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Company Disclaimer
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translation of preclinical data into human clinical data, the design, enrollment criteria and conduct of the ongoing Elmésa frial of PA®04 in advanced cancer patients, the ability of initial

clinical data to deisk PAS04 and be confirmed as the study progresses, including the safety, tolerability, pharmacokietiosacodynamics and potential efficacy of F088, the potential
FRGIFYydlF3aSa FyR STFFSOGA@BSySaa 2F (GKS /2YLI yeQa Of A yconireridedlphase 2 HoNdaafaddifidna) safety data,yihie mdichtions to be { K
pursued by the Company in future clinical studies including®¥#1the filing with, and approval by, regulatory authoritieswf product candidates, the sufficiency of funds to operate the

business of the Company, statements regarding the Company's ability to advance its pipeline and further diversify itspdt®®l / 2 YLI y@ Qad OF aK ySSRa FyR I @ A
cash runway and current operating plans, and the plans and objectives of management for future opeFatio@sdlooking statements involve known and unknown risks, uncertainties,

assumptions and other important factors that could cause our actual results, performance or achievements or industrp rdigigitsnaterially from historical results or any future results,

performance or achievements expressed, suggested or implied by such felvedidg statements.
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preclinical studies and clinical trials, and results of preclinical studies and clinical trials for our product cantidates X LJ- y & Qa & dz00Saa Ay SFENI & LINBOtAYyAO!l
results obtained in later studies or clinical trials; the potential benefits of our product candidates, including effdacyTas G @ LINR FAf S& 2F 2dzNJ LINP RdzOG O YRAR
NEIdzAt | G2NE | LILINR Gl (G2 O2YYSNODALFEAT S 2dzNJ SEA&GAY I 2sNith thg diseaBedziiedrdtd®dy duihBRidzCaidid@es yamiorehrall S & T
LI GASYGa Ay OfAYAOFE GNRFEAT GKS /2YLI yeQa SELISOGI thea Ny A R2NBBY MR Xy D SYSHFABTNIGKS2 y 2 YILF B |
LINPGSOG 2dzNJ AydStfSOlGdzZrf LINRPBLISNIET GKS /2YLIyeQa | amSh 287 (i 3AKR SyWURA O8I 23 KNJISSOjNxACU £ | SyyRI aNJii
FAYFYOALf LISNF2NXIyOST RSGSt2LIYSyda 2N LINR2SOGA2ya N&EANVAY &R GKS / 2WLDFweams DORIIBIAL
GKAOK Al ¢Aff 0S Fy SYSNHAY3 IANRPSIGK O2YLI ye dzy RSNJ (G KSpubvih Of TROA TV IRY B AZ KK SKIST K SO2NNBK (i A Bk
and other documents we file from time to time with the SEC.

¢tKSasS aidaladSySyda FNB olFlaSR 2y (KS / 2 Mdas, gsin@tds akdipojacoNdirQight of infiSraliod duvdntly availadlefoRhe Eompanyij @nd tBedefddd.S v (
you should not place undue reliance on them. The inclusion of forleaxking information should not be regarded as a represgataby the Company or any other person that the future plans,
estimates or expectations contemplated by us will be achieFedwvardlooking statements made in this presentation speak only as of the date of this presentation, and the Company undertakes

no obligation to update them in light of new information or future events, except as required by law.

This presentation also contains estimates and other statistical data made by independent parties and by us relating sizemareiother data about our industry. This data involves a number of
assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projectiongj@ssand estimates of our future performance and the future
performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk.
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Leadership Team with Broad Range of Experience and Success

Dr. Lawrence SteinmanExecutive Chairman & €ounder

A Endowed Chair in the Neurology Dept. at Stanford University. Member of the National Academy of Sciences.
A Founded and served on board of successful biotech companies, indNiglimgcrineBiosciences Inc. (Founder and Board Member)

and Centocor(Board Member and head of SAB) until sold to J&J.
A Drug development pioneer in MS, with research that led to the development of the drug Tysabri.

Dr. Tiago Reis MarquesChief Executive Officer &-Eounder

A Fellow at Imperial College and lecturer at ngollege London.
A Renowned psychiatric researcher and lecturer with decades of experience in the biological mechanisms of mental health and

brain disorders.

Dr. Graeme Currie Chief Development Officer

A 30 years of drug development experience in both pharmaceutical and biotech companies.
A senior leadership roles Byynavaxiechnologies, Regeneron Pharmaceuticals, Inc., PDL BioPharma, Inc. and Gilead Sciences, Inc.
A Dr. currie has successfully led drug development programs and has held key roles in the development of 7 approved drugs.

