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Forward-looking Statements and Intellectual Property

FORWARD-LOOKING STATEMENTS

The following presentation contains forward-looking statements. All statements other than statements of historical fact are forward-looking
statements, which are often indicated by terms such as “anficipate,” “believe,” “could,” “estimate,” “expect,” “goal,” “intend,” “look forward
to,” “may,” “plan,” “potential,” “predict,” “project,” “should,” “will,” *would” and similar expressions. These forward-looking statements
include, but are not limited to, statements regarding the therapeutic potential of C4 Therapeutics, Inc.’s technology and products. These
forward-looking statements are not promises or guarantees and involve substantial risks and uncertainties. Among the factors that could
cause actual results to differ materially from those described or projected herein include uncertainties associated generally with research and
development, clinical trials and related regulatory reviews and approvals, as well as the fact that the product candidates that we are
developing or may develop may not demonstrate success in clinical frials. Prospective investors are cautioned not to place undue reliance on
these forward-looking statements, which speak only as of the date hereof. The forward-looking statements included in this presentation are
subject to a variety of risks and uncertainties, including those set forth in our most recent and future filings with the Securities and Exchange
Commission. Our actual results could vary significantly from those anticipated in this presentation, and our financial condition and results of
operations could be materially adversely affected. C4 Therapeutics, Inc. undertakes no obligation to update or revise the information
contfained in this presentation, whether as a result of new information, future events or circumstances or otherwise.

LARNT] IANNTY

INTELLECTUAL PROPERTY

C4 Therapeutics, Inc. owns various registered and unregistered frademarks and service marks in the U.S. and internationally, including,
without limitation, C4 THERAPEUTICS, our housemark logo, the name of our TORPEDO platform, and the names of our BIDAC and
MONODAC degrader products. All trademarks, service marks, or trade names referred to in this presentation that we do not own are the
property of their respective owners. Solely for convenience, the frademarks, service marks, and tfrade names in this presentation are referred
to without the symbols ®, SM and ™, but those references should not be construed as any indicator that their respective owners will not
assert, to the fullest extent under applicable law, their rights to.
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Designed and Advanced Degraders into the Clinic Across a Range of
Target Classes, Demonstrating Robust Target Degradation

Interrogated Diverse Attained IND Achieved Desirable Degraded Target as
Target Classes Clearance Drug-like Properties Predicted
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@ Discovered degraders and advanced 4 INDs against a transcription factor, a chromatin modifier, and two kinases

@ Have evaluated 3 programs in the clinic, each demonstrating robust target degradation in patients

@ Delivered two development candidates to our collaboration partner, Biogen

Investigational New Drug Applications (INDs)
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Advancing a Broad Pipeline to Deliver Near-Term Value

L . | - . Early Phase : Late Phase
Program Target Indications Discovery : Preclinical : :
; - Development : Development :

Multiple Myeloma &

Cemsidomide IKZF1/3 Non-Hodgkin's cee
Lymphoma seee
CFT1946 BRAF V600 V600 Mutant Cancers
Mutant

CF18919" EGFR L858R Non-Small Cell Lung

Cancer
) 2000
Discovery Stage Programs Various Cancers - -
000
Autoimmune & Cancer - 2 targefs
Cancer ) 2 targets Merck KGaA
Collaboration Programs
Cancer -I target € MERCK

Autoimmune &

[ 2
Neurological 2 targefts Biogen

ILicense and collaboration agreement with Betta Pharmaceuticals for development and commercialization in Greater China; 2Delivered development candidates to Biogen in Q1 2024 and Q3 2024
000
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CA4T is On Track to Execute Across All 2024 Goals, Progressing Multiple Clinical
and Preclinical Programs

Cemsidomide
IKZF1/3

CFT1946
BRAF V600 Mutant

CF18919
EGFR L858R

Discovery

OO O ©& 000

4Q 2024: Present updated data from Phase 1 dose escalation +dex trial in R/R MM
4Q 2024: Present data from Phase 1 dose escalation monotherapy trial in R/R NHL

By YE 2024: Complete Phase 1 dose exploration in R/R MM and R/R NHL

2Q 2024: Present preclinical data demonstrating differentiated activity in BRAF V600 mutant
driven melanoma, CRC, NSCLC, and brain metastasis models at AACR

ESMO Congress 2024: Present monotherapy data from Phase 1 dose escalation trial in
melanoma, CRC, NSCLC and other BRAF V600 mutant driven cancers

