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Company Disclaimer
/ŜǊǘŀƛƴ ǎǘŀǘŜƳŜƴǘǎ ǎŜǘ ŦƻǊǘƘ ƛƴ ǘƘƛǎ ǇǊŜǎŜƴǘŀǘƛƻƴ ōȅ tŀǎƛǘƘŜŀ ¢ƘŜǊŀǇŜǳǘƛŎǎ /ƻǊǇΩǎ όǘƘŜ ά/ƻƳǇŀƴȅέύ Ŏƻƴǘŀƛƴ ŦƻǊǿŀǊŘ-looking statements, within the meaning of the Private Securities Litigation 
wŜŦƻǊƳ !Ŏǘ ƻŦ мффрΣ ŀǎ ŀƳŜƴŘŜŘΣ ǘƘŀǘ ǊŜŦƭŜŎǘ ǘƘŜ /ƻƳǇŀƴȅΩǎ ǇƭŀƴǎΣ ōŜƭƛŜŦǎΣ ŜȄǇŜŎǘŀǘƛƻƴǎ ŀƴŘ ŎǳǊǊŜƴǘ ǾƛŜǿǎ ǿƛǘƘ ǊŜǎǇŜŎǘ ǘƻΣ ŀƳong other things, future events and financial performance 
όŎƻƭƭŜŎǘƛǾŜƭȅ ǊŜŦŜǊǊŜŘ ǘƻ ƘŜǊŜƛƴ ŀǎ άŦƻǊǿŀǊŘ-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎέύ ƛƴŎƭǳŘƛƴƎ Ǉƭŀƴǎ ǘƻ ŘŜǾŜƭƻǇΣ ƳŀƴǳŦŀŎǘǳǊŜ ŀƴŘ ŎƻƳƳŜǊŎƛŀƭƛȊŜ ƛǘǎ 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, the ability of initial 
clinical data to de-risk PAS-004 and be confirmed as the study progresses, including the safety, tolerability, pharmacokinetics, pharmacodynamics and potential efficacy of PAS-004, the potential 
ŀŘǾŀƴǘŀƎŜǎ ŀƴŘ ŜŦŦŜŎǘƛǾŜƴŜǎǎ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŎƭƛƴƛŎŀƭ ŀƴŘ ǇǊŜŎƭƛƴƛŎŀƭ ŎŀƴŘƛŘŀǘŜǎΣ ǘƘŜ ǘƛƳƛƴƎ ƻŦ ŀŘŘƛǘƛƻƴŀƭ ǘǊƛŀƭ ǳǇŘŀǘŜǎΣ ǊŜcommended phase 2 dose and additional safety data, the indications to be 
pursued by the Company in future clinical studies including NF1-PN, 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, ǘƘŜ /ƻƳǇŀƴȅΩǎ ŎŀǎƘ ƴŜŜŘǎ ŀƴŘ ŀǾŀƛƭŀōƛƭƛǘȅΣ ƛƴŎƭǳŘƛƴƎ ƻǳǊ ǇǊƻƧŜŎǘŜŘ 
cash runway and current operating plans, and the 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.