Daniel SchneidermanChief Financial Officer

A 20+ years of experience in the capital markets and operations.
A senior financial roles at translational biotech companies, inclutMietaStat Inc.,BiophytisSA and First Wave BioPharma, Inc.
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MEKIFocused Pipeline

Program Drug Indication Target ID / Lead IND Phase | Milestones
modality Validation | Selection | Enabling

Neurofibromatosis

AR Y T ERNEA Y= $T FIH Phase 1 trial initiated Q1 2023 Interim data

PAS004
Small molecule solid tUMors 2H 2024
Amyotrophic -
PASO03 zl;/lnc?[ir;)c;((:::onal Lateral Sclerosis ﬁiglrin Partn?rshtl P
y (ALS) g opportunity

Partnership
opportunity

PAS001 Small molecule Schizophrenia C4A
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PAS004

Next Generation MEK Inhibitor for
The Treatment of Neurofibromatosis
Type 1 (NF1) and Solid Tumors




MAPK Pathwaylisregulationis implicated in Cancer and NFRAsopathies

@ Growth factors The mitogen-activatedprotein kinase(MAPK)pathway is a chain of
g P P Yy
s ® proteins that are essentialfor cell function by regulating cellular
e L SChotor toslon kave ________ transcription,proliferation, survivaland other functions
[ Cell membrane |
O @ Cytoplasm

When abnormally activated, the MAPK pathway is critical for the

Inactive

oo formation and progressiorof tumors, fibrosisand other diseases
Neurofibromin (NF1) ‘ GTP
<> Alterations in RASor RAFhave been describedin many cancers,
Active including melanoma and colorectal where MEK inhibitors are
L N approved
IPI3K| | RAFl
| | NFL arisesfrom mutations in the NFL gene, which encodes for
LAﬁT_I ﬂl neurofibromin, a key negative regulator of MAPK Pathway by
| | <«——— block phosphorylation of ERK inactivatingRAS
mTOR ERK'
\ / Other diseases(Rasopathies are known to be causedby MAPK
Cell growth, Survival and Proliferation disregulation
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MEK inhibitors have broad opportunity modulate the ETS2 pathway

A ETS2 gene is a central regulator of human inflammatory macrophages
A MEKias a class are the strongest known ETS2 inhibitors
A MEKimodulation providegotent antiinflammatory activity, phenocopying ETS2 knoadk, modulating multiple cytokines

Article
A disease-associated gene desertdirects
macrophageinflammation through ETS2 ™ g RS L FR = * NS
04, T e 3007
- ©® (] L)
£) : . ) 024 .
https://doi.org/10.1038/s41586-024-07501-1 C. T. Stankey'**?°, C. Bourges'*®, L. M. Haag*®, T. Turner-Stokes'?, A. P. Piedade', E ... 600 i 200 T
B e T e S g . 150 T ,
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Open access E. Nye™, J.1. MacRae’, N. B. Jamieson®, P. Skoglund", M. Z. Cader'**, C. Wallace'***, i ol o ©® 300 - ]
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§ S 254 @Iucocortlcmds)j = 051 3 s 8
Q.= T
= (ERK inhibitors : : o
> © oL . 0 Il 0
< 0 IL-12 IFNy IL-10
Drug classes ® \ehicle control @ Infliximab @ MEK inhibitor (PD-0325901)

StankeyCTet al. Nature 2024Jun630(8016):447-456. .
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NF1: Large unmet medical need

Seizures, headaches,
learning difficulties

Cardiovascular
Musculoskeletal malformations
abnormalities
Breast cancer
Pheochromocytomas
Renal artery stenosis
Skin involvement —
Gastrointestinal stromal

tumors (GIST)

Nervous system____—
abnormalities

PNS Tumors

Plexiform
Neurofibromas

Malignant peripheral
nerve sheath tumors
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NFL is a autosomaldominantgeneticdisorder

Affects approximatelyone in 3,000 newbornsworldwide with ~100,000
patientslivingin U.S with NFLL.

30-50% of NFL patientsdevelopplexiformneurofioromas(NFL-PN)
>05% developcutaneouseurofioromas(NFL- CN)

PN are benign peripheral nerve sheath tumors that can cause severe
complications, including disfigurement, pain, motor dysfunction, and
neurologicaimpairmentand havemalignanttransformationpotential.