2024: Support trial start-up activities related to Betta's Phase 1 dose escalation trial in
China

1Q 2024: Collaboration with Merck KGaA, Darmstadt, Germany to discover two targeted
protein degraders against critical oncogenic proteins

2024: Deliver development candidate to collaboration partner

Relapsed or refractory multiple myeloma (R/R MM); Relapsed or refractory non-Hodgkin lymphoma (R/R NHL); Colorectal cancer (CRC); Non-small cell lung cancer (NSCLC)

C4 Therapeutics
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CFT1946 Monotherapy Phase 1 Data Demonstrate Proof of Mechanism and

Provide Early Evidence of Proof of Degrader Concept

<,

<,
<,

Proof of Mechanism

Well tolerated and highly
selective degrader, results in no
Grade 2 3 cutaneous adverse
events, which are commonly
seen with wild-type BRAF
inhibition

Increased drug exposure
observed with dose escalatfion

Degraded BRAF V600E protfein in
all available post-treatment
biopsies collected to date

Proof of Degrader Concept

©

©

Early evidence of monotherapy
anti-tumor activity in patients
who progressed after treatment
with BRAF inhibitors

Anti-tumor activity seen across
multiple BRAF V600 mutants

Degradation of mutant BRAF
protein overcomes resistance
mechanisms and results in
potentially deeper and more
durable responses than BRAF
inhibitors

CFT1946 has the
potential to disrupt the
freatment landscape
and become an
important option for
patients with BRAF
V600 mutant driven
solid tumors

sss C4 Therapeutics
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Sizable Market Opportunity

Key Limitations of Approved BRAF Inhibitors

« Durable and deep responses are often not seen in melanoma, NSCLC
and CRC patients, due to MAPK pathway resistance

Al

Before 15 weeks 23 weeks

Post treatment Post treatment

Adapted from Wagle et al, J Clin Oncol, 2011

« Poor tolerability, such as high-rates of cutaneous adverse events

« Often combined with a MEK inhibitor o enhance both efficacy and
minimize side effects resulting from paradoxical activation by BRAF
inhibitors

« Limited approved treatment options for BRAF V400 patients who do not
have a BRAF V4600E or V600K mutation

'Evaluate Pharma 2023

o Colorectal cancer (CRC); Non-small cell lung cancer (NSCLC)

sss C4 Therapeutics © 2024 C4 Therapeutics, Inc.

Overcoming Shortcomings of Currently Approved BRAF Inhibitors Provides

Despite limitations,
current BRAF inhibitor

market is ~$2 B]

BRAF inhibitor market is
estimated to grow to

~$3B by 2028



Mutants
Degradation of BRAF V600 Mutants with CFT1946

"
feay

@ BRAF-V600X
Degradation
E2 v4oay,
DDB1
ch s ¢» «@> ]
CuL4
Decath of BRAF V600 Mutant

E3 Ubiquitin Ligase Complex Driven Cancer Cells

CFT1946 exploits cells’ own proteosome machinery for
targeted degradation of oncogenic BRAF V600 mutant

Kreger B et al. Abstract 1658, AACR 2024
Adverse event (AE); Mitogen-activated protein kinase (MAPK)

ses C4 Therapeutics

Mechanism of Action: CFT1946 Mediated Degradation of BRAF V600

Potential Advantages of CFT1946, a Novel, Oral,
BRAF V4600 Mutant BiDAC™ degrader:

v' Prevents BRAF V600 mutant mono/heterodimer

formation!

v' Avoids paradoxical activation seen with approved

inhibitors!

v’ Addresses MAPK pathway alterations resulting from

BRAF inhibitor resistance (e.g., BRAF splice variants,
BRAF amplification)!

v Specifically targets BRAF V600 mutations, which

includes BRAF V600 mutations beyond BRAF V600E

v Spares wild-type BRAF!, likely avoiding AEs associated

with inhibition of wild-type BRAF

v Enables deep elimination of mutant BRAF signaling to

create potential durable responses through degrader
molecule recycling and catalytic effect

© 2024 C4 Therapeutics, Inc. 10



CFT1946 Phase 1/2 Dose Escalation Trial Continues to Progress Across BRAF
V600 Mutant Driven Solid Tumors

