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Item8.01 Other Events.

On December 8, 2024, C4 Therapeutics, Inc. (the “Company™) presented a clinical update at the American Society of Hematology Annual Meeting (“ASH Annual Meeting”). A copy of the slides, which has been published to the
“Events & Presentations” section of the Company’s website, is filed as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein by reference.

On December 8, 2024, the Company also issued a Press Release reporting clinical data from the ongoing Phase 1/2 trial of cemsidomide in multiple myeloma and non-Hodgkin’s lymphoma as presented in the ASH Annual Meeting. A
copy of the Press Release is filed as Exhibit 99.2 to this Current Report on Form 8-K and is incorporated herein by reference.

On December 9, 2024, the Company posted a corporate presentation that includes data from the ongoing Phase 1/2 trial of cemsidomide on its website at https://ir.c4therapeutics.com/events-presentations. A copy of the corporate
presentation is filed as Exhibit 99.3 to this Current Report on Form 8-K and is incorporated herein by reference

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits. The exhibits shall be deemed to be filed or furnished, depending on the relevant item requiring such exhibit, in accordance with the provisions of Item 601 of Regulation S-K (17 CFR 229.601) and Instruction B.2 to this
form.

Exhibit
Number Description

99.1
99.2
99.3

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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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 thereunto duly authorized.

C4 Therapeutics, Inc.
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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-locking
staterents, which are often indicated by terms such as “anticipate," "believe,"” "could,” "estimate,” "expect,” "goal.” “intend," "look forward
fo," “may," "plan,” “potential,” “predict,” “project,”" “should," “will," “would" and similar expressions. These forward-locking statements
include, but are not limited fo, 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 trials. Praspective investors are cauticned not to place undue reliance on
these forward-looking statements, which speck 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. Qur actual results could vary significantly from those anficipated 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
contained in this presentation, whether as a result of new information, future events or circumstances or otherwise.

INTELLECTUAL PROPERTY

C4 Therapeutics, Inc. owns various registered and unregistered trademarks and service marks in the U.S. and internafionally, 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 rademarks, service marks, or frade 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 frade names in this presentation are referred
to without the symbols ®, M and ™, but those references should not be construed as any indicator that their respective owners will not
assert, fo the fullest extent under applicable law, their rights to.

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 2




Today's Agenda

Infroductions Courtney Solberg, Senior Manager of IR

Opening Remarks Andrew Hirsch, President and CEO

Cemsidomide Phase 1
MM & NHL Data & Len Reyno, M.D., CMO
Next Steps

Concluding Remarks AndrRew Hirscthresiden’r and CEOQ
& Q&A Session Lofiio i w e
Kendra Adams, CFO
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Opening Remarks

Andrew Hirsch
President and Chief Executive Officer
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CA4T Has Delivered a Steady Flow of Clinical Updates and Innovative
Collaborations Over the Past 12 Months...

Significant Progress

Across Clinical Programs

Cemsidomide

Compelling activity in both multiple myeloma and non-Hodgkin's

lymphoma

Modest and manageable neutropenia

Emerging data demonstrate positive exposure-response
relationship

® Biogen

Evidence of immmunomodulatory effects, consistent with the class

CFT1946

Monotherapy anti-tumor activity, including tumor reductions
across various Y400 mutation types

Dose-dependent bioavailability

Well-tolerated; no Grade = 3 cutaneous adverse events
commaonly seen with BRAF inhibitors

€9 MERCK

Preclinical data demonstrate ability to cross blood-brain barrier

CF18919

Merck KGaA

Darmstadt, Germany

Clinical trial initiated in Greater China in partnership with Betta
Pharmaceuticals

© 2024 C4 Therapeutics, Inc.

Collaborations Have Further Validated

TORPEDO Platform

¥ Delivered two development
candidates for non-oncology
targets

¥ Established partnership to
discover and develop degrader
antibody conjugates

v Announced collaboration to
discover targeted protein
degraders against crifical
oncogenic proteins




e

...Which Set the Stage to Unlock Value

VALUE DRIVERS KEY CATALYSTS
= - Further development in multiple myeloma and non-
Cemsidomide Hodgkin's lymphoma paositions cemsidomide to
IKZF1/3 potentially be best-in-class IKZF1/3 degrader CAaT is posiﬁoned to
become a fully
Phase 1 data updates to further validate initial anti- H
CFT1946 ) tumor activity and safety profile in melanoma and . |n|'egr0|'ed
AP ATl colorectal cancer b|°1‘ec hnology

company focused

CFT8919 Phase 1 data from Greater China clinical trial fo on Orq"y
EGFR L858R inform US and rest-of-world development plans bioavailable
degraders
TORPEDO Develop orally bioavailable degrud_ers in oncology
and non-oncelogy targets through internal research
Platform and collaborations

e c4 Therapeutics

24 C4 Therapeutics, Inc 6




Cemsidomide
First-in-Human

Clinical Program

Relapsed Refractory Multiple Myeloma and
Non-Hodgkin's Lymphoma

':':':: C4 Therapeutics




IKZF1/3 Are Key Promoters of Myeloma and Lymphoma Cell Survival
and Will Remain Important Therapeutic Targets in MM and NHL

Hematopoietic

stem Cell Key Roles of IKZF1/3

Physlologicul Functions:
IKZF1/3 are key transcriptional

IKZF1/3 regulators of hematopoietic stem
Common Myeloid Commen Lymphoid cell differentiation
P itor Cell Progenitor Cell : e
e " Ll - IKZF1/3 directly regulate the activity
of IRF4, ancther franscription facter
that regulates downstream immune
cell differentiafion
- Oncogenic Functions:
Neutrophil Platelets T Ce B-Cell Plasma Cell

Multiple myeloma and lymphoma

{ﬁ'{} i - \ cellsrely on IKZF1/3 and IRF4 for
ﬁg} \ ‘ survival
e

Oncogenic Mutations/Aberrations IKZF1/3 Degradation Leads to:

+ Downregulation of IRF4, promoting
the death of myeloma and
B-Cell Multiple lymphoma cells
{ [ Lymphoma Myeloma -
= +  On-target neutropenia
IKZF 1/3 and IRF4
v's lymphoma [NHL}

c4 Therapeutics © 2024 C4 Therapeutics, Inc.




Cemsidomide First-in-Human Phase 1 Trial Continues to Progress

Data to date reinforce potential of drug to become besi-in-class IKZF1/3 degrader used as a backbone therapy of choice

PHASE 1 DOSE ESCALATION TRIAL
2022 2023 ASH 2024

R/R MM R/R MM R/R NHL
Monotherapy Monotherapy x Co Monotherap
‘Dosing: QD Dosing: MWF & QD i \ Dosing:

21 days on/ 14 days on/
7 days off 14 days off
o

Status: Enrolling

+ 14 days on/14 days off » Well-tolerated with manageable | + Well-tolerated with additional
established as an effective neutropenia and low rates of dose finding ongoing
dosing schedule |nfs$ﬂons E-Jﬂd febrile + Compeling antidymphoma
Demonstrated monctherapy REHIRR GG activity across a broad range
anti-myeloma and + Wide therapeutic index with anti- of doses in PTCL
immunomodulatory effects myeloma activity across a broad
supporting combination with range of doses
other anti-myeloma agents

Monday, Wednesday, Friday dosing (MWF): ence dally [QD); perioheral T-cell lymphome (FTCL); relapsed refractory muliiple myeloma [RIR M) relopsed refrociorny non-Hodgkin's lymphoma (RIR NHL|

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 9




Multiple Myeloma

Cemsidomide + Dexamethasone

':':':: C4 Therapeutics




With a Potentially Best-in-Class Profile, Cemsidomide Is Positioned to
Be an IKZF1/3 Degrader of Choice Across Various Combinations

EVOLVING MULTIPLE MYELOMA TREATMENT LANDSCAPE
~33,000’ ~29,000 ~25,000 ~20,000 <12,000

L 2L 3L 4 5L+

Post-Transplant Maintenance!

