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Forward-Looking Statements and Risk Fact

The information contained in this presentation has been prepared by Cogent Biosciences, Inc. (“Cogent” or the “Company”) and contains information pertaining to the business and operations of the Company. The information contained in this presentation: (a) is
provided as at the date hereof, is subject to change without notice, and is based on publicly available information, internally developed data as well as third party information from other sources; (b) does not purport to contain all the information that may be
necessary or desirable to fully and accurately evaluate an investment in the Company; (c) is not to be considered as a recommendation by the Company that any person make an investment in the Company; (d) is for information purposes only and shall not
constitute an offer to buy, sell, issue or subscribe for, or the solicitation of an offer to buy, sell or issue, or subscribe for any securities of the Company in any jurisdiction in which such offer, solicitation or sale would be unlawful. Where any opinion or belief is
expressed in this presentation, it is based on certain assumptions and limitations and is an expression of present opinion or belief only. This presentation should not be construed as legal, financial or tax advice to any individual, as each individual's circumstances are
different. This document is for informational purposes only and should not be considered a solicitation or recommendation to purchase, sell or hold a security.

This presentation and the accompanying oral commentary contain forward-looking statements that involve risks, uncertainties and assumptions. If the risks or uncertainties ever materialize or the assumptions prove incorrect, our results may differ materially from
those expressed or implied by such forward looking statements. All statements other than statements of historical fact could be deemed forward-looking, including, but not limited to, any statements of the plans, strategies, and objectives of management for future
operations, including our clinical development and commercialization plans; any projections of financial information; any statement about historical results that may suggest trends for our business; any statement of expectation or belief regarding future events;
potential markets or market size, technology developments, our clinical product pipeline, clinical and pre-clinical data or the implications thereof, enforceability of our intellectual property rights, competitive strengths or our position within the industry; any
statements regarding the anticipated benefits of our collaborations or other strategic transactions; and any statements of assumptions underlying any of the items mentioned.

These statements are based on estimates and information available to us at the time of this presentation and are not guarantees of future performance. Actual results could differ materially from our current expectations as a result of many risks and uncertainties,
including but not limited to, risks associated with: the potential impacts of raising additional capital, including dilution to our existing stockholders, restrictions on our operations or requirements that we relinquish rights to our technologies or product candidates; the
success, cost, and timing of our product development activities and clinical trials; the timing of our planned regulatory submissions to the FDA for our product candidate bezuclastinib and feedback from the FDA as to our plans; our ability to obtain and maintain
regulatory approval for our bezuclastinib product candidate and any other product candidates we may develop, and any related restrictions, limitations, and/or warnings in the label of an approved product candidate; the potential for our identified research priorities
to advance our bezuclastinib product candidate; the ability to license additional intellectual property relating to our product candidates from third parties and to comply with our existing license agreements and collaboration agreements; the ability and willingness of
our third-party research institution collaborators to continue research and development activities relating to our product candidates; our ability to commercialize our products in light of the intellectual property rights of others; our ability to obtain funding for our
operations, including funding necessary to complete further development and commercialization of our product candidates; the scalability and commercial viability of our manufacturing methods and processes; the commercialization of our product candidates, if
approved; our plans to research, develop, and commercialize our product candidates; our ability to attract collaborators with development, regulatory, and commercialization expertise; our expectations regarding our ability to obtain and maintain intellectual
property protection for our product candidates; business interruptions resulting from public health crises, which could cause a disruption of the development of our product candidates and adversely impact our business; and the fact that interim clinical data may
not be indicative of future results, among others. For a further description of the risks and uncertainties that could cause actual results to differ from those expressed in these forward-looking statements, as well as risks relating to our business in general, see our
periodic filings filed from time to time with the Securities and Exchange Commission. Unless as required by law, we assume no obligation and do not intend to update these forward-looking statements or to conform these statements to actual results or to changes
in our expectations.

All of Cogent's product candidates are investigational product candidates and their safety and efficacy have not yet been established. Cogent has not obtained marketing approval for any product, and there is no certainty that any marketing approvals will be
obtained or as to the timelines on which they will be obtained.

Any data pertaining to Cogent product candidates is interim data and may include investigator-reported interim data for which Cogent has not yet independently reviewed the source data. The interim data may not be representative of the final results that may be
obtained in the corresponding trials and results from earlier trials may not be representative of results obtained in later trial or pivotal trials.
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Building a Fully Integrated Precision Therapy Company with
an Expanding Pipeline of Genetically Validated Targets

- Bezuclastinib, a potent cKIT exon 17/18 inhibitor
« Exciting clinical data in systemic mastocytosis (SM), driven by
potency for KIT D816V, selectivity against other TKI targets and
favorable emerging safety profile
« Promising clinical activity and safety data in combination with
sunitinib in imatinib-resistant gastrointestinal stromal tumor
(GIST) patients

- Early clinical and research pipeline of novel, small-
molecule targeted therapies for cancer and rare diseases
including an FGFR-sparing, pan-mutant FGFR2, CNS-
penetrant ErbB2, H1047R mutant selective PI3Ka
inhibitor and KRAS(ON) inhibitor

- Experienced leadership and world class research team

« Cash runway expected to fund operations into late 2026

''''''''''''''
.




Leadership with Deep Scientific Expertise in Precision Medicine
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Andrew Robbins Jessica Sachs, MD Cole Pinnow John Robinson, PhD
President & Chief Medical Officer Chief Commercial Officer Chief Scientific Officer

Chief Executive Officer

Evan Kearns, JD John Green Erin Schellhammer Brad Barnett
Chief Legal Officer Chief Financial Officer Chief People Officer Chief Technology Officer




Multiple Clinical and Preclinical Programs with Upcoming Catalysts

EARLY-STAGE LATE-STAGE REGULATORY
CLINICAL PROGRAMS p DEVELOPMENT DEVELOPMENT SUBMISSION APPROVAL
Bezuclastinib AA : . APEX Part 2 (Registration-Directed)
prex Advanced Systemic Mastocytosis (AdvSM) Top-line results expected mid-2025
A T
AA Summit Nonadvanced Systemic Mastocytosis (NonAdvSM) SUMMIT Part 2 (Registration-Directed)

Top-line results expected 2H 2025

MONADVANDOED S0

A . . PEAK Part 2 (Global Phase 3 trial)
PECIG"S(T Gastrointestinal Stromal Tumors (GIST) Top-line results expected YE 2025

RESEARCH PROGRAMS HIT ID LEAD GENERATION LEAD OPTIMIZATION CANDIDATE SELECTED IND SUBMISSION

ErbB2 CGT4255 is a potent, selective, CNS-penetrant ErbB2 inhibitor

PI3Ka CGT6297 is a novel, H1047R mutant-selective PI3Ka inhibitor
KRAS CGT6737 is a novel pan KRAS(ON) inhibitor
undisclosed Targets (D

cogent $345.5M as of September 30, 2024; expected to fund operations into late 2026
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Bezuclastinib: A Highly Selective and Potent KIT Mutant Inhibitor with Potential
to Demonstrate Best-in-Class Clinical Profile

Bezuclastinib
Encouraging Clinical Activity
- Specifically targets KIT mutations Promising initial data across all three ongoing studies:
including exon 17 D816V APEX in AdvSM patients, SUMMIT in NonAdvSM

: , _ patients, and PEAK in GIST patients
 Selective versus other targets including

PDGFRa, PDGFRp, VEGFR2, FLT3, CSF1R
and KDR Attractive Emerging Safety Profile

. : : Well-tolerated with encouraging safety profile across
I\/IoIecuIaﬂy designed to avoid CNS 600+ patients in single agent & combination dosing
penetration including data from our ongoing APEX, SUMMIT and

- Worldwide rights to compound PEAK studies

exclusively licensed from Plexxikon'
- Potential patent protection through at Potential Best-in-Class KIT mutant inhibitor

least 20432 KIT D816V inhibition supports studies in systemic
mastocytosis and GIST; safety results support potential
for broad use

."; . == BIOSCIENCES TPlexxikon is eligible for mid- to high- single-digit royalties and additional development milestones.
2 Existing patent protection through at least 2033, not including available patent term extension. Additional protection anticipated from patent application relating to optimized formulation of bezuclastinib.