KEY INCLUSION MONOTHERAPY DOSE PK, PD, ANTI-TUMOR ) Ex o~
ploratory Expansion:
CRITERIA! ESCALATION ACTIVITY EVALUATION S IL Py ——.
. melanoma
) EV'?epce Ok‘;rBRAFC;/féOO Potential for further dose 640 mg BID
oo OOFI;?C?UI drggpsy ® olion and/or exploration Enrolling

640 mg BID;
n=3-6
Enrolling

Exploratory Expansion:
CFT1946 monotherapy in

BRAF V400 mutant @ DL 5 (640 mg)
measurable solid tumors with BID; n=5

21 prior line of SoC therapy

for unresectable locally DL 4 (320 mg) 320 m—gé BID; melanoma
advanced or metastatic @ BID: n=6 n=0 320 mg BID
disease - Ongoing Ongoing

A

inhibitor therapy Ongoing CFT1946 in combination
+ CRC, ATC, NSCLC or other ) DL 2 (80 mg) with C]eggxmo; in CRC

non-CNS solid tumors: prior r BID; n=5 mg

BRAF inhibitor therapy unless Enrolling

not available per SoC @ DL 1 (20 mQ)

No patient with CNS A7 = Phase 1B:

involvement (primary tumor CFT1?46 in com_binoﬂon

or metastafic disease), PRIMARY ENDPOINTS SECONDARY ENDPOINTS Wit Trametinib for

except if clinically stable . i ) o melanoma and NSCLC

« Safety and tolerability » Estimate anti-tfumor activity
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 Determine RP2D/MTD * Assess PK and PD

INCT05668585. www.clinicaltrials.gov. Accessed 01/09/2024; 2Evaluating additional patients for pharmacodynamic assessment pre- and post-drug exposure biopsies

Colorectal cancer (CRC); Anaplastic thyroid cancer (ATC); Non-small cell lung cancer (NSCLC); Central nervous system (CNS); Standard of care (SoC); Dose Level (DL); Twice daily (BID);
Recommended Phase 2 dose (RP2D); Maximum tolerated dose (MTD); Pharmacokinetic (PK); Pharmacodynamic (PD)

ses C4 Therapeutics © 2024 C4 Therapeutics, Inc. 1
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Solid Tumors

Baseline Characteristics

Patients Dosed

Disease History

All Patients Enrolled Have Advanced or Metastatic BRAF V600 Mutant Driven

Patients Dosed

(N=36)

Age, years

Mean 54

Median (range) 55 (25-77)
Sex, n (%)

Male 19 (53%)

Female 17 (47%)
ECOG PS

0 18 (50%)

1 18 (50%)
Race, n (%)

White 33 (92%)

Asian 1 (3%)

Not Reported 2 (6%)
Ethnicity, n (%)

Not Hispanic or Latino 29 (81%)

Not reported 6 (17%)

Unknown 1 (3%)

*Other tumor types include cholangiocarcinoma, pancreatic carcinoma, papillary thyroid carcinoma, and small intestine cancer
Anaplastic thyroid cancer (ATC); Colorectal cancer (CRC); Eastern cooperative oncology group performance status (ECOG PS); Non-small cell lung cancer (NSCLC); BRAF inhibitor (BRAFi)

Percentages may not add up to 100% due to rounding
Source: ESMO Congress 2024; C4T data on file as of 7/19/2024

3 C4 Therapeutics

000

(N=36)

Solid Tumor Type, n (%)

Melanoma 14 (39%)

CRC 14 (39%)

NSCLC 2 (6%)

Other* 6 (17%)
BRAF mutation status at diagnosis, n (%)

V600E 33 (92%)

V600K 2 (6%)

V600R 1 (3%)
Disease stage at study entry, n (%)

1l 2 (6%)

\ 32 (89%)

Unknown 2 (6%)
Median prior lines of therapy, n (range) 3 (2-7)
Prior BRAFi Therapy, n (%) 35 (97%)
Prior Cancer Surgeries, n (%) 24 (67%)
Prior Immunotherapy, n (%) 22 (61%)
Prior Radiotherapy, n (%) 17 (47%)

12
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No Discontinuations, Dose Interruptions or Reductions Due to CFT1946
Treatment-related Adverse Events

20 mg BID 80 mg BID 160 mg BID 320 mg BID @ 640 mg BID
(n=5) (n=95) (n=9) (n=12) (n=5)
n (%) n (%) n (%) n (%) n (%)

Patients with any TEAEs 4 (80) 4 (80) 7 (78) 11 (92) 5 (100) 31 (86)

