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Company Disclaimer

Certain statements set forth in this presentation by Pasithea Therapeutics Corp’s (the “Company”) contain forward-looking statements, within the meaning of the Private Securities Litigation
Reform Act of 1995, as amended, that reflect the Company’s plans, beliefs, expectations and current views with respect to, among other things, future events and financial performance
(collectively referred to herein as “forward-looking statements”) including plans to develop, manufacture and commercialize its product candidates, the treatment potential of PAS-004, the
translation of preclinical data into human clinical data, the design, enrollment criteria and conduct of the ongoing Phase 1 clinical trial of PAS-004 in advanced cancer patients and the ongoing Phase
1/b clinical trial of PAS-004 in adult neurofibromatosis type 1 (NF1) patients, the ability of initial clinical data to de-risk PAS-004 and be confirmed as studies progress, including the safety,
tolerability, pharmacokinetics, pharmacodynamics and potential efficacy of PAS-004, the potential advantages and effectiveness of the Company’s clinical and preclinical candidates, the timing of
additional trial updates, recommended phase 2 dose and additional safety data, the indications to be pursued by the Company in future clinical studies, the filing with, and approval by, regulatory
authorities of our 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 its
portfolio, the Company’s cash needs and availability, including our projected cash runway and current operating plans, and th e plans and objectives of management for future operations. Forward-
looking statements involve known and unknown risks, uncertainties, assumptions and other important factors that could cause our actual results, performance or achievements or industry results
to differ materially from historical results or any future results, performance or achievements expressed, suggested or implied by such forward-looking statements.

These include, but are not limited to, statements about the Company’s ability to develop, obtain regulatory approval forand commercialize its product candidates; our ability to submit
Investigational New Drug applications (“IND”), or IND amendments or comparable documents in foreign jurisdictions in order to commence clinical trials on the timelines we expect; initiation of
preclinical studies and clinical trials, and results of preclinical studies and clinical trials for our product candidates; the Company’s success in early preclinical studies, which may not be indicative of
results obtained in later studies or clinical trials; the potential benefits of our product candidates, including efficacy and safety profiles of our product candidates; the Company’s ability to obtain
regulatory approval to commercialize our existing or any future product candidates; the Company’s ability to identify patients with the diseases treated by our product candidates, and to enroll
patients in clinical trials; the Company’s expectations regarding collaborations and other agreements with third parties and their potential benefits; the Company’s ability to obtain, maintain and
protect our intellectual property; the Company’s ability to identify, recruit and retain key personnel; the Company’s expected use of cash and cash equivalents to fund its operations; the Company’s
financial performance; developments or projections relating to the Company’s competitors or industry; the impact of laws and regulations; the Company’s expectations regarding the time during
which it will be an emerging growth company under the JOBS Act; and other factors and assumptions described in the Company’s public filings with the Securities and Exchange Commission (“SEC”)
and other documents we file from time to time with the SEC.

These statements are based on the Company’s historical performance and on its current plans, estimates and projections in light of information currently available to the Company, and therefore,
you should not place undue reliance on them. The inclusion of forward-looking information should not be regarded as a representation by the Company or any other person that the future plans,
estimates or expectations contemplated by us will be achieved. Forward-looking 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 to market size and other 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, projections, assumptions and 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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Investment Highlights

@ PAS-004 is a next-generation macrocyclic MEK inhibitor
*  Designed to address the limitations and liabilities associated with earlier generation MEK inhibitors

*  Macrocyclic molecules typically exhibit superior target binding, oral bioavailability, potency and pharmacokinetics (PK) properties

Encouraging interim safety, PK and early signs of monotherapy efficacy demonstrates differentiated profile !
*  No Dose Toxicities (DLTs), ocular retinal abnormalities or cardio toxicities; All AEs are Grade 1 / 2, through cohort 7

*  PK profile supports long half-life (~60 hours in human) with dose proportional PK as well as cohort 7 Cmax and Cmin above the IC50 from our cellular assay

*  Extensive exposures at steady state with the potential for constant suppression of the MAPK pathway

*  Partial response observed in MEK rechallenged patient with BRAF V600E mutated tumor after 11 months of treatment, remains on trial
Initial indication is Neurofibromatosis Type 1 (NF1)-plexiform neurofibromas (NF1-PN)
*  NF1-PN to be followed by NF1-cutaneous neurofibromas (NF1-CN)

*  Multiple development opportunities as MAPK pathway is critical in multiple diseases

Large market opportunities

*  MEK inhibitors generated ~$2.4B in sales in 2023 2
* NF1-PNis a $2+ billion Total Addressable Market (TAM): Koselugo (selumetinib) worldwide sales of $531M in 2024 in pediatric NF1-PN patients 3

* NF1-CNis a potential $1+ billion TAM per management estimates

Includes results from 27 patients (21 efficacy evaluable patients) in first-in-human Phase 1 clinical trial in patients with MAPK pathway driven advanced solid tumors.

