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INFLUENZA

Laboratory confirmed Influenza hospitalizations (all ages, USA)
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Estimated Influenza Ilinesses, Medical visits,
Hospitalizations, and Deaths in the United States — 2017-

2018 influenza season | CDC
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DRUGSILIENCE

The strong choice

|
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ETC/UPRmt Pathway

RANSCRIPTION OF
CYTOPROTECTIVE
REGULATED GENES ™
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Identification of
binding pockets

-

Library generation
& virtual docking

When
appropriate

240 compounds
(40/derivative/binding site)

e

In-vitro screening

Antimicrobial test

If not antimicrobial

UPRmt activation check
If positive: Western blot

5 chemotypes

If any step fails

If any step fails

2-3 candidates,

In vivo optimization

Mouse models

PK/PD evaluation
Toxicity assays:
- carcinogenicity
- genotoxicity
- immunotoxicity

Ferret models

Efficacy assay:
- UPR™ activation

(infected with : .
H1N1) - BAL fluid analysis
- Developmental assays
Dog models Toxicology assays
PK/PD evaluation
‘—, 1 candidate
Non-Human PK/PD evaluation

Primate models
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If fails, return to
virtual screening

Genotoxicit Chronological Cell Measure Solubility
enotoxicity lifespan proliferation levels of IFN optimisation
Score Selectivity & Microsomal Drug-Drug Emt?ryo-
P — = — . F toxicity
assessment Specificity stability interaction
assay
v

Pharmaco-Toxicity
Dose refinement

+—l
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In Vitro assays

In Vitro Screening

Antimicrobial properties
UPRmt activation <y
s |

Lead Optimisation
Toxicology

Score assessment
{ Performance |D/'l|]

240
compounds Identification

4

1-2 In Vivo Optimisation
compounds




In vivo Optimisation & IND Enabling Studies

- Oral administration !
- Intravenous (IV) administration ‘f

Steps — M itocycnne

Toxicology Assays Efficacy Embryo-Fetal Toxicity IND Enabling Studies
PK/PD evaluation PK/PD evaluation Fetal death PK/PD evaluation

In vivo assays

General toxicology UPRmt activation Fetal malformations Pharmaco-Toxicity
Carcinogenicity BAL fluid analysis Fetal teratomas Dose refinement
Genotoxicity GMP manufacturing
Immunotoxicity

Animal models A ﬁ 3’ i ﬁ




Phase IA

60 patients :

30 - Oral
30-IvV

6 months - 1 year

Clinical Trials

Phase IB

76 patients :
57 — Treatment
19 - Control

— Clinical efficacy /— Beyond Influenza
1 month 2 - 3 months 16 - 18 months

Clinical outcomes:

— Pharmacovigilance
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ﬁ_"—’@ Why MitoCycline ?

0%\‘

/\ Antivirals treatments
Fast hospital turnover Fast development
« Short clinical trials

Large market General mode of action
» COVID-19, - Generic treatment for

Hepatitis C different pathogens
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_ Business
Exit Strategy strategy

Phase Ill & IV
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Costs
Benefits
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Financial Exit Strategy

Pre-clinical Phase |
studies

Licensing
A

Post
Marketing
phase

Running royalties (10%)

— 200M
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Business strategy
=
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20% 40%

Year 2 Year 3 Year 4

Time to benefits
Yearl VYear2 VYear3 Year4 Year5




1 billion people

500 000 deaths
¥ Induce tolerance by activating ETC/
;*3 UPRmt

[oeranthon |

wnor oy — B — e — 9

Mitocycline: @ mS 27 of the mitoribosome

é‘] Development cost 109M$

Revenue over
100MS by year 1
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