¢ƘŜǎŜ ƛƴŎƭǳŘŜΣ ōǳǘ ŀǊŜ ƴƻǘ ƭƛƳƛǘŜŘ ǘƻΣ ǎǘŀǘŜƳŜƴǘǎ ŀōƻǳǘ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ŘŜǾŜƭƻǇΣ ƻōǘŀƛƴ ǊŜƎǳƭŀǘƻǊȅ ŀǇǇǊƻǾŀƭ ŦƻǊ ŀƴŘ commercialize its product candidates; our ability to submit 
LƴǾŜǎǘƛƎŀǘƛƻƴŀƭ bŜǿ 5ǊǳƎ ŀǇǇƭƛŎŀǘƛƻƴǎ όάLb5έύΣ ƻǊ Lb5 ŀƳŜƴŘƳŜƴǘǎ ƻǊ ŎƻƳǇŀǊŀōƭŜ ŘƻŎǳƳŜƴǘǎ ƛƴ ŦƻǊŜƛƎƴ ƧǳǊƛǎŘƛŎǘƛƻƴǎ ƛƴ ƻǊŘŜǊ ǘƻ 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 /ƻƳǇŀƴȅΩǎ ǎǳŎŎŜǎǎ ƛƴ ŜŀǊƭȅ ǇǊŜŎƭƛƴƛŎŀƭ ǎǘǳŘƛŜǎΣ ǿƘƛŎƘ Ƴŀȅ ƴƻǘ ōŜ ƛƴŘƛŎŀǘƛǾŜ ƻŦ 
results obtained in later studies or clinical trials; the potential benefits of our product candidates, including efficacy and sŀŦŜǘȅ ǇǊƻŦƛƭŜǎ ƻŦ ƻǳǊ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘŀǘŜǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƻōǘŀƛƴ 
ǊŜƎǳƭŀǘƻǊȅ ŀǇǇǊƻǾŀƭ ǘƻ ŎƻƳƳŜǊŎƛŀƭƛȊŜ ƻǳǊ ŜȄƛǎǘƛƴƎ ƻǊ ŀƴȅ ŦǳǘǳǊŜ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘŀǘŜǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƛŘŜƴǘƛŦȅ ǇŀǘƛŜƴǘs with the diseases treated by our product candidates, and to enroll 
ǇŀǘƛŜƴǘǎ ƛƴ ŎƭƛƴƛŎŀƭ ǘǊƛŀƭǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŜȄǇŜŎǘŀǘƛƻƴǎ ǊŜƎŀǊŘƛƴƎ ŎƻƭƭŀōƻǊŀǘƛƻƴǎ ŀƴŘ ƻǘƘŜǊ ŀƎǊŜŜƳŜƴǘǎ ǿƛǘƘ ǘƘƛǊŘ ǇŀǊǘƛŜǎ ŀƴŘ theƛǊ ǇƻǘŜƴǘƛŀƭ ōŜƴŜŦƛǘǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƻōǘŀƛƴΣ Ƴŀƛƴǘŀƛƴ ŀƴŘ 
ǇǊƻǘŜŎǘ ƻǳǊ ƛƴǘŜƭƭŜŎǘǳŀƭ ǇǊƻǇŜǊǘȅΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƛŘŜƴǘƛŦȅΣ ǊŜŎǊǳƛǘ ŀƴŘ ǊŜǘŀƛƴ ƪŜȅ ǇŜǊǎƻƴƴŜƭΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŜȄǇŜŎǘŜd uǎŜ ƻŦ ŎŀǎƘ ŀƴŘ ŎŀǎƘ ŜǉǳƛǾŀƭŜƴǘǎ ǘƻ ŦǳƴŘ ƛǘǎ ƻǇŜǊŀǘƛƻƴǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ 
ŦƛƴŀƴŎƛŀƭ ǇŜǊŦƻǊƳŀƴŎŜΤ ŘŜǾŜƭƻǇƳŜƴǘǎ ƻǊ ǇǊƻƧŜŎǘƛƻƴǎ ǊŜƭŀǘƛƴƎ ǘƻ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŎƻƳǇŜǘƛǘƻǊǎ ƻǊ ƛƴŘǳǎǘǊȅΤ ǘƘŜ ƛƳǇŀŎǘ ƻŦ ƭŀǿǎ ŀƴŘ regǳƭŀǘƛƻƴǎΤ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŜȄǇŜŎǘŀǘƛƻƴǎ ǊŜƎŀǊŘƛƴƎ ǘƘŜ ǘƛƳŜ ŘǳǊƛƴƎ 
ǿƘƛŎƘ ƛǘ ǿƛƭƭ ōŜ ŀƴ ŜƳŜǊƎƛƴƎ ƎǊƻǿǘƘ ŎƻƳǇŀƴȅ ǳƴŘŜǊ ǘƘŜ Wh.{ !ŎǘΤ ŀƴŘ ƻǘƘŜǊ ŦŀŎǘƻǊǎ ŀƴŘ ŀǎǎǳƳǇǘƛƻƴǎ ŘŜǎŎǊƛōŜŘ ƛƴ ǘƘŜ /ƻƳǇŀƴȅΩǎ pubƭƛŎ ŦƛƭƛƴƎǎ ǿƛǘƘ ǘƘŜ {ŜŎǳǊƛǘƛŜǎ ŀƴŘ 9ȄŎƘŀƴƎŜ /ƻƳƳƛǎǎƛƻƴ όά{9/έύ 
and other documents we file from time to time with the SEC.