Surgicalresectionof PNis challenging The MEKinhibitor Selumetinibis
the only FDA approved agent for NFL-PN treatment and only in the
pediatricpopulation(ages2-18).

CN usually presents as skin bumps and can cause disfigurement and
quality of life challengesThereare currently no approvedtreatments for
CN

1. Divisionof CancelEpidemiology& Geneticsat the NationalCanceinstitute



NF1Tumor Conditions

ANeurofibromas are noncancerous (benign) tumors that are derived from Schwann cell lineage
APlexiform Neurofibromas can undergo malignant transformation

Cutaneous Neurofibromas Plexiform Neurofibromas

-é-? p a s ith ea DagalakidJ et al., JPediatr 2014Mar;164(3):620-4. 9
".-.': TH
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Where and how to improve on existing treatment option

A Current approvedMEKihas suboptimal profile
T Discontinuation rate of 38.2% at 18 months and 47.8% at 24 manths.
T ORR of 44%independent centralized review (IGHiINSriteria?
T Averagedepth of response is only 27.9% (median best percentage change in PN volume from baseline).
T Potentially linked tdimited pERK inhibition and plateau effect seen in our preclinical celubalels.

A Long time to generateesponse
T Time to response is long (median time to onset of response is 7.2 mohths).

A Poor tolerability and compliance
T Requires BID (2x/day) dosirg.
T AE profile characterized by Gl symptoms and skin®tox.

£ pasithea
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1. Lyonset al; Medicationadherenceand persistenceon selumetinibtreatment in pediatricdatabaseanalysisPosterpresentedat GlobalNFConference June2024
2. Resultdrom resultsfrom SPRINPhase? Stratum1; DCQJune2018
3. KOSELUGPxescribingnformation (https:// alexionconyDocumentskoselugo usppdf)
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Macrocycle Structure positions PASnn Ay u2 0GKS a{ 6SSC

Sustained suppression of phospHeRK (Potency)

A Long halfife allows continued suppression of target, potentially leading to
better efficacy.

Improved riskbenefit profile (Tolerability)

PK Profile Tolerability Aal ONRO&OftAO Y2t SOdzZ Sa I NB Y2NB NA:
effects vs other MEK inhibitors with additional interactions.
PAS004 = A Expected 90% pERK reduction at NOAEL dose.
SSWe?t A Improved patient compliance due to 1x a day or less dosing.
PO

Improved PK/PD (PK profile)

A 96% oral bioavailability seen in preclinical models.

Potency A Long half life (approved drugs in NF1 have short half life requiring BID
dosing).

Better combinability
A Superior properties may suppdoetter combination.

HERAPEUTICS



Constant suppression of the MAPK pathway

APK profile suited to enhance efficacy and avoid toxicity

Short half life = No accumulation Long half life = Accumulation to reach steady state
Target is not continuously inhibited Target is continuously inhibited

\ \ \ \\ f\ \ \ \ \N
I \ \ \ \ _
§, \ \ \ \\ \ \ \ \ \ \ Toxic Level %' _ 7
s Therapeutic level S
= Therapeutic Level
0 20 40 60 80 100 120 0 2‘0 40 60 8‘0 1 00 1 éo

Time (hr) Time (hr)

For illustrative purposes only
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Approved MEK Inhibitors

Typical liabilities associated with approved MEK Inhibitors:

AHigh toxicity and dose limiting side effects
AToxicity and PK profile limits use in combination therapies (such as chemo and/or |0 agents)

Selumetinib(Koselugg

Trametinib (Mekinist)
Cobimetinib(Cotellig
Binimetinib (Mektovi)
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AstraZeneca '(\:I)Zr;?;?riegf Py
Novartis + BRaf inhibitors
Genentech + BRaf inhibitors
Pfizer

+ BRaf inhibitors

Neurofiboroma (NF) ﬁ
Melanoma, NSCLC, A

Thyroid cancer, BRAF V600 A

Melanoma A
A
Melanoma A

Short HaHLife
BID dosing

Long HaHife
High Potency

Long HaHL.ife

Short HaHlife
BID dosing
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MEK inhibitors in clinical development

Majority of MEK inhibitors in clinical development for Oncology indications

Recursion

(RXRX)

Spring Works
(SWTX)

Verastem
(VSTM)

Fosun Pharma
(656 HK)

Immuneering
(IMRX)

