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Legal disclaimer

This presentation contains forward-looking statements. These statements are based on the current beliefs and expectations of the management of ASLAN
Pharmaceuticals Limited (the “Company”). These forward-looking statements may include, but are not limited to, statements regarding the Company’s
business strategy, the Company’s plans to develop and commercialize its product candidates, the safety and efficacy of the Company’s product candidates,
including their potential to be best-in-class, the Company’s plans and expected timing with respect to clinical trials, clinical trial enrolment and clinical trial
results for its product candidates, the Company’s plans and expected timing with respect to regulatory filings and approvals, the size and growth potential of
the markets for the Company’s product candidates, and the potential for farudodstat and eblasakimab as treatments for autoimmune disease and atopic
dermatitis, respectively. The Company’s estimates, projections and other forward-looking statements are based on management's current assumptions and
expectations of future events and trends, which affect or may affect the Company’s business, strategy, operations or financial performance, and inherently
involve significant known and unknown risks and uncertainties, which include, unexpected safety or efficacy data observed during preclinical or clinical
studies; clinical site activation rates or clinical trial enrolment rates that are lower than expected; the impact of the COVID-19 pandemic on the Company’s
business and the global economy; general market conditions; changes in the competitive landscape; and the Company’s ability to obtain sufficient financing
to fund its strategic and clinical development plans. Actual results and the timing of events could differ materially from those anticipated in such forward-
looking statements as a result of these risks and uncertainties, which include, without limitation the risk factors described in the Company’s US Securities
and Exchange Commission filings and reports (Commission File No. 001-38475), including the Company’s Form 20-F filed with the U.S. Securities and
Exchange Commission (the “SEC”) on March 25, 2022. This presentation discusses product candidates that are under clinical study, and which have not yet
been approved for marketing by the US Food and Drug Administration. No representation is made as to the safety or effectiveness of these product
candidates for the use for which such product candidates are being studied. Caution should be exercised when comparing data across trials of different
products and product candidates. Differences existing between trial designs and patient populations and characteristics. The results across such trials may
not have interpretative value on our existing or future results. All statements other than statements of historical fact are forward-looking statements. The
words “believe,” “view,” “may,” “might,” “could,” “will,” “aim,” “estimate,” “continue,” “anticipate,” “intend,” “expect,” “plan,” or the negative of those terms,
and similar expressions that convey uncertainty of future events or outcomes are intended to identify estimates, projections and other forward-looking
statements. Estimates, projections and other forward-looking statements speak only as of the date they were made, and, except to the extent required by
law, the Company undertakes no obligation to update or review any estimate, projection or forward-looking statement.
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Dr Carl Firth
CEO

Welcome



ASLAN Pharmaceuticals is a clinical-stage, immunology-focused
biopharmaceutical company developing innovative therapies to
treat inflammatory disease, transforming the lives of patients



Atopic dermatitis has been around since ....
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We’'re at an inflection point in history for treatment of AD
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Developing innovative therapies to treat inflammatory disease

Atopic

dermatitis
Eblasakimab EEIENEIH! Dupilumab experienced
disease

Farudodstat [EEb3Ie]M3 AU'tOIr.nmune
skin disease

Phase 2 initiation 4Q 2022




Past 12 months has seen tremendous advances in the

development of eblasakimab

* Positive topline data readout from Phase 1b MAD study in Sep 2021

* Presentation of results from MAD study:
Late Breaker Oral Presentation at AAD 2022 and 3 posters at EADV 2022

 TREK-AD: Phase 2b study initiated

* Data supporting differentiation: novel translational work on neuronal
itch, late-breaker at SID 2022, 2 late-breakers accepted at ESDR 2022

* Initiating TREK-DX: pioneering study for dupilumab-experienced patients

e Built world-class dermatology team bringing experience from
Regeneron, Dermira, Eli Lilly, Almirall and LEO Pharma



Takeaways from the R&D Day

* The unmet needs and opportunities in AD

* Mechanistic rationale supporting
differentiated profile of eblasakimab

* Role of the IL-13 receptor in disease pathology
and advantages of directly blocking IL-13Ra1

* How eblasakimab can directly reducing
neuronal itch responses

* Clinical data supporting potential for
differentiated profile




Dr Peter Lio
Northwestern University

Emerging unmet needs in Atopic Dermatitis (AD)



EMERGING UNMET NEEDS
IN ATOPIC DERMATITIS

PETER A LIO, MD
ASSISTANT PROFESSOR CLINICAL DERMATOLOGY & PEDIATRICS

NORTHWESTERN UNIVERSITY FEINBERG SCHOOL OF MEDICINE

M Northwestern Medicine’ CHCAGOINTEGRATIVE
Feinberg School of Medicine Aevacinton of Choy ECZEMA SENTER B




AD BACKGROUND

® |ncredibly common, chronic inflammatory disease

= Up to 20% of children and up to 10% adults in
developed countries

® Massive suffering for both patient and family




BURDEN OF AD IS HIGH

Increasing US Increasing Costs?® Impact on QolL*

Prevalence!-2 ~$5.3 billion/year Greater than Type | diabetes

12% to 13% in children and

adolescents and 7% in adults * Doesn’t include time, emotional cost, * Not “just a rash”

* 90% of cases present by 5 years of age andipresenteeisin

* Among adults, 17% of cases develop
after adolescence

Sleep Deprivation?3-¢ Social Isolation?3:>

* Exhaustion * School avoidance
* Mood changes * Depression
* Impaired psychosocial functioning

1. Avena-Woods C. (2017). Overview of atopic dermatitis. The American journal of managed care, 23(8 Suppl), S115-S123.

2. Silverberg J. I. (2019). Comorbidities and the impact of atopic dermatitis. Annals of allergy, asthma & immunology : official publication of the American College of Allergy, Asthma, & Immunology, 123(2), 144-151.

3. Drucker, A. M., Wang, A. R., Li, W. Q., Sevetson, E., Block, J. K., & Qureshi, A. A. (2017). The Burden of Atopic Dermatitis: Summary of a Report for the National Eczema Association. The Journal of investigative dermatology, 137(1), 26-30.

4. Silverberg, J. I., Gelfand, J. M., Margolis, D. J., Boguniewicz, M., Fonacier, L., Grayson, M. H., Simpson, E. L., Ong, P. Y., & Chiesa Fuxench, Z. C. (2018). Patient burden and quality of life in atopic dermatitis in US adults: A population-based cross-sectional study. Annals
of allergy, asthma & immunology : official publication of the American College of Allergy, Asthma, & Immunology, 121(3), 340-347.

5. Lewis-Jones S. (2006). Quality of life and childhood atopic dermatitis: the misery of living with childhood eczema. International journal of clinical practice, 60(8), 984—-992.

6. Arkwright, P. D., Motala, C., Subramanian, H., Spergel, J., Schneider, L. C., Wollenberg, A., & Atopic Dermatitis Working Group of the Allergic Skin Diseases Committee of the AAAAI (2013). Management of difficult-to-treat atopic dermatitis. The journal of allergy and
clinical immunology. In practice, 1(2), 142-151.



CAUSES OF AD

Inflammatory loop in AD
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Dianichi T, Kitoh A, Otsuka A, Nakajima S, Nomura T, Kaplan D and Kabashima K (2018). The epithelial immune microenvironment (EIME) in atopic dermatitis and psoriasis. Nature Immunology, 19, 1286-1298.



TREATMENT OPTIONS FOR AD PATIENTS: PAST AND PRESENT

Clinical Drug Investigation
https://doi.org/10.1007/540261-020-00905-7

REVIEW ARTICLE

Gaurav Agnihotri' - Peter A. Lio??

Revisiting Therapies for Atopic Dermatitis that Failed Clinical Trials
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Image from: Eichenfield, L.F., et al. (2022). Pediatr Drugs 24, 293-305.

bid twice-daily, PDE4 phosphodiesterase-4, EASI Eczema Area and Severity Index, SCORAD SCORing Atopic Dermatitis, CRTH2 chemoattractant receptor-homologous molecules expressed on Th2 lymphocytes, IL interleukin, PBO

placebo TSLP thymic stromal lymphopoietin, TCS topical corticosteroid, SC subcutaneous, SE standard error

Gaurav Agnihotri, Peter A. Lio. (2020) Revisiting Therapies for Atopic Dermatitis that Failed Clinical Trials. Clinical Drug Investigation, 40, 421-431.



ALLERGIC COMORBIDITIES

) e

Atopic
.w‘ - Shared endotype:
3 . Type 2 immunity

Multiple
phenotypes

dermatitis

Chronic rhinosinusitis
with nasal polyps 7

In a cross-sectional study of over 2200 children,
e ~80% had some form of allergy
* ~40% had asthma and allergic rhinitis

Adults with AD are 3 times more likely to
have asthma

1. Appiah, M. M., Haft, M. A,, Kleinman, E., Laborada, J., Lee, S., Loop, L., Geng, B., & Eichenfield, L. F. (2022). Atopic Dermatitis: Review of Comorbidities and Therapeutics. Annals of allergy, asthma & immunology : official publication of the
American College of Allergy, Asthma, & Immunology, S1081-1206(22)00446-X. Advance online publication.