- ® 1.
5%%': aswh ea 2.  TAFINLAR+MEKINIST combination net sales were ~$1.9B in 2023 per Novartis annual report. Additional ~$500M in net sales in 2023 from 3 other MEK inhibitors MEKTOVI, KOSELUGO, and COTELLIC per reports of their
I Nhe respective manufacturers.

3.

Per AstraZeneca PLC’s 20-F filing for fiscal year 2024.
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Leadership team with broad range of experience and success

* Endowed Chair in the Neurology Dept. at Stanford University. Member of the National Academy of Sciences.

Dr. Lawrence Steinman * Founded and served on board of successful biotech companies, including Neurocrine Biosciences Inc. (Founder and
- Executive Chairman & Co-Founder Board Member) and Centocor (Board Member and head of SAB) until sold to J&J.

* Drug development pioneer in MS, with research that led to the development of the drug Tysabri.

. . * Fellow at Imperial College and lecturer at King's College London.
Dr. Tiago Reis Marques i 8 . &

. ) ) * Renowned psychiatric researcher and lecturer with decades of experience in the biological mechanisms of mental
- Chief Executive Officer & Co-Founder

health and brain disorders.

. . ® 20+ years of experience in the capital markets and operations.
Daniel Schneiderman T _ _ L . . :
* Senior financial roles at translational biotech companies, including, MetaStat, Inc., Biophytis SA and First Wave

- Chief Financial Officer BioPharma, Inc.
Dr. Rebecca Brown * Associate Professor of Neuro — Oncology at UAB Medicine
- Scientific Advisory Board Member * Research investigates novel treatments for tumors including NF1-PNs, NF1-CNs, gliomas, and meningiomas
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Pipeline focused on developing MEKi for multiple indications

Target ID / Lead IND

Program Drug modalit
s s Y Validation Selection Enabling

RAS, RAF, NF1
mutated cancers

Updated interim
data in Q2 2026

PAs-004 | Macrocyclic MEK 1/2
Small molecule
2026
Amyotrophic .
Monoclonal a5B1 Partnershi
PAS-003 , b . Lateral Sclerosis -p
antibody Integrin opportunity
(ALS)
PAS-001 Small molecule | C4A Schizophrenia Partnership
. opportunity
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PAS-004

Next Generation MEK Inhibitor for

The Treatment of Neurofibromatosis
Type 1 (NF1) and Solid Tumors




MAPK Pathway dysregulation is implicated in cancer and NF1/RASopathies

The mitogen-activated protein kinase
(MAPK) pathway is a chain of

proteins that are essential for cell
function by regulating cellular
transcription, proliferation, survival and
other functions.

When abnormally activated, the MAPK
pathway is critical for the formation and
progression of tumors, fibrosis and other
diseases (Rasopathies).

£ pasithea
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Alterations in RAS or RAF have been
described in many cancers,

including melanoma and colorectal
where MEK inhibitors are approved.

Q\Q

Cell growth, Survival and Proliferation

NF1 arises from mutations in the NF1
gene, which encodes for neurofibromin,
a key negative regulator of MAPK
pathway by inactivating RAS.



NF1: Large unmet medical need and market opportunity

Koselugo (selumetinib) Worldwide Sales in Pediatrics *

$108
.
2020 2021

.

NF1 is a autosomal Affects approximately one in 3,000
dominant genetic newborns worldwide with ~100,000
disorder. patients living in U.S. with NF12,
Total
$531
%’c‘p 30-50% of NF1 patients develop plexiform neurofibromas (NF1-PN).
s >95% develop cutaneous neurofibromas (NF1- CN).

5331 PNs are benign peripheral nerve sheath tumors that can cause severe

complications, including disfigurement, pain, motor dysfunction, and
$208 neurological impairment and have malignant transformation potential.

Surgical resection of PN is challenging. Currently there are 2 MEKi approved for
% NF1-PN, Koselugo (pediatric) and Gomekli (adults and pediatric). Neither are

approved for NF1-CN.

2022 2023 2024
CNs usually presents as skin bumps and can cause disfigurement, irritation, pain

and quality of life challenges. There are currently no approved treatments.
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1. Source: AstraZeneca’s public filings.

