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Dear Poxel Shareholder,

As we are approaching the end of the year, | would like to share the significant milestones
that we have achieved in 2021, which has been a pivotal year for Poxel.

Firstly, 2021 is notable for our first drug approval in June for Imeglimin, which is now
launched and marketed as TWYMEEG® in Japan since mid-September. We see this
approval as the result of years of hard work and dedication from our teams, together with
the successful collaboration with our strategic partner, Sumitomo Dainippon Pharma. We
are very proud of this achievement which increased our financial position through a
EUR 13.2 million milestone payment from Sumitomo and EUR 13.5 million from the 3t
and final tranche of the IPF loan. The commercialization of TWYMEEG ® in Japan and in
additional Asian countries, will continue to augment our financial foundation with
associated future royalties and sales-based payments.

After Imeglimin’s approval in Japan, another major step in Poxel’s evolution in 2021 was the announcement of a
new strategic direction with increasing focus on rare metabolic diseases. This strategic focus area represents the
intersection of high unmet medical needs, pre-clinical and clinical data, opinion leader enthusiasm, significant
commercial opportunity, and attractive time horizons. We believe that Poxel is well equipped to be a leader in this
field given our exciting programs and our proven capabilities to execute successful clinical trials and regulatory
filings. We plan to initiate the Phase 2a clinical Proof of Concept (POC) biomarker studies of PXL065 and
PXL770 in X-linked adrenoleukodystrophy (ALD) in early 2022 with data expected by year end 2022.

In parallel, we remain committed to non-alcoholic steatohepatitis (NASH). The patient enrollment in PXL065
DESTINY Phase 2 trial in NASH was completed in September 2021 and we are looking forward to share with you
the results, expected in Q3 2022.

With these accomplishments in mind, and several important and transformational milestones expected in 2022, |
would like to thank you for your support and look forward to providing you with further updates in the coming year.

Sincerely,
Thomas Kuhn

Chief Executive Officer
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Poxel Focuses on Rare Metabolic Diseases and NASH to Drive Shareholder Value

After the successful development and approval of Imeglimin, and thanks to its 2 platforms of molecules, Poxel is well
positioned to be a significant player in NASH and rare metabolic diseases, driving shareholder value.

ALD*

Type 2 Diabetes
TWYMEEG® (Imeglimin)
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Partnered in Asial with
diabetes market leader in
Japan
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3. AMP-kinase (allosteric activators) /

1. Japan plus: China, South Korea, Taiwan, Indonesia,
Vietnam, Thailand, Malaysia, Philippines, Singapore,
Myanmar, Cambodia, Laos.

The Company is Developing a Well-Diversified and Robust Pipeline with Mid-to-Late-
Stage Programs with a Focus on Rare Metabolic Diseases and NASH
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TWYMEEG® (Imeglimin)

2021 marks the first approval of Poxel lead compound, Imeglimin

eys milestones for TWYMEEG®

Vs

&

Regulatory approval

~

June 2021

Vs

&

Commercial launch

~

September 2021

J

Partnership in Asia with diabetes market leader, Sumitomo Dainippon Pharma

Sumitomo Dainippon Pharma, the diabetes market leader in Japan,
launched TWYMEEG® in September 2021.

TWYMEEG® (International Nonproprietary Name (INN): Imeglimin hydrochloride) approval in June 2021 in Japan
for the treatment of type 2 diabetes was supported by numerous preclinical and clinical studies, including the Phase
3 TIMES (Trials of IMeglimin for Efficacy and Safety) program managed jointly by Poxel and Sumitomo Dainippon
~ Pharma. Japan is the first country in the world to approve Imeglimin.

2,

N
Poxel entered into a strategic partnership with
Sumitomo Dainippon Pharma in October 2017
for the development and the commercialization of
TWYMEEG® in Japan, China, South Korea, Taiwan
and nine other Southeast Asian countries
(Indonesia, Vietnam, Thailand, Malaysia, the
Philippines, Singapore, Myanmar, Cambodia and
Laos).