I

CEMSIDOMIDE OPPORTUNITY

+ IKZF1/3 degraders are currently used across lines of therapy, from post-transplant maintenance to 5L+ doublets, and willremain
backbone therapies in various combination approaches

+ Cemsidomide has the potential to become the IKZF1/3 degrader of choice in numerous regimens across ines of therapy given ifs
potent anfi-myeloma activity, differentiated safety profile, and immunomedulatory effects

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 1




Cemsidomide + Dexamethasone Dose Escalation Trial in MM Continues to
Progress; Have Not Exceeded the Maximum Tolerated Dose

KEY INCLUSION CRITERIA DOSE ESCALATION BACK-FILL COHORT(S)
© Adults with MM, R/R fo af CEMSIDOMIDE 14/14 + DEX*
least 3 prior Iine-s of therapy Utilizing a Bayesian logistic regression model
that have included until defermination of the MID and/or RP2D
lenalidomide,

pomalidomide, a
proteasome inhibitor, o
glucocorticoid, and an anti-
CD38 monoclonal antibody

Nonresponsive to or DL 5 (100 pg QD)
progressed within 60 days of Currently enrolling
prior therapy

Potential for further dose
escalation and/or exploration

Creatinine clearance 240 DL4 (75 pg QD)
mL/min N=4

ECOG =2

DL 3 (62.5 ug QD)
N=6 | 1DLT®
Phase 1 Study Endpoints
Primary: DL 2 (37.5 ug QD)
f and e the N=4
e DL 1 (50 ug MWF)
N=5

c4 TherapeutiCS @© 2024 C4 Therapeutics, Inc.
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Heavily Pre-Treated Patient Population With Majority Having
Received Prior CAR-T, BCMA, or T-Cell Engager Therapy

Baseline Characteristics Prior Therapies
Characteristics Safety Population (N=47) Characteristics Safety Population (N=47)
Age, median (range) &7 (39-82 years) Prior therapies, median (range) 6(3-22)
Male, n (%) 25 (53) Prior lenalidomide, n (%) 47 (100)
Years since initial diagnosis,
median (range) 7 (2-18) Prior pomalidomide, n (%) 46 (98)
ECOG performance status, n (%) Prior anti-CD38 mAb, n (%) 47 (100)
0 10 (21)
1 34 (72) Prior CAR-T therapy, n (%) 19 (40)
2 31(7)
il 1
Black or African American, n (%) 2 (19) Prior TCE therapy. n (%) 21 [49)
gm:;' :“g“g 353((1783 Prior CAR-T or TCE therapy, n (%) 31 (66)
Revised ISS at screening, n (%) Prior CAR-T and TCE therapy, n (%) ?(19)
Stage | 21 {45) .
Stage 2 15 (32} Prior BCMA therapy, n (%) 33 (70)
Stage 3 5(11)
Missing 6(13) Triple-class exposed®, n (%) 47 (100)
Presence of EMD, n (%) 14 (30) Penta-class exposed?, n (%) 40 (85)
C4 Therapeutics © 2024 C4 Therapeutics, Inc. 13
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Cemsidomide Was Well-Tolerated With Manageable Neutropenia
and No Treatment Emergent Adverse Events Lead to Dose Reductions

: Common (>20% All Grades) TEAEs All Grades | Grade 3 | Grade 4 | Grade 5
& 1 Pl mEE e and Events of Interest, n (%) (N=47) | (N=47) | (N=47) | (N=47)
lasting >7 days at the 62.5 ug
dose level) Neutropenia 22 (47) 6(13) 12 (26) 0
. Infections 18 (38) 7 (15) 0 1(2)
::‘:’Li’;i’nf"d fo dose Pneumonia 5(11) 5(11) 0 0
Upper respiratory tract infection 7 (15) 1(2) 0 0
« TEAEs leading to dose sepficshock 142 g 2 12)
interruption: 32% (15/47) Anemia 17 (36) 10 (21) 0 0
- TEAEs leading fo Fatigue 14 (30) 0 0 0
discontinuation': 4% (2/47) Thrombocytopenia 10(21) 3(6) 2 (4) 0
Diarrhea 10 (21) 0 0 0
Lymphopenia 92(19) 6(13) 0 0
Febrile neutropenia 3(é) 3(6) 0 0

2 patients experienced Grade 5 AEs [sepfic shock and subdural hematoma), both deemed unrelated to cemsidomide

n of patient at 75 pg was due fo deatn u

ThercpeutiCS @© 2024 C4 Therapeutics, Inc. 14
u 1Y
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I Grade =23 Neutropenia, Febrile Neutropenia and Infections Were
Infrequent and Rates Did Not Increase With Higher Cemsidomide Doses

50 pg MWF |37.5 ug QD |62.5 ug QD| 75 ug QD Total
(N=12) (N=15) (N=14) (N=47)

Common Hematologic and
Infection Grade 23 TEAEs, n (%)

Neutropenia 2 (33) 6 (50) 6 (40) 4(29) 18 (38)
Anemia 1{17) 3(25) 3 (20) 3(21) 10 (21)
Infections 0 4 (33) 1(7) 3(21) 8(17)
Upper respiratory tract infection 0 0 0 1(7) 1(2)
Pneumaonia 0 3(25) 1(7) 1(7) 5(1)
Septic shock 0 0 0 1(7) 1(2)
Thrombocytopenia 2 (33} 1(8) 1(7) 1(7) 5(11)
Lymphopenia 0 4 (33) 2:(13) 0 6 (13)
Febrile neutropenia 1(17) 2(17) 0 0 3 (6)

s08e
see
]

Once doiy (@D); Mond oy Friday (MWF); freatment emergent adverse events [TEAEs)
ceee

C4 Therapeutics ® 2024 C4 Therapeutics, Inc. 15




Compelling Cemsidomide Safety Profile With Low Rates of
Neutropenia and Infections With Limited G-CSF Use

Rates of Neutropenia, Infections, and G-CSF Use by Cycle

100% T mRate of Grade 23 Neutropenia = Only 26% (12/47) of
. ) pts received G-CSF
® Rate of Grade 23 Infection across the study

75% + m% of Pts Receiving G-CSF

Only one patient
experienced Grade
>3 neutropenia for
50% + the first fime after
completing cycle 2

25% +

13% 13% 14% 14%

Pts with Grade 23 AEs or G-CSF Use

5% 5%
i 0% 0% 0% 0% 0% 0% 0% 0%
% T T T 1

Cyclel Cycle2 Cycle3 Cycled4d Cycle5 Cycleé Cycle7 Cycle8

Total Pis 47 42 34 22 15 10 iz &

was not permitted durng Cycle | in escalation conars,

One patient in

PO

‘ W A o Ty L C
see
* c4 Theropeutlcs © 2024 C4 Therapeutics, Inc. 14
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Across Doses, 40% (14/35) of Multiple Myeloma Patients With Elevated
Light Chains Demonstrated at Least a 50% Decrease in dFLC

Best Change in dFLC from Baseline (Cemsidomide + Dex)
g Multiple Myel Patient El ted Light Chain Di N=35)*
Dose Proportional Exposure ultiple Myeloma Patients w/ Elevated Lig ain Disease (| )

”ol 50 ug MWF (+dex) @ 37.5ug QD (+dex) M 62.5ug QD (+dex) M 75 ug QD (+dex) l
sl M

0% & 75 g QD (N=7) 2 o~ T
~ 0w # 62.5 g QD (N=8) _..2_ z
£  37.5 pg QD (N=11) Lg
g 0.15 50 pg MWF (N=6) % g
x
E H
£ 0.10 E 2
@ 5§
i 35