2. Division of Cancer Epidemiology & Genetics at the National Cancer Institute (https://dceg.cancer.gov/research/what-we-study/neurofibromatosis-cancer-risk)



NF1 Tumor Conditions

S ®

Neurofibromas are noncancerous
(benign) tumors that are derived
from Schwann cell lineage

Plexiform neurofibromas can
undergo malignant transformation
at a rate of approximately 8-13%

Cutaneous neurofibromas are
disfiguring, and typically cause

( Plexiform Neurofibromas?! >

- o . .
KX I I8 aswh ea 1. Image sourced from Dagalakis U et al., J Pediatr. 2014 Mar;164(3):620-4.
'.é%_: R 2. Image sourced from Poplausky, D et al. Cancers 2023, 15, 2770.
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irritation, pain and discomfort

( Cutaneous Neurofibromas 2
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Where and how to improve on FDA-approved MEKi for NF1 treatment

WARNING AND PRECAUTIONS Koselugo ! Gomekli 2 Gomekli 2 Gomekli 2

ADVERSE REACTIONS

Pediatric Adult Pediatric Pooled

Suboptimal profile

SELECT SAFETY AND AE INFORMATION

Ocular Toxicity

Cardiomyopathy (left ventricle dysfunction)

Dermatologic/Skin (Rash)

Long time to Gastrointestinal Toxicity (Diarrhea) | 59% 55% 57%

gen erate res ponses Increased Creatinine Phosphokinase (CPK) 55% 59% 57%
Increased Levels of Vitamin E and Risk of Bleeding N/A N/A N/A
Vomiting 64% 38% 39% 39%
Nausea 49% 52% 27% 40%

Poor t0|erabi|ity OTHER EFFICACY AND KEY INFORMATION

and complia nce Time to generate response (months) 7.2 7.8 7.9 N/A
ORR 44% 41% 52% N/A
Dosing Frequency BID continous BID 3 weeks on/1 week off

T ”.t h 1. KOSELUGO Prescribing Information (https://alexion.com/Documents/koselugo_uspi.pdf)
éé pas ea 2. GOMEKLI Prescribing information (https://springworkstx.com/wp-content/uploads/2025/02/GOMEKLI-USPI-Final-Feb-11-2025_.pdf) and results from the Renu Trial.
o TH
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Macrocycle structure may position PAS-004 into the “Sweet Spot” for NF1

4 N
Efficacy Safety
Sweet
Spot
PK Profile
\_ J
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Efficacy

* Evidence of monotherapy activity in MEK rechallenged patients
* No plateau effect observed in cell lines
* Sustained pathway inhibition

Safety

*  Macrocyclic molecules are more rigid with possible less “off target” side-effects
* Favourable AE profile, All TRAEs to date have been Grade 1 or 2

* Dosing convenience — once per day or less frequent dosing expected to enhance
compliance

PK Profile

*  >60 Hour half-life enables pathway titration and continuous suppression

* Cmax to Cmin ratio below 2 at steady state — demonstrating relatively flat PK curve
*  Cohort 7 Cmax and Cmin above the IC50 from our cellular assay

* Differentiated PK profile compared to FDA-approved MEKi for NF1-PN



PAS-004 was designed to address the liabilities of previous MEK inhibitors

Selumetinib Mirdametinib Refametinib PAS-004
HO,
H > H > - > o
HO™g N\fo y Cl A~~~ N__O HON ST, y F
N o s 0 Ho T % /‘\/o N
L i sae S UL
Me~N" Y F Br Np SN SO AN S 7 F |
=N F | /l \Ii/A :
F |
F
. . Introduction of diol in the side Hydroxamide to sulfonamide. Next Generation
First Generation . . . .
chain. Improved solubility, potency improved half-life and potency Macrocycle

e PAS-004 is the first MEK inhibitor with a Macrocyclic structure (IC5, = 2 nM)

e Modifications in chemical structures such as removing metabolically unstable groups, including removal of a
primary alcohol may have a big impact on drug properties:

Stronger binding with @ Reduced potential for e Improved oral bioavailability,
active metabolites PK properties and potency

drug target receptors

@ Better safety and
tolerability profile

# pasithea
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Constant suppression of the MAPK pathway may lead to better outcomes

PAS-004 was designed to have a PK profile suited to enhance efficacy and limit toxicity

Short half-life:

May lead to significant fluctuations in plasma concentrations

Target is not continuously inhibited

Toxicities may be associated with Cmax spikes

Toxic Level

\

Plasma Concerntration (ng/mL)
——]
———
——
——
——|
——
— |
— |
— |

Therapeutic Level

0 20 40 60 80 100
Time (hr)
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120

\_

Long half-life:

Achieve steady-state levels and maintain continuous inhibition

Allows for pathway titration

Low Cmax to Cmin ratio avoids Cmax spikes

Plasma Concerntration (ng/mL)

Toxic Level

Therapeutic Level

0 20 40 60 80 100
Time (hr)

120

Not actual data; For illustrative purposes only




Approved MEK inhibitors

Typical liabilities

associated with approved
MEK Inhibitors:

Selumetinib (Koselugo)
Mirdametinib (Gomekli)
Binimetinib (Mektovi)

Cobimetinib (Cotellic)

Trametinib (Mekinist)

Avutometinib

£ pasithea

AstraZeneca AstraZeneca/}

EEEEEEEEEEEE

Pfizer @ pﬁze,.
Genentech  Genentech
Novartis ) NOVARTIS
VeraStem \/ VERASTEM

High toxicity and dose limiting side effects / Selective MEKi have
short half lives

Monotherapy (pediatric + adult)

Monotherapy (pediatric + adult)

+ B-Raf inhibitors

+ B-Raf inhibitors

+ B-Raf inhibitors

+ Defactinib (FAK) combination

NF1-PN (pediatric) .