Grade > 3 TEAEs 3 (40) 2 (40) 3 (33) 3 (25) 3 (40) 14 (39)
TEAEs related to CFT1946 0 1 (20) 3 (33) 9 (75) 3 (40) 16 (44)

Grade = 3 TEAEs related to CFT1946 0 0 0 0 1 (20)* 1 (3)
Any TESAEs 1 (20) 3 (60) 1(11) 2 (17) 2 (40) 9 (25)

TESAEs related to CFT1946 0 0 0 0 0 0
TEAEs leading to CFT1946 discontinuation 1 (20) 1 (20) 1(11) 0 0 3 (8)
TEAEs leading to CFT1946 interruption 1 (20) 2 (40) 2 (22) 2(17) 2 (40) 9 (25)
TEAEs leading to CFT1946 reduction 0 0 1(11) 0 0 1 (3)
TEAEs leading to death 0 1 (20)# 0 0 0 1 (3)
TRAEs leading to CFT1946
discontinuation, interruption, reduction or 0 0 0 0 0 0
death
Patients with DLTs 0 0 0 0 0 0
*Grade 3 hypertension possibly related to CFT1946 with no dose change #Adverse event of cerebrovascular accident leading to death, which was not related to CFT1946
Treatment-emergent adverse events (TEAEs); Treatment-emergent serious adverse event (TESAEs); Treatment-related adverse event (TRAE); Dose limiting foxicities (DLTs); Twice daily (BID)
Source: ESMO Congress 2024; C4T data as of 07/19/2024
C4 TherOIOeUUCS © 2024 C4 Therapeutics, Inc. 13



Well Tolerated Monotherapy Safety Profile, Consistent with BRAF V600
Mutant Selectivity Design of CFT1946

Summary of TEAEs 2 10% of 36 patients treated with CFT1946
Grade 1 Grade2 Grade3 Graded4 Grade5 | Total (n=36)

dEE(CEERE (1]

n (%) n (%) n (%) n (%) n (%) n (%)
* NoDLIs Patients with any TEAEs" 3(8) 14 (39) 11 (31) 2 (6) 1(3)7 31 (8¢)
*  Majority of TEAEs :
fo moderate Abdominal pain 4(11) 1 (3) 2 (6) 0 0 7 (19)
Tl reaimentielated Peripheral edema 5(14) 1 (3) 0 0 0 6 (17)
- No Grade >3 Pyrexia 4(11) 2 (6) 0 0 0 6 (17)
freatment-related Fatigue 1 (3) 4(11) 0 0 0 5 (14)
cutaneous adverse
events Lipase increased 3 (8) 2 (6) 0 0 0 5 (14)
* No new primary Back pain 1 (3) 2 (6) 1 (3) 0 0 4(11)
malignancies ,
Hypophosphatemia 1(3) 3 (8) 0 0 0 4(11)
Constipation 1(3) 2 (6) 0 0 0 4 (11)*

AA patient is only counted once with the highest severity and preferred term
#Patient had a fatal cerebrovascular accident not related to CFT1946
CTCAE v5.0 grading criteria; *Grade missing for 1 patient with TEAE

Serious adverse events (SAEs); Dose limiting toxicities (DLTs); Treatment-related adverse events (TRAES); Treatment-emergent adverse events (TEAEs)

Source: ESMO Congress 2024; C4T data as of 7/19/2024
oee
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Selectivity Design of CFT1946

No Grade = 3 Cutaneous Adverse Events, Consistent with BRAF Mutant

Preferred Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
n (%) n (%) n (%) n (%) n (%)
Hyperkeratosis 0 0 0 0 0
Alopecia 0 0 0 0 0
PPES 0 0 0 0 0
Rash 2 (6) 1(3) 0 0 0
Dry skin 2 (6) 0 0 0 0
Pruritus 1 (3) 1(3) 0 0 0
Photosensitivity reaction 1 (3) 0 0 0 0
Acnhe 1 (3) 0 0 0 0
Dermatitis acneiform 0 1(3) 0 0 0
Ephelides 1 (3) 0 0 0 0
#Includes rash, rash maculopapular, and skin lesion
Palmar-plantar erythrodysesthesia syndrome (PPES)
08 Source: C4T data on file as ‘of 07/19/2024
sss C4 Therapeutics © 2024 C4 Therapeutics, Inc. 15