Sumitomo Dainippon
Pharma

Terms of the partnership and payments
with Sumitomo Dainippon Pharma

Milestone payment for TWYMEEG®'s approval in Japan of
JPY 1.75 billion (approximately EUR 13.2 million, USD 15.8
million)* paid by Sumitomo Dainippon Pharma to Poxel in July
2021. The approval is supported by the Phase 3 TIMES
program managed jointly with Sumitomo Dainippon Pharma.
As part of the license agreement where Sumitomo Dainippon
Pharma solely manages the commercialization, Poxel expects
to receive escalating royalties on net sales and sales-based
payments.

1Converted at the exchange rates at date of approval (June 23, 2021).

Imeglimin’s potential market in Asia

Imeglimin in the US and Europe

www.poxel.com

Japan

According to Decision Resources, Japan is the second
largest diabetes market worldwide, behind the United
States, with a compounded annual growth rate of more than
18% between 2008 and 2012 and could grow by more than
20% by 2023. It is estimated that there are currently over 10
million diabetic patients in Japan and sales in this market
exceeded $4 billion in 2020. The Japanese diabetes market
has specific pricing and reimbursement characteristics that
could allow a rapid market uptake for new innovative products.

China

According to IQVIA, there were approximately 112 million
adults diagnosed with type 2 diabetes in China in 2017 and
the prevalence is expected to grow by approximately 1.7% per
year. In 2017, sales of type 2 diabetes therapies were
approximately $3 billion, with oral drug sales representing
approximately 50% of that total. China represents a growing
commercial opportunity for Imeglimin, if approved. We believe
that Imeglimin has the potential to target the estimated 29
million patient population in China being treated with Western
drugs, as well as the sizeable patient population with co-existing
chronic kidney disease (CKD).

Other: South Korea, Taiwan, Indonesia, Vietnam, Thailand,
Malaysia, the Philippines, Singapore, Myanmar, Cambodia and
Laos.

USA and Europe

Approximately 2.4 million adults in the United
States have type 2 diabetes and chronic kidney
disease (CKD) stages 3b/4, according to the Centers
for Disease Control and Prevention, and these patients
have increased cardiovascular, or CV risk and
challenging glucose management requirements.

Strateqy

For the United States, Europe and all other countries
not covered by the Sumitomo Dainippon Pharma
agreement, Poxel is considering various options to
advance Imeglimin in those countries. Its previous
partner, Metavant, a subsidiary of Roivant, had been in
discussions with the U.S. Food and Drug
Administration, which has provided a potential plan
forward for Imeglimin in a Phase 3 which would
evaluate type 2 diabetes patients with chronic kidney
disease (CKD) stages 3b/4. Poxel is exploring options
to move the program forward into Phase 3 in these
regions.

© POXEL
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New strategic direction with increasing focus on rare metabolic diseases

After the approval of our first product in Japan, the product launch by our partner SDP opens a new chapter
for Poxel to drive shareholder value. With additional funding from TWYMEEG®, we are investing these funds
to accelerate and expand our clinical pipeline of rare metabolic disease programs.

Poxel unique attributes for developing treatments for rare diseases

Harnessing AMPK and D-TZD Platforms to Address Rare Diseases
with Metabolic Pathophysiology

0

Two Programs Approaching Clinical Development for ALD ‘/(
(R NH
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Endocrine
Renal et Adrenoleukodystrophy

Diabetic kidney disease Type 2 diabetes
Polycystic kidney disease Polycystic ovary syndrome

(ALD)
Mitochondrial disorders

Focus on Adrenoleukodystrophy (ALD)

X-linked adrenoleukodystrophy (ALD) is an orphan neurometabolic
disease. It is caused by the mutation of a single gene (named ABCDL1).