0.05 i1

H
0.00:
o 6 12 18 24 30 36 42 48
Time (h)
+ Overall geometric mean half-life estimate is + 9% (24/35) of patients with elevated light chain disease demonstrated a
approximately 2 days decrease in dFLC

o mest Both ¢

PO . e
;.:.:. c4 Therapeutics © 2024 C4 Therapeutics, Inc 17




Cemsidomide 75 ug Dose Level or Greater Drives Sufficient Exposure
Resulting in Meaningful Reductions in Light Chains

Cemsidomide + Dex PK Exposure vs. dFLC Change Exposure (AUC) Quartiles
200%1 & 50 pg MWF (N=5)
] 138% 37.5 pg QD (N=11) <Q1 Q1-Q2 | Q2-Q3
@ A 62.5pg QD (N=11)
@ ® 754gQD (N=7)
E  50%- A = Emax Model Fit
=] Mean AUC; 554
= 14.6 288 37.9 65.2
5 (ng*h/mL)
g
c 0%
5
O Mean Change
& — in dFLC from +10% -12% -20% -53%
° T Baseline
8
-100%-
T Cemsidomide + =~17pg | ~35ug | ~45pg | ~78 ug
Dex Dose QD QDb QD QD

MWF): ence dally [GD): pepulation pharmacokinetics lpopPK]: phamacokinetic (PK)

c4 Therapeutics © 2024 C4 Therapeutics, Inc. 18
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Cemsidomide Demonstrated Anfi-Myeloma Activity Across Dose Levels

.
EMD Prior C.ArgT a
Cemsi Status Lines /TCE W sCR BCR WVGPR WPR WMR W SD mPD NE
Y
N
50 MWF
N
Y
N
Y As of the data cutoff:
375QD
1 + 26% ORR and 40%
Y . .
v clinical benefit rate
; across all dose levels
evaluated
62.5QD i M
! é « At the two highest dose
vl levels evaluated to
b date (62.5 ug and 75
1500 ﬁ 12: ug), 62% of all patients
Y8 remain on freatment’
M 10 Ongoing
Y 22 + Withdrawal by Subject, Physician
N T Decision or Other
0 2 4 3 e ©° 12 14 6 18 2

Months

g cohort had an unconfimed PR as of fhe dota cuio

partial response |PR]; progr {PDY: stable disease [SD): stringent com

© 2024 C4 Therapeutics, Inc. 19
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75 ug Cemsidomide Dose Level Resulted in Compelling Anti-Myeloma
Activity With a 36% ORR and 45% CBR

Best Response: Multiple Myeloma - Cemsidomide + Dex*

ORR 17% ORR 25% ORR 23% ! ORR 36% 1| ORR26%
100% + ! I 2% (1)
]»CBR 8% (1) 8% (1) 1 dl o msCR
e 8% (1) 15% (2) 1 7
i . CBR 2 36% (4) et 197 (8)
s 75% T 6% (1) pch i : oy BVGPR
et 17% (2) 23% (3) 14% (6) a
L; 50% (3) | 9% (1) ! L
g 50% | 1
2 | 1 EMR
E e | 36% (4) (Rl 487 (20)
% 25% 1 e i " I 5o
1 33% (2) i I
o | : 18% (2) ) 12% (5) EPD
50 yg MWF 37.5ug QD 62.5 ug QD 1 75ug Q@D 1
(N=6) (N=12) (N=13) L (N=11) |

e: | pat

fimed PR as of the

J: on
eff Ratie {2 MR [CBR]

c4 Theropeutics © 2024 C4 Therapeutics, Inc 20
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Cemsidomide's Differentiated Safety Profile Is Well Suited for Combination
Studies, Potentially Resulting in Fewer Disruptive Adverse Events

Cemsidomide + Dex Mezigdomide + Dex!
Key Grade 23 Adverse Events Key Grade 23 Adverse Events

100%

»

T

g 75%

w

(7]

<)

()

T 5%

2 4

o«

Al

@

e

5 25%
0%

frape

C4 Therapeuti

CS

sion dose was 1.0 mg dally d
he cemsidonmide il wen

26% of patients
received G-CSF

77% of patients
100% received G-CSF

75% T

54%

50% +

26% 259 L

Grade 23 Adverse Events

17%
6%

13%

0%
Dose Escalation - All Doses Phase 2 Dose Expansion*
(N=77) (N=101)

Dose Escalation - Up to 75 pg
=47)

Cross trial comparisons only to be used as benchmarks for relative comparison

d expansion coharts, lebrile neutropenia spils between Grade 3/ were 5%/4% ond 13%/2% respeciivel

© 2024 C4 Therapeutics, Inc.

W Grade 3 Neutropenia
m Grade 4 Neutropenia
OFebrile Neutropenia
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Cemsidomide Has the Potential to Be a Backbone Therapy of Choice
Where IKZF1/3 Degradation Is Warranted

highlighting a wide therapeutic range

— 36% ORR at the highest dose level evaluated to date (75 ug QD)
— 26% ORR across all dose levels

@ Cemsidomide + dex demonstrated compelling anti-myeloma activity across a broad range of doses,

@ Cemsidomide + dex was well-tolerated with a compelling safety profile

— 38% of patients experienced Grade 3/4 neutfropenia, which was manageable, and no cases
resulted in cemsidomide discontinuation

development as dose escalation continues

- Forimmune-based combination sirategies, doses lower than 75 ug are optimal based on anti-

® 75 ug is a target dose for various + dex regimens with potential for higher doses to also be considered for
myeloma activity and immune activation observed in the monotherapy data set!

Cemsidomide is well suited for further development across treatment
lines and in combination with other anti-myeloma agents

nied in December 2023

C4 Therapeutics

Dala cutofi: 1011724

© 2024 C4 Therapeutics, Inc.
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Cemsidomide's Profile Supports Development Across Multiple Lines of
Treatment in MM, Estimated to Be ~$42B Market Opportunity by 2030!

INITIAL COMBINATION TRIALS: Additional Combinations

{not exhaustive):

Prior Lines of Therapy Trial Design o )
+ Proteasome inhibitors (bortezomib,

carfilzomib, ixazomib)
« GPRCS5D bispecifics (talguetamalb,

Cemsidomide + BCMA bispecific?

1-3 - Safety dose escalation followed by Phase 2 expansion Retvadn)
: + BCMA ADC (bela-maf)
+ FcRH5 bispecific (cevostamab)
2 Cemsidomide + anti-CD382 + dex * Anti-SLAMF? (elotuzumab)

+ XPO1 inhibitor (selinexor)

(Post anti-BCMA therapy)
+ CAR-T maintenance

- Safety dose escalation followed by Phase 2 expansion

NEXT STEPS:

Complete Phase 1 dose escalation trial in multiple myeloma fo establish go forward doses
Initiate initial combination trials

Engage regulatory authorities on registrational path

€4 Therapeutics

© 2024 C4 Therapeutics, Inc 23




Non-Hodgkin's

Lymphoma (NHL)

Monotherapy Cemsidomide

::::::: C4 Therapeutics




Cemsidomide Has the Potential fo Be Developed Across NHL Subtypes
and Lines of Treatment

T-Cell
B-Cell Lymphomas Iymphomas

U.S. Annual

Incidence (2023)' ~26,000 ~15,000
Lenalidomide
FDA Approved? v v
Lenalidomide in ‘/ ‘/ ‘/ \/ ‘/

NCCN Guidelines

Cemsidomide Opportunity

« IKZF1/3 degraders (e.g.. lenalidomide) are widely used across NHL subtypes
+« Cemsidomide has the potential fo be developed as a monotherapy in the R/R
setting and in combination with frontline standard of care regimens

i odgkin's lymp!