Pasithea Day One
(KTTA) (DAWN)
MEK PAS004 Pimasertib
Inhibitor
NF 1 Yes No
Intention
Development Phase 1 Phase 2
Phase
Clinical Trials - Advanced - Recurrent or
Indications Solid tumors progressive
solid tumors
- Bridge to NF1
pediatrics and
adults
~Market Cap $4.6 million $1.36 billion
(08/30/24)
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REA881

No

Phase 2

- Familial
Adenomatous
Polyposis (FAP)

$2.0 billion

Mirdametnib

Yes

Phase 2b

- NF1 pediatrics and
adults

- Advanced solid
tumors

$3.1 billion

FCN159 Avutometinib IMM-1-104
(MEKi+ RAF clamp) (Universal RAS)
Yes No No
Phase 2 Phase 2 Phase 1

- Advanced Solid
tumors

- Low Grade Serou:
Ovarian Cancer

- Phase 2 data in
NF1 patients

N/A $100 million $33million
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PAS004 was designed to address the liabilities of previous MEK inhibitors

Selumetinib
\
H
HO\/\O/N (@) y Cl
sae!
Me~N = F Br
\=N
J

First Generation

4 )

Mirdametinib

H
/N
HO” Y o °. F
OH N\©\
F |
F

& J

Introduction of diol in the side

chain. Improved solubility, potency

Refametinib

Hydroxamide to sulfonamide.
improved halflife and potency

Maodification in chemical structures can have big impact on drug properties
A Primary alcohol reduced potential for active metabolites

. PAS004 is the first MEK inhibitor with a Macrocyclic structure

. Improved oral bioavailability, PK properties and Potency
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PAS004
4 )
%
HO]/VQIS:’
NH G F
(@) N
L
| F |
=
\ J

Next Gen

eration Macrocycle

Biochemical (MEK1/2 enzyme)

Assay

IG,, = 40nM

Mechanismbased Cellular

Assay (FERK)
Rat PK
DogPK
Chemistry

1Go=2 nM
Ty, =11.5 h; %F = 39%
Tyo = 52 h; %F = 96%

9-step synthesis
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PAS004 profile is superior to Approved MEK inhibitors

A HigherCmax Les$otent athERGnhibition (e. less cardiotoxicity) and Lordgalf Life

Trametinib (21 dayGLP) Cobimetinil? PAS004 (28day GLP)

Studies performed on Rats

PERKEG,) 2nM 2nM 2nM
(M) NOAEL Dose, 2tay GLP (HNSTD) 0.125 mgAiday (0.02 mg/kg) 3 mg/kg (HNSTD) 5 mg/kg
28" day,Cmaxat NOAEL Dose 2.89 nM 54 nM 2404 nM
Cmax pERKG,, <2 27 1202
Studies performed on Dogs

NOAEL Dose HN%'?’[T ?(;z?é(;ari/lg/kg) 1<3;V1ver§;/igdy’ 0.5 mg/kg
28" day,Cmaxat NOAEL Dose 541 nM 67 nM (day 30), 0.3 mg/kg 820 nM
Cmax pERKG,, <5 33.5 >>200
Additional Information

hERGnhibition (1Gy) 1uM 0.5 uM 13 uM
Pharmacokinetic, Rat Hdife 5.5h 5.56h 11.5h
Pharmacokinetic, Dog Hdife 13h 6.21h 52h

HNSTD = Highest neseverely toxic dose
1. Center for drug evaluation and research, Pharmacology review, Application Number 2041140rig1s000
2. Center for drug evaluation and research, Pharmacology review, Application Number 2061920rig1s000
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Comparative Preclinical Efficacy of RB&4

ABetter potency (>10x) than Selumetinib in inhibitingERK in vitro
ASuperior efficacy when dosed 1xday than approviEKidosed 2xday

PAS004 vs. Selumetinib
In Vitro Potency

PAS004 vs. ApprovedEKI

Control PAS-004 Selumetinib

HEK-293 cell line

{ GdzZReé 02y RdzO( S Rab,ICAlumbidEMiveérgtyNJY |
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In VivoEfficacy

Vehicle PO QD

PAS-004 10mg/kg QD
Binimetinib 10mg/kg BID
Selumetinib 10mg/kg BID

fttd

Tumor volume (mm3)

0 5 10 15 20
Days after the start of treatment

Study conducted aiVuxiAppTec
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DoseDependent inhibition of pERK which correlate with clinical efficacy

A Analysis of clinical data from approvetEKiindicates partial ERK iseeded in NF1

In VivoDose dependent pERK reductio

In VivoDose dependent efficacy (NEII299 xenograft)