NF1-PN (adult & pediatric)

Melanoma, NSCLC,
Thyroid cancer, BRAF V600E

Melanoma .
Melanoma .
LGSOC with KRAS mutation .

Toxicity and PK profile limits MEKi use in combination therapy

BID dosing

BID Dosing
3 week on 1 week off Interval

BID Dosing

QD Dosing

QD dosing

1st and 4th day



Dose Dependent inhibition of pERK correlates with clinical efficacy / PAS-004 is
more potent than Selumetinib in In Vitro NF1 model

Partial pERK reduction may be sufficient in NF1 than Selumetinib

e PAS-004 dose dependent tumor response o) PAS-004 is more potent in No plateau effect was observed
correlates with dose dependent pERK reduction m—>\ all 3 NF1 mutated cell lines for PAS-004 = potential for
T ~

deeper clinical activity

@ Limited activity against the
control NF1 WT cells = potential

for enhanced safety profile

In Vivo Dose dependent efficacy In Vivo Dose dependent pERK . .
(NCI-HI299 xenograft) reduction (NCI-HI299 xenograft) Selumetinib PAS-004

Tumor pERK / Total ERK
Mean with SEM, n=10/group

NCI-H1299 Tumor Volume v 100
PAS-004 08 c -~ NF{Wt/wt
_ -s- Vehicle Ii‘: o 80 4 -& NFfWt/wt
'E 3000 PAS-004,2.5mg/kg E 0.6 E - NF1/-
Y + PAS-004, 5.0mgikg z £ 604 N NF1-/-
Tg,zooo + PAS-004, 10.0mgikg & g4 f 2o o NF1-/-
3 ° §
§1ooo % 02 § 20
0 2 5 8 10 12 15 17 20 0.0 o T T T T T
Days ) -12 -10 -8 -6 -4
Log of Conc (M)
Non-published study Non-published study Non-published study
conducted at conducted at conducted at Raymond
Wuxi AppTec Wuxi AppTec Mattingly’s lab, Wayne State Univ.
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@ NFiwt/wt
80 NFqw t/wt
—& NF17/-
¥ NF1-/-
— NF17/-

Percent Inhibition
1

Non-published study conducted at
Raymond Mattingly’s lab,
Wayne State Univ.



PAS-004: Ongoing NF1 open-label dose escalation Phase I/IB clinical trial

Part A Modified 3+3 Dose Escalation Study Design

Part B Dose Expansion

Four dose cohorts in up to 24 patients to determine Recommended Part B Dose

(AN ———— 4
o TS —
®
®

Patient Adult participants with NF1 with TRIAL OBJECTIVES
Population symptomatic and inoperable, incompletely
(n= up to 48) resected, or recurrent PNs

® Assess the safety, tolerability, PK e Identify the RP2D

and PD of PAS-004, in adult e  Characterize PK and PD profile in NF1
participants with NF1-PN

Two Part A dose levels will be selected and
randomized (12 patients per cohort) to
determine RP2D

Recommended
Phase 2 Dose
I
1

Dose 1

NT £ ASAN

i . NOVOTECH \#.~./ Medical Center
5 SItes : US’ The Asia Pacific CRO
Australia and

South Korea UAB ;‘&’; E?nal;l.'::mre
) i

s 4

e Evaluate the preliminary efficacy of PAS-004 on target
PN volume

e  Evaluate the preliminary efficacy of PAS-004 on the
size, appearance and associated symptoms of CNs

# pasithea
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PAS-004: Ongoing open-label dose escalation Phase | clinical trial in cancer

Patient Population (n="~36)

Patients with MAPK pathway driven solid tumors with a documented RAS,
NF1, or RAF mutations or patients who have failed BRAF/MEK inhibition

7 sites in US and Eastern Europe

L N next “ARENSIA

The Asia Pacific CRO ONCOLOGY

EEEEEEEEEEEEEEEEEEE

TRIAL OBJECTIVES

* To evaluate the safety and * Pharmacokinetic (PK) profile
tolerability of PAS-004 in
patients with MAPK pathway * Pharmacodynamic (PD) effects (ERK
driven advanced solid tumors. phosphorylation)

e Define the recommended Phase 2 dose

* To evaluate the preliminary anticancer activity

# pasithea
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Modified 3+3 Dose Escalation Study Design

Cohort
....... v
1 @ 2 mg capsule n=3
2 @ 4 mg capsule n=3
3 @ 8 mg capsule n=3

4a @ 15 mg capsule n=3

4b ' 4 mg tablet n=5

5 @ 22 mg capsule n=3

6 @y 30 mgcapsule n=6

7 @ 37 mgcapsule n=3

8 @ 45 mg capsule (ongoing)