© 2024 C4 Therapeutics, Inc.
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Dose Exploration Continues for the Cemsidomide Monotherapy Dose
Escalation Trial in R/R NHL

KEY INCLUSION CRITERIA
Adults with NHL, R/R to prior
therapy
¢ PTCL patients must have

received at least 1 prior

alkylator-based
chemotherapy

*  ALCL patients must have
also received a CD-30 mAb

Nonresponsive to or progressed
within 60 days of prior therapy

Creatinine clearance 240
mL/min
ECOG <2

Secondary: as
preliminary

daily (G

c4 Theropeutlés

ate: 10/11/2024

DOSE ESCALATION

CEMSIDOMIDE 14/14

Utilizing a Bayesian logistic regression mode|
until determination of the MTD and/or RP2D

le I to resume
100 Hg QD ] oliment at 100 ug pending
N=4 2 DLTs DEM outcome at 75 ug
2.5 g QD 1., 75ugap
N=4 Currently enrolling
37.5 ug QD L .
N=5 J
50 ug QD
N

ymphoma || i

024 C4 Therapeutics, Inc.

BACK-FILL
COHORT(S)

PHASE 2

Phase 2

Expansion




Heavily Pre-Treated Population Where Majority of Patients Were
Diagnosed With PTCL, Reflecting High Unmet Need

Characteristics Safety (:S&l‘.ﬂdﬁon Characteristics Safety (':f:’ﬁ‘]-'k’ﬂo“

Age, median (range) 68 (28-85 years) Prior therapies, median (range) 3(1-14)
1 2(9
Male, n (%) 14 (61) 2 7 ([3(21
. . ) 3 3(13)
Years since initial diagnosis, median
(range) 2 (0.4-21) 24 11 (48)
PTCL, n (%) 17 (74)
EC%G performance status, n (%) 1 48] PTCL-NOS 5(22)
1 9 (39) AlTL 4(17)
5 29) ALCL 3(13)
Missing 1(4) AL aE)
Black or African American, n (%) 6 (26) el ngBE'[ma' A j ﬁg;
White, n (%) 13 (57) MCL 1(4)
Other, n (%) 4(17) MZL/MALT 1(4)
IPI at screening, n (%) |
1 2(9) Prior CAR-T therapy, n (%) 4(17)
2 6 (26)
3 7 (30) Prior HCT, n (%) 4(17)
4 3(13) Autologous 3(13)
Missing 5(22) Allogenic 1(4)

iefic cell ransplants

immunablastic Tcel lymphama |
i Inclex (P

ol Inc {IP1) One e yr
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Cemsidomide Was Well-tolerated With Manageable Incidents of On-
target Neutropenia

Common (>20% All Grades) TEAEs and All Grade Grade 3 | Grade 4

Events of Interest*, n (%) (N=23) (N=23) [N=23)

Infections 15 (65) 417) 2(9)
2 DLTs occurred at 100 g QD ;Jppt_er respiratory tract infection 41[!17} 8 ] 04
(Grade 4 thrombocytopenia CPsis . (4) (4)
and Grade 3 febrile Bacteremia 1(4) 0 1(4)
neutropenial) Pneumonia 2(9) 2(9) o]

- tEAEs leading To Neutropenia 11 (48) 4(17) 7 (30)
disconfinuation: 9% (2/23) Fatigue 11 (48) 1(4) 0
39% (9/23) of patients Cough 7 (30) 0 0
received G-CSF n

+ 3 of 9 patients received Anemia 6 (26) 4(17) 0
G-CSFin Cycle | Peripheral edema 5(22) 0 0
Febrile neutropenia* 4(17) 417) 0

Thrombocytopenia* 417) 1(4) 2(9)
Maculopapular rash* 3(13) 2(9) 0

One patient experienced a Grade 5 AE (hip fracture resulting in transfer fo hospice)

C4 Therapeutics ®

Data cutoff: 10/11/24

(QD); eatment emergent adverse events (TEAfs)
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Cemsidomide Monotherapy Adverse Events by Dose Level

Common Grade 23 TEAEs, 25 ug MWF | 50 yg MWF (37.5 ug QD | 62.5 ug QD | 100 pg QD Total
n (%) (N=3) (N=4) (N=4) (N=23)

Neutropenia 0 0 5 (56) 4 (100) 2 (50) 11 (48)
Infections 0 0 3(33) 0 3(75) 6 (26)
Pneumonia 0 0 1(11) 0 1 (25) 2(9)
Sepsis 0 0 1(11) 0 0 1(4)
Urinary fract infection 0 0 1(11) 0 0 1(4)
Bacteremia 0 0 0 0 1(25) 1(4)
Skininfection 0 0 0 0 1(25) 1(4)
Anemia 0 0 3(33) 0 1(25) 4(17)
Febrile neutropenia 0 0 1(11) 1 (25) 2 (50) 4(17)
Thrombocytopenia 0 0 1(11) 0 2 (50) 3(13)
Maculopapular rash 0 0 1(11) 1 (25) 0 2(9)

© 2024 C4 Therapeutics, Inc.
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Clinical Responses Were Observed Across a Broad Range of Doses

NHL  Prior

Cemal ~Subtype Lines ECMR H PMR W SD M PMD = NE

PTCL-NOS 3 {PMD |
‘MW AL 8 JEMG
ALCL 3 PMD
ATL 2
SOMWF  pigol s | FvD |
MCL & | PMD |
WZMAT 12
ATLL 1 5D PMD
PTCL-NOS 4 +
3750D DLBCL® 5 NE
ATLL 2 | PMR |
PTCL-NOS® 2 NE
PTCL-NOS 7  PMD |
ATLL 1 ER
e 9
ATLL 2 3 +
625QD prcL-NOS 2 {PvD |
DLBCL 4 | PMD|
ANy ! Ongoing
10Qp AT 2 jEened) « Withdrawal by Subject, Physician
AL 2 * Decision or Other
T T T T T T T T T T T T
o 2 4 6 8 10 12 14 16 18 20 22
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Compelling and Deep Responses Achieved Across PTCL Subtypes

PET-CT-based Assessment of PMR or Better by PTCL Subtype* (N=16)

ORR 100%
100% T+ u CMR
®PMR +  Cemsidomide
monotherapy
z 75% T produced
iy 75% (3) responses in all
o “ ORR 50% four PTCL subtypes
§ 50% + ORR 44%
% » All AITL patients
o (4/4) experienced
i 25% (3) a metabolic
& o259 L 50% (1) ORR 20% ORR 20% i
e (]) = (]) m
0% -
All PTCL AITL ALCL ATLL PTCL-NOS
(N=16) (N=4) (N=2) (N=5) (N=5)

Ang
peripheral T-cel
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Cemsidomide Is Well-suited for Further Development in Earlier Lines of
Treatment and in Combination

Cemsidomide as a single agent demonstrated compelling anti-lymphoma activity across a
broad range of doses in PTCL patients, suggesting a wide therapeutic index

— 44% ORR was observed in PTCL with a 25% CMR rate

Cemsidomide was well-tolerated with additional dose finding ongoing

— 2 DLTs at 100 ug (Grade 4 thrombocytopenia) with enrollment at 75 ug currently ongoing
— Per BLRM, maximum tolerated dose not yet exceeded

- Grade 3/4 neutropenia cases were manageable with no cases resulting in discontinuation

&

Profile supports cemsidomide’'s development as a monotherapy in relapsed refractory
settings and potentially in combination in NHL subtypes across freatment lines

*
‘]

$¥ C4 Therapeutics

fing tosicifies [DLT
O/11/24

o8,

Data cutoff

rall response ate (ORR]; P
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I Cemsidomide Profile Supports Development Across Multiple Lines of
Treatment in NHL, Estimated to Be ~$30B Market Opportunity by 2030!