KIT MUTANT COMPETITIVE LANDSCAPE
Minimal Late-Stage Competitive Activity with Clear Path to Best-in-Class Position

L . o bezuclastinib L . .
sunitinib ripretinib + sunitinib avapritinib  elenestinib | bezuclastinib
Exon 13/14 potent: V x V D816V potent: V V V
Exon 17/18 potent: X V V CNS selective: X V V
2nd-line status: ~ Approved Negative Phase 3 PDGFR sparing: X X V
Phase 3 ongoing
) FLT3/CSF1R sparing: X X V
.2 Late-stage: None Exon 11+
° 17/18 only
>
© Early-stage: IDRX-42 in first-in-human clinical studies ASM:  Approved  Phase 1/2 Phase 2
(72
< 2
"é NonAdvSM: Approved  Phase 2/3 Phase 2
2
<

Early-Stage Trials: None




Bezuclastinib Offers Best-in-Class KIT Inhibitor Opportunity

<« 2024 > < 2025 —
$1.5 billion US annual market
A Registration-directed study in NonAdvSM opportunity; SUMMIT Part 1b
AA Summit bezuclastinib vs. placebo Actively Enrolling @ ¢ It :;{ tht ket
R n=159, 24-week MS2D2 primary endpoint? results provide pa i 0 marke
leadership
N Phase 3 study in 2nd-line GIST $700 million US annual market
Peak bezuclastinib +/- sunitinib Enrollment Complete @ opportunity, no competition for
srsT n=388, mPFS primary endpoint broad 2nd-line GIST population
$300 million US annual market
A Reglstratlon—dlire.cted study in AdvSM opportunity; avapritinib
,(AA ex bezuclastinib monotherapy Actively Enrolling o )
pex. S, @ e E e sl safety/tolerability concerns provides

path to market leadership

Aggregate US annual sales opportunity $2.5 billion with limited competition

As of September 30, 2024, $345.5M cash on hand expected to fund all top-line readouts and into late 2026

;fz.cogent LPFV: Projected last patient, first visit signifies end of enrollment period
‘o .

Lo BIOSCIENCES TLR: Projected top-line results from primary endpoint of trial

'PROM to measure endpoints subject to final FDA validation




Unmet Need Remains for Systemic Mastocytosis Patients

Disease Overview: Systemic mastocytosis (SM) is primarily driven
by KIT D816V mutation and leads to uncontrolled proliferation of
mast cells (MQ)'

«  ~90% of patients present with indolent, or non-advanced
systemic mastocytosis (NonAdvSM)

«  ~10% of patients present with advanced systemic mastocytosis
(AdvSM)

- Aggressive SM (ASM); SM with associated hematologic neoplasm (SM-AHN);
mast cell leukemia (MCL)'

—  Prior to KIT inhibitors development, based on subtype, the median overall
survival ranges from <6 months to 3-4 years?3

Unmet need remains for new therapies, effective at targeting
overactive mast cells, while delivering a well-tolerated patient
experience

« Reported toxicities for marketed therapies in AdvSM include, but
are not limited to,: nausea, vomiting, diarrhea, edema,
intracranial bleeding, cognitive effects*>

« Tolerability-limited dosing of marketed therapy for NonAdvSM
may preclude optimal efficacy

E@gent

Neurological

Headache, brain fog,
cognitive dysfunction, anxiety,
depression

Systemic
Anaphylaxis

Cutaneous (skin)

Flushing of the face/neck/chest, hives,
skin rashes, itching with or without
rash

Gastrointestinal

Diarrhea, nausea, vomiting,
abdominal pain, bloating,
gastroesophageal reflux disease
(GERD)

Other

Cardiovascular
Ear/Nose/Throat/Respiratory
Skeletal

Gynecological

Urinary

BIOSCIENCES References: "Pardanani A. Am J Hematol. 2021;96(4):508-525. 2Ustun C et al. Haematologica. 2016;101(10):1133-1143. 3Lim K-H et al. Blood. 2009;113(23):5727-
5736. “AYVAKIT (avapritinib) [package insert]. Blueprint Medicines Corporation; 2023. "RYDAPT (midostaurin) [package insert]. Novartis Pharmaceuticals; 2021.




AdvSM Avapritinib Safety & Tolerability

Median duration Gr3+ AE Reductions due |Discontinuations| Intracranial | AEs leading to
of exposure to AEs due to AE Bleeding Death
Avapritinib (n=80) 0 0 0 0 , :
(Recommended dose 200mg) 7.5 months 72% 34% 68% 10% 3 patients 3 patients

Avapritinib (n=148)

0, 0, 0, 0 . .
(All doses) 10.3 months 81% 49% 70% 15% 11 patients 9 patients

Avapritinib ASM USPI
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« Lab abnormalities terms in AVA USPI are based on lab worsening from baseline 10



AdvSM Bezuclastinib APEX ASH Safety & Tolerability

Median duratlon Gr3+ AE Reductions due | Discontinuations | Intracranial | AEs leading to
of exposure’ to AEs due to AE Bleeding Death
Bezuclastinib (n=32) 0 0 0 0
(All doses) 7.2 months 63% 28% 28% 9% 0 patients 0 patients

Bezuclastinib ASH APEX TRAEs
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APEX data as of 25Sep2023



BEZUCLASTINIB IN

ADVANCED SYSTEMIC
MASTOCYTOSIS
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£ cogent

Safety and Efficacy of Bezuclastinib (CGT9486), a Novel,
Highly Selective, Potent KIT D816V Tyrosine Kinase Inhibitor,
in Patients with Advanced Systemic Mastocytosis (AdvSM):
Results From Part 1 of the Phase 2 Apex Trial

Pankit Vachhanil, MD; Tsewang Tashi?, MD; Gary Schiller?, MD; Stephanie Lee*, MD, MSc; Miguel Piris-
Villaespesa®, MD, PhD; Helena Pomares®, MD, PhD; Cristina Bulai Livideanu’; Jonathan Lambert?, PhD,
BSc, BMBS, FRCP, FRCPath; Anthony M. Hunter®, MD; Tracy |. George!%, MD; Cristina Papayannidis'!, MD;
Khalid Shoumariyeh'?, MD; Lei Sun?'3, PhD; Rita Petroro?3, Jenna Zhang?!3, PhD; LouAnn Cable!3; Amanda
Pillal3 Hina A. Jolin13, PharmD; Rachael Easton!3, MD; Vinod PullarkatZ, MD, MRCP

1University of Alabama Birmingham, 2Huntsman Cancer Institute, University of Utah, Division of Hematology & Hematologic Malignancies, Salt Lake City, UT; 3David Geffen School of Medicine at UCLA, Los
Angeles, “St. Michael’s Hospital, Toronto, >Hospital Universitario Ramon y Cajal, Madrid; ®Institut Catala d’Oncologia, Barcelona; “CEREMAST Toulouse, CHU Toulouse; 8University College London Hospitals NHS
Foundation Trust, London; °Emory University School of Medicine, Atlanta; 1°ARUP Laboratories, University of Utah School of Medicine, Salt Lake City; *IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto
di Ematologia “Seragnoli”,Bologna, ITA; 2University of Freiburg, Freiburg; 3Cogent Biosciences, Inc., Waltham, MA; “City of Hope Medical Center, Duarte, CA

Real Challenges. Real Solutions.

Precision therapies for genetically defined diseases
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APEX (NCT04996875): A Phase 2 Open-Label, Multicenter Clinical “Apex "

£ s

Ny

Study of Bezuclastinib in Patients with Advanced Systemic Mastocytosis 2023
T KEY ENTRY CRITERIA PART 1: DOSE OPTIMIZATION PART 2: EXPANSION
ERMULATION A OPTIMIZED FORMULATION B/

+ ASM, SM-AHN, or MCL per

WHO 2022 Classification >0 me BID "
: Selecte .
’ gggg;?ggrmwgtiﬂbé?ﬁ 100 mg BID Exposure/Dose — ~65 patients @ 150mg (0]))

ECNM (mIWG)
« No restrictions on prior 200 mg BID ., N balentle
therapy 300 mg QD*
» Platelet count =50 x 10°/L 400 mg QD B

Primary Endpoint PART 2: ADDITIONAL COHORTS

) Eﬁ)r;];:rlLre]gsd%nRCs of AES/SAEs, laboratory changes, PK, —| ~15 patients w/o measurable C-findings @ 150mg QD
« Part 2: ORR (confirmed CR, CRh, PR and Cl) per mIWG-MRT- =20 high-risk AHN patients @ 150mg QD
ECNM and assessed by Central Response Review Committee — w/concomitant AHN therapies
Other Endpoints : . . _
- Safety/Tolerability: Incidence of AEs leading to dose Ly Other patient sub-groups under consideration
modification, changes in Patient Reported Outcomes (PROSs)
« Efficacy: DOR, TTR, PFS, OS, pure pathologic response gormq:agfl)_? B is an optimized formulation with improved
. : . C ioavailability
PK/PD: plasma concentration of bezuclastinib, serum tryptase, *Designed to explore the effect of exceeding IC90 KIT D816V
: cogent
Soa . T OSEEREE Vachhani P, et al. American Society of Hematology (ASH) 2023; San Diego, CA, 11 Dec 2023: Publication Number: 4567 14



Bezuclastinib Continues to Demonstrate a Differentiatec “Apex ‘.o
Safety Profile =2

* The mfajority of adverse events were of low grade and Treatment Related Adverse Events in > 10% Patients

reversible. e 50mg 100mg 200mg 400 mg
o . (n232) BID BID BID QD

« No related cognitive impairment or bleeding events ’r‘\‘(.y) (n=8) (n=7) (n=8) (n=9)

reported. : n(k nfk @) 0@
Preferred Term All grade Grade =3 All grade All grade All grade All grade

« The majority of hematological adverse events were of Hair color changes | 11(34) 0 0 4(57) | 3(38) | &l(us)
low grqde, reversible and did not require dose Thrombocytopenia' | 7(22) | 2(6) 0 567 | 1013 | 222
reduction.