2. Hill, D. A., & Spergel, J. M. (2018). The atopic march: Critical evidence and clinical relevance. Annals of allergy, asthma & immunology : official publication of the American College of Allergy, Asthma, & Immunology, 120(2), 131-137

3. Hassoun, D., Malard, O., Barbarot, S., Magnan, A., & Colas, L. (2021). Type 2 immunity-driven diseases: Towards a multidisciplinary approach. Clinical & Experimental Allergy, 51(12), 1538-1552. https://doi.org/10.1111/cea.14029



CURRENTLY AVAILABLE TREATMENT OPTIONS

Conventional

Topical Agents
Immunosuppressants

TCS,TCl, Topical PDE4 inhibitors
Topical JAKs *Cyclosporin, *Methotrexate, *Mycophenolate

Mofetil, *Azathioprine

JAKi Systemic

Biologics
Immunosuppressants

Dupilumab, Tralokinumab .. .. ..
P ’ *Baricitinib, Abrocitinib, Upadacitinib *Not approved in the
United States for

treatment of AD

1. Sidbury, R., Davis, D. M., Cohen, D. E., Cordoro, K. M., Berger, T. G., Bergman, J. N., Chamlin, S. L., Cooper, K. D., Feldman, S. R., Hanifin, J. M., Krol, A., Margolis, D. J., Paller, A. S., Schwarzenberger, K., Silverman, R. A., Simpson, E.
L., Tom, W. L., Williams, H. C., EImets, C. A., Block, J.A., Harrod, C.G., Eichenfield, Bego L. F. (2014). Guidelines of care for the management of atopic dermatitis. Journal of the American Academy of Dermatology, 71(2), 327-349.

2. Boguniewicz, M., Fonacier, L., Guttman-Yassky, E., Ong, P. Y., Silverberg, J., & Farrar, J. R. (2018). Atopic dermatitis yardstick: Practical recommendations for an evolving therapeutic landscape. Annals of allergy, asthma &
immunology: official publication of the American College of Allergy, Asthma, & Immunology, 120(1), 10-22.e2. 3. U.S. Food and Drug Administration. (2021). DUPIXENT® (dupilumab) Injection, for Subcutaneous Use. Accessdata FDA.

Retrieved June 7, 2022, from https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/761055s020Ibl.pdf




ADVERSE EVENTS

* Every drug has different levels of adverse events
* Characterising patient-specific adverse event profile can be the next frontier in precision medicine

System Agent Common AEs (Clinical Trial Incidence of > 1/100)

(@[] T E T W T TG EV YW Burning, stinging, skin dryness, irritation, erythema, folliculitis, pruritus, skin atrophy, telangiectasia

Ruxolitinib Bruising, dizziness, headache, UTI, herpes zoster, increased weight, flatulence, anemia, thrombocytopenia, neutropenia

Dupilumab Nasopharyngitis, headache, URT], injection site reactions, conjunctivitis, AD exacerbation, skin infections, herpes viral infections

Tralokinumab Nasopharyngitis, URTI, headache, AD exacerbation, injection site reactions, arthralgia, syncope, pruritus, conjunctivitis, skin infections

Nasopharyngitis, nausea, headache, herpes simplex, Increased blood creatinine phosphokinase, dizziness, fatigue, UTI, acne, vomiting, impetigo,
Abrocitinib oropharyngeal pain, hypertension, influenza, gastroenteritis, dermatitis contact, abdominal pain upper, abdominal discomfort, herpes zoster,
thrombocytopenia

UTRI, acne, herpes simplex, headache, increased blood creatinine phosphokinase, cough, hypersensitivity, folliculitis, nausea, abdominal pain, pyrexia,
increased weight, herpes zoster, influenza, fatigue, neutropenia, myalgia, influenza like illness

Upadacitinib

Serum creatinine increase, hypertension, Gl upset, infections, headache, fatigue, paranesthesia, lower limb oedema, hypertrichosis, gingival
hyperplasia, anemia, leukopenia, pancytopenia, thrombocytopenia, ESR increase, liver enzyme increase, magnesium decrease, fever, malaise, AD
exacerbation, dyslipidemia, tremor; flushing, metallic taste

Gl upset, infections, liver enzyme increase, skin infections, AD exacerbation, anaemia, leukopenia, pancytopenia, fatigue, headache, renal impairment,
fever, malaise

AD, atopic dermatitis; AE, adverse event; CK, creatine kinase, ESR, erythrocyte sedimentation rate; Gl, gastrointestinal; HSV, herpes simplex virus; HZV, herpes zoster virus; LRTI, lower respiratory tract infection;
URTI, upper respiratory tract infection

1. Adapted from Alexander, H., Patton, T., Jabbar-Lopez, Z. K., Manca, A., & Flohr, C. (2019). Novel systemic therapies in atopic dermatitis: what do we need to fulfil the promise of a treatment revolution?. FI000Research, 8, F1000 Faculty Rev-132.
2. Nie, D., Tegtmeyer, K., Zhao, J., & Lio, P. A. (2020). Developing patient-specific adverse effect profiles: the next frontier for precision medicine in dermatology. The Journal of dermatological treatment, 31(3), 211-212.



BIOLOGICS

® Dupilumab has been a revolutionary PATIENTS DISCONTINUING BIOLOGICS

therapy in treatment of AD
* Primary failure /loss of response

= Opened the space for biologics in AD * Adverse events

= Stopping dupilumab can have a * Access issues

remittive effect: different to TCS

( \
Received: 8 May 2018 Revised: 24 July 2018 Accepted: 12 August 2018
DOI: 1011M/dth.1271

DERMATOLOGIC
THERAPEUTIC HOTLINE: LETTER WI LEY THERAPY

Remittive effect of Dupilumab in atopic dermatitis )
g

Treister, A. D., & Lio, P. A. (2018). Remittive effect of Dupilumab in atopic dermatitis. Dermatologic therapy, 31(6), e12711.



DUPILIMAB ASSOCIATED CONJUNCTIVITIS

®  Dupilumab Associated Conjunctivitis (DAC) has
been characterised as a specific adverse event
related to treatment

m A review of 2629 patients treated with dupilumab
showed a higher incidence of conjunctivitis in

dupilumab-treated patients (8.6-22.1%) vs placebo
(2.1-11.1%)*

m  Patients with severe AD at baseline were more
likely to report higher incidence of DAC

m Pathogenesis of conjunctivitis in dupilumab-treated
patients is not well understood although several
theories have been postulated

Drugs

in R&D

A Clinician's Guide to the Recognition and
Management of Dupilumab-Associated
Conjunctivitis

Gaurav Agnihotri !, Katherine Shi 2, Peter A Lio 3 4

Affiliations + expand
PMID: 31728936 PMCID: PMC6890653 DOI: 10.1007/s40268-019-00288-x

1. Agnihotri, G., Shi, K., & Lio, P. A. (2019). A Clinician's Guide to the Recognition and Management of Dupilumab-Associated Conjunctivitis. Drugs in R&D, 19(4), 311-318.



FACE AND NECK ERYTHEMA

Facial and neck erythema associated
with dupilumab treatment: A
systematic review

Christine E. Jo, BSc,* Alexandra Finstad, BScI, BAH,* Jorge R. Georgakopoulos, MD,”
Vincent Piguet, MD, PhD, FRCP"“ Jensen Yeung, MD, FRCPC,”“** and
Aaron M. Drucker, MD, ScM, FRCPC"™¢
Otllawe, Toronlo, and Walerloo, Onlario, Canada

* Broad, complex differential diagnosis
* Increasing awareness of DFAND in scientific literature and clinical experince

* At-risk patients should be identified and counseled accordingly



DEFINING THE
DUPILUMAB
NON-RESPONDER
POPULATION

American fournal of

Clinical Dermatology

DOI: 10.1007/s40257-019-00436-8 + Corpus ID: 85544150

Management Recommendations for Dupilumab
Partial and Non-durable Responders in Atopic
Dermatitis

A. Hendricks, P. Lio, V. Shi « Published 1 August 2019 « Medicine + American Journal of Clinical Dermatology

As the first targeted systemic agent for the treatment of moderate to severe atopic dermatitis (AD), dupilumab
represents a novel therapeutic opportunity for both patients and providers. However, a subset of patients receiving

Hendricks, A. J., Lio, P. A., & Shi, V. Y. (2019). Management Recommendations for Dupilumab Partial and Non-durable

Responders in Atopic Dermatitis. American journal of clinical dermatology, 20(4), 565-569.

fadditional diagnoses to consider:

Allergic of airborne contact derrmatitis

Uirticaria

Drug reaction

Cutanegus T call lymphoma

Scabies infestation

Secondary infection/microbial overgrowth
{impetigo, inflamed molluscum, tinea versicolar,

eczema harpaticum, coxsackie virus)
16 weeks - Head and neck dermatits: peri-orificial dermativs,
sehorrheic dermatitis, steroid-induced rosaces