NEXT STEPS:

. Complete Phase 1 dose escalation trial in NHL and identify
go forward dose

) Initiate expansion cohort for PTCL

) Engage regulatory authorities on registrational path

M

H mphama (FTCL)
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I Cemsidomide Is Positioned to Potentially Be a Best-in-Class Therapy in Two
Distinct Indications with Opportunities Across Multiple Lines of Therapy

IKZF1/3 is a fundamental target for MM and NHL and data supports cemsidomide as

a potential backbone therapy within the evolving treatment landscape

MM Market NHL Market
Opportunity Opportunity

Well-tolerated with a
compelling safety profile
Estimated Estimated

Compelling anti-tumor activity
across a range of dose levels

~$42B ~$30B

by 2030 by 2030

e Therapeutics ® 2024 C4 Therapeutics, Ir
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Exhibit 99.2

C4 Therapeutics

C4 Therapeutics Presents Cemsidomide Phase 1 Data at the American Society for Hematology (ASH) Annual Meeting that Demonstrated Potential to Become Best-in-Class IKZF1/3 Degrader

In Multiple Myeloma, Cemsidomide in Combination with Dexamethasone at Highest Dose Level Explored to Date Achieved 36 Percent Overall Response Rate (ORR) and 45 Percent Clinical Benefit Rate (CBR);
Responses Seen Across All Dose Levels

Multiple Myeloma Arm Demonstrated Well-Tolerated Safety Profile; On-Target Neutropenia Was Manageable With Low Rates of Febrile Neutropenia and Infections; No Treatment Emergent Adverse Events
Leading to Dose Reduction

In Non-Hodgkin s Lymphoma, Cemsidomide Monotherapy Demonstrated a 38 Percent ORR and 19 Percent Complete Metabolic Response (CMR) Rate Across All Subtypes; In Peripheral T-Cell Lymphoma
(PTCL), Cemsidomide Achieved a 44 Percent ORR and 25 Percent CMR Rate

Cemsidomide is Well Positioned for Future Development in Multiple Myeloma Combination Regimens and Various Non-Hodgkin's Lymphoma Subtypes and Therapeutic Regimens to Unlock Potential in Growing
Markets

C4T To Host Webcast Today at 5 pm EST; Webcast Link Available Here

WATERTOWN, Mass., December 8, 2024 (GLOBE NEWSWIRE) -- C4 Therapeutics, Inc. (C4T) (Nasdaq: CCCC), a clinical-stage biopharmaceutical company dedicated to advancing targeted protein degradation
science, today presented clinical data from the ongoing Phase 1 trial of cemsidomide, an orally bioavailable small molecule degrader of IKZF1/3, at the ASH Annual Meeting. Presentations included a poster
highlighting results for cemsidomide in combination with dexamethasone in multiple myeloma, and an oral presentation delivering initial results for cemsidomide as a monotherapy for non-Hodgkin’s lymphoma.
These presentations reinforce the potential of cemsidomide to become a backbone therapy of choice in both multiple myeloma and non-Hodgkin’s lymphoma where IKZF1/3 degradation is warranted.

CA4T designed cemsidomide to be a more potent and selective degrader of IKZF1/3 with unique pharmacokinetic properties, with the goal to improve the therapeutic index to treat multiple myeloma and non-
Hodgkin’s lymphoma—both alone and in combination with other therapeutic agents in these therapeutic areas.

“Cemsidomide continues to deliver clinical data demonstrating its potential to be used in both multi-refractory patients and as part of combination therapies across all lines of treatment for a significant number of
patients with multiple myeloma or non-Hodgkin’s lymphoma,” said Len Reyno, M.D., chief medical officer of C4 Therapeutics. “We look forward to leveraging today’s data to inform clinical development
strategies in both multiple myeloma and non-Hodgkin’s lymphoma that has the potential to unlock the value of cemsidomide for patients in need of innovative therapies across treatment lines.”

At the ASH Annual Meeting, C4T presented safety and anti-myeloma data demonstrating cemsidomide has the potential to become a best-in-class IKZF1/3 degrader used as a backbone therapy of choice for



patients with multiple myeloma where IKZF1/3 degradation is warranted. These data support the future development of cemsidomide across treatment lines in combination with other anti-myeloma agents.

As of the data cutoff date of October 11, 2024, a total of 47 patients received cemsidomide in combination with dexamethasone across four dose levels (50 pg dosed Monday, Wednesday, Friday (MWF); 37.5 pg
dosed once daily (QD); 62.5 pg QD; 75 ug QD). Patients were heavily pretreated, receiving a median of six prior therapies. All patients (100 percent) were triple-class exposed, defined as exposure to one or more

immunomodulatory agents, one or more proteasome inhibitors, and one anti-CD38 antibody. Thirty-three patients (70 percent) received prior BCMA directed therapy. Thirty-one patients (66 percent) received prior
CAR-T or T-cell engager therapy.

Safety: Cemsidomide in combination with dexamethasone was well tolerated.
« As of the data cutoff date, 47 patients were evaluable for safety.
«  The most common adverse events (AEs) Grade 3 or above were neutropenia (n=18), anemia (n=10) and infections (n=8). No patients discontinued therapy due to neutropenia.
« No patients experienced a treatment emergent adverse event that led to dose reduction.
« The maximum tolerated dose has not yet been identified. Enrollment is currently ongoing at the 100 pg QD dose level.

Anti-myeloma activity: Cemsidomide in combination with dexamethasone demonstrated anti-myeloma activity across a broad range of doses, highlighting a wide therapeutic range.

« As of the data cutoff, 42 patients were evaluable for anti-myeloma activity.

* Across all dose levels, cemsidomide in combination with dexamethasone achieved a 26 percent ORR and a 40 percent clinical benefit rate (CBR).
« At the highest dose level explored to date (75 pg QD), cemsidomide achieved a 36 percent ORR and a 45 percent CBR.

« Atthe two highest dose levels evaluated to date (62.5 pg QD and 75 pg QD), 62 percent of patients remained on therapy as of the data cutoff date.

Binod Dhakal, M.D., M.S., associate professor of medicine, Medical College of Wisconsin, Division of Hematology, presented a poster highlighting the MM results. He commented: “The data presented at the ASH
Annual Meeting demonstrate cemsidomide in combination with dexamethasone is active and well-tolerated over a range of doses in a heavily pretreated, relapsed/refractory multiple myeloma patient population—
including a majority of patients who have received T-cell directed therapies who are challenging to treat. I look forward to cemsidomide’s continued development as a potential new treatment option for patients in
the evolving myeloma landscape.”

CAT has identified 75 pg QD as a target dose for various dexamethasone combination regimens; as dose escalation continues, higher doses may also be considered. For immune-based combination strategies, C4T
believes doses lower than 75 pg QD will be optimal based on anti-myeloma activity and immune activation observed in the previously disclosed monotherapy data set.

C4T has identified the following next steps in cemsidomide MM development:
« Complete Phase 1 dose escalation trial in MM to establish go forward doses
« Initiate initial combination trials

« Engage regulatory authorities on registrational path



At the ASH Annual Meeting, C4T also presented safety and anti-lymphoma data that reinforce C4T’s belief that IKZF1/3 degradation remains relevant in lymphoma. Based on the emerging anti-lymphoma signal
demonstrated in patients with PTCL, C4T believes cemsidomide could be further developed in areas of high unmet need.

As of the data cutoff date of October 11, 2024, a total of 23 patients received cemsidomide monotherapy across five dose levels (25 ug MWF; 50 ug MWF QD; 37.5 ug QD; 62.5 ug QD; 100 pg QD). Patients were
heavily pretreated, receiving a median of three prior therapies. Seventeen patients had refractory progressive PTCL and six patients had refractory progressive B-cell lymphoma.

Safety: Cemsidomide monotherapy was well tolerated and additional dose finding is ongoing.
«  As of the data cutoff, 23 patients were evaluable for safety.
«  The most common AEs Grade 3 or above were neutropenia (n=11), infections (n=6), febrile neutropenia (n=4) and anemia (n=4). No patients discontinued therapy due to neutropenia.

