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Item 8.01 Other Events.

On November 30, 2020, Cogent Biosciences, Inc. (the “Company”) made available on its website at https://www.cogentbio.com in the investor relations
section an updated corporate presentation, a copy of which is filed as Exhibit 99.1 hereto and is incorporated by reference herein.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits
Exhibit

No. Description

99.1 Cogent Biosciences, Inc. Corporate Presentation.



SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.

Date: November 30, 2020 COGENT BIOSCIENCES, INC.

By: /s/ John Green

John Green
Chief Financial Officer
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Cogent Biosciences: Emerging Leader in Precision Medicines for
Genetically Defined Diseases

PLX94886, a potential best-in-class KIT exon 17 inhibitor, has demonsirated promising clinical efficacy and safety
results in a Phase 1/2 clinical trial in patients with gastrointestinal stromal tumors (GIST), along with accelerated timelines
to proof-of-concept in systemic mastocytosis

1H 2021 2H 2021

Broad clinical
development plan

Initiate ASM clinical trial
designed to move

PLX9486 rapidly
to high unmet
need patient
populations

Initiate randomized GIST clinical trial

T

Create pipeline of additional highly selective, potent compounds

2021+ Strategy

Cogent is well capitalized with $129.4 million as of September 30, 2020
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PLX9486: Next-Generation
KIT exon 17 Inhibitor

{cogent




PLX9486 is a Highly Selective and Potent KIT Mutant Inhibitor with Potential to
Demonstrate Best-in-Class Clinical Profile

PLX9486 Encouraging Clinical Activity
12 months mPFS demonstrated with combination of

Specifically targets KIT exon 17 D816V PLX9486 + sunitinib in heavily pre-treated GIST patients
mutations
+ Selective versus other targets including
wild-type KIT, PDGFRa, VEGFR2, FLT3 Attractive Emerging Safety Profile
and FMS Well tolerated with no significant safety signals across 50+

Worldwide rights to compound exclusively patients in single agent & combination dosing

licensed from Plexxikon’
Potential Best-in-Class KIT exon 17 inhibitor
KIT D818Y inhibition supports future studies in systemic

mastocytosis and GIST; safety results support potential
for broad use

- Patent protection through at least 20332
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PLX9486 Designed as Potent and Selective KIT exon 17 D816V Inhibitor

PLX9486 is a Type | Inhibitor designed to selectively bind the active conformation of mutant KIT
+ Comparable potency observed relative to avapritinib with potential selectivity advantages
+ Limited blood-brain-barrier penetration and no CNS toxicities identified in preclinical studies

Potency Selectivity
IC50 (AW IC50 (niv)
Assay () N AU PLX9486
PLX9486 Avapritinib c-Kit (wt) 000"
KIT D814Y autophosphorylation
{murine P&15 ﬂSls]l P 12 22 c-Kit (DB16V) 1125
BA/F3 KIT DE16V growth® 12 135 FMS 602.4
KDR/VEGFR2 5000*
KIT DB16V kinase activity (Reaction Bio)® 1125 04143
PDGFRa 5000
A Comparison af PLYGARE data with previously published svapritinib data PDGFRa (D842V) 104.3

* Direct comparison within experiments using non-GMP syntheses

Hote: No head-to-head clinical trials have been conducted between PLXI4BEE and avapritinib.
®Highe:st concentration tested in biochemical assay
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(et



Dual-conformation KIT Inhibition Drives Tumor Regression in
Heterogeneous GIST mouse models

Ex11 (W557_K558del), Ex17 (N822K) Ex13 (K642E), Ex17 (D823Y)

KIT Mutant (Exon 11/17) GIST PDX KIT Mutant (Exon 13/17) GIST PDX
W 8004 ﬁam'
:I: é Treatment
_% Treatment im- : ::'::
> 400 - . = ik
5 < Plioies 5 g
3 S 2001 * +Suntinib
§ g
= 2001 =

100 1
0 5 'a-.'é"air 15 20 2 3 ":E}ay 15 0
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Systemic Mastocytosis &

KIT exon 17 D816V mutations

{cogent




Significant Unmet Need Remains for Neurological
Systemic Mastocytosis Patients oo il

cognitive dysfunction, anxiety, depression

Systemic Mastocytosis Systemic
+ Disease driven by over-accumulation of mast Anaphylaxis
cells across various internal organs in the body

. X Cutaneous (skin
Advanced Systemic Mastocytosis (ASM) Flushing of the facelneckichest, hmgrml; rashas).

