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» Disclaimer

This presentation has been prepared by ClexioBiosciencesLtd. (the & / 2 Y LJlayici€ general backgroundinformation aboutthe / 2 Y LJI Wd@i@ids at the date of this
presentation Theinformation in this presentationis providedin summaryform only and doesnot purportto be complete Thispresentationdoesnot containall the information that
is or may be material to investors/collaboratorsor potential investors/collaboratorsand should not be consideredas advice or a recommendationto investors/collaboratorsor
potential investors/collaborators By attendingthe presentationor by readingthe presentationslidesyou agreeto be bound as follows: Thispresentationhas been madeto you
solelyfor information purposes This presentationmay be amendedand supplementedas the Companyseesfit, may not be relied upon for the purpose of entering into any
transactionand shallnot be regardedas a recommendationin relationto any suchtransactionwhatsoever Thispresentationandits contents are proprietaryto the Company,and
no part of it or its subjectmatter may be reproduced,redistributed, passedon, or the contents otherwise divulged,directly or indirectly,to any other person(excludingthe relevant
LJS N& profedsionaladvisers)or publishedin whole or in part for any purposewithout the prior written consentof the Company If this presentationhas beenreceivedin error it
must be returned immediatelyto the Company Th|spresentat|oncontalns'-F 2 NB I NR statenitsATfiesestatementsmay includethe wordsé 6 S AASEIABO§ & X OA LI G S¢
GAYIBYIROPET A W LINB &SAd ¥ E &4 E NB &nid sinfilAréxpressionsas well as statementsother than statementsof historicalfacts including, without limitation,
those regardlr)g businessstrategy, plans,targets and objectivesof the managementof the Companyfor future operations (includingdevelopmentplans and objectives) Such
T 2 NB | NR statenteitsinyallye known and unknown risks, uncertaintiesand other important factors which may affect the Company'sability to implement and achievethe
budgetary plans, fiscal guidelines and other development benchmarksset out in such ¥ 2 N» I NR rstatén2ehtd afiddwhich may cause actual results, performance or
achievementsto be materially different from future results, performance or achievementsexpressedor implied by such ¥ 2 N» I NR msthténgepth FughT 2 NB F NRnf 22 1 A
statements are based on numerous assumptionsregardingthe / 2 Y LJI yrés@ri and future plans and the environmentin which the Companywill operate in the future.
Furthermore,certaint 2 NB» | NR statem2ritsharg thsedon assumptionsor future eventswhich may not proveto be accurate,and no reliancewhatsoevershouldbe placedon
any forward-looking statementsin this presentation The¥ 2 N3 I NR atateédn2ritsh yhi3 presentationspeakonly as of the date of this presentation,andthe Companyexpressly
disclaimsto the fullest extent permitted by law any obligationor undertakingto disseminateany updatesor revisionsto any ¥ 2 N | NJR atatean2ritskohntdinedhereinto reflect
any changein expectationswith regardthereto or any changein events,conditionsor circumstancen which any suchstatementsare based Nothingin the foregoingis intended
to or shall exclude any liability for, or remedy in respect of, fraudulent misrepresentation The information in this presentation has not been independently verified. No
representationor warranty, expressor implied, is made asto the fairness,accuracyor completenessof the presentationand the information contained herein and no reliance
shouldbe placedon it. Information in this presentation(includingmarket data and statisticalinformation) has been obtained from various sources(includingthird party sources)
andthe Companydoesnot guaranteethe accuracyor completenessof suchinformation. All projections,valuationsand statisticalanalysesare providedfor information purposes
only. Theymay be basedon subjectiveassessmentand assumptionsand may use one amongalternative methodologiesthat producedifferent resultsandto the extentthey are
basedon historical information, any they should not be relied upon as an accurate prediction of future performance Any financial data in this presentationare solelyfor your
information, as backgroundio the Companyand may not be relied upon for the purposeof enteringinto anytransactionwhatsoever Furthermore,no representationis made asto
the reasonablenes®of the assumptionsmade in this presentationor the accuracyor completenessof any modelling, scenarioanalysisor 6 | O | 1 (i Bha iafaryfafion in this
presentationis not intendedto predict actualresultsand no assurancesre givenwith respectthereto. None of the Company jts advisers,connectedpersonsor any other person
acceptsany liability whatsoeverfor anylosshowsoeverarising,directly or indirectly, from this presentationor its contents All information, opinionsand estimatescontainedherein
are givenas of the date hereof and are subjectto changewithout notice
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) CLEA0O. aNovel, NorOpioid Topical Treatment f&hronic
Pruritus

A A New Molecule for Pruritus; CLE400is a new investigationaldrug that has not been approved for
commercial distribution. CLE400 is an agueousgel of detomiding a potent h 2-adrenergicagonist
activatingadditionalpotentially therapeuticallyrelevanttargets(SS#%, H4).