Trapsaminase 7(22) 1(3) 3(38) 2 (29) 1(13) 1(11)
increased*

Neutropenia” | 6(19) 3(9) 1(13) 2 (29) 1(13) 2(22)

« Related SAEs reported in 4 patients including Gr4
Thrombocytopenia, Gr3 Hypersensitivity (mediator flare),
Gr3 Leishmaniasis, and Gr3 DILI (presented with late Taste disorder’ | 6(19) 0 1(13) | 104) | 1(13) | 3(33)
onset [day 488] and mixed cholestatic pattern of injury Peripheral edema | 4(13) 0 0 1014) | 1(13) | 2(22)
and subject was subsequently found to have biliary Periorbital edema | 4(13) | 1(3) 0 0 338 | 1011)
outflow tract obstruction).

*Includes pooled preferred terms

«  9/32 patients required dose reduction due to adverse
events, 6 of whom were at 400 mg; 3/32 patients
discontinued due to adverse events.

'-; Cogent DILI - Drug Induced Liver Injury
OgLige® ¢ MIOSTIENCES Data as of: 255ep2023 15
Vachhani P,. et al. American Society of Hematology (ASH) 2023; San Diego, CA, 11 Dec 2023: Publication Number: 4567
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APEX in AdvSM: Rapid & Deep Reductions in Biomarkers Leading //Apex
to Impressive ORR

Figure 4. Deep Reductions in Serum Tryptase, (n=325) 2023
o 0, z zg z 2 H Z ] 3
* 56% ORR by mIWG and 86% ORR by PPR in 1st-line patients
(V) H e o . 0%
* 100% ORR by mIWG for patients receiving 200mg daily dose 2 o
o
o . . o . . g 0%
*  94% of patients achieved >50% reduction in serum tryptase
e -40%
o . . o . . £
* 97% of patients achieved >50% reduction in mast cell burden g - A RR-R- - RER -
o 50%
E 70%
Table 3. Apex Part 1: Responses Observed by mIWG-MRT-ECNM ° .
= -90% Milestone Achieved o
Tatal* © <20 ng/mL serum tryptase o
Confirmed mIWG-MRT-ECNM mIWG-MAT-ECNM mIWG-MRT-ECNM per CRRC A0 Ly m momses m tom 0 00 0 0 o o o .
Best Response, n (%) nfmg:;:_::"w:‘ﬂ:lnm’:‘ Responses per CRAC per CARLC Assessment® Rssessment™ " s S W ’ °e
R um{mﬂm::: Assessment [THF Therapy Naiive] {Priar TH Expasure] Individual Patients
e in=27) In=27) (n=18) (n=3] "One patient without post-baseline data was excluded Data as of: 255ep2023
Overall respon e e + 94% (30/32) of patients achieved a = 50% reduction
CH+ [Rh+ PR+ CIY 15 (58) 12 a4) 11461) & [aa) + 100% (29/29) of patients with at least 2 cycles of treatment achieved a = 50% reduction
CR + CRh + PR 14 (52) 10(37) 10(56) 4 (4a) « 53% (17/32) achieved below 20 ng/mL
Camplets Respanse (CR + CRR} 6122} & 122 (33} oo » Median time to first serum tryptase <20 ng/mL was 4.0 weeks (range: 1.1-66.9)
Partial Respanse (PR} & {30} &[15) 522} A (na) ’ . .
Shrieal mprovement [} e 20 ™ o1 Figure 6. Deep Reductions in Mast Cell Burden, (n=255)
Stable Disease [50) 8(33) 12 (a4} 533} 3(33) L _EEE ffzzifzz:z ffzii: fIit
Nt evaluabie 3(11) 3] 1161 2122 $%22z23%3zz22233222z2z2338z23:z3323%2
0%
5 patients without measurable C-finding at baseline were Not rlWG-MAT-ECMM Evaluable {(ME) and therefore Data as of: 2558p2023 — 0%
are excluded; ene additional patient was excluded due to discontinuation prior to first dosa (Mot Dosad [MD]). £
*4 patients who remain on therapy but have not yet reached the 12-week confirmation duration for partial 5 0%
response (PR} are induded S 0w
t 5M-directed therapy with midostawrin andfor avapritinib E _40%
t Primary endpaint of Apex study £ oo b —oe 1 b i1y | INE R
Table 4. Apex Part 1: Responses Observed by PPR Criteria g o
-70%
Total PPR per Investigator Assessment PPR per Investigator Aesessment E _80% ° 0
Best Response, n (%) 2 {n=32) [THI* Therapy Naiue) [Prior THI* Therapy) é o0 0
In=22) (n="10) 0% | iestone Achisved © e, o 0
Overall response rate (CR + PR) 24(75) 13 i3s) = (500 -100% 0fnmp\em(\earan[emmau<e\|aggregale-;- © 0 b 0 0 0 0 6 o
somgs M 0OmEEO M ZomgmD W 40mgQ0
Camplete Respanse (CR) 13 (41) 1255 2120 Individual Patient
ndividual Patients
Partial Resparse (FR) 11 (34) 7132) 3(33)
Digeass LSD:] 5 hll 3 [g-:l 1 [33:| $Four patients without post-baseline data were excluded Data as of: 255ep2023
Mot Evahiable L] 105 2200 + 97% (28/29) of patients with baseline and at least 1 post-baseline assessment achieved a > 50%
1 0ne patient was excluded due to discontinuation prior to first dose [Not Dosed [NO]L. Data as of: 255ep2023 reduction

Fsh-directed therapy with midostawrin and'or avapritindb

ent

mosciences Data as of 255ep2023
Vachhani P, et al. American Society of Hematology (ASH) 2023; San Diego, CA, 11 Dec 2023: Publication Number: 4567 16

79% (23/29) achieved complete clearance of mast cell aggregates by central review
Median time to first clearance of mast cell aggregates was 9.0 weeks (range: 7.3-34.3)
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Development of MS2D2 Total Symptom Scor

MS2D2 TSS
o ' ' Itchin
ngﬁrous prqgeﬁs, " accollc'dﬁmce g .g MS2D2 TSS Exclusions
with FDA guidelines, was followe Flushing based on:
for the development of a novel Spots - FDA feedback
patient reported outcomes TeoD3 To5 Additons _ : ESI\LAEE%';G y
measure (PROM) based on: Skin redness ar_ .
.« Literature review — - psychometric analysis
Patient interviews Difficulty Concentrating
. : : : «  SUMMIT Part 1 — : :
therqty re review, patient and psychometric Difficulty Remembering Brain Fog
physician interviews, and data analysis Dizai
from SUMMIT Part 1 were used to Nausea 122IN€SS
design a reliable, valid and fit-for- Abdominal Pain Diarrhea Severity
purpose PROM Headache
Each of these items are
Bone Pain being collected as part of
* Injune 2024, Cogent reached — MS2D2 secondary analyses
alignment with the FDA on use of Feeling Tiredness in SUMMIT Part 2

MS2D2 in SUMMIT Part 2

MS2D2 TSS comprised of 11
items scored on 0-110 scale




Initial Results from Summit: An Ongoing, 3-Part, Multi-
Center, Randomized, Double-Blind, Placebo-Controlled
Phase 2 Clinical Study of Bezuclastinib in Adult Patients with
NonAdvanced Systemic Mastocytosis (NonAdvSM)

Brian D. Modena', Lindsay A. M. Rein?, Stephen T. Oh3, Daniel J. DeAngelo“, Anthony M. Hunter>, Cem Akin®, Mariana Castells’, Michael Manning®, Richard
Herrscher®, Celalettin Ustun©, Arnold Kirshenbaum?, Cristina Bulai Livideanu?, Nathan A. Boggs'3, Cecilia Arana Yi', Frank Siebenhaar'>, Tracy I. George'’, Jay
Patel’’, Lei Sun8, Benjamin Exter®, Jenna Zhang'8, Amanda Pilla'® Hina A. Jolin'® Rachael Easton®, Prithviraj Bose®

1. Modena Allergy & Asthma, San Diego, CA, USA; 2. Duke University, Durham, NC, USA; 3. Washington University School of Medicine, St. Louis, Missouri, USA; 4. Dana-Farber, Boston, MA, USA; 5. Emory University School of Medicine, Atlanta,
GA, USA; 6. University of Michigan, Ann Arbor, MI, USA; 7. Brigham and Women's Hospital, Harvard Medical School, Boston, MA, USA; 8. Allergy, Asthma, & Immunology Associates, Scottsdale, AZ, USA; 9. AirCare, Plano, TX, USA; 10. Rush
University Medical Center, Chicago, IL; 11. Allervie Clinical Research, Glenn Dale, MD; 12. CEREMAST Toulouse, Dermatology Department, Toulouse University Hospital, Toulouse, France; 13 Walter Reed National Military Medical Center,
Bethesda, MD; 14. Mayo Clinic Arizona, Phoenix, AZ; 15. Institute of Allergology, Charité - Universitatsmedizin Berlin, Berlin, Germany; 16. Fraunhofer Institute for Translational Medicine and Pharmacology ITMP, Immunology and Allergology
IA, Berlin, Germany. 17. University of Utah, ARUP Laboratories, Salt Lake City, UT, USA; 18. Cogent Biosciences Inc., Waltham, MA, USA; 19. MD Anderson Cancer Center, Houston, Texas, USA

