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Introduction: Tuberculosis is a global health burden CTRIC'TB
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Estimated incidence of MDR/RR-TB?1in 2018, for countries with at least 1000 incident cases
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" MDR-TBis a subset of RR-TE.

In 2014, TB surpassed HIV as the 1st infectious disease killer worldwide
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MDR/XDR-TB: Current treatments are long, inefficient and toxic CTRI C-TB

Drug 4 (INH, RIF, PZA, EMB)
Length (Months) 6 9-12
Cure (%) 83 54

Main goals for novel TB drugs:

» Overcome drug resistance
» Shorten treatment time
» Safer drug profile

26 August 2020 The content of this presentation is confidential and intended for the internal use only.

>24
28

Partof IM] AMR Accelerator

DS-TB MDR-TB XDR-TB - Possible adverse effects

evofloxacin OR moxifloxacin Well tolerated
pedaquiline QT prolongation
inezolid Peripheral neuropathy
clofazimine Skin discoloration
cycloserine OR terizidone CNS toxicity

ethionamide OR prothionamide Nausea/vomiting
ethambutol

delamanid
pyrazinamide Liver toxicity
amikacin Kidney toxicity

p-aminosalicyclic acid

* WHO guidelines 2019: MDR treatment
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Background ethionamide (Eto) and prothionamide (Pto) @"R\I/C'TB
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 Eto/Pto are pro-drugs A that are converted inside M. tb. into the active form @ inhibiting InhA
 Bioactivation occurs through the enzyme EthA which is controlled by the transcriptional regulator EthR

B
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BVL-GSK098 overcomes MDR-TB and Eto resistant isolates CTRIC'TB

MDR Clinical o o MIC Eto MIC Eto (mg/L) + artof IMI AMR Accelerator
Strain ID (mg/L) BVL-GSK098 (0.02 mg/L)
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s R R 3 <08~ BVL-GSKO38overcomes Eto resistance and

07MYO0066 lowers Eto effective concentration on WT
07MY1001 and MDR strains.

0/MY1166
0/MY1281

08MYO0089
08MYO0559

08MY1099
09MYO0467
09MY1304
10MY0992
12MY1124

L1094
H3/Rv

Eto: Ethionamide: INH: Isoniazide: RIF: Rifampicin: MIC: Minimal inhibitory
concentration: MDR: Multi-Drug Resistant: R: Resistant: S: Susceptible

» MIC data based on 40 MDR/XDR clinical
strains with bias towards Eto and INH
resistance representing TB global lineages.

> MOoA confirmed on > 100 strains.
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BVL-GSK098 renders Eto as rapidly bactericidal as INH CTRIC'TB
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BVL-GSK098 renders Eto at 1x MIC as rapidly bactericidal as INH at 10x MIC

26 August 2020 The content of this presentation is confidential and intended for the internal use only. I U Project number 853800 PAGE 6



(el

Potent in vitro activity translates into in vivo efficacy U [
8 _
. Q -G - Eto (pooled) Fast acute model of M. tb infection in C57BL/6 mice
@ --@QOQQ . . . .
m OQ‘%Z Eto+BVL-GSK098 0.1 me/ke Infection IT with 1075 CFU/mouse;
E O &G * Oral treatment for 8 consecutive days (once daily)
" » EDyy is the dose of Eto resulting in a 2log
S reduction (dashed line) in lung CFUs compared
O to untreated control.
- . > In this model, BVL-GSK098 at 0.1 mg/kg boosts
B . 100 Eto efficacy based on the dose or on the AUC at
Ethionamide Dose (mg/kg) least 3-fold
BVL-GSK098 boosts Eto efficacy in vivo by >3-fold,
enabling full efficacy at lower Eto exposures
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BVL-GSK098 deploys the full potential to revive Eto/Pto ﬂ:\\.

AN

Eto/Pto would be excellent drugs if their full action could be exploited at better tolerated human doses

In vitro and in vivo data predict that the addition of BVL-GSK098 reduces the Eto efficacious dose,
simultaneously optimizing its probability of target attainment and thus potentially lowering Eto dose-
dependent side effects

BVL-GSK098 overcomes Eto resistance in clinical strains (including MDR-TB) and makes Eto rapidly
bactericidal at very low concentrations

Addition of BVL-GSK098 to Eto/Pto regimens has the potential to play the role of INH in DS regimens in
MDR/XDR regimens

No cross resistance with current and development TB drugs
Low risk of DDI: no inhibition/activation of CYP450s

Simple synthetic route for API
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BVL-GSK098 development: next steps @R\I/C'TB
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» GMP-compliant manufacturing of capsules completed
» Pre-clinical safety evaluation in rodent and non-rodent species completed

> CTA submitted and under evaluation

A Milestone: BVL-GSK098 ready for First in Human (FIH) studies in H2 2020

26 August 2020 The content of this presentation is confidential and intended for the internal use only. EU Project number 853800 PAGE 9



Acknowledgements.
A|ain Bau ard ThOmaS Maitre

Benoit Déprez Nicolas Veziris

Nicolas Willand

INNovative
medicines
initiative

efpia

EUROPEAN UNION

26 August 2020

The content of this presentation is confidential and intended for the internal use only.

David Barros
Robert Bates
Gary Boyle
Matt Davies
Maria Davy
Emma Francis
Stephanie Gresham
Gavin Koh
Modesto Remuinan

Georgios Vlasakakis

Richard VWard
Alison VWebster
Deborah Wong

L EU Project number 853800

Giric-Te

Partof IM] AMR Accelerator

Stefano Biondi
Marilyne Bourotte
Jonathan Butcher

Glenn Dale

Rosangela Frita

Marc Gitzinger

Sergio Lociuro
Thorsten Meyer

Michel Pieren

Andrej Trauner

BI0\/FRs s

PAGE 10



L : /I\ :? s t:“ ‘\l_&.‘}‘* .
| o

*JRiC-TB

',4; 9
-~ *\  Partof
IMI AMR Accelerutor

\\-: P M

-

Thank you.

BIO SY'S

26 August 2020 The content of this presentation is confidential and intended for the internal use only. EU Project number 853800 PAGE 11

EUROPEAN UNION



.=__v_
Bl

OMNIEGC (S

g -

. . -

Dr Michel Pieren, PhD

Project Manager

michel.pieren@bioversys.com

Dr Sergio Lociuro, PhD

Chief Scientific Officer

sergio.lociuro@bioversys.com

Dr Glenn E. Dale, PhD

Chief Development Officer

glenn.dale@bioversys.com

Dr Marc Gitzinger, PhD

Chief Executive Officer

marc.gitzinger@bioversys.com

Gric-Te

partof IM| AMR Accelerator