Genetics

This gene is responsible for the break down of specific forms of fatty acids Prevalence
(caII_ed VLCFAs_), wh|ch_ prc_)wdes the _body with energy. Becayse this u..m:.a .ﬁ:’a&:’. Estimated US Prevalence*
particular gene is defective in ALD patient, fatty acids build up in blood, 20.000 — 29.000
certain tissues and organs, specifically in the brain, which leads to multiple ’ ’
progressive defects. ALD is the most common leukodystrophy with a .

prevalence similar to hemophilia — up to 1/10,000. :u&::m

Forms of this disease include cerebral ALD (C-ALD) and

adrenomyeloneuropathy (AMN) which is the most common form — typically

occurring in adolescence through adulthood. AMN results in progressive

uunm.au".n.ma Carrier  Affected
a.qm.. daughter  son

stiffness and weakness in the legs, impaired gait and balance, incontinence,
and loss of sensation. All men with the genetic mutations are more severely
affected and many women also present with features of AMN with a later

onset. It can lead to severe neurologic deficits and death.

Estimated Global Prevalence*
. ) 444,000 - 644,000
Diagnosis

There are no approved medicines for ALD (other than glucocorticoid wee o
supplements for associated adrenal insufficiency). C-ALD when first @ %v g ity
detected in early childhood, can be treated with hematopoietic stem cell O i mideen
transplantation, but it is currently limited to early stage of CALD and this ‘;.dmz -
procedure is at risk of severe adverse reactions.

ALD, a high value opportunity

@
Blockbuster . - : Communit
. Preclinical & Clinical Profile y
market opportunity engagement
* Prevalence : US 20,000-29,000; Established safety profiles of » Established relationships with
Global 444,000 — 644,000 PXL065 and PXL770 mitigate risk Key Opinion Leaders
* Premium pricing supported by & may reduce clinical + Collaborations with important
prior orphan drug approvals development timelines patient advocacy groups
* Poxel ability to commercialize Significant impact on key
on its own which would allow to biomarkers (VLCFA,
capture greater economics neurofilament light chain) following
* Low competition data from ALD preclinical models .‘
for PXLO65 and PXL770 Wi@ i ALDConnect
Poxel equipment given exciting LEUKODYSTROPHY
programs and capabilities SERANES LW
; -8
Potential for accelerated ELA’
approval based upon biomarkers T
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Two First-in-Class Advanced Lead Molecules in ALD

PXLO65

® Preclinical:

o no (PPARYy —driven) weight gain/fluid retention

o metabolic and anti-inflammatory efficacy

Clinical
o completed Phase 1
o confirmed selective R-pio exposure

good safety profile in >130 human
exposures (Phase 1 plus ongoing

o

Deuterium stabilized R-stereoisomer of pioglitazone?!

45 mg
® o0
W|.:
®

PXL770

Proprietary direct allosteric AMPK activator?

® Preclinical:

Metabolic, anti-inflammatory,
cytoprotective efficacy in NASH, diabetes,
kidney, CV models

o

Clinical

actos®

(pioglitazone)
Tablets

orally bioavailable; once daily PK profile

human target engagement and efficacy
demonstrated (diabetes and NAFLD)

well tolerated with favorable safety

Destiny-1 NASH trial) Pei profile>200 human exposures up tol2
- ) ) ) e® o° weeks
o Pioglitazone efficacy achieved in ABCD1 . L
null mice S-Pio R-Pio AMPK activation with metformin elevates

PXLO65 is active in ALD/AMN patient-
derived cells and in ABCD1-null mice
L]

Composition of matter IP

505(b)(2) regulatory path; open IND in ALD/AM

Support from the ALD community

ABCD2 levels in patient cell lines and
ABCD1-null mice

PXL770 is active in ALD/AMN patient-
derived cells and in ABCD1-null mice

N

Composition of matter IP

1approved Type 2 diabetes therapy (Actos); Jacques V et al. Hep Comm 2021; implicated in ALD - Brain 2013;136:2432-43
2Gluais-Dagorn et al. Hep Comm 2021; implicated in ALD — Weidling | J Neurochem 2016