American Academy of Allergy, Asthma & Immunology (AAAAI) Annual Meeting
Washington D.C.
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Nonclinical Data Suggests Optimal Activity Against Q%Q(N\JJALMEEHNG
Mastocytosis May Require Higher Exposures Than Clinically

Tolerable With Available Therapy

. , , Total Drug Exposure Ratio Measured in SM Mouse Model
« Mice engrafted with SCF-independent human

ROSAKITD816V ce||s8 were treated daily for 8 weeks Mouse Plasma NonAduSi U=
. T . . AUC,_,, (ng-hr/mL)e Clinical Plasma Exposure Ratio
with a KIT inhibitor at doses matching clinical 0-24 AUCo4 (ng-hr/mL)? (mouse/clinic)

exposures observed in NonAdvSM patients Bezuclastinib

Avapritinib

« Only bezuclastinib led to statistically significant
decreases (p<0.05) in mutant MC burden compared  MC Burden in SM Mouse Model

i Peripheral Bone

to vehicle Blood Marrow Spleen

0.20 81 0.15+ [ vehicle (veh)

« Atexposures comparable to those achieved in 3 ] o =EGZUC!jst_:’LZ<B;EZU>
. . . . . [eo} : vapritini Vva
NonAdvSM patients, bezuclastinib led to statistically =2 0107 P
significant decreases (P<0.05) in bone marrow and ;, 0-107 ]
spleen compared to avapritinib S o5 . 0057
<
0.00- 0- 0.00-
Veh Bezu Ava Veh Bezu Ava Veh Bezu Ava

Cogent 8. Saleh et al. Blood, 2014, 124(1):111-120.
'o',-..__.‘ BIOSCIENCES 9Plasma exposures were measured at study end and corrected for difference in plasma protein binding Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 20
bArithmetic mean steady state AUC for bezuclastinib 100mg (Summit) or avapritinib 25mg (EPAR, table 9) As of data cut-off date of 18-Dec-2023.




/ / - % I American Academy of
Su ' '1 '11' t Allergy Asthma & Immunology

SUMMIT: Phase 2 Clinical Study Evaluating Bezuclastinib Sl ANNUAL MEETING
in NonAd‘ISM WASHINGTON, DC - FEBRUARY 23-26, 2024

PART 1: DOSE OPTIMIZATION (enrollment complete) PART 2: EXPANSION (actively enrolling)

Primary Objective: Determine recommended dose of bezuclastinib Primary Objective: Determine efficacy of bezuclastinib

A Double-blind Treatment Period (24 weeks)
elected

Eligibility Double-blind Treatment Period (12 weeks)

. . . Dose
ISM or SSM PART 1a: Original Formulation
WHO .

Part 1 ..
Bezuclastinib 200 mg QD + BSC . daroints Bezuclastinib 100 mg QD
P N=1595 +BSC
Placebo + BSC

classification

Safety

Screening and Enroliment

Moderate - PART 1b: Optimized Formulation PK 2:1 e S
cevere Bezuclastinib 100 mg QD + BSC Biomarkers acebo + BSC
ntmediator roveme
. . +
anti-mediator Bezuclastinib 150 mg QD + BSC improvement
therapies Placebo + BSC based on PRO
measures
] ) o bPart 2 sized based on Part 1 results; to be confirmed based on
9Prior to amendment, Part 1a included a bezuclastinib 200mg QD + BSC cohort regulatory discussions
L 2 L 2

OPEN-LABEL EXTENSION (OLE)
Primary Objective: Characterize long-term safety and tolerability of bezuclastinib treatment

ey g‘”“‘""‘“ Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 51
As of data cut-off date of 18-Dec-2023.

BSC: Best supportive care




: : A /7‘ Summit BLia e
SUMMIT Part 1 Enrolled NonAdvSM Patients with et ANNUAL MEETING

MOderate to Se"ere Disease WASHINGTON, DC - FEBRUARY 23-26, 2024

Patient Demographics, Characteristics, and Disposition

Patient Demographics Part 1a (N=20) Part 1b (N=34) SM Therapy Part 1a (N=20) Part 1b (N=34)
Female, n (%) 15(75) 21(61.8) Prior avapritinib, n (%) 1(5.0) 1(2.9)
Median Age in years, n (range) 50.5 (38 — 75) 52.0 (27-76) . .

Base.lme. Supportl\.le Care 3(2-7) 25(2-9)
ECOG PS, n (%) Medications, Median (range)

0 3(15) 16 (47.1) H1 blockers, n (%) 19 (95) 30(88.2)

1 15 (75) 17 (50.0) H2 blockers, n (%) 18 (90) 27 (79.4)

2 2(10) 1(29) Leukotriene receptor antagonists, n 8 (40) 14 (61.2)
Clinical Characteristics Part 1a (N=20) Part 1b (N=34) (%) '
NonAdv Subtype per P, n (%) Proton pump inhibitors, n (%) 7 (35) 9 (26.5)

Indolent SM (ISM) 18(50) 33(97) Cromolyn sodium, n (%) 4 (20) 3(8.8)

Smoldering SM (SSM) 2(10) 1(3) :

dian { ) : Omalizumab, n (%) 3(15) 1(2.9)
Median (range) MAS Total Score at
Eligibility 45,56 (26.3 — 71.6) 43.44 (28.6 — 65.4) Corticosteroids, n (%) 1(5) 1(2.9)
Mast Cell Burden Part 1a (N=20) Part 1b (N=34) Part 1a (n=20) Part 1b (N=34)
KITD816V in Whole Blood, Positive, n
Pt 15 (75) 28 (82.4) Mon.ths on Study (Part 1 + OLE), 7,03 (2.8 - 16.0) 4,09 (2.7-6.6)

A median (range)

Median KIT D816V VAF, % (range) 0.49 (BLD — 32.48)  0.085 (BLD - 19.58) Completed Part 1 (a or b), n (%) 20 (100) 34 (100)

Median B M MC Burden, %
(r:n:e')' one Harrow urden, % 22.5(1-80) 15 (2 - 50) On Study as of Data Cut-off, n (%) 18(90) 33(97.1)
Median Serum Tryptase, ng/mL (range) | 74.35 (10.2- 592.0) ~ 37.15 (9.2 - 206.0) | | Discontinued study, n (%) 2(10) 1(29)
<20 ng/mL, n (%) 3(15) 7(20.6) AE, n (%) 1(5) 1(2.9)
N >20 ng/mL, n (%) 17 (85) 27 (79.4) Patient Decision, n (%) 1(5) 0
i cogent

(O
(YO

Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 22
BLD, below the limit of detection As of data cut-off date of 18-Dec-2023.



Bezuclastinib 100 mg QD Optimized Formulation
Selected as Summit Part 2 Dose Based on Part 1

Safety, PK, Biomarker and Efficacy Results

fcog

ent
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. i : // Summit BLia e
Encouraging Safety and Tolerability Profile for R ANNUAL MEETING

BEZUCIaStinib 100 mg Dose in Part 1 b WASHINGTON, DC - FEBRUARY 23-26, 2024

All TEAEs Occurring >1 Patient in Any Cohort in Part 1b

The majority of TEAEs were low grade and

Bezuclastinib

reversible without dose modification P;:f?;c’ B e
(n=11) (n=11)
«  No bleeding or cognitive impairment events e —— —
Lo Hair color changes - - 3 = 7 -
reported across bezuclastinib cohorts Diarrhea 5 ) ) 5 )
Nausea 3 - 3 = 1 -
« No dose reductions at 100mg cohort; two dose ;aSte disorder” - - L - 2 -
. . izzi 2 - - - 2 -
reductions at 150mg: Gr1 ALT, Gr2 abdominal zziness
. Fatigue 1 - = = 2 -
pain Noncardiac chest pain 1 - = = 2 -
ALT/AST increased*® 1 - - - 1 1*
. P ] _ _ _ _ *
«  Only one SAE reported in bezuclastinib cohorts 2;:::’:‘;““ . 1 ! !
(150mg patlgnt experlenced ALT/AST increase Insomnia 5 ) ) ) ) )
that Ied to d|scont|nuat|0n) Decreased appetite 2 - - - - -
Vomiting 2 - = = - -
Urticaria 2 - - - - -
Palpitations 2 - = - - -
= cogent . A4 |
Oye oo = mosciEnces vents occurred in a single patient Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 54

# Pooled PTs As of data cut-off date of 18-Dec-2023.



. = ) /( / Summit /%I;"ﬁg;cgaynxfﬁm;&ummunologv
Bezuclastinib Demonstrated Dose Dependent Increase in EEE ANNUAL MEETING

Mean Steadv State Exposu re WASHINGTON, DC - FEBRUARY 23-26, 2024

Summit Part 1b: Mean (+ SD) Concentration on C2D1 Comparable Exposures for Low and High Dose Across Part 1a
(Steady State) and 1b
1200+

| Dose (mg), Mean S.S. AUC, .,
7 | ! Study Part (ng.h/mL)

S 9004 B Rt P S B~ T

£ T f . 100, 1a 7 16900

2 Sss Low Dose

- ;u,/ '\ i 100, 1b 11 16900

2 ot | ~ High Dose 200, 1a 5 19200

m

2 | | 150, 1b 10* 19700

@ Bezuclastinib 100 mg (n=11)
£} Bezuclastinib 150 mg (n=10%)

300 T T T T 7 1
1 3 5 8 24

Time (hour)

i cogent

®eeee BIOSCIENCES Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 25
*Excludes one patient with undetectable trough and anomalous low C2D1 exposure As of data cut-off date of 18-Dec-2023.