+  Inpediatric patients: mastocytosis, millarla

DUPILUMAB

600 mg subcutaneously (loading dose)
300 mg subcutaneously every two weeks [maintenance dose)

“Endpoint = Investigatar's Global

Ach‘le\rfd Mon-durable responders: Partial responders: Assessment (164) of 0 {ciear) or 1
endpoint® and Achieved endpaint® and lost Improvement in IGA but not falmust clear] with > 3-point
maintained partial efficacy sufficient to meet endpeint* reduction from baseline 1GA

|

STAY ON DUPILUMAB

Maximize pillar treatment: topical therapy + phototherapy

L Flaring between doses? J

l

Acute fd':"i:l'*rl Consider drug In:reaa: frac:::nqr
exacerbation? ccitiona tolerance or case
diagnosis® dupilumab
e If nat
possible or
ineffective

Add traditional systemic
immunosuppressive agent

Increase topical
anti-inflammatories

Consider IM
corticosteroids for
SEVETE Cases

s Cyclosporine
s Mycophenolate mafetil
*  Methotrexate

Management algorithm for dupilumab partial and non-durable responders. IM intramuscular



JAK INHIBITOR AND SAFETY CONCERNS

m Received recent approval in AD

m Effective therapies for flares and
disease uncontrolled by biclogics

® Black Box warnings

® Potential implications of long-term
use for chronic condition such as AD

Cibingo full prescribing information

WARNING: SERIOUS INFECTIONS, MORTALITY,
MALIGNANCY, MAJOR ADVERSE CARDIOVASCULAR
EVENTS (MACE), and THROMBOSIS

See full prescribing information for complete boxed warning.

Increased risk of serious bacterial, fungal, viral and
opportunistic infections leading to hospitalization or death,
including tuberculosis (TB). Discontinue treatment with
CIBINQO if serious or opportunistic infection occurs. Test for
latent TB before and during therapy; treat latent TB prior to
use. Monitor all patients for active TB during treatment, even
patients with initial negative latent TB test. (5.1)

Higher rate of all-cause mortality, including sudden
cardiovascular death, with another JAK inhibitor vs. TNF
blockers in rheumatoid arthritis (RA) patients. CIBINQO is
not approved for use in RA patients. (5.2)

Malignancies have occurred with CIBINQO. Higher rate of
lymphomas and lung cancers with another JAK inhibitor vs.
TNF blockers in RA patients. (5.3)

MACE has occurred with CIBINQO. Higher rate of MACE
(defined as cardiovascular death, myocardial infarction, and
stroke) with another JAK inhibitor vs. TNF blockers in RA
patients. (5.4)

Thrombosis has occurred with CIBINQO. Increased incidence
of pulmonary embolism, venous and arterial thrombosis with
another JAK inhibitor vs. TNF blockers. (5.5)




EFFICACY FROM PATIENT REPORTED OUTCOMES

| Pati e nt— O ri e nte d Ecze m a_ M eas u re 1. Over the last week, on how many days has your skin been itchy because of your eczema?

No days 1-2 days 3-4 days 5-6 days Every day

(POEM), focuses on the illness severity as | |

2. Over the last week, on how many nights has your sleep been disturbed because of your eczema?
experienced by the Patient (Sleep IOSS’ No days 1-2 days 3-4 days 5-6 days Every day
itc h : a n d S I(i n as S e S S m e ntS) 3. Over the last week, on how many days has your skin been bleeding because of your eczema?

No days 1-2 days 3-4 days 5-6 days Every day

4. Over the last week, on how many days has your skin been weeping or oozing clear fluid because of your

eczema?
ﬁ The University of No days 1-2 days 3-4 days 5-6 days Every day
—~ NOttIngham 5. Over the last week, on how many days has your skin been cracked because of your eczema?
Patient-Oriented Eczema Measure UNITED KINGDOM - CHINA - MALAYSIA
No days 1-2 days 3-4 days 5-6 days Every day
HOEMIfoRiseifcombletion 6. Over the last week, on how many days has your skin been flaking off because of your eczema?
i i ? ?
How is the scoring done? What does a poem score mean? No days 1-2 days 3-4 days 5-6 days Every day
Each of the seven questions carries equal weight To help patients and clinicians to understand their
and is scored from O to 4 as follows: POEM scores, the following bandings have been 7. Over the last week, on how many days has your skin felt dry or rough because of your eczema?
established (see references below):
No days -0 No days 1-2 days 3-4 days 5-6 days Every day
1-2 days =1
0to2 = Clear or almost clear
3-4 days =2 i
+3to7 = Mild eczema
5-6 days =3
£ d s +8t0 16 =Moderate eczema
very da = .
¥ aay «17t024 =Severe eczema Total POEM Score (MaleUm 28) ..................................
«25t028 =V _ > : .
Note: © el severe eczema © The University of Nottingham

https://www.nottingham.ac.uk/research/groups/cebd/documents/methodological-resources/poem-for-self-completion.pdf.



CONCLUSIONS

® The past 50 years have been relatively quiet for AD... but that does not

seem to be predictive of the next 5-10!
= We are on the verge of a giant leap in both understanding and treating AD

= Current treatment options have varying efficacy and safety profiles and

not all treatments are suitable for all populations

= Additional treatment options are needed for AD patients and emerging

treatments have the potential to address the unmet needs that remain



Eblasakimab: addressing the market needs and opportunities

Stephen Doyle
Chief Business Officer




AD is a chronic disease that can severely impact quality of life

Total AD prevalent cases, 2019 Over 200 million AD patients
worldwide

* Prevalence estimated at 1-3% of
adults worldwide

* Over 30% of patients have
moderate-to-severe disease

* Around 80% of these have other
allergic comorbidities:
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Wen-lan Dong et al (2021) WAO Journal 14(11):100604. y
Divekar et al (2021) Atopic Dermatitis/Atopic Eczema: Disease Landscape & Forecast. Decision Resources Group (DRG)
Calzavara-Pinton et al (2022) AAD Annual Meeting poster presentation, Baseline patient demographics and comorbidities in patients with atopic dermatitis from the GLOBOSTAD registry (237 patients) 29
.



Dupilumab has advanced the standard of care for atopic dermatitis

but a significant unmet need remains

* There are few safe and effective treatments for

- moderate-to-severe AD
Topical agents

TCS, TCI, topical PDE4/JAK * Treatment is traditionally focused on topical corticosteroids but
steroid use can be associated with safety risks
‘ * Dupilumab has established dual blockade of IL-4/IL-13 biologic
therapy as the new standard of care?
— Launch of dupilumab in 2017 helped drive a large market for systemic
Biologics AD therapy with 2021 sales of $5.2B
dupilumab, tralokinumab — Sanofi expects to grow sales to over $14B
* However, only 8% of eligible patients receive dupilumab today!
‘ and there remains a significant unmet need:
— Only 35% of patients treated with dupilumab achieved an
JAKi systemic optimal response?
immunosuppressants — Conjunctivitis is common and can lead to treatment discontinuations
abrocitinib, upadacitinib — Opportunity to improve upon biweekly dosing regimen

1  Sanofi’s quarterly financials and annual reports

2 Spherix (2018) Atopic dermatitis ATU study g 30
=



High unmet need in biologic eligible and experienced population

TARGET MARKET

: Drug treated
AD patients
P » Mo3d-3t|\o;|—25ev

Biologic eligible
PA\VE

Dupi-treated
220k>

Dupilumab

experienced
150k®

* Biologic naive population seeking safe long-term
treatment

* Dupilumab is standard of care for these patients

* Patients who show sub-optimal response
* Response declines over time
* Discontinuations due to conjunctivitis

Numbers are only meant to be illustrative of estimated relative market sizes

1  Divekar et al (2021) Atopic Dermatitis/Atopic Eczema: Disease Landscape & Forecast, DRG

2 Drug treated diagnosed prevalence, assuming one-third moderate and all severe patients, Divekar et al (2021) DRG

3 Calculated assuming 220K patients represent 8% of the biologic eligible market

4
5
6

Sanofi’s investor presentations
Estimated based on Dupixent annual US sales from Sanofi Annual Report 2021 < e 31
Spherix (2018) Atopic dermatitis ATU study M




The number of biologics in development is limited due to several

notable failures in recent years

Topical agents
TCS, TCl, topical PDE4/JAK

\

Biologics
dupilumab, tralokinumab

\

JAKi systemic

immunosuppressants
abrocitinib, upadacitinib

Biologic Current status
IL-4Ra Dupilumab Approved
IL-13 Tralokinumab  Suboptimal efficacy (approved)
Lebrikizumab Phase 3 completed
IL-31 Nemolizumab  Suboptimal efficacy (phase 3)
OX-40 KHK4083 KHK4083 trial paused (phase 3)
OX-40L KY1005

o o,

-




Eblasakimab has the potential to be a differentiated therapy in AD

Ideal target product profile

Efficacy

1

Better efficacy over
current standard-of-
care with rapid control
of itch

Dosing

2

Less frequent and
more convenient dose
regimen

Safety Treats comorbidities

Addresses physician Able to address allergic
concerns on safety comorbidities such as
with lower rate of asthma and rhinitis

discontinuation



Preference for eblasakimab profile tested through market survey

of US dermatologists

Methodology Board-certified US dermatologists

20 mins online 20-30 mins phone

. . West 23%
survey, n=150 interviews, n =15

Midwest 19%
South 31%
Northeast 27%

Indications treated by dermatologists

m Atopic Dermatitis
m Psoriatic Arthritis Representation of dermatologists in US
Alopecia Areata

o ® Rural ®m Urban ® Suburban
m Psoriasis
E

Atopic Dermatitis patients

1%
Mild
34%

m Moderate Affiliated teaching hospital Academic medical center
m Severe B Private practice (solo) B Private practice (group)
34