« At this time, the maximum tolerated dose has not been defined. Two dose-limiting toxicities occurred at the 100 pg QD dose level. As a result, a 75 ug QD cohort was opened to refine the understanding of
dose and safety in the NHL population; this cohort is currently enrolling patients. Escalation above 75 ng QD may be explored pending the outcome of the cohort.

Anti-lymphoma activity: Cemsidomide monotherapy demonstrated anti-lymphoma activity across a broad range of doses.
« As of the data cutoff, 21 patients were evaluable for efficacy, 16 of which had PTCL.
« Cemsidomide displays a differentiated pharmacokinetic profile with an approximate two-day half-life and an ability to induce rapid and potent degradation of IKZF1/3.
« Across all dose levels explored, cemsidomide achieved a 38 percent ORR and 19 percent CMR rate.
« In patients with PTCL, cemsidomide achieved a 44 percent ORR and 25 percent CMR rate.

Steve Horwitz, M.D., lymphoma specialist and cellular therapist, Memorial Sloan Kettering Cancer Center, delivered an oral presentation highlighting the NHL results at the ASH Annual Meeting. He commented:
“I am pleased to share the first clinical data on monotherapy cemsidomide in non-Hodgkin’s lymphoma, which demonstrated its well-tolerated safety profile and compelling anti-lymphoma activity. These initial
data are encouraging, particularly in PTCL where relapsed/refractory patients lack effective targeted therapies. We believe these Phase 1 monotherapy data demonstrate that cemsidomide is well suited for further
development in earlier lines of treatment and in combination with other anti-lymphoma agents.”

CAT has identified the following next steps in cemsidomide NHL development:
« Complete Phase 1 dose escalation trial and identify go forward dose
« Initiate expansion cohort for PTCL
«  Engage regulatory authorities on registrational path

C4T Webcast for Analysts and Investors C4T will host an investor webcast today December 8, 2024, at 5 pm EST. To join the webcast, please visit this link or the “Events & Presentations” page of the Investors
section on the company’s website at www.c4therapeutics.com. A replay of the webcast will be archived and available following the event.



About Cemsidomide

Cemsidomide is an investigational, orally bioavailable small-molecule degrader designed to be a more potent and selective degrader of IKZF1/3, transcription factors that drive multiple myeloma (MM) and non-
Hodgkin’s lymphomas (NHL), with unique pharmacokinetic properties. Clinical data has shown that cemsidomide is well-tolerated. In MM, cemsidomide displays evidence of anti-myeloma activity and
immunomodulatory effects. In NHL, cemsidomide displays evidence of anti-lymphoma activity. More information may be accessed at www.clinicaltrials.gov (identifier: NCT04756726).

About IKZF1/3

IKZF1 (Ikaros) and IKZF3 (Aiolos) are transcription factors that directly regulate the activity of IRF4, a transcription factor that regulates downstream immune cell differentiation. Aberrant IRF4 is associated with
both lymphoma and multiple myeloma proliferative T, B and plasma cell populations. Down regulation of IRF4 promotes the death of both myeloma and lymphoma cells.

About Multiple Myeloma

Multiple myeloma (MM) is a rare blood cancer affecting plasma cells. Approximately 36,000 people in the United States are diagnosed with MM each year. Despite advances in treatment, multiple myeloma
remains incurable. Treatment combinations include IKZF1/3 degraders, which are established backbone therapies, across lines of therapy.

About non-Hodgkin’s Lymphoma

Non-Hodgkin’s lymphoma (NHL) is one of the most common cancers in the United States. NHL forms in cells of the immune system called lymphocytes. In the United States, approximately 80,000 people are
diagnosed with NHL each year. IKZF1/3 degraders are used across NHL subtypes.

About C4 Therapeutics

C4 Therapeutics (C4T) (Nasdaq: CCCC) is a clinical-stage biopharmaceutical company dedicated to delivering on the promise of targeted protein degradation science to create a new generation of medicines that
transforms patients’ lives. C4T is progressing targeted oncology programs through clinical studies and leveraging its TORPEDO® platform to efficiently design and optimize small-molecule medicines to address
difficult-to-treat diseases. C4T’s degrader medicines are designed to harness the body’s natural protein recycling system to rapidly degrade disease-causing proteins, offering the potential to overcome drug
resistance, drug undruggable targets and improve patient outcomes. For more information, please visit www.c4therapeutics.com.

Forward Looking Statements

This press release contains “forward-looking statements” of C4 Therapeutics, Inc. within the meaning of the Private Securities Litigation Reform Act of 1995. These forward-looking statements may include, but
may not be limited to, express or implied statements regarding our ability to develop potential therapies for patients; the design and potential efficacy of our therapeutic approaches; the predictive capability of our
TORPEDO® platform in the development of novel, selective, orally bioavailable BIDAC™ and MonoDACT™ degraders; the potential timing, design and advancement of our preclinical studies and clinical trials,
including the potential timing for and receipt of regulatory authorization related to clinical trials and other clinical development activities including clinical trial commencement or cohort initiation; our ability and
the potential to successfully manufacture and supply our product candidates for clinical trials; our ability to replicate results achieved in our preclinical studies or clinical trials in any future studies or trials; our
ability to replicate interim or early-stage results from our clinical trials in the results



obtained when those clinical trials are completed or when those therapies complete later-stage clinical trials; regulatory developments in the United States and foreign countries; the potential timing for updates on
our clinical and research programs; and our ability to fund our future operations. Any forward-looking statements in this press release are based on management’s current expectations and beliefs of future events
and are subject to a number of risks and uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking statements. These risks and
uncertainties include, but are not limited to: uncertainties related to the initiation, timing, advancement and conduct of preclinical and clinical studies and other development requirements for our product candidates;
the risk that any one or more of our product candidates will cost more to develop or may not be successfully developed and commercialized; and the risk that the results of preclinical studies and/or clinical trials
will or will not be predictive of results in connection with future studies or trials. For a discussion of these and other risks and uncertainties, and other important factors, any of which could cause our actual results
to differ from those contained in the forward-looking statements, see the section entitled “Risk Factors” in C4 Therapeutics’ most recent Annual Report on Form 10-K and/or Quarterly Report on Form 10-Q, as
filed with the Securities and Exchange Commission. All information in this press release is as of the date of the release and C4 Therapeutics undertakes no duty to update this information unless required by law.

Contacts:

Investors:

Courtney Solberg

Senior Manager, Investor Relations
CSolberg@c4therapeutics.com

Media:

Loraine Spreen

Senior Director, Corporate Communications & Patient Advocacy
LSpreen@c4therapeutics.com
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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-locking statements, which are often indicated
by terms such as “anticipate,” "believe.” “could." “estimate," “expect,” “goal." “intend.” “lock forward te,” *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 resulfs 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 trials.
Prospective investors are caufioned not fo place undue reliance on these forward-locking 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 contained in this presentation, whether as a result of new information.
future events or circumstances or otherwise.

This presentation also contains estimates, projections and other information concerning the markets for C4 Therapeutics. Inc.'s product candidates, including data regarding the
estimated size of those markets, and the incidence and prevalence of certain medical conditions and patient use of medicines. information that is based on estimates,
forecasts, projections, market research, or similar methodologies is inherently subject to uncertainties and actual events, and circumstances may differ materially from events and
circumstances reflected in this information. Unless otherwise expressly stated, the Company obtained this industry, business, market and other data from reports, research surveys,
clinical frials studies and similar data prepared by market research firms and ather third parties, from industry, medical and general publications, from other publicly available
information. and from government data and similor seurces.