.. .. i ,(/ Summit G
Bezuclastinib Elicited Deep Reductions Across Markers I ANNUAL MEETING
of Mast Cell Burden Within 12 Weeks

T =34
Serum Tryptase Serum Tryptase (n=34)

« Of patients with baseline tryptase >20ng/mL, nearly all %
patients treated with bezuclastinib achieved <20ng/mL g 40
(100% on 100 mg, 89% on 150 mg, 0% on placebo) N 5
o Overall, mean time to tryptase <20ng/mL was 4.5 = S
weeks for patients treated with bezuclastinib T 0
« Of patients with baseline tryptase >11.4ng/mL: 70% E 20
on 100mg, 90% on 150mg and 0% on placebo achieved <
<11.4ng/mL g0 o
o 2 S H NN RN ——
G -60 ©
KIT D816V VAF S y
« Among patients with detectable KIT D816V at baseline: e &0 ° ®°6456
100% on 100mg, 89% on 150mg and 0% on placebo S 100 *ece, N
achieved at least 50% reduction or undetectable KIT & Individual Patients
D816V at Week 12 I
m
Bone Marrow Mast Cells (BM MC) B Bezuclastinib 100 mg Serum Tryptase Outcomes
«  Among patients with evaluable BM: 86% on 100mg, M Bezuclastinib 150 mg ® Achieved <20ng/mL*
78% on 150mg and 40% on placebo achieved >50% W Placebo * Achieved <11.4ng/mL

o A
reduction in BM MC at Week 12 s Smoldering SM Achieved both

o Mean % change from baseline in BM MC at Week
12 for patients treated with bezuclastinib 100mg

CO ent was -70% vs -30% on placebo
agee g‘"“’”‘"‘“ Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 26
HIn order to achieve, serum tryptase must have been above the threshold at baseline As of data cut-off date of 18-Dec-2023.



: : .. ,(/ Summit kG
Patients Treated With Bezuclastinib 100 mg Reported EE ANNUAL MEETING

Rapid and Significant Improvement in Symptom Severity

. ) . Symptom Severity Measured by MS2D2
*  51% mean improvement in overall symptom severity

(MS2D2 TSS) from baseline at Week 12 for patients °
receiving 100 mg bezuclastinib vs. 18% improvement
for placebo patients 5
w)
35
« Patients treated with 100 mg bezuclastinib reported Q10
a significant reduction in total symptom severity vs. 02
placebo at Week 12 (-23.78 vs. -9.03; p=0.0003) SE .
3 -
c C
c =
« 70% of patients treated with 100 mg bezuclastinib = g 20
achieved >50% reduction in MS2D2 TSS at Week 12 == Bezuclastinib 100 mg (n=119)
VS. 8% placebo patlents === Bezuclastinib 150 mg (n=109)
25 === Placebo (n=12)
Week: Baseline 4 8 12

Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 27
“Data are unavailable for 1 patient at selected timepoints As of data cut-off date of 18-Dec-2023.
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Patients Treated With Bezuclastinib 100 mg Reported SR ANNUAL MEETING

Rapid and Significant Improvement in Quality of Life

«  49% mean improvement in quality of life Quality-of-Life Measured by MC-QoL”
(MC-Qol) from baseline at Week 12 25
in patients treated with 100 - 5
mg bezuclastinib vs 24% for placebo §
E &
« Patients reported a significant .
improvement in quality of life after 12 v 40
weeks of bezuclastinib 100mg QD 8
compared to placebo (-24.86 vs. -12.39, S
p=0.046) § 30
S === Bezuclastinib 100 mg (n=11%)

25 === Bezuclastinib 150 mg (n=112)
=== Placebo (n=12b)
20
Week: Baseline 4 8 12

“MC-Qol is a disease-specific HRQoL questionnaire with 27 items in 4 domains. Total score is linearly transformed to a 0 to 100 scale.™

'.:. Cogent bData are unavailable for 2 patients at selected timepoints
'.;-..__.' Blosciences 10, Siebenhaar F, Sander B, Tram H, Ellrich A, Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 28
Maurer M, Weller K. Development and validation of the mastocytosis activity score. Allergy. 2018;00:1-8. As of data cut-off date of 18-Dec-2023.




Bezuclastinib 100mg Demonstrated Improvement
Compared to Placebo Across Symptoms of SV

A
AASummit

NONADVANCED SM

% I American Academy of
Allergy Asthma & Immunology

ANNUAL MEETING

WASHINGTON, DC - FEBRUARY 23-26, 2024

Greater Improvement Observed in the MS2D2 TSS With 12 Weeks of Bezuclastinib 100 mg vs Placebo

Placebo
Difficulty
Concentrating .
Covered with 3 D|ff|cuItY
Remembering

spots Things

Flushing Headache

Skin redness Nausea

Abdominal

Pain
Feeling™®

. Bone Pain
Tiredness

Bezuclastinib 100 mg

- Baseline mean

— Week 12 mean Difficulty

Concentrating Difficulty

Remembering
Things

Covered with
spots

Flushing Headache

Skin redness Nausea

Abdominal

Itching Pain

Feeling™®

. Bone Pain
Tiredness

Health-Related QoL Across All MC-QoL? Domains Improved With 12 Weeks of Bezuclastinib 100mg vs Placebo

Symptoms Social life and functioning Emotions Skin
N 0
A .
« M Bezuclastinib 100 mg (n=9)
= £
oo , I Placebo (n=11)
E Y ; -17.9
o S 30 -23.5 -21.6
& & & a0
0 : .: - -38.3 '35.2
=V 9 5
© -47.8
Qo -52.1 -52.6

“ 3 gmoscmuczs Total score is linearly transformed to a 0 to 100 scale.?

9. Siebenhaar et al. Allergy 2016 71(6):869-77.

.’-.
L PO

“MC-Qol is a disease-specific HRQoL questionnaire with 27 items in 4 domains.

Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 29
As of data cut-off date of 18-Dec-2023.
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Bezuclastinib 100 mg Demonstrated Improvement A“Summit Keqtatans:

Bt A\NNUAL MEETING
Compared to Placebo Across Symptoms of SIVI

Bezuclastinib 100 mg Improved Symptom Severity, As Measured by the Mastocytosis Activity Score? (MAS), Compared to Placebo

*  41% mean improvement from

baseline in MAS at Week 12 for Placebo — Baseline mean Bezuclastinib 100 mg
: . — \Week 12 mean
patients receiving 100 mg Difficulty in Difficulty in
bezuclastinib vs. 21% improvement congentrating congentrating
for p|aceb0 Flush episodes Headache Flush episodes Headache

«  50% of patients treated with 100 mg Wheals
bezuclastinib achieved >50%
improvement in MAS at week 12 vs.
0% placebo patients

Diarrhea Wheals Diarrhea

Muscle or Muscle or
joint pain joint pain

visdie, 9MAS is a disease-specific PROM used to assess symptom severity and consists of 9 items.'? Severity of each item is rated from not at all (0) to very severe (4).
g For the Week 12 assessment, items are scored daily for 14 consecutive days prior to the end of the 12-week treatment period. The scores shown here are a
'.:. Cogent mean for subjects in the 100mg cohort (N=10) versus the placebo cohort (N=12)

..'.O'o ".

BloscieNces 1), Siebenhaar F, Sander B, Tram H, Ellrich A, Maurer M, Weller K. Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 30

Development and validation of the mastocytosis activity score. Allergy. 2018;00:1-8. As of data cut-off date of 18-Dec-2023.




Conclusions: Totality of Results from Summit Part 1 Support AASummit Q%Q(N\JJALMEEHNG
100 mg QD as the Optimal Dose of Bezuclastinib for Patients N 6 o s ot

With NonAduSIVi

In Part 1b, bezuclastinib 100mg QD resulted in:

- Safety and tolerability profile generally consistent with placebo results
— No bleeding, cognitive impairment, or edema AEs reported
— No dose reductions or discontinuations due to AEs

« Rapid reductions across markers of mast cell burden, supported by KIT D816V mechanism and
exposure evidence from nonclinical studies

- Significant improvement versus placebo at 12 weeks in both symptom severity and quality of life,

based on mean change from baseline in MS2D2 and MC-Qol total scores which corresponds to:
— 51% reduction in symptom severity (measured by MS2D2)
- 49% improvement in health-related quality-of-life (measured by MC-Qol)

« 70% of patients achieving >50% improvement in symptom severity versus 8% on placebo, as
measured by MS2D2

Summit Part 2 is expected to include 159 patients

%, e MOsSiENCES Modena B., et al. AAAAI Annual Meeting; Washington D.C. 25 Feb 2024: Poster #694. 31
As of data cut-off date of 18-Dec-2023.