PAS-004 Demonstrates Favorable Human PK Properties in Advanced Cancer Study

Wirdametinib 4 mg BID PAS-004 37 mg AD —— PAS-004 3y mg QD —= Selumetinib 25 mg/m2 BID

1500 1
3007 1250
i IAN N

L 7501

286 7

4001 / \

3001 R
T
1887 :

=)

=

[=]
1

Concentration (ngfmL)

-

=

=
1

Concentration (ng/mL})

0 4 8 12 16 20 24

Time (hr) Time (hr)

PAS-004 dosing QD i . X PAS-004 dosing QD - X
Mirdametinib dosing BID Selumetinib dosing BID
Mirdametinib dosing BID Selumetinib dosing BID

£ pasithea " SpringWorks AstraZeneca%
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Steady State Parameter PAS-004 Mirdametinib? Selumetinib?
Dosing regimen 37mgQD 4 mg BID 25 mg/m? BID
Crnax (ng/mL) 313 198 1,168
AUC .4 or AUC_1,x2 (ng*h/mL) 6690 1,382 7,864
Ciau (ng/mL) 260 ~30 ~90

1-LoRusso PM et al. Phase | pharmacokinetic and pharmacodynamic study of the oral MAPK/ERK kinase inhibitor PD-0325901 in patients with advanced cancers. Clin Cancer Res. 2010 Mar 15;16(6):1924-37.

X ) .
:'%?'; paswh ea 2 -Wang Z, et al. Safety, pharmacokinetics and efficacy of selumetinib in Chinese adult and paediatric patients with neurofibromatosis type 1 and inoperable plexiform neurofibromas: The primary analysis of a phase 1
5P THERAPEUTICS open-label study. Clin Trans| Med. 2024 Mar;14(3): e1589.



Favorable PK Properties Replicated in Ongoing Phase 1/1b Adult NF1-PN Study

200 -
200 —
= -
E 1507 E 150
c =
] G
= 100 Cohort 1: 4 mg QD =
& } —e— Cohort 2: 5 mg QD g 100 —e— Cohort 2: § mg Tablet
2 E —— Cohort 5: 22 mg Capsule
S S
= "
3 07 4 0
O I | I | I | I | I | I | O I | ' | I | ' | ' | I |
0 4 8 137 16 70 74 0 4 & 12 16 20 24
Tirne (hr) Time (hr)

Steady State Parameter 4mg Tablet QD 8mg Tablet QD 22mg Capsule QD
Study Cohort NF1 Cohort 1 NF1 Cohort 2 Advanced Cancer Cohort 5
Cmax (Ng/mL) 58.1 118 108
AUC.,4 (ng*h/mL) 1,120 2,290 2,160
Ciau (Ng/mL) 37.6 75.4 72.7
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PK profile differences (PAS-004 vs Selumetinib)

PAS-004 > 60 hour half life and Cmax / Cmin ratio below 2

Cmax & PD Modeling

PAS-004 Day 22

=

1000 ypog NOAEL 400 —
1 e =
22 4 e E
= T =
g ] 2
2 | 5
s MEK1 1C90 =
2 100 £
s q - o
c c
QJ ™ o
= =] )
o - =
O g
] =
L LA LI L B IR L N

QD Dose (mg)

—8— Capsule 2 mg QD
Capsule4 mg QD
—8— Tablet4 mg QD
—&— Capsule 8 mg QD
—8— Capsule 13 mg QD
—8— Capsule 22 mg QD
—8— Capsule 30 mg QD
® - Capsule 37 mg QD

Time (hr)

Selumetinib PK Curves !

A] Population profiles - Adults - 75 mg SD

B] Mean steady state profiles - Adults - 75 mg bid

— Selumetinib

N-Desmethyl-Selumetinib
(active metabolite)

T 10000 — T 10000

E E E

2 10001 g

< = 1000 -

S ] 2 ;

® 100 © ]

'E E c 100 3
- [ 3

o o

e 10 c

o 3 o

) ] : 10

g 13 £
= [}

) 7 K]

a 01 | | | [ 1 T T T T T T T 1
0 6 12 18 0 12 24 36 48 60 72 84 96

Time post-dose (h)

Time post-dose (h)

o
aswh ea 1. Campagne O et al.. Clinical Pharmacokinetics and Pharmacodynamics of Selumetinib. Clin Pharmacokinet. 2021 Mar;60(3):283-303.
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AUC correlates with treatment responses in NF1