-




Topical steroids and dupilumab are the mainstays of AD treatment

Current prescribing for moderate-to-severe atopic dermatitis
(% of Patients)

Topical Corticosteroids (TcS) | ENEGEGEG 70%
Dupixent (dupilumab) I 30%

Topical immunomodulators® [ 23%

Opzelura (ruxolitinib) [} 7%
Phototherapy ] 6%
Systemic immunomodulators? [ 5%
Rinvoq (upadacitinib) | 2%
Adbry (tralokinumab) | 2%

Cibinqgo (abrocitinib) | 1%

1  Topical immunomodulators: Eidel, protopic
2 Systemic immunomodulators include methotrexate, CellCept, Immuran

% overall

satisfaction

Dupixent (dupilumab) 83%
Adbry (tralokinumab) 45%
Opzelura (ruxolitinib) 39%
Rinvoq (upadacitinib) 32%
Cibingo (abrocitinib) 29%
Eucrisa (crisaborole) 11%




Safety, speed of response, itch relief and sleep improvement prioritised

attributes for treatment decisions

Ranking product attributes (n=150)

Safe for long-termuse T 199
P 165
N 139
Incidence of pruritus || NG 130
Sleep improvement |GGG 113
Response duration post discontinuation || N ©.7
Duration of clinical experience with drug 5.1 Safety

Dosing frequency | 4.1

Incidence of conjunctivitis [N 2.2

Tolerability

Speed of response

Efficacy

Ability to treat allergic co-morbidities 2.1 Dosing &
Convenience

Dosing flexibility [l 1.6

Product stability [l 0.7 Other



Eblasakimab profiles created to test the product attributes

Efficacy i Safety
Ideal target I]
roduct profile .

product p [l
Profile A +++ +++ +++

8% increase to SOC Q4W dosing
Profile B +++ ++ 4+

8% increase to SOC Q2W dosing

Comparable to SOC QW dosing



Eblasakimab could be the favoured biologic, despite
dermatologists’ long experience with dupilumab

+ Efficacy + Efficacy
+ Monthly + Biweekly

Patient populations Profile A Profile B Profile C

Biologic-naive
(selected against dupilumab)

51% 44% 20%

Dupilumab-experienced

(0) o) o
(selected against upadacitinib) 55% 54% 47%

o o,

-



Commercialization of eblasakimab has potential in different

regional markets

Total AD prevalent cases, 2019 2021: $35M

Dupixent sales figures T =

0.5%

China -

2021: S793M

2021: $4 849M 12% S S 521 5322
76% e P 5%

Wen-lan Dong, et al (2021) WAOjournal: 14(11):100604.
Divekar et al (2021) Atopic Dermatitis/Atopic Eczema: Disease Landscape & Forecast. Decision Resources Group
Sanofi’s quarterly financials and annual reports and IMS data 4 39



Dr Ferda Cevikbas
Head Translational Sciences

Promise of targeting the IL-13 receptor



Atopic dermatitis is a chronic inflammatory skin disease with

Th2 cell polarization

Irritants/allergens
& Itch

Stratum corneum

& Barrier function
0 Stratum granulosum
’& D
TSLP )
IL-23, IL-25, IL-33 Stratum spinosum
IL-1, IL-6, IL-8
TNFa

Stratum basale

@ 1@ @
L q Dermis
@ @ IL-13 @ h
@ IL-4, IL-13
@ @ IL-4, IL-5 =yt
Th2 IL-13 \ B Cell
IL-4 S
O IL-13 O e P ==
! j ) Fibroblast
| LL-13 ,
¢ IL-4yIL-13 A\ Eotaxin IL-4R ,rIL-13Ra1
IL-31 oy ¢ gt
Mast Cell Eosinophil IFceRl

Skin barrier disruption allows for the entry of
irritants and allergens which leads to immune
cell activation

Th2 cells produce IL-4 and IL-13. IL-13 is the
key effector cytokine in AD

Signaling of both cytokines occurs through

the Type 2 receptor (][’) which is expressed on
a range of immune and non-immune cells
including mast cells, B cells, eosinophils,
fibroblasts and neurons

On itch specific sensory neurons, the Type 2
receptor can amplify itch signals

A .
o~ o,
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Eblasakimab is the only monoclonal antibody in the clinic

targeting the IL-13 receptor

. ®
¥y ¥

IL-4Ra IL-13Ral

Type 2 receptor

\ 4

Allergic inflammation

The Type 2 receptor complex comprises the IL-4
receptor and IL-13 receptor

When either cytokine binds its respective
receptor, the receptors form an active
heterodimer

By targeting the IL-13 receptor, eblasakimab
blocks the Type 2 receptor complex, preventing
signaling through both IL-4 and IL-13



Eblasakimab selectively blocks the Type 2 receptor

@ IL-4 IL-4

IL-4R IL-13aR1 IL-4R IL-13aR1 IL-4R Y chain
Type 2 receptor Type 1 receptor
Blocks IL-13 signaling Blocks IL-4 signaling Blocks IL-4 signaling
Eblasakimab Specific and complete blockade of Type 2 receptor

Partial blockade of Type 2
receptor signaling

Lebrikizumab

Dupilumab Broad blockade of Type 1 and Type 2 receptors



Eblasakimab has the potential to be a differentiated therapy in AD

Ideal target
product profile

Efficacy

il

Better efficacy over current
standard-of-care with rapid
control of itch

Dosing

Less frequent and more
convenient dose regimen

Safety

Addresses physician concerns
on safety with lower rate of
discontinuation

Treats comorbidities

Able to address allergic
comorbidities such as asthma
and rhinitis

A .
o~ o,

-



Eblasakimab directly binds the IL-13Ral, which has the potential

for more efficient blockade of the Type 2 receptor

* Formation of the Type 2 receptor complex occurs in 2 steps:

Eblasakimab W};\ I / 1. Ligand binding to its receptor (IL-13 to IL-13Ral)
2. Bound receptor binding to the partner receptor (IL-4Ra)

e Step 1is a weaker, lower affinity interaction and a rate
limiting step while Step 2 is a high affinity interaction

IL-4Ra IL-13Ral _ , o _
* By directly blocking the rate limiting step, eblasakimab has

the potential to provide more efficient blockade of IL-13
Dupl/umab signaling versus dupilumab which interferes with Step 2, a

high affinity interaction

This may translate to lower required concentration in vivo

- i and may provide improved dosing frequency and efficacy

IL-ARo IL-13Ral

1 Itoetal (2009) JBC 284(36): 24289-24296
2 Andrews et al (2002) JBC 277(48):46073-46078.

A
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Certain side effects, such as conjunctivitis, may be driven by

inhibition of Type 1 receptor, which eblasakimab does not bind

e Rates of conjunctivitis are higher in dupilumab treated
patients?

Dupilumab study Rate of conjunctivitis

Phase 3 mono! 8% (placebo-adjusted)
* Lebrikizumab, which targets IL-13 and does not block the Type

1 receptor, may have a lower rate of conjunctivitis (5%
placebo-adjusted)?

Open label extension! 20%

Real world experience? 26%

* Blockade of the Type 1 receptor may drive T-cells to a pro-

) /JL\Dup”umab TR inflammatory T,1 phenotype
A * This may lead to unwanted side effects, such as conjunctivitis
. upixent full prescribing information
IL-4Ra IL-4Ra i chain ; 3a:l)ing ett al (2F)021) JAAS 84:139-I47

3 Simpson et al (2022) AAD Annual Meeting, 25-29 March 2022.

A .
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Eblasakimab may be efficacious against a wide range of AD

comorbidities, such as asthma and allergy

81% of moderate-to-severe AD patients have Type 2 inflammatory comorbidities:

v 100%
C
2
e
S  80%
)
<
D 60%
2
Q
(%]
o 40%
v
Q
©
o 20%
©
o
=

0%

50%

Any comorbidity Allergic rhinitis

Allergy
Comorbidity

Asthma

Food allergies

Blockade of IL-4 and IL-13
signaling through the Type 2
receptor will be important to
address both IL-4 and IL-13 driven
comorbidities in AD patients.

Physicians would prefer treatment
options that can address these
other conditions.

Calzavara-Pinton et al (2022) AAD Annual Meeting poster: Baseline patient demographics and comorbidities in patients with atopic dermatitis from the GLOBOSTAD registry (237 patients).