*.
L]



* X %
Symptomatic Improvement on 12 Week MS2D2 TSS Consistent JEHA e
Across All Part 1 Patients Treated With 100 mg

Percent Change in MS2D2 at 12 Weeks

Bezuclastinib Bezuclastinib
100 mg, 1b 100 mg, 1a+1b Placebo

. !
-20
-30
- Bezuclastinib 100 mg (1b)
-40

-0 B Bezuclastinib 100 mg (1a+1b)

o

Percent Change of MS2D2 at
12 Weeks

-60

- Placebo

ggggggggggg Rein, LAM,. et al. European Hematology Association (EHA) Hybrid Congress; June 14, 2024: Madrid, Spain; Poster P1055 32




Bezuclastinib 100 mg (1a+1b) Treatment Resulted in Improvement XTI
Across All Symptoms of NonAdvSM Within 12 Weeks as Measured « EHA =0
by MS2D2

Mean Change from Baseline in MS2D2 Symptoms and Most Severe Symptom

Symptoms in M52D2 Total Symptom Score (TSS)
Additional M52D2 Symptoms
Most Skin Fatigue Neurocognitive Gl/Pain
Severe Itchi Flushi Skin red Spots Tired C tration R beri N Abdominal o jach Bone Pai Diarrhea Brain Dizzi
S'Ifm[ltul'l'l II'I= us II'IE In redness F irednass oncantration Hemeam Erll'l= ausea Pﬂ.ll’l egaachnea one Failn meritq rain ﬂg IZZINESS
]
-0.5
. 0.52
'E
%
L 1.04)
om
E -15
Q
- -1.66
" 5 -1.73
{-Ts]
E 2.15
= -2.22 . -2, ) -2,
‘; _2.5 '2-23 b _2-39
@ -2.69
= 3
-3.03 - Bezuclastinib 100 mg (1a+1b)
-3.3 - Placebo
= cogent
oo ™ BIOSCIENCES Rein, LAM,. et al. European Hematology Association (EHA) Hybrid Congress; June 14, 2024: Madrid, Spain; Poster P1055 33




Cross-trial Efficacy Comparison of KIT D816V Inhibitors in NonAdvSIVi

Pioneer Part 1  Pioneer Part2?> ~ SUMMIT Part 1b3 Harbor Part 1%
*  Results shown from RP2D avapritinib avapritinib bezuclastinib elenestinib
for avaprl_tlmb and L. placebo  25mg placebo 25 mg placebo 100 mg placebo
bezuclastinib; elenestinib =10 n=10 § n=71  n=141 3 n=12 n=10 3 n=10
RP2D yet to be announced
5
« Symptomatic severity .
assessed using ISM-SAF s
(avapritinib & elenestinib) 2 s
and MS2D2 (bezuclastinib), %
each fit-for-purpose PROMs ¢ *°
designed to measure 8 s
o
NonAdvSM symptoms E 20
« Pioneer 2, SUMMIT and & 35
Harbor Part 1 conducted S
with patients blinded to R
laboratory values (eg. serum g 45
tryptase) - placebo effect
reported appears consistent =0
across studies 55 ‘ ‘ ‘
Patients achieving >50% reduction TSS : n/a 10% 18% 8% 70% n/a
:-f..cogent 1 - ASH 2020 presentation, Blueprint Medicines: estimated from line graph presented; 2 - AAAAI 2023 presentation, Blueprint Medicines, estimated from line graphs presented and imputed from mean
P absolute change from baseline using baseline severity; 3 - AAAAI 2024 Presentation, Cogent Biosciences; 4 - ASH 2023 presentation, Blueprint Medicines 34



Consistent Magnitude of Symptomatic Improvement for Patients Receiving
100 mg Bezuclastinib

100 mg bezuclastinib patients SUMMIT Part 1b SUMMIT Part 1a SUMMIT Pooled SUMMIT Part 1b using
reported very similar 100 mg patients 100 mg patients 100 mg patients “ISM-SAF like” PRO

symptomatic improvement n=10 n=17 n=10

(week 12 mean change TSS) I I I I

across SUMMIT 1a and 1b
sssssssssss "ISM-SAF is Blueprint Medicine's proprietary PRO tool used for assessing symptomatic improvement in NonAdvSM patients, and is not available for use by Cogent; data shown in this
column were constructed using the same symptom items as the ones used in Blueprint's PRO

-10
Constructing a scoring
system using the same
symptoms as ISM-SAF results
in consistent week 12 mean
change in TSS vs. MS2D2

-20

-30

Improvements across
domains in SUMMIT Part 1
support finding that
magnitude of effect is not
sensitive to item selection in
TSS 60

-40

Mean % Change from Baseline at 12 weeks

-50

%cogent

35




Optimizing Dose in NonAdvSM is Critical as Adverse Events May Confound TSS

« 52yr old patient receiving 150
mg bezuclastinib in Part 1b

Weeks on Treatment

0 4 8 12 16 20 24

« Serum tryptase reduced from 0
74.1 ng/ml baseline to 8.6
ng/ml at week 12

-10
-20

-30

« Skin symptoms resolved
quickly, but TSS at week 12
only -37% due to persistent
tiredness and Gr 2 abdominal
pain

-40

-50

-60

-70

% Improvement from baseline

« Dose reduced to 100 mg at
week 20. Following dose %0
reduction, rapid elimination of
abdominal pain, improvement
in tiredness and resulting TSS
of -73% by week 24

-80

-100

e Skin Redness e F|ushing e====Tiredness Abdominal Pain  es=TSS




BEZUCLASTINIB IN
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STROMAL TUMORS
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Significant Unmet Need Remains for GIST Patients

Gastrointestinal Stromal Tumor (GIST)

» Between 4,000 to 6,000 GIST cases diagnosed
each year in the United States'

« Tumors can start anywhere in the Gl tract, but 5
they occur most often in the stomach (about 60%) Symptoms

. . Diarrhea, Nausea
04)2 ' '
or the small intestine (about 35%) Vomniting, Abdominal

« Current FDA approved therapies include imatinib, ain, Bloating,
Gastroesophageal reflux

sunitinib, regorafenib, and ripretinib disease, Gl bleeding, Loss

. . of appetite, Weight loss
* 60% of GIST patients develop resistance to

imatinib within 2 years
(10% primary, 50% secondary resistance)’

lllllllllll

::' Cogen‘t Key statistics for gastrointestinal stromal tumors. American Cancer Society.
'.'.-', o 2 Gramza AW, Corless CL, Heinrich MC., 2009.
bl L 3 Signs and symptoms of gastrointestinal stromal tumors. American Cancer Society. 38



https://protect.checkpoint.com/v2/___https://www.cancer.org/cancer/gastrointestinal-stromal-tumor/about/key-statistics.html.___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzozNjBkZDE1Njk4NTQwNjZlMmUzNGJkZWM1ZmY3NzIyMDo2OmM2Yjg6MGE4M2NkOGFhYTU5MTJhYjIyYjNmNDkyM2I0OWNlZWEyZWEwMDE5NDZmNzE1YzBhZTVlNDYxNTc3ZDliMGY4YzpwOlQ6Tg
https://protect.checkpoint.com/v2/___https://clincancerres.aacrjournals.org/content/15/24/7510___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzozNjBkZDE1Njk4NTQwNjZlMmUzNGJkZWM1ZmY3NzIyMDo2OjIyZTc6YzAzMmRmZDViYTQ2ZmEzNmEwMGE5YzkxMzlmNmIyZGYwYmY2MTY1MGVjOTNlMWJlMmU4MDU5NWUyOGIzNmZhZTpwOlQ6Tg
https://protect.checkpoint.com/v2/___https://www.cancer.org/content/dam/CRC/PDF/Public/8641.00.pdf___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzozNjBkZDE1Njk4NTQwNjZlMmUzNGJkZWM1ZmY3NzIyMDo2OjNhZWQ6MzY5YTc5OTYyMWE1Y2JiMTVmZWQ2ZDBkMzA1NDQyZmE4NDgxMzg4NzExMjNjZTg1YjNkOGYyMWMzYmExODUxNDpwOlQ6Tg

Mutations in KIT Exon 13 and KIT Exon 17 are Key Drivers of Resistance

ORR

E0% ORR ~7%

PFs~6 €Y

months

ORR ~5% ORR ~9%

PFS ~19
months

Imatinib >> Sunitinib >> Regorafenib >> Ripretinib

months months

develop resistance to mutations driven by resistant, annual
Imatinib within two KIT exon 13 and KIT treatable GIST patients.!
years.' exon 17

60% of GIST patients >> Resistance >> 2,000-3,500 imatinib-

ORR/PFS for all approved agents was obtained from labeled information from those agents

""""""" 1 Gramza AW, Corless CL, Heinrich MC., 2009. 39



https://protect.checkpoint.com/v2/___https://clincancerres.aacrjournals.org/content/15/24/7510___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzozNjBkZDE1Njk4NTQwNjZlMmUzNGJkZWM1ZmY3NzIyMDo2OjExOTU6MzY5Y2ZhNjJiNjNmYjVhYmQxODU2NWFjMzhmNWUwMGJlZThmODZkNmE2MWJmODE2ZjBhMjhiYWM1OWZmZjRjYzpwOlQ6Tg

Rationale for Treatment of GIST with Bezuclastinib in Combination with Sunitinib

» Global standard for 1s-line therapy of advanced

KIT-mutant GIST is treatment with imatinib, Bezuclastinib + Sunitinib Combination Targets the Full
which targets primary KIT mutations in exons 9 Spectrum of Primary and Secondary Mutations
and 11.