(NCHHI299 xenogralft)

Tumor pERK / Total ERK

M ith SEM, n=10/gro
NCI-H1299 Tumor Volume Lo- ean wi n=10/group
PAS-004 l P = 0.0001 l
40007 . P =0.014
— -~ Vehicle % [ |
mE o 087
£ 3000- PAS-004, 2.5mg/kg c_u;
© ¥ PAS-004, 5.0mg/kg S o6-
5 2000- —— PAS-004, 10.0mg/Kg z I
g % 75%
= ﬁ 0.4
2 1000 o
2 o
v £ 021
O—T——T——T T T T T T
0O 2 5 8 10 12 15 17 20
Days 0.0-
\& Na
.\Q, ({\Q
<& qf?

Study conducted atVuxiAppTec
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PAS004 i1s More Potent than Selumetinib im Vitro NF1 Model

A PASD04 is more potent in all 3 NF1 mutated cell lines than Selumetinib
A No Plateau Effect was observed for PAS004 = potential for deeper activity in patient
A Limited activity against the control NF1 WT cells=support good safety profile

100 -

- @ NFiwt/wt 100 @ NF1wt/wt

L 80 - - NFiwt/wt g - NF1wt/wt

3 & NF17/- = o

3 & we NF1

z 0 - R NFI‘:' Z - NF1
ol~ o/~

< O NF1 £ - NF1

z I

>

o 20 . §

& &

o 1 L] 1 1 L -10 -8 -6 -~
A2 -10 -8 -8 N 20
Log of Conc (M) Log of Conc (M)
Studyconductedat Ray Mattingly lab, Indiana University Studyconductedat Ray Mattingly lab, Indiana University

%} pasrthea Reference for the 3D culture assay: Ray Mattingly et al, Wayne State Exp. Neurology 2018, 289 19
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PAS004: Genetic Engineered Mouse Model (GEMM) of NF1

A PASD04 exhibits significant reduction in tumor volume
A PAS004 exhibits significant reduction in tumor number
A PAS004 is dosed 1x day, where other agents require 2x day

PAS004 efficacy in GEMM model

*

2.0
-
£ o 1.5
E - z
o e
£ & o ==
=
-— = |
0o  —
> & 0.5
(o]
2 :
—
aQ 0.0 ]
)
.\o\z Qov‘ ,OQ
& % v o NN N8 e y
) QV AAAAA Q Il YO2ZNNBEOUSR CAaAaKSNIDa [ {

* =
* \/ vs PAB04¢ 0.0048 V vs PA®041 0.0009

é% pGSi'thea Study conducted at Dr. Wad&lappLab, Indiana University, School of Medicine 20
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Intellectual Property

A Composition of Matter Patent Issued
T US patent 9034861, Exclusivity protection until Sept 2032 with extension estimated to be March 2037
T Additional émonth exclusivity for pediatric application
T Patent issued in multiple geographies

A New patents filed in Jan 2024
T Based on identification of a stable crystalline fayrmomposition of matter
T Anticipated patent protection at least until 2045

A Orphan Exclusivity
T Received orphaidrug designation from the FDA for the treatment of NF1
T For rare diseases: 7 years in U.S. and 10 years in European Union

A Potential new patent filings
T Process Patent, followp compounds
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PAS004 Phase | Clinical Trial . SAD & MAD Dose Escalation

Patient Population (n=~36) Cohort 1: PAB042 mg

(n=3+3)
Patients with MAPK pathway driven solid tumors with a documented RAS, NF1, or
RAF mutations or patients who have failed BRAF/MEK inhibition
Cohort 2: PAS044 mg

Up to 7 sites in US and Eastern Europe (n=3+3)
®
s \',':2-5 e ne t Cohort 3: PAB046 mg
The Asia Pacific CRO ONCOLOGY N (n:3+3)

TRIAL OBJECTIVES Cohort 4: PAB049 mg

To evaluate the safety and tolerability of PB®! in patients with (n=3+3)

Primary MAPK pathway driven advanced solid tumors.
Cohort 5: PAS0412 mg

Pharmacokinetic (PK) profile (n=3+3)
Pharmacodynamic (PD) effects (ERK phosphorylation) _

Secondary Cohort 6: PAS0415 mg
Define the recommended Phase 2 dose (n=3+3)
To evaluate the preliminary anticancer activity Cohort 7: PAB0418 mg

(n=3+3)
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