Initial CFT1946 Pharmacokinetic and Pharmacodynamic Data Support Proof of
Mechanism

Exhibited dose-dependent BRAF V600E degradation determined by H-score of paired biopsies from
bioavailability different fumor types
Screemng CIDI15
CFT19446 C1D15 Pharmacokinetics T,
> 300-
LLI =
2500+ 20 mg BID (N=3) o 5 °

~ - 80 mg BID (N=5) @) © D 500- _.i._
£ 2000+ @ 160 mg BID (N=9) \>O g (@)
° - 320 mg BID (N=9) | el $ oo ®
glsoo- ® 640 mg BID (N=4) 2 i I 100- .-Q?%.
© e < 1
€ 1000+ s %
% 5 0 I . I
o g Screening C1D15

BRAF V600E degradation in paired

IHC on paired biopsy of a melanoma patient dosed at biopsies at different dose levels
4 8 12 320 mg (n=1,80 mg; n=3,160 mg; n=3, 320 mg)

Time (h)

o

Mean plasma concentration shown forn > 2 .
P H-Score Calculation:

+ |HC staining is measured using BRAF VET (BRAF V600E) clone from Roche Laboratories
« H-scores (combining both proportion of cells and intensity of cell staining) are used as
a surrogate for quantitative BRAF V60OE levels

Immunohistochemistry (IHC); Twice Daily (BID, Cycle 1, Day 15 (C1D15); Pharmacokinetic (PK)
Source: ESMO Congress 2024; C4T data on file as of 7/19/2024
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Early Signs of Anfi-tumor Activity: 59% (16/27) Patients Demonstrated Target Lesion
Tumor Reductions with 11 Efficacy Evaluable Patients Continuing Treatment

100
90 - B Melanoma
M Colorectal Cancer
80 — H Other*
70 [l Ongoing (As of 7/19/2024)
60 —
50
40 -

% Best Change from Baseline
in Sum of Target Lesions

o o oD o o o o o o0 o o o> o o o o o o o o o [=)} o o0 o o o
E E E E E E E E E E E E E £ E E E E E E £ E E E E £ E
o (=1 [=] o o [=] (=] [=] o o o (=] (=] =] o o o o o [=] o o =] o o o o
-— o — o o — o ™ o o ~— -— -— -— o)

*Other tumor types include cholangiocarcinoma, non-small cell lung cancer, pancreatic carcinoma, and small intestine cancer; BRAF V600 mutation is V600E
unless otherwise specified; #This patient did not receive prior BRAF inhibitor therapy, all other patients received prior BRAF inhibitor therapy. Dotted lines

represent partial response (-30%, blue line) and progressive disease (20%, gray line) per RECIST v1.1.
I Patient on 160 mg BID had 56.2% reduction on target lesion, progression on non-target lesion and a new lesion, hence assessed as PD for overall response; 2

Patient on 640 mg BID had PR confirmed after data cut off; 3Patient on 160 mg BID had PD following first PR (-43.9%), hence assessed as SD for overall
response; 4Patient on 20 mg BID had unconfirmed PR, hence assessed as SD for overall response; ® Patient on 160 mg BID had -29% reduction on target lesion,

hence assessed as SD

YY) Source: ESMO Congress 2024; C4T data on file as of 7/19/2024
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Tumor Reductions Observed in All V600 Mutation Types Treated with CFT1946

CRC Other Indications
100 100 100 g
2 804 2 e 807 £
T _ ren) e - o =
2 60 & 2 o0 9 5 @
m @ 40- m % @ g 40+ o9 5 ¢
£5 20 E 35 ES Lo 2 T 8
% 25 29
o= 0] o v =
5 o -20- 5o g 5
< © < @© < ©
© £ 404 o= c=
@ -60 s} s}
=5 -80- =3 X
-100- -100- -100-
RRAF HIHNNEENIYENINIY BRAF HIH HENENENENBN RRAFH H B EENEN
" P53 OEOOOOOOO0O0 P53 EECENEEEENE s EABOBROMNEO
- TERT EEECOOEOEOEC TERT OOOO0O0O0O0O00 ERTOBO0000O
458 MEK2 OO0 0OEOO0OEO MEK2 OOOOO0O000O00 MEK2 OO OO0OO N
Se MEKI  OOOOOmO0000 S e e MekT O O O O 0O & O
=3 APC DJOOOOO00000 RNF43 OEEWOO000 S HEHHEEEH
20 RNF43  OOO0OO0OO0O0O0O00C \rAS BOOOOOOEO RNF43 OO OO0 0O O
p L | | o o RNF43 mutation associated with better response NRAS D D D D D D D
for BRAFi when combined with cetuximalb
Colorectal cancer (CRC); Non-small cell lung cancer B mMBRAF confirmed by ctDNA O 20 mg CFT1946 B 160 mg CFT1946
Egg/%)c): Circulating fumor DNA (CIDNA); BRAF inhibitor il mBRAF not confirmed by ctDNA B 80 mg CFT1946 Bl 320 mg CFT1946 ¥ Ongoing (as of 7/19/24)
Source: C4T data on file as of 7/19/2024 B Mutated gene identified B 640 mg CFT1946
000 .
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CFT1946 Treatment Duration to Date Across All Dose Levels