« Median survival of approximately = 3.5 years itching with or without rash

» FDA approved drug, Rydapt (Midostaurin),

broad spectrum TKI, challenging tolerability Gastrointestinal

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

Indolent and Smoldering Mastocytosis (ISM)

+ Significantly impacts quality of life

* No approved therapies: current treatments Oth
include H1 and HZ2 anti-histamines, mast cell um“i:
stabilizers, leukotriene inhibitors Light Saciecruss, synesps (taisteg). et

g Pobier s, cheut puin, kom bhacd
[iridisng, Bt bhseed priidinn W s, calpol

it Sl bl presdone Gynacolagical

iratabadity Litiired crmimiged, Bbichnng
EanbioiaThoalRaspration Usinary

Masal Bcking mred congestion, Theoal Blacicler ritabiity_ fraquent
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Systemic Mastocytosis (SM):
Primarily Driven by KIT exon 17 D816V Mutations

Mormal D&y Mutation
pends on Ligand Ligand-independent acthation KIT exon 17 D816V mutation is
- detected in >90% of SM patients’
il o FEN v o Occurs within the activation loop
’ : domain and causes a conformational
1l 1 change in the enzymatic pocket of the
a» am receplor
44 - Y, o This conformational change results in
! .- ligand independent constitutive
PI3K activation of KIT and leads to
¥ ¥ increased proliferation
i A JAK RAS
¥ + v r
AR STAT [
. . ) ' Inhibition of KIT exon 17 mutations
d sury ot Drysragulated surnvival, call growth, has shown clinical activity in both

and differentiation

ASM and ISM

Neoplastic cells
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Large, Yet Not Well Understood Population of SM Patients

Systemic Mastocytosis: Estimated prevalence in the U.S. is 20,000-30,000 patients

ISM
Comprises upwards of
90% of all cases of SM’

Significant unmet medical need
for clinically active, well tolerated
treatment options for this patient

population

1



PLX9486 Positioned to Move Rapidly Into ASM and ISM Clinical Studies

Pre-clinical KIT selectivity and potency along with
clinical experience — safety + target engagement

N~ N
Phase 2 start as single agent in Phase 2 start as single agent in
Advanced Indolent
Systemic Mastocytosis (ASM) Systemic Mastocytosis (ISM)
{(1H'2021) (2H'2021)
Xz N

Serum tryptase level is used as diagnostic marker for SM patients and
considered to reflect the burden of mast cells...

...will provide a well understood and accepted marker for assessing
clinical proof of concept based on planned ASM & ISM clinical trials

....
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GIST &

KIT exon 13/17 mutations

{cogent




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 they oceur

most often in the stomach (about 60%) or the small S ¢ 4
intestine (about 35% )2 ymp oms

Diarthea, Nausea,

+ 83% 5-year survival rate’ amiting, Abdominal

Pain, Bloating,

» Current FDA approved therapies include Imatinib, Sunitinib, Gasrrogsophageal

Regorafenib, and Ripretinib raflux disease GERD,

Gl bleeding, Loss of

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

{10% primary, 50% secondary resistance)’

l--_d" " hpi el anokini asdroumali ongfoonneny’ | SI24TS 10
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Mutations in KIT exon 13 and KIT exon 17 are Key Drivers of Resistance

ORR
~60%

ORR
~5% PFS

ORR
~Q%
PFS ~6.3 o

months

~7% PFS

PFS ~-19
months

~6
months

~4.8

months

Imatinib >> Sunitinib >> Regorafenib >> Ripretinib

develop resistance to driven by KIT exon 13 resistant, annual treatable

60% of GIST patients Resistance mutations 2,000-3,500 imatinib-
Imatinib.? >> and KIT exon 17 >> GIST patients.?

-".‘Cagg.r.!t 'nitps:fclincanceras . cocripumals.cegfoontent/ | 572407510



Gastrointestinal Stromal Tumor (GIST):
Imatinib-resistance linked to KIT exon 13 and KIT exon 17 mutations

Ripretinib (n = 85) Placebo (n = 44) Imatinib-resistant patients most

—— 5 commonly exhibited secondary KIT

exon 13 andlor KIT exon 17 mutations?
15-26 different mutations were found in KIT
exons 17/18 in both tumor and liquid
biopsies

+  5-12 different mutations were found in KIT

I ' ll | |I | .,-.,-; exons 13/14 in both umer and liquid
| |

biopsies

I I I FoasRL These study results support that
Green: detected in both; red: detected in tumor only; blue: detected in liquid only ::t?;:t;?eatzt::r;? l':'::t?'ﬂ::_
resistant GIST patients with
combination of PLX9486 (KIT
exon 17 inhibitor) + sunitinib
(KIT exon 13 inhibitor)