Eblasakimab blocks the Type 2 receptor on itch neurons

supporting the potential for rapid itch relief

The Type 2 receptor is expressed on
certain itch-specific neurons. IL-13 and
IL-4 believed to amplify itch responses

Pruritogen

7

IL-4R IL-13Ral

-

Sensitization

Neuron

\ 4

neuronal response

Total N=11 across four tested conditions, at 24hr timepoint.

Ex vivo studies performed on

. human sensory neurons
IL-4 and IL-13 enhanced the

51 neuronal itch response via the
Type 2 receptor
Eblasakimab significantly

40/ reduced neuronal responses
to IL-4, IL-13, and their

201 combination by an average of
up to 50% (p<0.0001)

blasakima IL-13 Eblasakimab IL-4 +IL-13 Eblasakimab
IL4 +1L-13 +1L-4 +1L-13

se (%)

Normalized BAM8-22 Respon

o

These results suggest a molecular basis for the significant reduction of
pruritus scores observed in eblasakimab-treated moderate-to-severe AD
patients in the Phase 1b clinical trial

A .
o~ l\a



New data on neuronal itch at ESDR

S1ST ANNUAL
ESDR MEETING

28 September - 01 October 2022

New data on neuronal itch and
differentiated neuromodulation will
be shared at ESDR, Amsterdam,
Netherlands, late breaker session



Eblasakimab has the potential to be a differentiated therapy in AD

What makes
eblasakimab
different?

Ideal target
product profile

Potential for more efficient blockade Does not block the Type 1 Dual blockade of IL-4 and IL-13
of Type 2 receptor complex receptor complex signaling via Type 2 receptor
Directly blocks
itch neurons
Efficacy Dosing Safety Treats comorbidities

Better efficacy over current Less frequent and more Addresses physician concerns  Able to address allergic
standard-of-care with rapid convenient dose regimen on safety with lower rate of comorbidities such as asthma
control of itch discontinuation and rhinitis

A
o~ o,
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Dr Shawn Kwatra
Johns Hopkins School of Medicine

Type-2 inflammation and beyond



Type 2 inflammation
and beyond

DR SHAWN KWATRA

DIRECTOR, JOHNS HOPKINS ITCH CENTER

ASSOCIATE PROFESSOR OF DERMATOLOGY

JOHNS HOPKINS SCHOOL OF MEDICINE




A brief molecular history of dermatology

Centuries of non-specific therapies until the last few decades

s By Psoriasis heralded a new era in targeted therapeutics
w"&;‘?‘,, s Sl ( J .
£ 208 B ournal o =
| “ }{ (é‘ . Clinical Medicine m\D\Py
2 Review

L~ & & Sy Translational Relevance of Mouse Models of Atopic Dermatitis

< a Justin Choi 12, Nishadh Sutaria !, Youkyung Sophie Roh !, Zachary Bordeaux !, Martin P. Alphonse 1,
¥ et v Shawn G. Kwatra I**{7 and Madan M. Kwatra 2

The revolution in atopic dermatitis, inflammatory skin diseases & itch is
driven by translational human research




Lessons from psoriasis treatment

International Journal of K\
Molecular Sciences M D\Py

Guselkumab 2017

Review
. . . .. Ustekinumab Tildrakizumab EPHTF
Old and New Biological Therapies for Psoriasis IL-12 IL-23 Risankizumab [RS8
Kirsten Renholt * and Lars Iversen IL-12p40 IL-12p40
IL-12p35 IL-23p19
Initiation phase Maintenance phase l 1

e svse angd Bmm 3
Alefacept X WeP® Y e YANI 4
Efalizumab ) Im eSS T0e o 5 3% e
Eta t - ICAVRATEERESSETT
nercep
Infliximab Myeloid
Adalimumab} dendritic cell TNF-ax 1IFN-y TNF TNF-ax .................................................................................. D0 IO
) 4 IL-22 TNF—nx IL-17A IL-17C i 4
Ustekinumab x IL-17F [T B e e L L S
Secukinumab X I Reee 1
Ixekizumab Y
STAT4  STAT4 STAT4 STAT3
’,—-"i--- nucleus --l-"'-_‘
IFNy ILAT7A, IL-22
Thi cell development Th17 cell stabilization




THE LANCET

A B
WitiMMa-1 UitiMsta-2
PartA PartB Part A PartB
- - - 100 ; : ; 1 : ;
Efficacy and safety of risankizumab in moderate-to-severe | ' e, -
% Bt : —_— 3
20+ A — . B - TS
- - . _ _}4__#__. - ga Bz \IE E Bl
plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from g | o |
m 60 ] g ] ; :
. . g _ L e fr A
two double-blind, randomised, placebo-controlled and RS S —
- / " ] !
: ; )/ K |
ustekinumab-controlled phase 3 trials £l e B |
. -+ Ustekinurmash i
6%t | i Placsba—+risarkizumab
Kenneth B Gordon, Bruce Strober, Mark Lebwohl, Matthias Augustin, Andrew Blauvelt, Yves Poulin, Kim A Papp, Howard Sofen, Lluis Puig, o= i , , : , i | )
Peter Foley, Mamitaro Ohtsuki, Mary Flack, Zigian Geng, Yilwa Gu, Joaguin M Valdes, Elizabeth H Z Thompson, Hervé Bachelez c o
100 - ; A .
{29 = : -l R &
ar H T b'l L : L=l .s : AEwt o [ pam—y
g i — : & S A e
UliMMA-1 UItIMMA-2 3 o / e T T, ] ,/‘/L N T ~.
Risankizumab (n=304) Ustekinumab (n=100) Placebo (n=102)  Risankizumah (n=294) Ustekinumab(n=99) Placebo (n=98) % ol o/ :
Any adverse event 151{49.7%) 50 (50-0%) 52 (51.0%) 134 (45.6%) 53 (53.5%) 45 (459%) g R e ;’
i H H Hi H
Lerious adverse events 7(23%) 2 (Bo%) 3(2-9%) 6 (2-0%) 3(30%) 1{1-0%) = 204 i H : B #11 :
Severe adverse events 6 (2-0%) 3(3.0%) 5 (4-9%) 7(2-4%) 6 (6-1%) 1{1.0%) : i i o
Adverse event leading to drug discontinuation 2 (D7%) 2 (2-0%) 4(39%) 1(0-3%) o 1 (10 o 'r' .. . . - - . : . . 4= .l . ; . ; . ; , .
Infections 75 (2475) 20 (20-0%) 17 (167%) 56 (19-0%) 20 (202%) 3(92%) a8 noB% ”'_ “:i U 4 & @ S ’2T mi ¥ 4 & @
Serious infections. 1{0-3%) 3(3-0%) 1] 3(10%) 1(10%) ] e ! e !
Active tuberculosts 1] 1] 1] 1] o (1]
Latent tuberculosis 1} o o o o [i]
Adjudicated major adverse cardiovascular event 0 0 0 0 o o Risankizumab: clinical considerations in moderate
Malignancies 1(0-3%) o 1(1.0%) 1(0-3%) o [+] to severe plaque psoriasis
Malignancies excluding non-melanoma skin i} o o o o [i]
ancer
Serious hypersensitivity o o o o Humanized IgG1 monoclonal antibody that binds to and
Deaths (including non-treatment emergent) o o o 1(0-3%)" blocks the proinﬂammatory effects of ]L_23
Any adverse pvent with grade 3 or grade 4 on Rheumatology Commion Teadeity Criteria severity grading was considered severe. *One non-treatment emergent death of unknown cause on study day 189 . . .
aceuimed 161 duys after [act dase of shudy duug and fell utside of the reatrment-armasent window. More effective than placebo, ustekinumab, adalimumab,
Table 3: Treatment-emergent adverse events during part A in UItiMMa-1 and UiMMa-2 secukinumab and fumaric acid esters in reducing the

severity and extent of plaque psoriasis

Improves health-related quality of life
Generally well tolerated




Lessons from psoriasis

JOURNAL OF DERMATOLOGICAL TREATMENT e Taylor & Francis
https://doi.org/10.1080/09546634.2022.2095328 Taylor & Francis Group

ARTICLE

& OPEN ACCESS | #) Oneckfor psaes|

Switching to risankizumab from ustekinumab or adalimumab in plaque psoriasis
patients improves PASI and DLQI outcomes for sub-optimal responders

Bruce Strober®, April Armstrong®, Simone Rubant®, Manish Patel, Tianshuang Wu¢, Huzefa Photowala® and
Jeffrey Crowley®

A Week 12 (1 Dose RZB) Week 24 (2 Doses RZB) Week 84 (7 Doses RZB)
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Patients with inadequate response to ustekinumab
had improved response with risankizumab

Targeting different subunits of the
same molecular pathway can lead to
different clinical outcomes

Guselkumab
Ustekinumab Tildrakizumab
IL-12 IL-23 Risankizumab

IL-12p40, IL-12p40
IL-12p35 IL-23p19

IL-12Rp2 IL-12Rp1 1201 g IL-23R

IENy
Thi cell development

cell membrane
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JAK2 TYK2 TYK2 JAK2
STAT4 STAT4 STAT4 STAT3