First BOR Latest
Dose Cancer of 4 Prior Prior
(mg) Type BRAFi" Therapy Lines

20 M CR BRAF 2 L » - - . Ongoing SD at 16.6 months
80 N N/A Chemo 3 ™ - ®
160 M PR BRAF 4 @ ] .
80 M N/A BRAF 2 @ & o £
320 M sSD BRAF 4
160 M CR BRAF 4 [ ] [ ]
160 M PD [[e] 5 @ a » A
160 M sSD BRAF 3 L &
80 N SD 1o 2 ° ® A
320 C PD 1o T [ ] & A
640" (o] PR Chemo 4
160 (o] N P/ A Chemo 2 ; A
640 M D BRAF 2 [
640 C sSD BERAF 2 L ]
320 C sSD Chemo 3 -]
320 Cc SD BRAF 7 #
320 M PR BRAF 2
80 M CR BRAF 2 &
320 C PR Chemo 4 ®
160 M CR BRAF 3 s
320 (o] sD Chemo 4 ol A
20 Cc SD Chemo 7 ®
160 C sSD Chemo 2 e * CR PR e SD
20 (o] PD Chemo 6 ® « PD NE CFT1946
80 C PD BRAF 3 Ongoing aDeath
320 C SD BRAF 2 @
640 (o] PR Chemo 4 L
I T I T T T 1
Months 0 2 4 6 8 10 12

*Patient had confirmed PR after data cut off, #As reported by sites per medical records and N/A indicates data not available; Data cut off: 7/19/2024
Other tumor types include cholangiocarcinoma, non-small cell lung cancer, pancreatic carcinoma, and small intestine cancer;
Best overall response (BOR); BRAFi inhibitors (BRAFi) Colorectal cancer (C); Complete response (CR); Melanoma (M); Non-smalll cell lung cancer (N); Not evaluable (NE); Other (O); Progressive disease (PD); Partial response (PR);
Stable disease (SD); Immunotherapy (I/O); Not Evaluable (NE)
000 Source: ESMO Congress 2024; C4T data on file as of 7/19/2024

sss C4 Therapeutics © 2024 C4 Therapeutics, Inc. 19
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Case Study 1: Confirmed Partial Response in BRAF V600K Melanoma Patient at
320 mg

Baseline Cycle 5 (-67%)

Melanoma Patient Overview:

» /2-year-old male with BRAF V600K melanoma (Stage V) enrolled
Feb 2024 into CFT1946 320 mg BID cohort

* Inifial diagnosis Stage I1in 2019
« Received prior surgery and four lines of anti-neoplastic therapy:

Line Therapy
. .. . . . Lymph Node Mesenteric Lymph Node Mesenteric
Sur Wide local excision right posterior auricular melanoma 163 x30.0 mm (5:7, I:31) 6.9x 14.0mm (S:1, 34)
gery
(2019)
1 Pembrolizumalb (4/20 - 7/20)

Best response: PD
Nivolumab and ipilimumab (8/20 — 10/20)

2 Best response: PD

Dabrafenib and trametinib (11/20 - 9/21)
3 .