¢ƘŜǎŜ ǎǘŀǘŜƳŜƴǘǎ ŀǊŜ ōŀǎŜŘ ƻƴ ǘƘŜ /ƻƳǇŀƴȅΩǎ ƘƛǎǘƻǊƛŎŀƭ ǇŜǊŦƻǊƳŀƴŎŜ ŀƴŘ ƻƴ ƛǘǎ ŎǳǊǊŜƴǘ 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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Leadership Team with Broad Range of Experience and Success

3

Dr. Lawrence Steinman - Executive Chairman & Co-Founder

ÅEndowed Chair in the Neurology Dept. at Stanford University. Member of the National Academy of Sciences.
ÅFounded and served on board of successful biotech companies, including Neurocrine Biosciences Inc. (Founder and Board Member) 

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

Dr. Tiago Reis Marques - Chief Executive Officer & Co-Founder

ÅFellow at Imperial College and lecturer at KingËs College London.
ÅRenowned psychiatric researcher and lecturer with decades of experience in the biological mechanisms of mental health and 

brain disorders.

Daniel Schneiderman - Chief Financial Officer

Å20+ years of experience in the capital markets and operations.
ÅSenior financial roles at translational biotech companies, including, MetaStat, Inc., Biophytis SA and First Wave BioPharma, Inc.  

Dr. Graeme Currie - Chief Development Officer 

Å30 years of drug development experience in both pharmaceutical and biotech companies.
ÅSenior leadership roles at Dynavax Technologies, Regeneron Pharmaceuticals, Inc., PDL BioPharma, Inc. and Gilead Sciences, Inc.
ÅDr. Currie has successfully led drug development programs and has held key roles in the development of 7 approved drugs.



MEKi Focused Pipeline

Program Drug 

modality

Indication Target Target ID / 

Validation

Lead 

Selection

IND

Enabling

Phase I Milestones

PAS-004 
Macrocyclic
Small molecule

Neurofibromatosis 
Type 1 (NF1) and 
solid tumors 

MEK 1/2
Interim data 
2H 2024

PAS-003
Monoclonal 
antibody

Amyotrophic 
Lateral Sclerosis 
(ALS)

a5b1 
Integrin

Partnership 
opportunity

PAS-001 Small molecule Schizophrenia C4A
Partnership 
opportunity

FIH Phase 1 trial initiated Q1 2024
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Next Generation MEK Inhibitor for 
The Treatment of Neurofibromatosis 

Type 1 (NF1) and Solid Tumors

PAS-004
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MAPK Pathway disregulation 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.

Alterations in RAS or RAF have been described in many cancers, 
including melanoma and colorectal where MEK inhibitors are 
approved.

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

Other diseases (Rasopathies) are known to be caused by MAPK 
disregulation.

block phosphorylation of ERK
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MEK inhibitors have broad opportunity - modulate the ETS2 pathway
 

ÅETS2 gene is a central regulator of human inflammatory macrophages

ÅMEKi as a class are the strongest known ETS2 inhibitors 

ÅMEKi modulation provides potent anti-inflammatory activity, phenocopying ETS2 knock-out, modulating multiple cytokines

StankeyCTet al. Nature. 2024Jun;630(8016):447-456. .
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NF1: Large unmet medical need

30-50% of NF1 patients develop plexiform neurofibromas (NF1-PN).  
>95% develop cutaneous neurofibromas (NF1- CN).

PN are benign peripheral nerve sheath tumors that can cause severe 
complications, including disfigurement, pain, motor dysfunction, and 
neurological impairment and have malignant transformation potential. 

