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New medicines increase human life expectancy

» Life expectancy: + 45 years during the XX century

- The "collective curative medicine" :
- 8000 Molecules, Vaccines, Antibiotics, Anesthesia...

1860 :

* 38 years for men,
* 41 years for women

* 48 years for men,
* 52 years for wom

e 79.5y¢€
* 85years c

Life expectancy ﬂ“ﬁ sexes combined)
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www.ls Source: United Nations, Department of Economic and Social Affairs, Population Division (2017). World Population

Prospects: The 2017 Revision



People over 80 are more and more

» 2 billion people over 60 years old in 2050

Persons aged 60 vears or over Percentage
2000 | 2015 | a0
2000 | 2015 2030 2054 2030

6079 90097, 14902 4 55.7

Persons aged 80 vears or over Percentage
(imillions) change

‘ NéWw pabthdlodies & needs linked to old age will appear

wwy United Nations. Department of Economic and Social Affairs. Population Division (2015). World Population Ageing
2015 (ST/ESA/SER.A/390).


http://asterix50260.skyrock.com/photo.html?id_article=2937319993&id_article_media=2505131

New medical needs are emerging

Immuno-senescence .

Cognitive aging

Health issues in 85 Years Old and Over Population Front Public Health. 2017 Dec 11;5:335 www.frontiersin.org



Key numbers for worldwide drug market

1. Revenue of the worldwide pharmaceutical market : $ wﬂ
(Pharmaceuticals Global Market Report) Q
the pharmaceutical market revenue

2. The North American region acco ntéd fc S
worldwide.

3. Pharmaceutical sresearchyand d pment expenses: $ 244 billion in 2022

0\




New medicines approved by the agencies
are not worldwide accessible

New medicines approved by the FDA, EMA or Japan’s are not world

. itle acces
* % of available new drugs has declined in most G20 markets Wq
e Huge need to secure conditions to attract new sin 0 art

X
W




Why do we need to create start-ups in Life Sciences ?

Flexible and agile solution

* Itis the driver of higher value of health care for patient n-pa
* Innovation belongs in all functions and levels of one health care

* “High or low tech” sectors search and develbp be

* Create a “big pharma” /large med s\ omplex and long process
e Create an attractive climat new h are solutions is easily accessible
* Creation of StaK in

mental to improve the health care



2022 in FDA: 24 out of 37 new drugs come
from small to midsized companies

16 Small molecules
» 8 Biologics

14 -11-2023 www.lslead.com



CIPREVO Knowing your project's competitors very well

Cancer & Innovation

* Who is racing ahead and with some means?
e 3,394 agents in Immuno-Oncology

 What are my chances if | start toda

What is the added value of my project?

2018 I
2017

What is my differentiatioft? e

What is my bench%\

2018
HER?Z [:zm?

wla
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wla
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Target
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2018
BCMA 2017
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2018
I owe CSFIR [:znli'
2018 Therapy type
WT1 [Zﬂl? .T—celltargete-d immunomeodulator
MuCL [ 2018 Other immunomodulator
2017 = Cancer vaccine
2018 Cell therapies
CD4T
[zm? Oncolytic virus
TLR7 [%gi?' [ cD3-targeted bispecific mAb

T T T T T T T T T T T T T
0 10 20 30 40 50 a0 70 a0 90 100 110 120
1

MNumber of active 10 agents

14 -11-2023 www.lsl¢
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Key point: When will you reach the market?

Strict execution of the retroplanning to preserve the value of the prOJec
Maximise the sales before generics arrival

Patent application

|

Lk QP\O

Approval

24/11/2021 CONFIDEMTIEiprevo-cancer.com



How to enter in the market ? Target Product Profile

4O

TPP or The Specifications
Desired object versus present object
Balance with the present object

Difficult exercise < 'O
Continuous exercise .

TPP subject to internal cha \O

TPP subject to externa hahr%

TPP subject to ts

Ilterative e

www.fda.\ 566/download

14 -11-2023 www.lslead.com
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http://www.fda.gov/media/72566/download

Example of TPP

Indications and Usage

Dosage and Administration e

* Dosage Forms and Strengths e
e Contraindications

* Warnings and Precautions
e Adverse Reactions

* Drug Interactions e

e Use in Specific Populations
* Drug Abuse and Dependence
* Overdosage ¢

* Description e
Clinical Ph

Counseling Information

24/11/2021 CONFIDENTIEL

Product class:

Product name: To be completed once product approaches phase 2b

Date of TPP endorsement

Dates of TPP revisions

Desired Minimally
acceptable

Indication

prmulation &
presentation

Dosage schedule

%‘\

Safety profile

Co-administration

Shelf-life & storage

Manufacturability

Price

WWW.CIPTevo-CayeROSHigualification

Product registration and

12



Take home message

* Yes, we're going, but let's take a very careful look arw the TPP tool

every day.

e Questions

« Contact: gregoire.prevost@

N\







Why should we consider 4P Medicine?