16
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Phase 1/2 Study of

PLX9486 + sunitinib in
Heavily Pre-Treated GIST Patients

{cogent



Study PLX121-01: Phase 1/2 Study of PLX9486 + Sunitinib

Part 2e: PLX9486 + Sunitinib

Eligibility
- D L
Relapsed/Refractory GIST Dose Level 1 (N=3) Dose Level 2 (N=5) u{sr: n :;‘;I -
*  Previous imatinib treatment PLX9486: 500mg — PLX9486: 1000mg — i
. Sunitinib: 25 mg Sunitinib: 25 mg ot n L]
Design for Part 2e : Sunitinib: 37.5 mg
+  3+3 dose escalation All doses PO once daily
+ 3 combination dose levels based on
PLX9486 single agent experience Criteria for Dose Limiting Toxicities
Assessed during Cyele 1 (28 d
NCT#02401815 AR : =8
Monhematologic
Primary Objective « Gr 2 3 AE of laboratory toxicity despite
Characterize the safety and tolerability of combination in patients with GIST adequate supportive care

Secondary Objectives
Overall response rate per RECIST v1.1 Hematologic

Clinical benefit rate (CBR): CR + PR + 5D = 16 weeks ) .
« Gr 4 anemia, neutropenia, or

Exploratory Objective thrombocytopenia

Changes in circulating tumor DMA (ctDNA) and correlation with response and survival + Gr 3 neutropenia/thrombocytopenia

lasting > 7 days

i cogent
Tt 1 3



Demographics and Prior Therapy: Heavily Pretreated GIST Patients

Total Dose Level 1 Dose Level 2 Dose Level 3
(N=18) (n=3) (n=5) (n=10)

Age, Median (range) 62 (44 - 78) 57 (46 — 68) 55 (44 - 78) 62 (53 - 65)
Sex, male, n (%) 9 (50) 0 3 (60) 6 (60)
[Prinr Regimens, Median (range) 3(1-6) 2(1=2) 3(1-6) 4(1-5) ]
Imatinib, n (%) 18 (100) 3 (100) 5 (100) 10 (100)
Sunitinib, n (%) 13 (72) 1(33) 4 (80) 8 (80)
Regorafenib, n (%) 12 (67) 0 4 (80) 8 (80)
Ripretinib, n (%) 5 (28) 1(33) 1(20) 3 (30)
[ 2 3 prior lines, n (%) 12 (67) 0 4 (80) s@eo) |
e i | :

DL 1 = PLO3EE 500 mg + Sunitinib 25 mg: DL 2 = PLXSEBE 1000 mg + Sunitirid 25 mg: DL = PLXS48G 1000 mg + Sundtinib 37.5 mg
Al dodest PO ence daily

-"::'Eggent dbs snapshat 10kl 2020
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Combination Safety Results Generally Similar to Single-Agent sunitinib
observed in a separate, third-party clinical study

Dose Level 1 Dose Level 2 Dose Level 3

(n=3) (n=5) (n=10)

Any AE |18 6 | 3 2 | s s | 10 9
Diarrhea | 13 2 | 3 o | 2 1| s 1
Anemia ) 5 | 3 1 | 2 L " 3
Hypophosphatemia | 7 3 | 1 | 3 1 | 3 1
Fatigue | 7 2 | o | 2 o | 4 2
Hypertension | 7 2 | 0 0 | 3 2 | 4 0
Lymphopenia |3 2 | A o | o o | 2 2

DL 1 = PLX9486 500 mg + Sunitinib 25 mg DL 2 = PUS486 1000 mg + Sunitinib 25 mg; DL3 = PLX%486 1000 mg + Sunitinib 37.5 mg
Combination safety results generally similar to that of single-agent sunitinib observed in a separate, third-party clinical study (Demetri et al,
Lancet 2006)
Results presented from non-head-to-head studies and should be interpreted with caution.
Severe events did not appear to be dose-dependent
Dose modification guidelines for treatment-related AEs allowed majority of patients to remain on treatment
One patient had a treatment-related AE leading to withdrawal of study treatment (gr 3 anemia)
Three patients required dose reduction db snapshot: 10)uly2020

wamss Qe AE (sepsis) bed to death (not related to study treatment; post-operative complication) 20



PLX9486 + Sunitinib: 12-Month mPFS in Heavily Pretreated GIST Patients

100% 4
Estimated 12-month
mPFS in PLX9486-
naive patients

e I 75%
receiving combination

+ mPFS improvement
observed for patients
receiving higher dose
of single-agent
PLX9486

PFS Probabdity (GIST Patients)

e &
. 25%
* In subset of patients
with = 2 prior therapies

(n=11), estimated PFS o Cansorad
remains 12 months 0%
At Risk:

PLX94B4 <S00mg | 7 1 ] 0 0 0 0 0

PLX?484 = 1000 mg | 12 & 5 2 1 1 a 0

PLYX 7486 + Sunitinib | 15" 1 9 7 & 2 1 0

0 4 8 12 14 20 24 28

Progeession Free Survival [months)

....
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PLX9486 + Sunitinib: Clinical Benefit Observed in Majority of Patients

Best Percent Change
(Sum of Lesion Diameters)
o

....