Surgical resection of PN is challenging. The MEK inhibitor Selumetinib is 
the only FDA approved agent for NF1-PN treatment and only in the 
pediatric population (ages 2-18).  

CN usually presents as skin bumps and can cause disfigurement and 
quality of life challenges. There are currently no approved treatments for 
CN.

NF1 isa autosomaldominantgeneticdisorder.

Affects approximately one in 3,000 newborns worldwide with ~100,000 
patients living in U.S. with NF11.

1. Division of Cancer Epidemiology & Genetics at the National Cancer Institute
8



NF1 Tumor Conditions
 
ÅNeurofibromas are noncancerous (benign) tumors that are derived from Schwann cell lineage

ÅPlexiform Neurofibromas can undergo malignant transformation 

Cutaneous Neurofibromas Plexiform Neurofibromas

Poplausky, Det al. Cancers2023, 15, 2770.

DagalakisU et al., JPediatr. 2014Mar;164(3):620-4. 9



Where and how to improve on existing treatment option

ÅCurrent approved MEKi has suboptimal profile

τ Discontinuation rate of 38.2% at 18 months and 47.8% at 24 months.1

τ ORR of 44% - independent centralized review (ICR)REiNS criteria.2

τ Averagedepth of response is only 27.9% (median best percentage change in PN volume from baseline).2

τ Potentially linked tolimited pERK inhibition and plateau effect seen in our preclinical cellularmodels.

ÅLong time to generate response

τ Time to response is long (median time to onset of response is 7.2 months). 2

ÅPoor tolerability and compliance

τ Requires BID (2x/day) dosing. 3

τ AE profile characterized by GI symptoms and skin tox. 3

1. Lyonset al; Medication adherence and persistence on selumetinib treatment in pediatric database analysis; Poster presented at Global NF Conference, June 2024

2. Results from results from SPRINT Phase 2 Stratum 1; DCO June 2018

3. KOSELUGO Prescribing Information (https:// alexion.com/Documents/koselugo_uspi.pdf)
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Macrocycle Structure positions PAS-ллп ƛƴǘƻ ǘƘŜ ά{ǿŜŜǘ {Ǉƻǘέ ŦƻǊ bCм 

PK Profile Tolerability

Potency

PAS-004 =
Sweet 
Spot 

Sustained suppression of phospho-ERK (Potency)

ÅLong half life allows continued suppression of target, potentially leading to 
better efficacy.

Improved risk-benefit profile (Tolerability)

ÅaŀŎǊƻŎȅŎƭƛŎ ƳƻƭŜŎǳƭŜǎ ŀǊŜ ƳƻǊŜ ǊƛƎƛŘ ǿƛǘƘ ǇƻǎǎƛōƭŜ ƭŜǎǎ άƻŦŦ ǘŀǊƎŜǘέ ǎƛŘŜ-
effects vs other MEK inhibitors with additional interactions.

ÅExpected 90% pERK reduction at NOAEL dose. 

ÅImproved patient compliance due to 1x a day or less dosing.

Improved PK/PD (PK profile)

Å96% oral bioavailability seen in preclinical models.

ÅLong half life (approved drugs in NF1 have short half life requiring BID 
dosing).

Better combinability

ÅSuperior properties may support better combination. 

11



Short half life = No accumulation
Target is not continuously inhibited

Constant suppression of the MAPK pathway

ÅPK profile suited to enhance efficacy and avoid toxicity

12

Long half life = Accumulation to reach steady state
Target is continuously inhibited

For illustrative purposes only



Approved MEK Inhibitors

Drug Company
Development 

Approach
Tumor Type Key Properties

Selumetinib (Koselugo) AstraZeneca
Monotherapy

(pediatric)
Neurofibroma (NF-1)