Intelleciual Property

C4 Therapeutics, Inc. owns various registered and unregistered trademarks, service marks, and trade names in the U.S. and intemationally, 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 frademarks, 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 tfrademarks, service marks, and frade
names in this presentation are referred to without the symbols ®, % 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 fo.
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I CA4T Is a Recognized Leader in Delivering on the Promise of Targeted
Protein Degradation

WORLD-CLASS DEGRADER PLATFORM

Robust patent portfolio of novel cereblon binders;
Demonstrated ability to design orally

bioavailable, catalytically efficient degraders

Our Mission

To deliver on the promise
of targeted protein
degradation science to
create a new generation
of medicines that
transform patients’ lives

RIGOROUS TARGET SELECTION

Focus on targets with a clear degrader
rationale

BROAD DEGRADER APPROACH

MonoDAC and BIDAC degraders, as
well as degrader-antibody conjugates

CLINICAL PIPELINE

Oncology degraders agcinst targets of high
unmet need

I H
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Advancing a Broad Pipeline to Deliver Near-Term Value

Early Phase

Late Phase
Development

Rights

Program Target ndication [l inica
e e Deveicpment

Cemsidomide IKZF1/3
BRAF V600

CFT1946 Mutnd
CFT8919! EGFR L858R

Discovery Stage Programs

Collaboration Programs

ILicense and collaborafion

C4 Therapeutics

sment with Befta

Pharmaceuficals for develo

Multiple Myeloma &
Non-Hodgkin's
Lymphoma

V600 Mutant Cancers

Non-Small Cell Lung
Cancer

Various Cancers

Autoimmune & Cancer

Cancer

Cancer

Autoimmune &
Neurological

2 targets

2 targets

| target

and commercializofion in Greater China; Deli
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red development candidat

2 targets
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CA4T Has Delivered a Steady Flow of Clinical Updates and Innovative
Collaborations Over the Past 12 Months...

Significant Progress

Across Clinical Programs

Cemsidomide

Compeliing activity in both multiple myeloma and non-Hadgkin'
lymphoma

Modest and manageable neutropenia

Emerging data demonstrate positive exposure-response
relationship

Evidence of immmunomodulatory effects, consistent with the class

CFT1946

Monotherapy anti-tumor activity, including tumor reductions
across various Y400 mutation types

Dose-dependent bioavailability

Well-tolerated; no Grade 2 3 cutaneous adverse events
commaonly seen with BRAF inhibitors

Preclinical data demonstrate ability to cross blood-brain barrier

CF18919

Clinical trial initiated in Greater China in partnership with Betta
Pharmaceuticals

S

Collaborations Have Further Validated

TORPEDO Platform

¥ Delivered two development
candidates for non-oncology
targets

® Biogen

¥ Established partnership to
discover and develop degrader
antibody conjugates

€9 MERCK

v Announced collaboration to
discover targeted protein
degraders against crifical
oncogenic proteins

Merck KGaA

Darmstadt, Germany

© 2024 C4 Therapeutics, Inc. 5
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...Which Set the Stage to Unlock Value

VALUE DRIVERS KEY CATALYSTS
= - Further development in multiple myeloma and non-
Cemsidomide Hodgkin's lymphoma paositions cemsidomide to
IKZF1/3 potentially be best-in-class IKZF1/3 degrader CAaT is posiﬁoned to
become a fully
Phase 1 data updates to further validate initial anti- H
CFT1946 ) tumor activity and safety profile in melanoma and . |n|'egr0|'ed
AP ATl colorectal cancer b|°1‘ec hnology

company focused

CF18919 Phase 1 data from Greater China clinical frial fo on Orq"y
EGFR L858R inform US and rest-of-world development plans bioavailable
degraders
TORPEDO Develop orally bioavailable degrud_ers in oncology
and non-oncelogy targets through internal research
Platform and collaborations
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Cemsidomide

Targeting IKZF1/3

Multiple Myeloma (MM)
& Non-Hodgkin's Lymphoma (NHL)

238 C4Therapeutics




IKZF1/3 Are Key Promoters of Myeloma and Lymphoma Cell Survival
and Will Remain Important Therapeutic Targets in MM and NHL

Hematopoietic

stem Cell Key Roles of IKZF1/3

Physlologicul Functions:
IKZF1/3 are key transcriptional

IKZF1/3 regulators of hematopoietic stem
Common Myeloid Commen Lymphoid cell differentiation
P itor Cell Progenitor Cell : e
e " Ll - IKZF1/3 directly regulate the activity
of IRF4, ancther franscription facter
that regulates downstream immune
cell differentiafion
- Oncogenic Functions:
Neutrophil Platelets T Ce B-Cell Plasma Cell

Multiple myeloma and lymphoma

{ﬁ'{} i - \ cellsrely on IKZF1/3 and IRF4 for
ﬁg} \ ‘ survival
e

Oncogenic Mutations/Aberrations IKZF1/3 Degradation Leads to:

+ Downregulation of IRF4, promoting
the death of myeloma and
B-Cell Multiple lymphoma cells
{ [ Lymphoma Myeloma -
= +  On-target neutropenia
IKZF 1/3 and IRF4
v's lymphoma [NHL}

c4 Therapeutics © 2024 C4 Therapeutics, Inc.




Cemsidomide First-in-Human Phase 1 Trial Continues to Progress

Data to date reinforce potential of drug to become besi-in-class IKZF1/3 degrader used as a backbone therapy of choice

PHASE 1 DOSE ESCALATION TRIAL
2022 2023 ASH 2024

R/R MM R/R MM R/R NHL
Monotherapy Monotherapy x Co Monotherap
‘Dosing: QD Dosing: MWF & QD i \ Dosing:

21 days on/ 14 days on/
7 days off 14 days off
o

Status: Enrolling

+ 14 days on/14 days off » Well-tolerated with manageable | + Well-tolerated with additional
established as an effective neutropenia and low rates of dose finding ongoing
dosing schedule |nfs$ﬂons E-Jﬂd febrile + Compeling antidymphoma
Demonstrated monctherapy REHIRR GG activity across a broad range
anti-myeloma and + Wide therapeutic index with anti- of doses in PTCL
immunomodulatory effects myeloma activity across a broad
supporting combination with range of doses
other anti-myeloma agents

Monday, Wednesday, Friday dosing (MWF): ence dally [QD); perioheral T-cell lymphome (FTCL); relapsed refractory muliiple myeloma [RIR M) relopsed refrociorny non-Hodgkin's lymphoma (RIR NHL|

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 9




Muliiple Myeloma

Clinical Evidence of Immune T-cell Activation With Cemsidomide
Monotherapy

% positive cells (C1D21 vs C1D1) Supports potential of cemsidomide

1007 4 cipi Hokokok as a maintenance therapy option
e C1D21 [ s ) and in combination with novel MM
[ 1Y H 1 .
it . oy agents to improve efficacy:
o ? .. ¥ ¥ Cemsidomide induces CD8+ T-
8 60 s o cell activation by increasing
2 o H . effector memory T-cell subset
% H H -,  ee*
2 407 f o H ® T, Terminally differentiated T-cells ¥ T-cell activation is observed at
| i L] &
X P i Teu: Elfector mempnyleels well-tolerated monotherapy
[ ] 2y
204 . .:. .® clinical doses
" o
. :: v Clinical data consistent with the
0 a® — T preclinical in vitro data reported
Temra Tem for cemsidomide

- 19 patfient samples (PBMCs) analyzed by flow cytometry
» Aggregate data of 25 pg, 50 g, and 75 ug MWF and QD

esday, Friday Dosing Schedule (MWE]; Multiple Mysloma (M)

il Blc
AT ¢

. S d 3
oe . Cc4 Therapeutics © 2024 C4 Therapeutics, Inc. 0




Cemsidomide Combined With Novel MM Agents Demonstrated :

Enhanced Immune Cell Lysis in Non-clinical Translational Models

®DARZALEX @TECVAYLI <, TALVEY'

(talquetamab-tgvs)

(daratumumab) (teclistamab)
Cemsidomide + Cemsidomide + Cemsidomide +
Daratumumab (Anti-CD38) Teclistamab (BCMA Bispecific) Talquetamab (GPRCS5D Bispecific)
Cemsidomide + Daratumumab (2ng/mL) Cemsidomide + Teclistamab (25ng/mL) Cemsidomide + Talquetamab (2.5ng/mL)
40 Crun, . s 60 Coin 3 & Cona 80 Cin & & Crnae
g 3
@ @
5 s
< =]
o o
g :
g g 20
T T T T T T T T 1 T T T - T 1
0.01 0.1 1 10 0.001 0.01 01 : 1 10 0.001 0.01 0.1 10
[Cemsidomide] (nM) [Cemsidomide] (nM) [Cemsidomide] (nM)
teclistamab and talquetamab combos used a T-cell Dependent Cellular
centrations for 4 days ond then co-cultured with myeloma cell i @nd C,

© 2024 C4 Therapeutics, Inc.