2
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Atopic Dermatitis and Itch

Clinical & Translational - e
Immunology Ml socaeT ror mwmocT e
Clinical & Translational Immunology 2022; e1390. doi: 10.1002/cti2.1390
www.wileyonlinelibrary.com/ournal/cti
REVIEW

Molecular and cellular mechanisms of itch and pain in
atopic dermatitis and implications for novel therapeutics
Shawn G Kwatra', Laurent Misery?, Claire Clibborn®> & Martin Steinhoff*567.8.2

i
Itch: Pathogenesis and treatment ®

Nishadh Sutaria, BS,” Waleed Adawi, MS,* Rebecca Goldberg, BS,” Youkyung S. Roh, BA,*
Justin Choi, BA," and Shawn G. Kwatra, MD“"
Baltimore, Maryland

CONTINUING MEDICAL EDUCATION

Itch: Epidemiology, clinical ®
presentation, and diagnostic workup o

Helping dermatologists improve patient outcomes
A Youkyung S. Roh, BA,” Justin Choi, BA," Nishadh Sutaria, BS," and Shawn G. Kwatra, MD™"
Pruritus Baltimore, Maryland




'tch Translational Perspectives
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ltch pathway and Type 2 inflammation
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Sutaria et al, Kwatra SG. J Am Acad Dermatol. 2022.
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Understanding downstream molecular
effects of eblasakimab

Research collaboration to investigate the
differentiated functional roles of Type 1 and

Type 2 signaling by selective targeting

\ / different receptor subunits
Type | Receptor l Type Il Receptor

Studies will be conducted with AD patient-
derived PBMCs and samples will be
analysed by transcriptomic and proteomic
approaches




Determining the distribution and intensity of IL-13Ral
expression in lesional and nonlesional AD skin

IL-13Ral
AD Lesional AD Non-lesional Healthy Control (HC) ok

Staining intensity
(@]
o

L NL HC
Immunofluorescent staining of IL-13Ral in lesional AD, non-lesional AD and healthy control skin. Quantification of IL-13Ra1 shows increased
Images are shown at 40X magnification. expression in lesional AD skin compared to non-
lesional AD and control skin. IL-13Ral expression
IL-13Ral expression is increased in atopic dermatitis is also increased in non-lesional AD compared to

control skin. *p<.05; **p<.01; ***p<.001




Mast cells

40+ . .

Mast
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Lesional Non-Lesional Healthy control 10 |
- L NL HC
IL-13Ral
*
*

351
2

£ 30
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® 201

Immunofluorescent staining of IL-13Ral and tryptase in lesional AD, non-lesional
AD and healthy control skin. Images are shown at 20X magnification. 15 I T T

Mast cell number is increased in L AD compared
to HC. Compared to HC, L and NL AD mast cells
show increased average IL-13Ral staining. *p<.05




Eosinophils

Xk %k
Eosinophil numbers *
%150-
Lesional Non-Lesional HC § . - .
? 501
L NL H:C
[L-13Ral
351 *
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Staining intensity
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Immunofluorescent staining of IL-13Ral and major basic protein in lesional AD, non-lesional AD and
healthy control skin. Images are shown at 20X magnification.

N
o

L]
L NL HC
Eosinophil number is increased in L and NL AD
compared to HCs. Average eosinophil IL-13Ral

staining is increased in L and NL AD compared to
HCs. *p<.05; **p<.01




Determining signaling differences between type |
and type Il receptors in cell culture models

Approach ©) <
We used U937 Cells, a monocyte cell line, Vehicle incubation
that expresses both type | and type Il -
receptors ) J—
IL-4 +1L-13
incubation
. X I.L-4+|L.-13
Type | Receptor 1 \ ,/ Type Il Receptor )/K' ) incubation incubation
\\9) \’ < )-Y/,;‘v{
U937 s ";“’; @ e
AntiLaRa s (PEP
incubation
IL-4 +1L-13
Tt ;‘_‘ incubation
E @
Anti-AC
incubation \ / 3
o
IL-4 + IL-13
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Shared mechanisms of Type 2 inflammation
and itch across different indications

#smus ’)\ o g roiso s mies @' polen | - v'You scratch off the intraepidermal nerve fibers

S W W v oo

v'The nerve fibers need to regrow

....... v'This “activates” the itch nerves
VIt takes time to regrow the intraepidermal
nerve fibers- NEURAL Healing

v'Treating the itch to stop the scratching is
critical to breaking the “ITCH-SCRATCH CYCLE”

v'Similar for chronic itch in AD, PN, CU, BP,
CPUO

v'Key itch mediators are shared across these
diseases

v'Targeting IL-4 and IL-13 as sensitizers might
provide relief across type-2 underlining
diseases

Kwatra etal. Clin Trans/ Immunolegy. 2022.




Type 2 Inflammatory Diseases
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Circulating plasma IL-13 and periostin are dysregulated type 2 inflammatory
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Unmet needs in prurigo nodularis and
chronic pruritus of unknown origin

R|| Prurigo nodutars (PN e JOURNAL OF Chronic pruritus of unknown origin
INVESTIGATIVE

bumps anywhere on the body within reach,
Clinical Communications
DERMATOLOGY

most commonly the arms, legs, and torso.
Severe itching leads to scratching, bleeding,
and thickening of the nodules.

. Once itch improves, the nodules

gradually heal as dark or light spots, A A : e i Circulating blood eosinophils as a |[®
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Dark skin

Several conditions affected by inflammation and itch including
prurigo nodularis (PN), Chronic Spontaneous Urticaria (CSU),
Bullous Pemphigoid (BP), etc

| Light skin

These conditions have high unmet needs, no targeted therapies,
further discovery of molecular pathways holds future promise

The main treatment goal of PN is decreasing itch. Initial treatments

include topical steroid creams or ointments or local corticosteroid 1. Kwatra SG. JAMA Dermatol. 2022.

2. Wongvibulsin S, et al. J Invest Dermatol. 2021.

injections, and many patients also need oral medications.




Conclusion

* Characterisation of molecular pathways in disease has been revolutionary for patients with
dermatological conditions

* Targeting different molecular pathways can make an impact on clinical outcomes
* Type 2 receptor plays an important role in driving inflammation and itch pathways

* [L-13R is expressed on AD skin and upcoming research to highlight its distinct role in AD versus the
other subunits of the Type 2 receptor

* Discoveries in itch mechanisms can extend to a number of conditions with high unmet needs
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New findings from the proof-of-concept study



New clinical data presented at EADV (September 7-10, 2022)

Eblasakimab improves multiple disease measures in adult patients with moderate-to-severe atopic dermatitis in a randomized, double-blinded,
placebo-controlled, Phase 1 study

1. ASLAN Pharmaceuticals, Menlo Park, CA, and Singapore. 2. Skin Research Institute of Singapore, Agency for Science Technology & Research, Singapore; National Skin Cents
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Eblasakimab, a Monoclonal Antibody Targeting IL-13Ral Reduces Serum Biomarkers Associated with
Atopy and Correlated with Disease Severity in Patients With Moderate-to-Severe Atopic Dermatitis
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Figure 1. Eblasakimab Mechanism of Action
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Figure 2. Changes from Baseline to Week 8 in Atopic Dermatitis Biomarkers
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« In this small Phase 1b multiple ascending dose
study, eblasakimab, a monoclonal It-13Ral directed
antibody, reduced circulating levels of AD-associted
pharmacodynamic biomarkers TARC/CCLYT, total igE
and LOH.

i this study, blomarker responses were greatestin
the 400 mg and 600 mg dose groups and were not
further reduced at the higher dose group,

Among the biomarkers analyzed, TARC/CCLI? and
LDH showed the greatest decrease from baseline
levels with eblasakimab treatment.

- This general suppression of biomarker levels
suppor ind improvements
in patient reported outcomes observed in this
trial, enced by reductio
severity? (see also Poster #P0343),itch and sleep
loss {see Poster #P0342)

the clinical responses

in measures of AD

- Uimitations of the analysis include differences in

baseline levets of iomarkers between groups,
small n values, the presence of outhers, and 3
non-homogenous patient popuiation.
+ These blomarker results are consistent with findings
in the lterature reported for other appraved AD
treatments*and show the utity of these markers
for characterizing reductions in disease severity in 2
moderate-to-severe AD population.
~ These data along with the cinical results of the tral
support the further investigation of eblasakimab for
the treatment of maderate-to-severe AD.