Å Short Half-Life

Å BID dosing

Trametinib (Mekinist) Novartis + B-Raf inhibitors
Melanoma, NSCLC,

Thyroid cancer, BRAF V600E

Å Long Half-life

Å High Potency

Cobimetinib (Cotellic)
Genentech

+ B-Raf inhibitors Melanoma Å Long Half-Life

Binimetinib (Mektovi)
Pfizer

+ B-Raf inhibitors Melanoma
Å Short Half-life 

Å BID dosing

Typical liabilities associated with approved MEK Inhibitors:

ÅHigh toxicity and dose limiting side effects 

ÅToxicity and PK profile limits use in combination therapies (such as chemo and/or IO agents)
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Pasithea 

(KTTA)

Day One 

(DAWN)

Recursion 

(RXRX)

Spring Works 

(SWTX)

Fosun Pharma

(656 HK)

Verastem 

(VSTM)

Immuneering 

(IMRX)

MEK 
Inhibitor

PAS-004 Pimasertib REC-4881 Mirdametnib FCN-159 Avutometinib
(MEKi + RAF clamp)

IMM-1-104
(Universal RAS)

NF 1 
Intention

Yes No No Yes Yes No No

Development 
Phase

Phase 1 Phase 2 Phase 2 Phase 2b Phase 2 Phase 2 Phase 1

Clinical Trials 
Indications

- Advanced 
Solid tumors 

- Bridge to NF1 
pediatrics and 

adults 

- Recurrent or  
progressive 
solid tumors 

- Familial 
Adenomatous 
Polyposis (FAP) 

- NF1 pediatrics and 
adults 

- Advanced solid 
tumors

- Phase 2 data in 
NF1 patients

- Low Grade Serous 
Ovarian Cancer

- Advanced Solid 
tumors

~Market Cap
(08/30/24)

$4.6 million $1.36 billion $2.0 billion $3.1 billion N/A $100 million $33 million

MEK inhibitors in clinical development

Majority of MEK inhibitors in clinical development for Oncology indications
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PAS-004 was designed to address the liabilities of previous MEK inhibitors
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PAS-004Mirdametinib Refametinib Selumetinib 

PAS-004 is the first MEK inhibitor with a Macrocyclic structure

Introduction of diol in the side 
chain. Improved solubility, potency

Hydroxamide to sulfonamide. 
improved half-life and potency

Next Generation Macrocycle First Generation 

Improved oral bioavailability, PK properties and Potency 

Biochemical (MEK1/2 enzyme) 

Assay IC50 = 40 nM

Mechanism-based Cellular 

Assay (p-ERK) IC50 = 2 nM

Rat PK T1/2 = 11.5 h; %F = 39%

Dog PK T1/2 = 52 h; %F = 96%

Chemistry 9-step synthesis

Modification in chemical structures can have big impact on drug properties
Å Primary alcohol reduced potential for active metabolites
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PAS-004 profile is superior to Approved MEK inhibitors

   Trametinib (21 day-GLP)1 Cobimetinib2 PAS-004 (28-day GLP)

Studies performed on Rats

pERK (EC50) 2 nM 2 nM 2 nM 

(M) NOAEL Dose, 28-day GLP (HNSTD)  0.125 mg/m2/day (0.02 mg/kg) 3 mg/kg (HNSTD) 5 mg/kg

28th day, Cmax at NOAEL Dose 2.89 nM 54 nM 2404 nM

Cmax/ pERK IC50 <2 27 1202

Studies performed on Dogs

NOAEL Dose
0.5 mg/m2/day

HNSTD (0.025 mg/kg)

13-week study, 

<<1 mg/kg
0.5 mg/kg

28th day, Cmax at NOAEL Dose 5.41 nM 67 nM (day 30), 0.3 mg/kg 820 nM

Cmax/ pERK IC50 <5 33.5 >>200

Additional Information

hERG Inhibition (IC50) 1 µM 0.5 µM 13 µM

Pharmacokinetic, Rat Half-life 5.5h 5.56h 11.5h

Pharmacokinetic, Dog Half-life 13h 6.21h 52h

HNSTD = Highest non-severely toxic dose

1. Center for drug evaluation and research, Pharmacology review,  Application Number 204114Orig1s000 

2. Center for drug evaluation and research,  Pharmacology review,  Application Number 206192Orig1s000 

Å Higher Cmax, Less Potent at hERG Inhibition (ie. less cardiotoxicity) and Long Half Life
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Comparative Preclinical Efficacy of PAS-004