S

eveloping a
rs. These risks

Predictive
e Each individual (or group of individuals) has a different
disease independently of the weight of @
must be finely characterized.

Preventive .
 Active risk prevention e

Personalized

k o
o)

s. Targeted approaches.

14 -11-2023 www.lslead.com 15



For and With the Patient

Become a health actor with Patient University

« At the Université de la Sorbonne, from 2010, the flrst

p ogram in
therapeutic education open to patlents

« Patients become patient experts in their path
system.

« Qur patient experts are in gre
* Diploma of health democrac
* Diploma for the coordination o

gy a players in the healthcare

resentatlves

aths In cancerology




Strong and diversified basic research

Luck only smiles on well-prepared minds (Louis Pasteur)

Chemistry

Medicine Informa& Strong
S investment

Maths Strong

educative
system

I
14 -11-2023 www.lslead.com 17



Take home message: Medicine 4P

00‘\\‘6
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The adherence to drug treatment is very low

c>‘\\“5

\\d

LEEM 2015


http://www.google.fr/url?sa=i&rct=j&q=&esrc=s&source=imgres&cd=&cad=rja&uact=8&ved=0ahUKEwjRoPffjv3YAhWQ6qQKHaiDD8UQjRwIBw&url=http://www.leem.org/article/comment-ameliorer-l-observance-des-traitements&psig=AOvVaw2rupuusC5v9Yf1AUZkacgy&ust=1517313326037809

A focus on extracellular vesicle biotherapy market

— Translate a scientific discovery in product / service in the markﬂ >
—Atentative roadmap O
*

0\‘“%

20



A focus on extracellular vesicle biotherapy market

— Translate a scientific discovery in product / service in the markﬂ >

21



Advanced drug
delivery systems

¥
Nherapy 0\@

Source: https://www.statista.com/

Regenerative 0“

dici

Orphan
indications
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Advanced drug
delivery systems

¥
Nherapy 0\@

Source: https://www.statista.com/

Regenerative 0“

dici

Orphan
indications
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COMPANY COUNTRY YEAR STAGE FOCUS

Aegle Therapeutics 2013 Clinical Dystrophic epidermolysis bullosa, burns and chronic presw, etc.
Anjarium Biosciences Swiss 2017 Not disclosed Non-viral gene-therapy technology

Aruna Biomedical USA 2005 Regulatory dossier preparation Neurodegenerative diseases d v‘

Capricor Therapeutics, Inc. USA 2005 Preclinical EVs for vaccine development, protein deliverypand Duchennémuseular dystrophy
Carmine Therapeutics USA 2019 Preclinical Gene therapy based on red blood cel IA am ctrurMseases.

Ciloa France 2011 Preclinical Recombinant EVs for vaccines, immunotherapies, etc.

Codiak BioSciences USA 2015 Clinical Cancer tMa teMthor I&engineering

Direct Biologics USA 2017 Clinical Regenerative medicine and, COVID

) ) o Novel therapies to induce anMrtumor imuune response in advanced stage metatastic colorectal
EV Therapeutics USA Not disclosed Preclinical ‘ ’&

Everzom France 2019 Preclinical EV manufacturing service

Evox Therapeutics UK 2016 Preclinic( L ‘ ‘Mare disease therapy via engineered EVs

ExoCoBio Korea 2017 Preclinical Cosmeceuticals and biopharmaceuticals for skin and tissue regeneration

Exogenus Therapeutics Portugal 2015 ‘kclinical ‘ I Treatment of chronic wounds mainly

Exopharm Australia 2013 Clinical Regenerative medicine via EVs for the therapy of arthritis, neurodegeneration, etc.
Kimera Labs USA‘ \\ “:Ii& Orthopedic, cosmetic and regenerative medicine

MDimune Korea 2015 Preclinical Oncology

Organicell ( US‘ ‘ ‘ Clinical Covid 19, chronic obstructive pulmonary disease and osteoarthritis

ReNeuron 1997 Preclinical Drug delivery for oncology and others

RION ‘\M 2017 Clinical 1/2 Regenerative medicine

Stemcell Medicine Israel 2010 Clinical 1/2a Neurological disorders such as multiple sclerosis, pain, and neuromuscular injuries.
Unicyte AG Switzerland 2015 Preclinical Regenerative medicine

Vivazone Therapeutics Australia  Not disclosed Not disclosed Peripheral arterial diseases



Source: https://worldwide.espacenet.com/
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Richards model theoretical curve: we are still in a growth phase
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Reference source: https://clinicaltrials.gov/

Therapeutlc indication EV-based product Sponsor Phase/ Country Year /status

NCTO 4173650 Dystrophlc epidermolysis bullosa AGLE 102 bone marrow stromal cell EVs Aegle Therapeutlcs

2023 / Not yet recruiting

NCT05078385 LEUAEME AGLE 102 bone marrow stromal cell EVs Aegle Therapeut 2022 / Not yet recruiting