- Aphase 2b dose-finding trial is currently underway
10 evaluate the safety and efficacy of eblasakimab
10 treat moderate-0-severe atopic dermatits.
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Completed Proof of Concept study in moderate-to-severe AD

Adult moderate-to-severe atopic dermatitis patients
(N = 50)

Cohort 1 Cohort 2 Cohort 3
200mg QW 400mg QW 600mg QW

Cohort 4 (expansion)
600mg QW

* Double-blind, randomized, placebo-controlled Phase 1 MAD study

* Patients dosed weekly via subcutaneous injection for 8 weeks with a
12-week recovery period

* Positive interim data from dose escalation (cohorts 1 to 3) announced
in March 2021

Positive data from full study (cohorts 1 to 4) presented at AAD (2022)

Primary endpoints are safety and tolerability

Secondary endpoints include percentage change from baseline in EASI (Eczema Area and Severity
Index) score, pruritus score (numeric rating scale, NRS) and IGA (Investigator Global Assessment),
and biomarkers TARC and IgE

Key inclusion criteria:
* Chronic AD present for 23 years before screening visit
* EASI score 216 at screening and baseline
* |GA score 23 (scale of 0 to 4) at screening and baseline
*  >10% BSA (Body Surface Area) of AD involvement at screening and baseline



Patients recruited from 10 sites in US, Australia and Singapore

Placebo

N=13

1  All patients excluding 3 who discontinued from the study prematurely due to COVID-19 restrictions (1 from placebo, 1 from 200mg, 1 from 400mg cohorts) and 1 patient who was randomized but not dosed (600mg cohort). g 74
2 9 patients at one clinical site (Excluded Site) appeared atypical of moderate-to-severe AD patient population and were excluded in a pre-specified sensitivity analysis that was defined prior to unblinding . Ty,

-



Selected baseline patient characteristics

mITT (n=40)
Excluded site
Placebo 200mg 400mg 600mg (N=9)
(N=13) (N=4) (N=7) (N=16)
Age (years) 37.8 30.4 29.4 40.2 57.4
Mean EASI score 28.3 29.6 30.5 27.6 19.3
Patients with IGA 3 / IGA 4 65% / 35% 60% / 40% 75% [/ 25% 68% / 32% 100% / 0%
Mean BSA 44.8% 47.8% 59.9% 41.0% 28.4%
Mean peak pruritus NRS score 7.7 7.4 7.7 7.9 7.2
Median TARC/CCL17 (pg/mL) 2,398 5,556 2,262 2,128 366
Median Total IgE (kU/I) 419 429 687 306 95

A
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Selected baseline disease history

Siszrme e mITT (N=40) Excluded site (N=9)
N (%) N (%)

Average age of diagnosis 9 years 44 years
Any comorbidities 33 (82.5%) 8 (88.9%)
Asthma 18 (45.0%) 1(11.1%)

Allergy (dust, pet, seasonal, etc.) 12 (30.0%) 0

Allergic rhinitis 9 (22.5%) 0

Atopy-associated Allergic conjunctivitis/dry eye 2 (5.0%) 0
Drug hypersensitivity 8 (20.0%) 0

Psoriasiform dermatitis 2 (5.0%) 0

Eczema herpeticum 1(2.5%) 0

Diabetes 0 4 (44.4%)

General Anxiety/depression 4 (10%) 3 (33.3%)
Hypertension 3 (7.5%) 4 (44.4%)

Other 22 (55.0%) 5 (55.6%)

None documented 6 (15.0%) 1(11.1%) g 76



Primary efficacy endpoint: change in EASI from baseline (week 8)

mITT Excluded site Mean change from baseline
Placebo 200mg 400mg 600 mg Placebo 600 mg
(N=13) (N=4) (N=7) (N=16) (N=3)  (N=6)

0%

0%

-10%

-20%
-20%

Placebo
-30% ¢

-40% - \' /'\,/

-529% -51% 40%

-60% -50%

| -60%

-80% p=0.014
-70%

-80%

Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022

8
p-values are one-sided Week
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Other efficacy endpoints (week 8)

EASI-75 Patients achieving IGA 0/1
80% p=0.005 50%
40%
60%
30%
40%
20%
0,
20% 10%
15%
0%
0% 0%
Placebo 200mg 400mg 600mg Placebo 200mg 400mg 600mg
(N=13) (N=4) (N=7) (N=16) (N=13) (N=4) (N=7) (N=16)

Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022

p-values are one-sided
‘% 78
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Patient reported outcomes (week 8)

Peak P-NRS? POEM! Patients with 2-point improvement
Placebo 200mg 400mg 600mg Placebo 200mg 400mg 600mg in sIeep loss
(N=13) (N=4) (N=7) (N=16) (N=13) (N=4) (N=7) (N=16)
0% 0 60%
-10% -2 50%
-4
-20% 40%
-6
-30% 30%
-8
-40% 20%
-10
-50% b -12.0 L%
-60% -14 0%

Placebo 200mg 400mg 600mg
(N=13) (N=4) (N=7) (N=16)
Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022

1 median change from baseline
e 79
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Time course (mean change from baseline)

Peak P-NRS

0%

-10% Placebo

-20%

-30%

600mg
-40%

Week

Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022
p-values are one-sided

POEM

Placebo
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TARC median change from baseline at 8 weeks and over time

40
Placebo 200 mg 400 mg 600 mg :
(N=13) (N=4) (N=7) (N=16) |
0% 20 :
I
0 o=, I o i
- |
-20%
O==0
o 1 WAL :
'40% : @
I A e
-40 | ./.
-60% '~°\. /,
-60
-80% o_._. ’_.~o/ \
-80 Ne”
Treat t period Last dose Safety follow-up period
reatment perio -
-100% -100 ) 4
0 2 4 6 8 10 12 14 16 18 20

Week

Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022



Total IgE median change from baseline at week 8 and over time

|
Placebo 200 mg 400 mg 600 mg 40% I
(N=13) (N=4) (N=7) (N=16) :
0% :
20% |
1
1
1
1
-20% 0% i
-20%
-40% |
-40% |
1
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-60% -60% Treatment period v Safety follow-up period

0 2 4 6 8 10 12 14 16 18 20
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Data from mITT population, presented at 315t EADV Congress, September 7-10, 2022
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Eblasakimab well-tolerated with low incidence of conjunctivitis

All patients dosed (N=52)
Treatment Emergent Adverse Event

(TEAE) by category? 200-600mg Placebo
(N=35) (N=17)
Any 12 (55%) 25 (71%) 8 (47%)
Related 8 (36%) 19 (54%) 7 (41%)
Moderate/severe 6 (27%) 11 (31%) 5(29%)
Serious adverse event (SAE) 0 (0%) 1(3%) 0 (0%)
Drug-related AEs of interest?:
* Injection site reaction 5(23%) 9 (26%) 2 (12%)
* Conjunctivitis 1 (5%) 2 (6%) 0 (0%)

* Conjunctivitis was classified as mild. Patients had prior history of allergy or allergic conjunctivitis

* Rescue medication use: 3 patients on placebo arm, 1 patient on 600mg arm

1 Presented at AAD Annual Meeting, 25-29 March 2022
2 Drug-related AEs defined by the investigators as definitely related, probably related or possibly related 3 83



Newly published PRO and biomarker data supports previously

published clinical data and potential for differentiated profile

Clinical data

Patient reported outcomes

Biomarkers

Eblasakimab was well-tolerated with statistically significant improvements for
compared to placebo for EASI %CFBL, EASI-50, EASI-75 at week 8. Potential for
a greater magnitude of effect with treatment beyond 8 weeks.

New data presented at EADV 2022 demonstrate further benefits in itch
reduction and improvements in sleep loss for patients with significant sleep
disturbance at baseline

Circulating levels of TARC, IgE and LDH were reduced with eblasakimab
treatment and remained suppressed for 4-6 weeks after the last dose



Dr Alex Kaoukhov
Chief Medical Officer

Eblasakimab development program



High unmet need in biologic eligible and experienced population

TARGET MARKET

: Drug treated
AD patients
P » Mo3d-3t|\o;|—25ev

Biologic eligible
PA\VE

Dupi-treated
220k>

Dupilumab

experienced
150k®

* Biologic naive population seeking safe long-term
treatment

* Dupilumab is standard of care for these patients

* Patients who show sub-optimal response
* Response declines over time
* Discontinuations due to conjunctivitis

Numbers are only meant to be illustrative of estimated relative market sizes

1  Divekar et al (2021) Atopic Dermatitis/Atopic Eczema: Disease Landscape & Forecast, DRG

2 Drug treated diagnosed prevalence, assuming one-third moderate and all severe patients, Divekar et al (2021) DRG

3 Calculated assuming 220K patients represent 8% of the biologic eligible market

4
5
6

Sanofi’s investor presentations
Estimated based on Dupixent annual US sales from Sanofi Annual Report 2021 < e 86
Spherix (2018) Atopic dermatitis ATU study M




Phase 2b (TREK-AD): initiated early 2022, topline expected 1H 2023

LD 300mg Q2W (N=60)
LD 400mg Q2W (N=60)

Adult moderate-to-

severe AD patients 5 Safety

randomized 1:1:1:1:1 LD ol QR (N0 follow-up
(N = 300)
LD 600mg Q4W (N=60)
LD Placebo (N=60)
—
16 week treatment period 12 week safety follow up

* Loading dose of 600mg for the Q2W dose groups at week 1 and week 2
* Loading dose of 600mg for the Q4W dose groups at week 1, week 2 and week 3



Key parameters of phase 2b design

Select inclusion criteria:

VIGA 23

>10% BSA

EASI 216

Inadequate response or contraindication to TCS/TCI

Twice daily application of topical emollient for at least 7 days prior to randomization