PAS-004 vs. Selumetinib 
In Vitro Potency  

{ǘǳŘȅ ŎƻƴŘǳŎǘŜŘ ŀǘ 5ǊΦ ²ƻǊƳŀƴΩǎΦ Lab, Columbia University

PAS-004 vs. Approved MEKi                                                                                  
In Vivo Efficacy

ÅBetter potency (>10x) than Selumetinib in inhibiting p-ERK  in vitro 

ÅSuperior efficacy when dosed 1xday than approved MEKi dosed 2xday 

HEK-293 cell line

Study conducted at WuxiAppTec
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Dose Dependent inhibition of pERK which correlate with clinical efficacy

18

In Vivo Dose dependent pERK reduction   
(NCI-HI299 xenograft)

In Vivo Dose dependent efficacy  (NCI-HI299 xenograft)

Å Analysis of clinical data from approved MEKi indicates partial p-ERK is needed in NF1 
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Selumetinib PAS-004

PAS-004 is More Potent than Selumetinib in In Vitro NF1 Model

19Reference for the 3D culture assay: Ray Mattingly et al, Wayne State Exp. Neurology 2018, 289

Å PAS-004 is more potent in all 3 NF1 mutated cell lines than Selumetinib

Å No Plateau Effect was observed for PAS004 = potential for deeper activity in patient

Å Limited activity against the control NF1 WT cells=support good safety profile

Studyconductedat Ray Mattingly lab, Indiana UniversityStudyconductedat Ray Mattingly lab, Indiana University



PAS-004 efficacy in GEMM model
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PAS-004: Genetic Engineered Mouse Model (GEMM) of NF1

Study conducted at Dr. WadeClapp Lab, Indiana University, School of Medicine

Å PAS-004 exhibits significant reduction in tumor volume

Å PAS-004 exhibits significant reduction in tumor number

Å PAS-004 is dosed 1x day, where other agents require 2x day

¦ƴŎƻǊǊŜŎǘŜŘ CƛǎƘŜǊΩǎ [{5Υ  
*   V vs PAS-004 ς 0.0048

¦ƴŎƻǊǊŜŎǘŜŘ CƛǎƘŜǊΩǎ [{5Υ  
* V vs PAS-004 τ0.0009



Intellectual Property
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ÅComposition of Matter Patent Issued

τ US patent 9034861, Exclusivity protection until  Sept 2032 with extension estimated to be March 2037

τ Additional 6-month exclusivity for pediatric application

τ Patent issued in multiple geographies

ÅNew patents filed in Jan 2024

τ Based on identification of a stable crystalline form ς composition of matter

τ Anticipated patent protection at least until 2045

ÅOrphan Exclusivity

τ Received orphan-drug designation from the FDA for the treatment of NF1

τ For rare diseases: 7 years in U.S. and 10 years in European Union 

ÅPotential new patent filings

τ Process Patent, follow-up compounds 



PAS-004 Phase I Clinical Trial 
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SAD & MAD Dose Escalation

Cohort 1: PAS-004 2 mg
(n=3+3)

Cohort 2: PAS-004 4 mg
(n=3+3)

Cohort 3: PAS-004 6 mg
(n=3+3)

Cohort 4: PAS-004 9 mg
(n=3+3)

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

Up to 7 sites in US and Eastern Europe

Cohort 5: PAS-004 12 mg 
(n=3+3)

Cohort 6: PAS-004 15 mg
(n=3+3)

Cohort 7: PAS-004 18 mg
(n=3+3)

TRIAL OBJECTIVES

Primary
To evaluate the safety and tolerability of PAS-004 in patients with 
MAPK pathway driven advanced solid tumors.

Secondary

Pharmacokinetic (PK) profile 

Pharmacodynamic (PD) effects (ERK phosphorylation)

Define the recommended Phase 2 dose

To evaluate the preliminary anticancer activity


