, Uppsala, Sweden.

Introduction

* BTZ-043 is a first-in-class benzothiazinone for the .
treatment of TB with demonstrated early-bactericidal
activity.!?

Pharmacodynamics

Day 0-14 overnight sputum samples cultured using
* Colony-forming units (CFU).
* Time-to-positivity (TTP).3

* BTZ-043 is metabolized into two main metabolites: M1 and .

v Bi-linear model with estimated node parameter was selected

as structural model.?

. . , * Node estimated at 48 hours.
* |tis unknown if BTZ-043, M2 or both drives the

antimicrobial effect. * M3 method for censored observations.>

* Included baseline negative culture chance.
Objective: Develop a pharmacokinetic-pharmacodynamic

model to characterize the exposure-response relationship
for BTZ-043 and its main metabolites in a phase 1b/2a trial.

Exposure-response

* Evaluated based on individual PK-model-derived exposure
metrics at steady-state.

Methods and results .

Exposure-response
* Emax relationship driven by BTZ-043 + M2 AUC, ,,

Pharmacokinetics (dOFV=-12.1).
* A phase 1b/2a randomized, controlled, clinical trial was : (E)gly Ifggggl(er?]gb/el_txﬁgsﬂz%ﬁ_g%@_ 49100)
performed.? 51 . .

* Similar to exposure following 500mg QD together with a

* BTZ-043 monotherapy with doses administered ranging standard breakfast.

from 250mg to 1750mg.

* Model parameter estimates and PK VPCs

* PK-profiling was done on day stratified on food-type are available here:

1,12 and 14 at stage 1.
* 1and 14 in stage 2.

BTZ-043 dose

* Doses >1250mg decreased ‘
the bioavailability by 29% i e i
(95% Cl: 2.0%- 49%). T '
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Figure 3 Left: Prediction corrected VPC for CFU. Right: Prediction corrected VPC for TTP. The lines and
4 shaded areas represent the 2.5th, 50th, and 97.5th percentiles.

|
8000

2500

3000

Conclusion and discussion

* An Emax relationship driven by BTZ-043 + M2 AUC, ,, was
identified for the first two days after the start of treatment,
but not thereafter.
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500mg dose following a standard breakfast.

- -
-
O _n-_-
0 -
—
-
-

0 5 10 15 20

N This supports the 500 — 1500 mg QD doses selected in
follow-up trial DECISION (NCT05926466).
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Figure 2: Prediction corrected visual predictive check (VPC) for BTZ-043 (left), M1 (middle), and M2 (right).
The lines and shaded areas represent the 2.5th, 50th, and 97.5th percentiles.
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