A Detomidineis approvedasa systemianedicationfor veterinaryuse Neverdevelopedfor human

cortex

A Targeting® Hadrenergic receptorperipherally
A {eailiSYAOl tf é-adreRergic vidorisis&/&dhdwn antpruritic effect in elamus
preclinical model. But limited use to invasi®ReAand systemic AEs

riaqueductal
grey matter

A | t S Hnir®histochemistry studies demonstrated th&t HARs, H4R and SST4R are
expressed irpig skin.

pain signals ————

A Activation oft Heceptors could produce anfiruritic effectsby inhibiting the excitability '
and neural signaling from the peripheral nociceptomturiceptors (Gfibers) to the brain

peripheral sensory nerve

A The technologyCLE400gel formulation was developed to deliveigh dermal concentrations over an
extended period of time (depot effect in the skjrwhile maintaining limited systemic exposure
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» CLEA00:novel topical treatment for Chronic Pruritus

Pruritus (itch) is a common and distressing
symptom of several dermatological and non CLE4'OO
dermatologicalconditions.Pruritus may result in

sleeplessness, inability to work, aggression, _ : :
anxiety, depression and low quality of life S afe and efficacious treatment options ar

limited for the treatment of chronic itch.

23-44 million Americans are estimated to

suffer from chronic pruritusdue to cutaneous CLE400has a potential to become first
or systemic conditions topical treatmentgiven the lack of approvec
} therapies and great unmet need
y 7 No FDAapproved treatmentand

b limited research, especially on
neuropathic itch

Pathophysiological sultypes:

A Dermatological, Systemic,
Psychogenic

A Neuropathic (BRP, NP, PasidzNJ/ X 0

. 1. Mollanazar, Nicholas K., Savannah Dean Koch, andd@sipovitch"Epidemiology of chronic pruritus: where have we been and where are we gdigfeht Dermatology Reporsl (2015:20-29
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: aPotenth HAdrenergic Receptor Agonist

A Clexioconductedbinding and functional assayswith Detomidineagainsta wide range of moleculartargets
(Gprotein coupledreceptors,ion channelstransporters,enzymes)n orderto better understandits MOA

A Detomidinehasbeenconfirmedto potently activateh 2A adrenergiaeceptorsin vitro

A Clexioalsodiscoveredthat detomidine activates2 secondarytargets, histamine4 (H4) and somatostatin4

(ss¥) receptors

A DetomidineQtargetshavebeenshownto be expressedn the skin

Receptor

Source

Activity

Detection method
(Incubation)

Measured
Component

Potency

human recombinan

sst4

(CHO cells)

h 2, adrenergic agonist Fluorimetry(RT) | intracellular [Ca2+ EGy~24nM
A g (RBL cells) g y(RT) [ Go
. : human recombinan : . .| Cellular dielectric EG,~5M
HistamineH4 (HEK293 cells) (partial) agonist spectroscopy (7€) Impedance
' h bi . EG, ~7mM
Somatostatird uman recombinan agonist HTRF*37°C) CAMP Go

*Homogeneougime Resolved Fluorescence
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) CLEA00Shows Robust Efficacy in a Mice Chlorogumaeiced Pruritus Model

Total over 15 min, 0 mi after chloroquine
MALES and FEMALES

150 Treatment Group Size Frequency of dosing Dose Level Route Endpoints
"g -|- Topical 75v./cn? over2
Q CLEA00Placebo Once daily for 5 dayd ~ Cn (total of 150nt) On day 5
QD prior to induction (Day Number of
ED 100- CLE4000.1% 5), with the 5" Dermal| Scratching events
e 8 CB1 mice| application 30 min | 1onica| 750 /o over 2 recorded for 30 min
o CLE4000.33% | (4 Males + 4 prior to chloroquine c? (total of 150n.) post-chloroquine
© - Females) challenge** induction (G30min,
2 504 CLE4001% at 5-min bins) and
© P— N Single Dose on Day scored in a blinded
° = Positivecontrol 30 min prior to 3 mg/kg IP fashion
= b U-50,488* ,

chloroquine challengé

Vehicle U-50,488 CLE-400 CLE-400 CLE-400
0.1% 0.33% 1%

Total scratchingeventsover 15 min (0-15 min). *U-50,488 a kappapioid receptoragonist,administeredntraperitoneally30 min prior

=P < 0,0001 comparedto vehicletreated group. N=7-8 per group. Oneway ANOVA to chloroquine, significantly attenuated scratching, confirming the validity of the model.
with C A 3 K.Se® 3 ** Chloroquine @.4 mg/animal) was injected subcutaneously into the right shoulder area
Positivecontrol, U-50,488, was injected IP and is known to be a shortacting antipruritic at time 0 on Day5

agent(lastingfor ~15to 30 min)

Topical application of C k400 significantly suppressed and almost completed blocked chlorognimeced scratching

behaviors at all dose levels
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CLE4A0O0: results and conclusions

A Detomidinehas been confirmedto potently activate a2A adrenergicreceptorsin vitro, with additional
modalitiesthat might contributeto C L E400 efficacy,presentinga possiblemulti-modal MOA

A Main and secondarytargets of detomidine have been shown to be expressedin the skin,
strengtheningthe propositionof local activity of C L E400

A Topicaladministration of CLE400 demonstratedrobust pharmacologicakffect in a mouse model of
pruritus

A CLE400is generallywell tolerated locally and systematicallyin efficacyand safety/toxicologystudies

A FIHS ADstudy was completedsuccessfully3 dosestested. MAD study is ongoing
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