Ben Lenail

Co-founder and
Board member
of ALD Connect

Prof. Marc
Engelen, MD,
PhD

Member of Poxel
SAB on ALD

“My story with ALD starts around age 40. | went through a two-year diagnostic and
was finally diagnosed in 2011. | started a foundation, ALD Connect, which is now the
premier patient-driven research collective in the US. It has been in operation for
eight years. We are coming out of years of better understanding the disease, but we
have no treatments to help with our symptoms, to give us hope for a disease-
modifying therapy or even for a cure. And so, you have the patient communities
hungry, mobilized, and extremely ready to try treatments in this window of
opportunity that we have today.” — Poxel business update call, 12t July 2021

“Adrenoleukodystrophy is a rare disease that is actually not so rare. There are tens
of thousands of patients in Europe and the US, and hundreds of thousands
worldwide. It is a monogenic neurodegenerative disorder that is characterized by
defective very long chain fatty acid degradation. Even though it is an X-linked
disease, it causes symptoms in men and women with differences in
symptomatology.” - Poxel business update call, 12t July 2021

Upcoming clinical studies for rare metabolic diseases .

Based on all the preclinical and clinical data we have for both platform leads, we now plan to initiate two parallel Phase 2a
biomarker-driven POC studies; one with PXL065 and one with PXL770. The study design was developed with substantial
input from several disease experts in the US and Europe. Each trial will enroll approximately 12 adult male patients per dose
group with the most common subtype of ALD, AMN. Following a run-in period, patients will be treated for 12 weeks with a
single oral daily dose of either molecule. Readouts will include PK, safety and measurements at several time points — of key
disease biomarkers — VLCFA and neurofilament light chain — both of which are validated as disease-associated. Additional
exploratory biomarkers will also be assessed.

Next steps
Further discussions with experts and
Early 2022 Late 2022 patients .
P ’ Data analysis and selection of the Finalization of Phase 3 plan with regulatory
Beginning of frials preferred molecule agencies
NDA/MAA filing

www.poxel.com © POXEL
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NASH PORTFOLIO - PXL770 and PXL065

Reaffirming commitment in NASH with PXL770 and PXL065

* PXL065

PXLO65 is a novel, proprietary deuterium-stabilized R-pioglitazone. Although pioglitazone is not approved by the FDA for
the treatment of NASH, it is the most extensively studied drug for NASH and has demonstrated “resolution of NASH without
worsening of fibrosis” in a Phase 4 triall. Pioglitazone is the only drug recommended for biopsy-proven NASH patients by
the Practice Guidelines published by the American Association for the Study of Liver Diseases (AASLD) and the European
Association for the Study of the Liver (EASL)2. Pioglitazone’s off-label use for NASH, however, has been limited due to the
PPARYy-related side effects, which include weight gain, bone fractures and fluid retention.

Pioglitazone is a 1:1 mixture of two mirror-image compounds (R- and S-stereoisomers) that interconvert in vivo. Using
deuterium, we stabilized each stereoisomer and characterized their different pharmacological properties. In vitro studies
have shown that PXL065 targets the non-genomic pathways of thiazolidinediones and in particular inhibits the mitochondrial
pyruvate transporter (MPC). In preclinical animal models, PXL0O65 exhibits the anti-inflammatory and NASH activity
associated with pioglitazone with little or no weight gain or fluid retention, side effects which are associated with the S-
stereoisomer. Based upon preclinical and Phase 1 results to date, Poxel believes that PXL065 may have a better
therapeutic profile than pioglitazone for NASH.

* PXL770

PXL770 is a first-in-class AMPK activator. AMPK is a central regulator of multiple metabolic pathways leading to the control
of lipid metabolism, glucose homeostasis and inflammation. Based on its central metabolic role, targeting AMPK offers the
opportunity to pursue a wide range of indications to treat chronic metabolic diseases, including diseases that affect the liver,
such as NASH.