Best response: SD

Pembrolizumab (9/21 - 1/24) T r——r— - -
4 Dabrafenib and trametinib (9/21 - 11/23) S e (‘_;’;'::;)‘ ;";"1:.';‘:1’;'2;%'?:;"‘

Best response: SD

Per RECIST 1.1 criteria:
+ At Cycle 3: PR (64% decrease of target lesion from baseline)
* At Cycle 5: PR (67% decrease of target lesion from baseline)

Patient remains in response and on CFT1946 treatment’

Twice daily (BID); Progressive disease (PD); Stable disease (SD); Partial response (PR)
IRemains on freatment as of 9/1/2024
o860 Source: ESMO Congress 2024; C4T data on file as of 07/19/2024

ses C4 Thera peUtiCS © 2024 C4 Therapeutics, Inc. 20



Case Study 2: Confirmed Partial Response in BRAF V600E Pancreatic Cancer
Patient with History of Liver Metastases at 640 mg

Pancreatic Cancer Patient Overview: Decrease in BRAF V60OE allele fraction
« 63-year-old male enrolled April 2024 into CFT1946 640 mg BID ISERUEE! I GHBINA USIng Es

cohort BRAF V600E Pancreatic Cancer
» Diagnosed with Stage IV BRAF V600E pancreatic carcinoma in 20
. . . =9= BRAF V600E
2021 with a history of liver metastases
. . . . . & CTCF P378S
» Received four lines of prior anti-neoplastic therapy: &+ MEK2 P128R
. S —- CARD11V1128]
Line Therapy I 10-
< -~ PBRM1 R760H
FOLFOX (6/21 - 10/22) >
1 Best response: PR
Capecitabine (maintenance) (12/21 - 10/22)
2 Dabrafenib and trametinib (11/22 — 10/23) LOD i g i
Best response: PR I . r .
3 FOLFIRI (11/23 — 2/24) 0 28 56 84
Best response: PR Days
4 Abraxane and gemcitabine (3/24 — 4/24) Per RECIST 1.1 criteria:

Best response: PD

« Patient remains in response and on CFT1946 treatment!

Remains on treatment as of 9/1/2024
*Occurred after data cutoff of 7/19/2024
Twice daily (BID); Partial response (PR); Progressive disease (PD); Circulating tumor DNA (ctDNA); Whole exome sequencing (WES); Variant allele frequency (VAF); Limit of detection (LOD), Sum of diameters (SoD)

.o Source: ESMO Congress 2024; C4T data on file as of 7/19/2024
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+ At Cycle 3: PR(46% decrease of target lesion from baseline in SoD)
* 40% and 49% reduction in liver metastases
» At Cycle 5: PR* (55% decrease of target lesion from baseline in SoD)



CFT1946 Advancing as a Monotherapy and in Combination for Patients with
BRAF V600 Mutant Solid Tumors

©

Proof of Mechanism Proof of Degrader Concept
- Well tolerated safety profile in an advanced * Monotherapy anti-tumor activity in
and metastatic patient population patients refractory to BRAF inhibitors
+ No Grade 2 3 cutaneous adverse events * Tumor reduction in 16/27 patients

commonly seen with wild-type BRAF inhibition - 8/11 melanoma patients demonstrated tumor

« No drug interruptions, reductions, or reduction
discontinuations due to tfreatment-related

* Tumor reductions observed in patients with
adverse events

various V600 mutation types'
2R L L LA SO iy * Intfrinsic resistance in CRC patients supports
 In all post-treatment biopsies to date, CFT1946 CFT1946 in combination with cetuximalb; CRC

degrades BRAF V600E protein combination cohort ongoing

'Ongoing trial: data cut off as 07/19/2024
Colorectal cancer (CRC)
Source: ESMO Congress 2024; C4T data on file as of 07/19/2024
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On Track for Multiple CFT1946 Milestones in 2025

v Initiated monotherapy « Complete CFT1946
melanoma expansion monotherapy dose
cohort at 640 mg escalafion portion of ongoing
Phase 1 trial and present full
« Continue dose escalation data in 2025 Initiate
beyond 640 mg if registrational
absorption/exposure « Data from Phase 1 expansion trial(s) to
data supports cohorts evaluating CFT1946 position
monotherapy for melanoma CFT1946 as
« Initiate Phase Tb portion expected in 2025 BRAF therapy
of choice

of the frial evaluating
CFT1946 in combination « Data from Phase Tb portion of

with frametinib for the trial evaluating CFT1946 in
melanoma by combination with cetuximab for
year-end CRC expected in 2025

Sufficient Runway into 2027, Beyond Value Inflection Milestones
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Q&A

Andrew Hirsch, President and CEO
Stew Fisher, Ph.D., CSO

Len Reyno, M.D., CMO

Kendra Adams, CFO

C4 Therapeutics
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