ORR = 20% (1 CR, 2PR)

Best Il R :
est Overall Response CER = 80%

PLX9486 + Sunitinib

Best Overall Response: [] CR [l PR [l s ] FD
[7] PR (unconfirmed)

T T T T T T T T T T T T T

Excludes combination therapy patients who had previously received PLXS486

ORR: Overgoll Response Rate (CR+PR)

b Sraprhar 102020
CBR: Clinical banalit rake [CR+FR+5D af 14 weaks)




Durable Responses in Patients Treated with PLX9486 + Sunitinib

+ The median duration of PLX9486 + sunitinib treatment was 10 months (range: 1 to 27 months)
+ Four patients remain on therapy, including 1 CR and 2 PR

+ Durable response >18 months in patients achieving confirmed response

Patiants

Time Poinl Reaponse

12 14 P
Treatment Duration (Months]

o
=

4

* Patien proeicusly spoenerd FLCKEES.
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Patient Achieved Complete Response Following Three Prior Therapies
When Treated at RP2D of PLX9486 + Sunitinib

65 yr old female previously refractory to imatinib (PD) and sunitinib (PD); intolerant to regorafenib
Metabolically active right abdominal and subcutaneous masses
Mutation status (ctDMA): KIT exon 11 & 17

Continues on treatment > 27 months

Study Entry PR - Cycle 3 CR - Cycle 18

. cogent



PLX9486 Monotherapy Exploratory Analysis: Changes in ctDNA Support
Specificity of Kinase Inhibition

Patient 1 Patient 2
a5
o TE-
04+
:
_ECI,S' &0
goz-
25 -
&0 fy— war sazmr
004 . " ond s el D\.'WH:-:':I.:
R} r
: ot - - -
o 204 :
g =10
:3 ot
]
g
204
8 201
®
i , " !
2 0 2 4 & B 0 12 M 16 18 W 2 1 H 4 [1

Months on Treatment
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Cogent Biosciences: Emerging

Leader in Field of Precision
Medicines for Genetically
Defined Diseases




Experienced Leadership Team

Cogent's leadership possesses biotech and large pharma drug development experience and deep
scientific expertise in developing precision medicines for genetically defined diseases.

BRAD BARMETT L ERIN SCHELLHAMMER
Chief Technology Officer Ch Office: Chie Chief People Officer




Financial Overview

As of September 30, 2020, Cogent's current cash balance was $129.4 million. We expect that our current
cash will be sufficient to fund our operating expenses and capital expenditure requirements into 2023.

Company Capitalization Structure

1
As of November 9, 2020 Converted Common Shares

Common stock outstanding 11,342,400
Series A Preferred Stock 40,831,250
Adjusted fully diluted Common stock outstanding 52,173,650

IThis includes 200% conversion of alf owtstonding Sevies A Preferred Stock, post 1-far-d reverse split

....
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Current Shareholders

Fairmount Funds Management LLC 1.558.9

[Venrock Healthcare Capital Partners 1,088,618
Parceptive Advisars LLC
lAtlas Venture 840,384

lAcom Bioventuras, LP.
|BVF Partners LF.

[Samsara BioCapital, LLC 1,420,455
Logos Global Management LLC 675,000
RTW Investmants, LP

{0rbiMed Advisors LLC

Ridgeback Capital Management, LIP. 600,000
[Ally Bridge Group

[Chamas Wilson 1,273,779
[Commodorne Capital

Polar Capital LLP 625,000
Mew Leaf Venture Partners 448,886
Millennium Managameant LLC 302,373
[Wedbush Healthcare Partners 2020 Fund, LLC

[Tekla Capital Managemant LLC 75,7
[The Vanguard Groug, Inc. 140,774
PAcuta Capital Partners, LLC 102,500
Fidelty Management & Research Company LLG 100,096
BlackRock Institutional Trust Company, N.A. 90,091
Other Investors 1,780,474
Total Share Count 11,342,400

(1) Amocants are based on 13F/DIG filing
(2) Preferred Shares are presenied on an as converied basis
Praferred Shares have been grouped [

16,853,500
3,408,000
1,988,750
2,841,000
2,841,000
2,841,000
1,420,500
1,420,500
1,988,750
1,088,750
852,250
1,420,500

639,250

40,831,250

| ¥
15412476
4,487 618
34977500
3,681,384
2,841,000
2,841,000
2,840,955
2,095,500
1,988,750
1,988,750
1,452,250
1,420,500
1,273,779
639,250
625,000
443,836
302,373
84,000
275,794
140,774
102,500
100,096
90,081
1,780,474

52,173,650
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Current Analyst Coverage

[insttotion __| Analyst

Jefferies Biren Amin
Wedbush David Nierengarten
Ladenburg Matt Kaplan

....
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