NASH value proposition

HALLMARKS OF NASH

23

Lipid accumulation in Immune cells
hepatocytes (macrophages - M®)
Steatosis Inflammation Ballooning

Cellular damage-death Hepatic stellate
cell activation

Fibrosis

® First-in-Class - Novel Mechanisms ® Daily oral administration
o ability to target multiple hallmarks of NASH o combinable with other approaches
® (Clinical validation ® Innovative development approaches
o positive Phase 2a results (PXL770) o focus on patients with co-existing diabetes

o derived from pioglitazone — proven NASH (PXL770)
benefits (PXL065) o 505(b)(2) regulatory path (PXL065)

Results from on-going PXL065 Phase 2 trial (DESTINY-1) anticipated in Q3 2022

* PXLO065 is currently evaluated in the DESTINY-1 Phase Il trial for the treatment of NASH and the results of this study will
be used to help identify the dose(s) for a Phase Il registration trial. Patient enrollment in Phase Il trial was completed in
September 2021 with results expected in Q3 2022.

g ﬁimary Endpoint \

R o ( PXL065 7.5 mg OD / 30 patients ) Relative change in liver fat
DESﬁNY 1 g content (MRI-PDFF)
: : AL 5[ PXL065 15 mg QD / 30 patients ]2 secondary Endpoints
Key inclusion criteria g _ ®i « Liver histology: NASH resolution
- Biopsy-proven NASH E [__PXL06522.5mg QD /30 patients ] \I/_\{ithout worsening of fibrosis
patients S Placebo QD / 30 patients IVer enzymes
° Liver fat content (MRI- | % » ° Metabolic parameters
PDFF) > 8% Double-blind treatment: 36 weeks k Biomarkers, Safety, PK /

www.poxel.com © POXEL
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POXEL IN THE MEDIA
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A Phase IlI-Ready Partnering Opportunity

25 Mar 2021

by John Davis

{ohn dawiz@eforma com

Executive Summary

Poxel’s Diabetes Drug Wins Japan Nod, But
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Twymeeg: Completely New Drug for
Treatment of Type 2 Diabetes Mellitus

Imeglimin is  universal anti-diabetic drug that incorporates the power of all existing glucose-
Towering drugs.
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SHAREHOLDER LETTER

°
DOQ

December 2021
UPCOMING NEWSFLOW
L
NASH DIABETES RARE METABOLIC DISEASES
2022 2022 2022
e DESTINY Phase 2 trial: e Sales-based payments and °® Poxel plans to initiate two Phase 2a

biomarker proof-of-concept clinical
trials for PXL065 and PXL770 in X-

Results are expected in Q3 2022 escalating royalties on net sales

¢ US/Eurcirp])e: exploringf optio(;]s_ :0 linked adrenoleukodystrophy (ALD)
gﬁ;ﬁes € program forward into in early 2022. Results planned for

the end of 2022.

SHAREHOLDER’S NOTEBOOK

L
POXEL AND THE STOCK MARKET SHAREHOLDER OWNERSHIP?
L J L J
POXEL
LISTED 8.3%
— Euronext Paris pndera
Market since February 2015 Partners
) 20.0%
Mnemonic POXEL Bpi
France?
ISIN code FR0012432516 57.5%
Market Cap 143 M€* Floating 9.2%
Number of shares 28 703 692 Founders
Stock market price 5,00 €** 5.0%
Mini d . N Roivant
InNimum and maximum rates 4.86€—785€ Sciences Ltd
over 12 months
* As of December 8, 2021
Key financials ° ANALYST COVERAGE °

As of 09/30/21 cash & cash equivalents:
EUR 37.2 million (USD 43.2 million)

1 As of November 2, 2021

2 And affiliates

Bryan Garnier

Jean-Jacques Le Fur

Degroof Petercam

David Seynnaeve

Jefferies

Lucy Codrington

JMP Securities

Jason Butler

Oddo BHF

Martial Descoutures

CONTACTS

Elizabeth Woo | Senior Vice President, Investor Relations & Communication

elizabeth.woo@poxelpharma.com
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FOLLOW POXEL

If you wish to receive POXEL's news by email,

Aurélie Bozza | Investor Relations & Communication Director
aurelie.bozza@poxelpharma.com
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