PAS-004 dose of 30mg capsule at steady state (AUC_,41)

E‘ Positive relationship between treatment response and
=© over 6,690 ng*h/ml

mirdametinib exposure (AUCy_1) (p =0.052)

3 The majority of Gomekli responses were seen in 2 PAS-004 dose of 8mg tablet (AUC_,4,) over
o) . . ‘
IBY patients whose AUC was = 600 ng*h/ml 2,290 ng*h/ml

A A No partial response
© Partial response PAS-004 C,.ox (Ng/ML) AUC,,, (ng*h/mL)
20 4 Study Cohort [mean CV%] [mean CV%]

o v o e 37 mg Capsule (n=3) 313(26.3) 6690 (28.1)

From Baseline (%)

Maximum Volume Change

400 600 800 1,000 8 mg Tablet (n=3) 118 (28.0) 2290 (24.8)
AUG,_1or, Mirdametinib (ng * h/mL)

- ol
:%?-. paswh ea 1. Weiss BD et al. A Neurofibromatosis Clinical Trials Consortium Phase Il Trial of the MEK Inhibitor Mirdametinib (PD-0325901) in Adolescents and Adults With NF1-Related Plexiform Neurofibromas. J Clin Oncol. 2021
EE2C M

SRR Mar 1;39(7):797-806.



Efficacy evaluable patients in Phase 1 Advanced Cancer Study (n=22)

TUMOR TYPE ® MUTATION

oonro: [ S S A
!

Ovarian Cancer @ KRAS G12D A

Gastroesophageal Adenocarcinoma @ KRAS G12V _ A
Pancreatic adenocarcinoma @ KRAS G12D _ A
I

Melanoma of skin @ BRAF V600E

A A s Cohort 1 - 2mg Y Partial Response (PD) - unconfirmed
Pancreatic Cancer @ KRAS G12R A Cohort 2 i 4mg Stable Disease (SD)
Melanoma of skin @ NF1 A

° s Cohort 3 - 8mg A Progressive Disease (PD)

on-small cell lung Cancer KRAS G12V
e wmmmm Cohort 4A - 15mg Patient Still on Trial
Colorectal Cancer @ NRAS G12 A
toma ot s oo N Cohort 4B - 4mg tablet . patient not included in efficacy evaluable

Cohort 5 - 22mg population because tumor lesion 1 was not
Cohort 6 -30mg captured by CT scan at follow-up visit

Cohort 7 - 37mg

|
Pancreatic Cancer @ KRAS Q61H A
|

Colon Cancer @ KRAS G12D

Colon Cancer @ KRAS G13D

100 200 300

Days on treatment

IP=Investigational Product, P D=Progressive Disease, SD=Stable Disease.

[ ]
.-"‘-. Evaluable patients are defined as all patients who have received at least one dose of IP, completed baseline imaging (CT/MRI during screening), and completed at least one post-baseline scan after initiation of IP. Number of Evaluable Patients Included = 22.
;%%; as e Subject 104-002 ended treatment due to progressive disease on October 31, 2024, imaging was done on November 18, 2024.
222" N THERAPEUTICS PD and SD as determined by investigator based on RECIST1.1.

Cutoff date is November 10, 2025



Preliminary efficacy signals in BRAF mutated tumors (n=7 evaluable patients)

v Initial Disease Control Rate (DCR) of 71.4% in BRAF-mutated tumors: 5 of 7 patients achieved stable disease

v’ Patient in cohort 4A with BRAF V600 mutated melanoma cancer who previously received a MEK + BRAF inhibitor combination therapy achieves achieves partial response
with -31.9% tumor shrinkage and remains on trial for over 11 months

TUMOR
TYPE

Melanoma
of skin

Colon
Cancer

Melanoma of
skin

Non-small cell
lung Cancer

Melanoma of
skin
Colon Cancer

Melanoma
of skin

Melanoma of
skin

@ MUTATION

® BRAF
V600E

@ BRAF
K601E

@ BRAF
V600E

@ BRAF
G469A

@ BRAF
V600E

@ BRAF
V600E

@ BRAF
V600E

@ BRAF
V600E

+
+
+
+
+
+
+
+
+
Percent Change

>I|

oI
*

= cohort1-2mg

EEEEN Cohort4A - 15mg

Cohort5-22ing

B Cohort 6- 30ig

B Cohort7-37mng

100

Days on Treatment

200

* Partial Response (PR) - unconfirmed
Stable Disease (SD)
A Progressive Disease (PD)

Patient Still on Trial

300

* Patient not included in efficacy evaluable population because tumor lesion 1 was not captured by CT scan at
follow-up visit