Broad Coverage of

« Secondary resistance mutations in the KIT ATP-
binding domain (exons 13, 14), activation loop

Spectrum of
= Mutations

(exons 17, 18), or both can develop and result in Imatinib Vv |- - - - -
L NP
loss of imatinib-sensitivity Ripretinib R I J J _
«  While no single tyrosine kinase inhibitor (TKI) Sunitinib v VIV VY - - -
inhibits all mutations, the combination of .
bezuclastinib (targeting exons 9, 11, 17, and 18) Bezuclastinib v V| - ) v v B

and sunitinib (targeting exons 9, 11, 13, and 14) Bezuclastinib +
targets the full spectrum of primary and Sunitinib Vv
secondary resistance mutations.” Y L L
V = strong inhibition ~ = moderate inhibition - = no inhibition
* Phase 1/2 Bezuclastinib + Sunitinib: 12-month
MPFS in heavily pre-treated GIST patients
:.f.cogent 'Gramza AW, et al. Clin Cancer Res, 2009;15(24):7510-7518. 2Arshad J et al. JCO Precis Oncol, 2020;4:66-73. 3Casali PG, et al.
'o'-. oo = BIOSCIENCES JCO, 2017;35(15):1713-1720. “Serrano C and George S. CCR, 2020;26(19):5078-5085. 5. Wagner et al. [abstract 1251848] 2022. 40

In: CTOS 2022: 1251848.



PEAK: Global Phase 3 Pivotal Trial in 2" Line GIST Patients Peak l

GIST

KEY ENTRY CRITERIA PART LA_:-SAD"N PART 2 RANDOMIZED STUDY
) N=413

+ Histologically confirmed

Gastrointestinal Stromal Tumors Cohort 1 (n=5)
Bezuclastinib 300 mg QD +

Sunitinib 37.5 mg QD

(GIST) w/at least 1 measurable
lesion per mRECIST v1.1

Bezuclastinib 600 mg QD+

sunitinib 37.5 mg QD

 Locally Advanced, unresectable

or metastatic Cohort 2 (n=5)

Bezuclastinib 600 mg QD

« Documented disease + Sunitinib 37.5 mg QD o
progression on or intolerance to mmmd SUNItINID 37.5 mg QD
imatinib

Expansion (n=9)
» ECOG Performance Status 0-2 Bezuclastinib 600 mg QD +
Sunitinib 37.5 mg QD

Primary endpoint: mPFS
(median Progression Free Survival)

Top-line Results Expected YE 2025




Pec’lk‘

GIST

Demographic and Baseline Characteristics in Peak Lead-In

« 39 patients enrolled in Part 1; median age 58 years (range: 33-77)

Part 1a Part 1b Total
Baseline Characteristics N=19 (%) N=20 (%) N=39 (%)

Part 1a Part 1b Total
Baseline Characteristics N=19 (%) N=20 (%) N=39 (%)

Primary Tumor Location at
Diagnosis

Male, n (%) 13(68.4) | 18(90.0)

ECOG Performance Status
(baseline) Stomach 4(21.1) 4 (20.0)

0 12 (63.2) 10 (50.0) Small Intestine 8(42.1) 14 (70.0) m

1 6(31.6) 10 (50.0) 16 (41.0) Other abdominal locations 7 (36.8) 2 (10.0)
2 1(5.3) 0 (0) Primary Mutation?
Total number of prior TKI Exon 9% 2(10.5) 7 (35.0)

G G L

therapies Exon 11/ 13 (68.4) 14 (70.0)
0 0(0) 0(0) Other/unknown 4(21.1) o EN
1 7 (36.8) 0(0) Prior Radiotherapy 4(21.1) 5(25.0) m
2 7 (36.8) 4(20.0) Prior anti-cancer surgery 15(78.9) | 19(95.0)
>3 5(26.3) 16 (80.0)

As of 29-Mar-2023 Data-cut *Per archival samples taken any time from primary diagnosis to screening
Safety Analysis Set: All treated pts AOne patient in Part 1b with both exon 9 and exon 11 appears twice in the Part 1b and Total column

“cogent
ayee g 42

S Tap WD,. et al. American Society of Clinical Oncology (ASCO) Annual Meeting; Chicago, IL, 3 June 2023: Abstract Number: 11537




Bezuclastinib + Sunitinib Combination Well Tolerated in Peak Pec’lk‘

Lead-In Trial o
« Majority of TEAEs were of low CTCAE grade and reversible Total (n=42
jority 5 TEAEs >15% > — -
 Low rate of Grade 3+ events All Grade (%) Grade 3/4 !
| . _ Diarrhea 52 >
« Only three patients experienced serious adverse events Fatigue 43 -
possibly associated with study medications: Nausea 33
Gr 2 neutrophil count decrease and pyrexia and Gr 3 platelet count [Hair Color Changes 31 .
decrease Hypertension 31 14
Gr 2 bacterial peritonitis and Gr 3 febrile neutropenia Taste disorder 29 -
Gr 3 anemia, asthenia, and edema peripheral GERD 19 -
* Limited (24%) dose reductions of any study medications due to [ALT/AST increased 19 >
TEAEs Neutropenia 17 5
« Infrequent (n=2) discontinuations due to TEAEs Rash 17 -

Gr 2 Rash; Gr 1 abdominal pain and Gr 3 diarrhea

The safety and tolerability profile appears generally consistent with
published sunitinib monotherapy experience

i cogent

Somaiah N., et al. CTOS Annual Meeting; Dublin, Ireland, 1-4 November 2023 43



Bezuclastinib + Sunitinib in 2"d-line GIST: Encouraging A
ORR & Durability Peak

GIST
o EOT 05/2021
~ EOT 11/2022
i
SD | |
>
- Legend
o SD |
[ Stable Disease (SD) —» Treatment Ongoing
<D Bl Partial Response (PR) Q  Adverse event
| —> ® T ¢PRA [ Discontinued
= ™| O > e lemmentduetohe
- On Treatment Following prior to first response
S SD | —» Investigator Assessment assessment
3 | r EEN of Disease Progression // Continued treatment
™ ® ?ISE?SE P:(_)gl‘fss)lon in Expanded Access
er Investigator
§ SD | TN P g Program (EAP)
SD | |
NE [ o
0 5 10 15 20 25 30
Treatment Cycles (28 days)
8.3 months: sunitinib in INTRIGUE trial (2"-line)
GIST mPFS 8.0 months: ripretinib in INTRIGUE trial (2"-line)
benchmarks 5.5 months: sunitinib USPI (2"-line)
CO ent 5.6 months: avapritinib in VOYAGER trial (3"-line)
.:'.:'-...A_..- gs-osumczs 4.2 months: regorafenib in VOYAGER trial (3fd-|ine) PLX 121-01 was an 18-patient study in heavily pretreated GIST population 44

Peak Lead-In was a 42-patient study in the combination of Sutent and Bezuclastinib



PRECLINICAL PIPELINE
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BEST-IN-CLASS SMALL
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Building a Portfolio of Discovery Stage Programs

HIT ID LEAD GENERATION LEAD OPTIMIZATION CANDIDATE SELECTED IND SUBMISSION

ErbB2 CGT4255 is a potent, selective, CNS-penetrant ErbB2 inhibitor

PI3Ka

KRAS CGT6737 is a novel pan KRAS(ON) inhibitor

CGT6297 is a novel, H1047R mutant-selective PI3Ka inhibitor

Creating potential best-in-class small molecule kinase inhibitors
for genetically defined oncology and rare disease




Creating a Best-in-Class EGFR-sparing, pan-mutant ErbB2 Inhibitc

CGT4255 is a highly potent and selective ErbB2 inhibitor targeting resistance
(YVMA), kinase, and extracellular domain mutations, with best-in-class potential
performance in multiple underserved patient populations