Noa fo)2Vikeepii ) Acute - respiratory  distress  syndrome in ExoFlo ct : Phase 2 USA 2020 / completed

patients with severe COVID-19 bone marrow derived extracellular vesicle

Nloanols orla Medically refractory ulcerative colitis ExoFlo ° Dir iologics, LLC Phase 1 USA 2022 / Recruiting

bone marrow._derive

N{ox folske]olef: kI Refractory Crohn's disease SOFE ' Direct Biologics, LLC Phase 1 USA 2021 / Recruiting
bone marro \‘ acellular vesicles

Nloa o)/ p2iks Vi Advanced/metastatic,  rec inj K-002 (exo {G) HEK EVs engineered by - (jgk Phase 1|Phase 2 USA 2020 / Completed

solid tumors g with STING agonists

NCT05156229 CDK-003 (exoll~12) HEK EVs engineered to Codjak Phase 1|Phase 2 UK 2021/ Terminated
display fully active IL-12 on their surface

NCT05375604 ellular  carcinoma  and CDK-004 (exoASO-STAT6) HEK EVs engineered Codiak Phase 1 USA 2022 / Recruiting

patients with “liver metastases from either for surface-displaying an antisense oligonucleotide

primary gastric cancer or colorectal cancer (ASO) targeting the STAT6 transcription factor










A focus on extracellular vesicle biotherapy market

W Translate a scientific discovery in product / service in the markﬂ >

*
@ ent the value of the product /
% a/can be superior to its cost?

w to create value for patients, buyers,
payers, regulators and investors?
\ Which is the process to generate this value?

Which are the critical steps?

For which ones can we overperform
competitors? => Comparative advantage

31



A focus on extracellular vesicle biotherapy market

— Translate a scientific discovery in product / service in the markﬂ >

32












We thank you
Wlth a Souvenlr Internal analysis
our market tracker tool

Criteria Relevant information Sources

External analysis ‘ ‘

YWhich and how big is the market’?
YWhich other pozsible markets?

Haow i the rarketing growing?

[In]direct cornpetitars: which ones?
YWhen and where were thewlaunched?

Fatents: what iz protected? 10 which
countries? Which status?

Wwhich are their pipelines? \Which focus
and advancernent?

Which are the climizabprograrns? Which iz
their design® In which countries? \Which

YWwhich/are the rarket driversand
restraintsy

'l
S

YWhich are the alliances and funding
activities"? \Whish pladers? “Where and

Internal analysis ‘ ‘

Which are the rmain tasks for the most value-
addifg activities? How can they be

A

wWhich 1z the cornpetitive advantage?

Hows bo create value bu increazing the
willingness to pay andor decreaszing the

How ruich is expected to be the willing to
pay faor the product?

Haowe to create value for patients, buvers,
pavers, regulators and investors?

Which possible therapeutic indications?

“Wwihich optionz about patient dernograph:
pediatric, adult and for geriatric patients,

“Which relevant Factors in the medical
history of the patient?

Which geographical localization?






Codiak bankruptcy: a business case
What happened?




Codiak bankruptcy: a business case

What happened? 6

rch and development expenses
Uncertainty of investor expectations
Uncertainty of regulation

Immature supply chain

Pioneer advantages

Technological leadership
Pre-emption of scarce assets (i.e.

O
0\‘“



Codiak bankruptcy: a business case
What happened?

A complicating factor: the stock market

\

N\

oM =

2020

2022
Time (years)
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2028

0,00
2030

Average yearly stock value (US$



Codiak bankruptcy: a business case
What happened?

To much expectations:
this is usual for new technologies

2016 2018 2020 2022 2024 2026 2028
Time (years)

—e—Stock

0,00
2030

Average yearly stock value (US$



Codiak bankruptcy: a business case
What happened?
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Codiak bankruptcy: a business case

What happened?
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Inbound

logistics development*

Ingredient and
equipment
sourcing,
traceability

and
co

regulaiig [

Technology

Discovery

Company infrastructure

Human resources mana

Porter’s value chain
model

AN

ntn\ )\

Procurement \ ,V

bound

glstlcs

Not relevant prior
to medicinal

product approval
and sales

Marketing

and sales
Market research
activity

>

Services
(after sale
activities)
Not relevant prior
to medicinal

product approval
and sales
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Value |

created

Customer
surplus

Company
margin
(captured value)

Suppliers’ and
employees’

surplus

Willingness

Value stick model

to pay (WTP)
Price

%\0

ingness
o Sell (WTS)

\\
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Value |

created

Customer
surplus

Company
margin

(captured value)

Suppliers’ and
employees’

surplus

Value stick model

Willingness

to pay (WTP

Price

\Wnllngness

to sell (WTS)

1

!

Expected enablers

-Therapy efficacy and safety relying on Codiak’s technologies;

- Advantages comparédito alternative treatments;

- The clinieal indications to be approved by regulatory authorities;

- The timing of market,introduction of competitive products;

- The obtention of adequate reimbursement from third-party payors

- High productivity (high-yield and scalable bioprocesses)

46