£ pasithea

Target Lesion Percent Change Over Time

14077 Il Cohort 1 -2mg
1207 Il Cohort 4A - 15mg
100 | [ Cohort 5 - 22mg
80 M Cohort 6 - 30mg
60 M Cohort 7 - 37mg
4071 | | |

0 100 200 300

Days on Treatment

23



Number of patients with at least possibly related selected AE

Sl

2mg 4mg
N=3

N=3 N=3 N=3
Percentage
Selected AEs of patients
(All Grade 1 and 2) . P
with events

Rash (all)

Diarhea
Vomiting
Nausea
Increased CPK

Fatigue

- - .
..%?.. pasrthea 1. Based on 28 patients completing DLT period / DLT evaluable.
225" NTHERAPEUTICS

Cohort 4A Cohort 4B

4mg tablet
N=4

30 mg
N=5




Mirdametinib PK and AE profile from its Phase 1 trial in advanced cancer

PK profile with large Cmax to Cmin variability? Adverse events observed even at the lowest dose
level, including rash and diarrhea?

e 1mgQDint(n=4) .
10,0(1)—E —A— 1mgBIDint (n=2) Table 3. Most common treatment-related AEs (maximum grade, all cycles)
] $— 2mgBIDint (n=4) AE Total no. PD-0325901
7 :'5"‘9 B';[;'t . =—2 ) patients schedules and
£ mg BiDint (n = 3 with events dose levels
e 20mg BIDint (n=3) (no. patients)
£ 1,000 ! —a&— 30mgBIDint (n=2) Intermittent
§ - < - 20mgBID con (n=6)
= - ¢ - 15mgBID con(n=6) 1 mg QD 1imgBID 2mgBID 4mgBID 8mgBID 15 mg
= —¥— 10 mg BID con (n=6) (h=4) (h=4 (=4 (h=4 (n=3) BID
] —=— 20mgBIDint* (n=1) (n=4)
g —2— 10mgBIDcwb (n=8) Al G>3 Al G>3 Al G>3 Al G>3 Al G>3 Al G23
2 Median | inst pERK
s O e VT—E— (165 ngﬁ)m tumor Rash 52 — = B = ] = B = g = 7 =
Q xenograft models Diarrhea 36 — — — — 2 — 4 — 2 — 3 —
3 Fatigue 40 8 = f = 8 = f e o= = f e
e Nausea 25 1T - 1 - 8 = 2 - - - 1 =
. 1 Sy Uy Uy Peripheral edema 17 — — — —_ —_ —_ — — — — — —
ﬁ 10 Balance and gait disorders* 15 — — — — — — — — — — 1 —
2 ] Pruritus 15 - — 1 = 8 = = = = = = =
2 Vomiting 14 — — — — 1 — 1 — 1 — — —
- Visual disturbance 9 e — 1 —_ = = = 2 —
Blurred vision 7 — — — — — — 1 —_ —_ —_ 1 —
Periorbital edema 6 — — — — — — 1 — — s — —
1 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 *Includes ataxia, dizziness, and gait disturbance.

°
3 asrthea 1. LoRusso PM et al. Phase | pharmacokinetic and pharmacodynamic study of the oral MAPK/ERK kinase inhibitor PD-0325901 in patients with advanced cancers. Clin Cancer
e %. A e Res. 2010 Mar 15;16(6):1924-37.



Clinical Program Timelines to Registration and Near-term Milestones

2027 2028 205 203 2031

FIH Ph1 in Solid Tumors

[ Adult NF1-PN Ph1/1b (Part A & Part B) ] Adult NF1-PN Ph2 (potential registrational) 2
Pediatric NF1-PN Ph1? Pediatric NF1-PN Ph2 (potential registrational) 2

a 3 a 3
T
Initial safety and efficacy Additional safety and
data in NF1-PN and efficacy in advanced
NF1-CN cancer study
. W, . W,

R T IR &h 1. Timing of pediatric trial subject to discussion with the FDA
:.5%.: REgﬁcs ea 2. Koselugo and Gomlekli were both approved by the FDA based on results from Phase 2 registrational studies. The Company has had no dialogue with the FDA regarding registrational studies.



MEK inhibitors have broad potential opportunity

**Rasopathies**

**Cancer**

* NF1 Plexiform * V600 mutations * AML - Ras Mutated
* Adults + Melanoma + MPNST - Malignant
* Pediatric « Colorectal Peripheral Nerve

* NF1 Cutaneous Sheath Tumor

* Pancreatic
* BRAF Fusions

¢ Glioma and Glioblastoma

* Noonan Syndrome
e Costello Syndrome

* CM-AVM
PAS-004
**Rare Disease** **ETS2 Diseases**
* ALS e |rritable Bowel Disorder (IBD)

e TSC (tuberous Sclerosis)
* LMNA Cardiomyopathy
Hypertrophic Cardiomyopathy

e Ulcerative Colitis (UC)

* Crohn's Disease (CD)

e Primary Sclerosing Colingitis (PSC)
* Ankylosing Spondylitis

£ pasithea



MEK inhibitors have broad opportunity - modulate the ETS2 pathway?