Prevalence of Oncogenic Mutations of ErbB24>

E Total ERBB2 Mutations S310Y/F R678Q/W "755?::32{ FIC passniem ex20 Ins/del V77ILIMIA VBL21/E/A ErbB2 Cellular |c50 Inhibition of pErsz
— ___ r” = = L“" = L ; ErbB2WT | L7555 | YUMA | S310F | v8s2l
o Breast Cancer 11,912 (4%) 694 57 2,233 733 1,033 1,108 205
£ e - . . T CGT4255 8 nM 9nM | 3nM | 7nM | 15nM
E Colorectal Cancer 1 4 37 (uy) 285 626 155 77 6 226 458 Adjusted for FBS-binding
E Endometrial Cancer | 3 475 (g) 132 372 156 84 2% 553
&
a Melanoma 3,904 (4%) 191 55 1% 55
= PP PP FPEPE PP E PPPP FEPE PSP FEPS
Estimated Patients per year in U.S. (New Cases) Brain Penetrance
1 H 1 H 1 H H (Kpuu)
! | { j ; b 09
,’/" \\\\\\ \\‘ ’/' - -*'::__ - —::_-:: __________ 0.8
- NG | 07
ERBBZ — —m- — ] ™ Kinase Domain | 05
0.4
Outperform: 0.3
« Minimal shift across all relevant mutations, YYMA and ErbB2 wt isoforms o
« Bestin class potential CNS exposure 0
CGT4255

cogent -

BIOSCIENCES

Superior whole blood stability across ErbB2-covalent MOA/drug class
Superior in vitro and in vivo performance vs. SOC- ex.~Tucatinib
Ability to combine therapeutically with ADC, other TKls and mAbs

San Antonio Breast Cancer Symposium®, December 5-9, 2023, Presentation Number: PO3-26-02

Observed Kpuu when dosed at 100
mg/kg; 1h time point in mice

47



Optimizing Best-in-Class FGFR1-sparing, pan-mutant FGFR2 Inhibito:

T CGT4859 demonstrates potent cellular inhibition of key gatekeeper and
molecular brake mutations (V564I, N549K) that have been shown as main
mechanisms of resistance to existing FGFR-directed therapies

Pemigatinib Erdafitinib Futibatinib RLY-4008 CGT4859

Cellular pFGFR Inhibition IC;,

FGFR2-WT 2nM 2nM 2nM 4nM \ 2nM ig. 1b FGFR2 Resistance Mutations in
B nplangiocarcinoma occur in the kinase domain
Fold Shift vs FGFR2 Cellular ICs, \ Asponse to pan-FGFR inhibition
FGFR1-WT 7x 4x 2x 250x \ 140x
Acquired Resistance Mutations
FGFR2-\/564F >500x >500x 64x <1x \ /3>\ 18 cov 20
FGFR2-V5641 38x 1x 1x 11x 4x | g Sihermon 0z
= 10
FGFR2-N549K 165x 40x 3x 7x 3x 3 s ,
E 6 |
FGFR3-1/555M >500x 75x 112x 48x \ 4x o " I I E
o ' o ] ﬂ pall s N | [ LERNL
chemotype reversible reversible covalent covalent reverdible L PF L FLI LSS
This series of analogs are the first publicly disclosed FGFR1 roe
sparing, reversible FGFR2 inhibitors that address all the " W e Kinase Domain
major activating and resistance mutations ou min
CO gen T il Sk e e R S 1 e
BIOSCIENCES 48



Selective PI3Ka H1047R Inhibition Avoids PI3Ka Wild Type Toxicity for
Improved Efficacy and Tolerability

>55,000
H1047R U.S. D
patients/yr

PI3Ka
H1047R

Hyperglycemia
Gl Tox

_ Cell growth and survival,
Drives apoptosis, translation,

Regulates

Mutant-selecti.ve Oncogenesis angiogenesis normal \ On-target
tumor regression glucose metabolism physiology DIRRAN adverse effects
(P
iy &

® Selective inhibition of PI3Ka H1047R Q" ". Non-selective PI3Ka inhibition

* On-target inhibition of wild type PI3Ka by approved inhibitors leads to tolerability issues including hyperglycemia,
hyperinsulinemia, gastrointestinal issues, and skin reactions’
* Increases ininsulin result in activation of PI3Ka in tumor cells and diminished efficacy’
« A mutant selective inhibitor will avoid these toxicities resulting in better tolerability, greater target coverage, and
.. improved efficacy compared to approved agents
i cogent

OSCIENCES
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CGT6297 is a PI3BKa H1047R Kinase Domain Mutant Selective Allosteric
Inhibitor

Selectivity over WT (SKBR3)

 (GT6297 was tested in a panel of PI3Ka H1047R mutant
and PI3Ka WT mechanistic cell assays measuring inhibition
of pAKT

Alpelisib

Inavolisib * Low nM potency was observed for CGT6297 across PI3Ka

H1047R mutant lines

STX-478 e (CGT6297 is selective for PI3Ka H1047R over PI3Ka

WT with a selectivity window of 25x comparing mutant
T47D to WT SKBR3

RLY-2608
» Alpelisib, Inavolisib, and RLY-2608* have no selectivity over
WT; STX-478° shows 10x T47D to WT SKBR3 selectivity in

CGT6297 this assay

H1047R




CGT6737 Shows nM Binding to KRAS(ON) with Selectivity Over H/NRA

RAS(ON) SPR Binding Assay K,

KRAS
G12D G12C G13D Q61H

CGT6737 1.3 nM 1.6 nM 0.6 nM 0.3 nM 1.1 nM 1.9 nM >5000 nM >5000nM

«  Kinetic SPR binding assay of CGT6737 to WT and mutant KRAS(ON) loaded with the GTP stable analog GMPPCP
« Confirms CGT6737 binds to active forms of KRAS(ON) consistent with crystallographic data
« Similar SPR experiment with HRAS and NRAS shows >1000x selectivity for KRAS(ON) over H/NRAS isoforms

« Selectivity for KRAS over other RAS isoforms may provide tolerability advantages vs. Pan-RAS inhibition

« Barbicid et. al. reported that the genetic deletion of H-, N-, and K-RAS in mice stopped proliferation, and induced senescence in
keratinocytes, leading to severe hypoproliferation in vivo




CGT6737 is a pM KRAS Inhibitor with Selectivity over H/

. : CGT6737 RMC-6236
50 50 « Mechanistic cellular ICsys measuring

PC-9 Non-small cell lung cancer (KRASWT) 14 nM 2.7 nM inhibition of pERK were determined for
NCI-H2009 Non-small cell lung cancer KRASG12A 0.12 nM 0.75 nM CGT6737 and RMC-6236 across a va riety
NCI-H358  Non-small cell lung cancer KRAS®2¢ (.25 nM 0.27 M of cell lines and tumor types to capture
AsPC-1 Pancreatic cancer KRASG12D 0.64 nM 1.4 nM inhibition of a range of KRAS mutations
A549 Non-small cell lung cancer ~KRASG12S 0.13nM 0.59 nM « Both compounds are potent inhibitors of
SW480 Colorectal cancer KRASG2V  0.57 nM 0.28 nM KRAS mutations with 1Cys in the pM
HCT116 Colorectal cancer KRASG3D 0.66 nM 0.79 nM range for most mutations
NCI-H460 Non-small cell lung cancer KRASQ6MH 0.15nM 0.50 nM
;.cogent B



CGT6737 is Efficacious in PK/PD as well as KRASG12D & KRASG12CTGI M

12D
AsPC1 KRASG120 PK/PD Mouse Model MIA PaCa-2 KRASG2C TGl AsPC1 KRAS®HP TGl
4 Vehicle (PO, BID) — 1000
e, —_ 5001 ® CGT6737 100 mg/kg (PO, BID) ™
100 = 10000 % “"E =& RMC-6236 25 mg/kg (PO, QD) g 8004
o S £ =
@) ) N Q
o 80=- (@) = 1000 o () £ 600+
o4 G12D o__a o g =
- S R A ¢) R ®
G o ffay ICoo T Lo 2 = S 400-
c Q > |
g S S g 200
o =10 > £ =
T 207 — 3 3 S —2— —*
0= T T T T T 1 ,3_ 0 T T T T T T 1 0 5 z é é 1'0 1'2 1I4
Vehicle lhr 6hrs 10hrs 24hrs ~ 0 2 4 6 8 10 12 14 D ft f
CGT6737 Days after start of treatment ays after start of treatment
30 mg/kg

« PK/PD: 90% Inhibition of pERK was observed at 10 hr for the 30 mg/kg dose group

CGT6737 was dosed PO BID at 100 mg/kg in both MIA PaCa-2 KRASG'2C and AsPC-1 KRASG2D TGl models
« RMC-6236 was dosed at 25 mg/kg PO to match clinically relevant exposures

« Similar efficacy was observed for CGT6737 and RMC-6236 in both TGl models

« Lead optimization of CGT6737 is ongoing




Cogent Biosciences: Anticipated Upcoming Catalysts

Clinical Milestones

v" Present results from SUMMIT Part 1 at AAAAIin Q1 2024

v Initiate global, registration-directed SUMMIT Part 2 trial in TH 2024

v' Initiate Phase 1 trial of CGT4859, a potential best-in-class FGFR2 inhibitor, in 2H 2024
« Complete enrollment in SUMMIT Part 2 (NonAdvSM) in 1Q25; topline results 2H 2025
« APEX Part 2 (AdvSM) topline results mid-2025

« Phase 3 PEAK (2L GIST) topline results YE 2025

Research Milestones
v" Initiate IND-enabling studies for CNS-penetrant, potent ErbB2 inhibitor
v" Select clinical candidate and initiate IND-enabling studies for a novel H1047R PI3Ka inhibitor

IIIIIIIIIIIIIII
......
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Cogentbio.com

Real Challenges. Real Solutions.

Precision therapies for genetically defined diseases
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