Select exclusion criteria:

Other agents targeting IL-4 or IL-13 (eg lebrikizumab, tralokinumab or eblasakimab) except for
dupilumab provided it was not discontinued due to lack of efficacy or AE

Other AD treatments unless appropriate washout

Washout periods: immunosuppressants/phototherapy 4 weeks, TCS/TCI 1 week



Study Endpoints

Primary

Secondary

Percentage change in EASI score from Baseline to Week 16

vIGA 0/1, EASI 50/75/90, EASI<7 at Week 16

Change in EASI score from Baseline over time

Absolute and percent change in peak P-NRS from Baseline to Week 16

% of patients achieving 24-point reduction in peak P-NRS, SD-NRS at Week 16

Change in BSA affected with AD from Baseline to Week 16

Change in SCORAD, DLQI, POEM, EQ-5D-5L and HADS from Baseline to Week 16
Proportion of patients achieving a 4-point reduction in SD-NRS from Baseline to Week 16

TEAEs and TESAEs, including incidence of clinically significant changes in vital signs, clinical
laboratory tests, and ECGs



High unmet need in biologic eligible and experienced population
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Dupilumab experienced patients lack safe long-term treatments

ReviEW
* Dupilumab has established standard-of-care for B
AD patients with high efficacy and good safety Management of inadequate response and
profile adverse effects to dupilumab in

) ) . . atopic dermatitis
) Va rl O u S rea SO n S fo r d ISCO ntl n u at I O n Of treatm e nt Shanthi Narla, MD," Jonathan 1. Silverberg, MD, PhD, MPH.” and Eric L. Simpson, MD®

a n d u n iq u e m a n age m e nt fo r th ese patie nts is Easton, Pennsylvania; Washington, DC: and Portland, Oregon

required®? Dupilumab
— Efficacy (heterogenous pool of non-response, treatment failure l

partial response and non-durable response)

— Adverse events Iy 3 3
— Access issues |
v 4
* 37% of dupilumab-treated patients achieved IGA | ! !
0/1 with 54% maintained the response at wk 52 ! v
* Dupilumab experienced population seeking
additional treatment options
v
1. Narla et al (2022) JAAD 86(3):628-636. g
2. Hendricks et al (2019) Am J Clin Derm 20(4):565-569. ] 91
3. ASLAN market research data 2022, quantitative survey of 150 US dermatologists. LA



TREK-DX: Phase 2 study in dupilumab-experienced patients

 TREK-DX: TRials in EblasaKimab in Dupilumab-eXperienced patients

A randomized, double-blind, placebo-controlled, multicenter trial to evaluate the efficacy and safety
of eblasakimab in patients with moderate to severe AD previously treated with dupilumab

* This study will allow to evaluate the efficacy of eblasakimab in participants with moderate-to-severe
AD previously treated with dupilumab:

— Assess the impact of prior failure to respond to dupilumab on eblasakimab efficacy

— Assess the risk of conjunctivitis in patients reporting conjunctivitis associated with prior
dupilumab use



TREK-DX: study design

LD | Placebo QW, n=25

D Fblasakimab 400 mg QW, n=50

Screening S
<35 days

* Randomization will be stratified by the baseline vIGA score (3 or 4), and dupilumab discontinuation reason
(failure or “all other”)

Randomization 2:1

| |
0 4 8 12 16 20 24 Weeks
EOT EOS

* Loading dose of 400mg at week 1 and week 2, matching loading dose for placebo

* With exception of requirement of prior dupilumab exposure, inclusion/exclusion criteria and endpoints are
virtually identical to TREK-AD study

a "o

-



Outcomes of the TREK-DX study could help position eblasakimab

at the forefront of biologic treatment options

Topical agents
TCS, TCl, topical PDE4/JAK

\

 The TREK-DX study is crucial for testing biologics in a patient

Biologics population with few safe treatment options
eblasakimab, dupilumab,
tralokinumab * A positive outcome of the study will increase preference for

eblasakimab as the first choice of biologic for AD treatment

\

JAKi systemic

immunosuppressants
abrocitinib, upadacitinib



Eblasakimab clinical program is initially focused on AD

TREK-AD: Phase 2b
Atopic

dermatitis

T 2-dri
ype. rven Phase 2
disease

Phase 1: SAD Phase 1: MAD
TREK-DX: Phase 2
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DHODH is a validated target for autoimmune disease

Glutamine
* Cells synthesise pyrimidines via
— De novo pathway (DHODH dependent)
— Salvage pathway (DHODH independent)
 DHODH inhibition will block de novo synthesis, impacting
rapidly dividing cells eg lymphocytes.
* Other cells can continue to use the salvage pathway and are
unaffected

* First generation inhibitors are approved in MS (Aubagio) and
RA (Arava), however they have limited potency and

j\)j\ Orotate significant safety liabilities
oo * Farudodstat was designed to be more potent and to address
the toxicities associated with first generation inhibitors
UMP
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DHODH is an attractive target for the treatment of autoimmune

skin disease

* AA and vitiligo estimated to affect around 3% of the US population combined?*2
* JAK inhibitors carry 3 black box warnings presenting an opportunity for a safe, once-daily oral therapy

* Farudodstat targets the key mechanisms associated with autoimmune skin disease3*

Skin autoimmune disease
Inhibits T-cell proliferation

Reduces T-cell cytotoxicity

Farudodstat

Inhibits IFNy secretion

Lowers IFNy-mediated inflammation

National Alopecia Areata Foundation

Vitiligo Research Foundation

Xing et al 2014 Nat Med 20(9):1043-1049 e 100
Van der Boorn 2009 J Inv Derm 129(9):2220-2232 %

-
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Farudodstat has the potential to be best-in-class for

autoimmune disease

* Stronger in vitro potency as compared with * |n vitro studies demonstrated farudodstat has
other DHODH inhibitors lowest potential for hepatotoxicity out of 6
* Selective against a panel of 195 enzymes, ion approved and clinical stage DHODH inhibitors

channels and receptor binding assays

Concentration (UM ICs) required to induce
mitochondrial toxicity in HepaRG cells at 24 hours
600

Farudodstat Teriflunomide
Assay used to measure ICg,

) ) 500
Enzymatic DHODH inhibition 0.035 1.1
Human PBMC proliferation inhibition 1.4 46 o
IFN, inhibition in human whole blood 2.5 259 300

200
- . . .
0

Teriflunomide Leflunomide Vidofludimus BAY2402234 Brequinar Farudodstat

Jones et al (2021) Toxicology in Vitro 72:105096
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Farudodstat has the potential to be best-in-class for

autoimmune disease

* Active in the multiple sclerosis EAE model and * Well-tolerated in 119 subjects in Phase 1 and
rheumatoid arthritis AIA model Phase 2 clinical trials

* PK profile suitable for once-daily dosing

3.5 14 4000
vehicle —
30 ~A3me/ke T © | £
—— 10 mg/kg = £
==f=—15 mg/kg £ S 3000
v 25 g 1 3
o E= =
g 20 g 8 g
'c S S
= 5 pt 2000
° > £ .
© 15 c% 6 @ —#— Caucasian HVs
s Q T -
- -~ .
1.0 ® 4 2 —e— Asian HVs
= S 1000
o BS]
0.5 g 2 S
| S § ——
0.0 0 0
8 9 10 11 12 13 14 15 16 Vehicle 1mg/kg 3 mg/kg 10 mg/kg 0 6 12 18 24 30
Days after disease induction Farudodstat dose Time (hours)
MS model in rat (EAE) RA model in rat (AIA) Single dose pharmacokinetics
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Summary of farudodstat

Farudodstat has the potential to be best-in-class for autoimmune disease
e Stronger in vitro potency as compared with other DHODH inhibitors
» Selective against a panel of 195 enzymes, ion channels and receptor binding assays

* |n vitro studies demonstrated farudodstat has lowest potential for hepatotoxicity out of 6 approved
and clinical stage DHODH inhibitors

* Well-tolerated in 119 subjects in Phase 1 and Phase 2 clinical trials

* PK profile suitable for once-daily dosing

Next steps
» Exploring applications in skin autoimmune diseases such as alopecia areata
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An exciting year ahead for eblasakimab

* TREK-AD topline data readout from Phase 2b study in 1H 2023
* TREK-DX first patient in 4Q 2022

e Characterization of the unique molecular profile of IL-13Ra1
signaling in AD, with Dr Shawn Kwatra and Dr Madan Kwatra
(late-breaker at ESDR 2022)

* Advancing insights into IL-13Ral specific neuronal itch pathways
(late-breaker at ESDR 2022)

* Exploration of biomarker signatures from TREK-AD patients in
collaboration with Dr Emma Guttman-Yassky (Mount Sinai)
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Takeaways from the R&D Day

* The unmet needs and opportunities in AD

* Mechanistic rationale supporting
differentiated profile of eblasakimab

* Role of the IL-13 receptor in disease pathology
and advantages of directly blocking IL-13Ra1

* How eblasakimab can directly reducing
neuronal itch responses

* Clinical data supporting potential for
differentiated profile
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