MEKi modulation provides potent anti-
inflammatory activity, phenocopying ETS2

MEKi as a class are the

ETS2 gene is a central regulator of stroneest known ETS?2
human inflammatory macrophages 8

inhibitors knock-out, modulating multiple cytokines
ArtiCIe *k%k kk*k *kkk khkkk *% *k k% * NS
) ° . *%
A disease-associated gene desertdirects 104, 900 . 3007 .
macrophage inflammation through ETS2 = : 31° te 024"
= o 600 - 200 - ‘
S o 150 T .
https://doi.org/10.1038/s41586-024-07501-1 C. T. Stankey" ’-"’:;C‘ Bour‘ges"”: L.M. Haag:‘:s,,l Turn:’rl-s:okes"’,a:, :r ::‘eodade; i ‘: °
Reocsivedi17.AbH| 2023 T Zhang?, . 5. Wood F.N. New®. L. O Randzavols, L. Sweidel™ . C. Brown's A Hall"®, o ° i 100 .
Accepted: 1 May 2024 :iafhf‘l::'l::mi ¢:<3 Parkes’, w'.\ - “ H‘.‘FH '"’,P'.?.',. s ¥ L.ilf::uz"b - E— 1 ol o © 300 - °
Fuiblished/onifine=05 duno 124 o. T’horburn‘",’l. c. Knight'#2°3!, A, P. Rot’:h"or’d”, C.D. Murray;-‘..P. Divakar'®, ™. 'Green", ' € : 50 -1 ®
Openaccess E. Nye®, J. 1. MacRae’, N. B. Jamieson®, P. Skoglund”, M. Z. Cader'®*, C. Wallace'*, e L] 2
M Check for updates DG Thomas'$* 4. C: Leal o= 8 ﬁ m ° : %ebBe
g ST 0" irs 06
[
Approved IBD MEK inhibitors £ L o t 27 5 -
_ \_ treatments £ - ° 154 ° . 1°
> 5 (HSPS90 inhibitors 5 3 .
=) ETS upstream —— c . 0.501 . .
§ % regu'ators JAK inhibitors § 2- o. 1.04 : .
2 504 RAF inhibitors £ . 11
(@] (0] X | °© °o® o,
) T . o ° 0.25 4 ° o o °
5 SRC inhibitors S 1 'y 05- : : e
@ — : oo :
g5 257 Glucocorticoids 1. Fﬁ,. ﬁﬁ * ﬁﬁ
= — Lliefle A | °ile oLl Lile]
ES ERK inhibitors 023 02 0Ny IL-10
= — @ Vehicle control ~ @Infliximab ~ @MEK inhibitor (PD-0325901)

o
L

Drug classes

1. Stankey CT et al. Nature. 2024 Jun;630(8016):447-456.
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Intellectual Property

Composition of Matter patent issued
* US patent 9034861, Exclusivity protection until Sept 2032 with extension estimated to be March 2037
3¢

e Additional 6-month exclusivity for pediatric application

* Patentissuedin multiple geographies

New Composition of Matter patents filed in Jan 2024
(=c& ° Based on identification of astable crystalline form

* Anticipated patent protection at least until 2045

Orphan exclusivity
@ * PAS-004 received orphan-drug designation from the FDA for the treatment of NF1

* Forrare diseases: 7 years exclusivity in U.S. and 10 years in European Union

o Pursuing patent extension strategy

®* Process patents, dosing, delivery & formulation development, follow-up compounds

# pasithea
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Financial Overview

Founded / IPO 2020 / 2021
Nasdaq KTTA )
s Market Cap $29.7M

Primary Market Cap @) $113.8 M

52 Week Low — High (1) $0.292 / $2.82

[0)
[=}
[=]
(=]

Stock Price (V) $1.29
Common Shares Outstanding (V) 23.09 M
Primary Shares Outstanding (?) 88.24 M
Fully Diluted Shares Outstanding (-3 103.02 M
Cash Balance ¥ $59.1 M

As of market close on 12/31/2025.

# pasithea

ERAPEUTICS

~ woN e

Includes 13,090,120 warrants (WAEP: $4.84) and 1,685,843 stock options (WAEP: $2.77)

Includes 65,153,335 shares of common stock issuable upon exercise of pre-funded warrants outstanding, at an exercise price of $0.001 per share

Cach and rach eanivalenie acAf9/20/95 nhiic nrafarma ectimatre nfannravimatrely €54 9 millinn af net nrareede fram the December 2025 nithlic Afferinoe
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Contact:
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