Mulﬁple Myeloma
Cemsidomide + Dexamethasone Dose Escalation Trial in MM
Continues to Progress; Have Not Exceeded the Maximum Tolerated Dose

KEY INCLUSION CRITERIA DOSE ESCALATION BACK-FILL COHORT(S)
© Adults with MM, R/R fo af CEMSIDOMIDE 14/14 + DEX*
least 3 prior !ine-s of therapy Utilizing a Bayesian logistic regression model
that have included until defermination of the MID and/or RP2D
lenalidomide,

pomalidomide, a
proteasome inhibitor, o
glucocorticoid, and an anti-
CD38 monoclonal antibody

Potential for further dose
escalation and/or exploration

Nonresponsive to or DL 5 (100 pg QD)
progressed within 60 days of Currently enrolling
prior therapy
Creatinine clearance 240 DL4 (75 pg QD) —
mL/min |_' N=4
ECOG <2
DL3 (625 LG QD) p—
|"' N=6 | 1DLTe
Phase 1 Study Endpoints

Primary: DL 2 (37.5 ug QD)

t and e the |_' N=4 _
e DL 1 (50 ug MWF)

N=5 —

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 12

Data cutoff: 10/11/24




Mulfiple Myeloma
Cemsidomide Is Well-Tolerated With Manageable Neutropenia cm!
No Treatment Emergent Adverse Events Lead to Dose Reductions

: Common (>20% All Grades) TEAEs All Grades | Grade 3 | Grade 4 | Grade 5
& U Pl R Eiie e and Events of Interest, n (%) (N=47) | (N=47) | (N=47) | (N=47)
lasting >7 days at the 62.5 ug
dose level) Neutropenia 22 (47) 6(13) 12 (26) 0
. Infections 18 (38) 7 (15) 0 1(2)
::%Li’;i’nf"d fo dose Pneumonia 5(11) 5(11) 0 0
Upper respiratory tract infection 7 (15) 1(2) 0 0
« TEAEs leading to dose seplicshock 142 g o 12}
interruption: 32% (15/47) Anemia 17 (36) 10 (21) 0 0
+ TEAEs leading to Fatigue 14 (30) 0 0 0
discontinuation': 4% (2/47) Thrombocytopenia 10 (21) 3(¢) 2 [4) 0
Diarthea 10 (21) 0 0 0
Lymphopenia 92(19) 6(13) 0 0
Febrile neutropenia 3(é) 3(6) 0 0

2 patients experienced Grade 5 AEs [sepfic shock and subdural hematoma), both deemed unrelated to cemsidomide

inuation of patient ot 75 pg was due fo death

Cc4

© 2024 C4 Therapeutics, Inc.
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Multiple Myeloma

Compelling Safety Profile With Low Rates of Neutropenia and
Infections With Limited G-CSF Use

Rates of Neutropenia, Infections, and G-CSF Use by Cycle

100% T mRate of Grade 23 Neutropenia = Only 26% (12/47) of
. ) pts received G-CSF
® Rate of Grade 23 Infection across the study

75% + m % of Pfs Receiving G-CSF

Only one patient
experienced Grade
>3 neutropenia for
50% + the first fime after
completing cycle 2

25% +

13% 13% 14% 14%

Pts with Grade 23 AEs or G-CSF Use

0% 0% 0% 0% 0% 0% 0%
0% T T T 1

Cyclel Cycle2 Cycle3 Cycled4d Cycle5 Cycleé Cycle7 Cycle8

Total Pis 47 42 34 22 15 10 iz &

was not permitted aunng Cycle | in escalation conars, One

© 2024 C4 Therapeutics, Inc. 14




Across Doses, 40% (14/35) of Multiple Myeloma Patients With
Elevated Light Chains Demonstrated at Least a 50% Decrease in dFLC

Best Change in dFLC from Baseline (Cemsidomide + Dex)
7 Multiple Myel Patient I ted Light Chain Di N=35)*
Dose Proportional Exposure ultiple Myeloma Patients w/ Elevated Lig ain Disease (| )

”ol 50 ug MWF (+dex) @ 37.5ug QD (+dex) M 62.5ug QD (+dex) M 75 ug QD (+dex) l
sl M

0% & 75 g QD (N=7) 2 o~ T
~ 0w # 62.5 g QD (N=8) _..2_ z
£  37.5 pg QD (N=11) Lg
g 0.15 50 pg MWF (N=6) % g
x
E H
£ 0.10 E;
@ 5§
i 35

0.05 i1

H
0.00:
o 6 12 18 24 30 36 42 48
Time (h)
+ Overall geometric mean half-life estimate is + 9% (24/35) of patients with elevated light chain disease demonstrated a
approximately 2 days decrease in dFLC

e kappa free light © e fight chain volue

e daily [QD): Mondc
LT

sss C4 Therapeutics

seee

© 2024 C4 Therapeutics, Inc.




Muliiple Myeloma

Cemsidomide 75 ug Dose Level or Greater Drives Sufficient Exposure
Resulting in Meaningful Reductions in Light Chains

Cemsidomide + Dex PK Exposure vs. dFLC Change Exposure (AUC) Quartiles
200%1 & 50 pg MWF (N=5)
] 138% 37.5 pg QD (N=11) <Q1 Q1-Q2 | Q2-Q3
e A 62.5pg QD (N=11)
@ ® 754gQD (N=7)
E  50%- A = Emax Model Fit
=] Mean AUC; 554
= 14.6 288 37.9 65.2
5 (ng*h/mL)
g
c 0%
5
O Mean Change
& — in dFLC from +10% -12% -20% -53%
° T Baseline
8
-100%-
T Cemsidomide + ~17pg | ~35ug | ~45 g | ~78 ug
Dex Dose QD QDb QD QD

ce dally {G0); pepulation phamacokinetics fpopPK): phamacokinetic (PK)

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 16
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Multiple Myeloma

Cemsidomide Demonstrated Anfi-Myeloma Activity Across Dose Levels

.
EMD Prior CArg—rT a
Cemsi Status Lines /TCE W sCR BCR WVGPR WPR WMR W SD mPD NE
Y
N
50 MWF
N
Y
N
Y As of the data cutoff:
375QD
1 + 26% ORR and 40%
Y . .
v clinical benefit rate
; across all dose levels
evaluated
62.5QD i M
! Q « At the two highest dose
vl levels evaluated to
b date (62.5 ug and 75
1500 E 12: ug), 62% of all patients
Y8 remain on freatment’
¥ 10 Ongoing
Y 22 Y + Withdrawal by Subject, Physician
N 7 N Decision or Other
0 2 4 3 e ©° 12 14 6 18 2

PR as of ihe dala cuteff date; | pafient in the 75 ug cohor had an uncenfmed PR as o

aily [QD}: partial 1esponse |PR]; prograssive diseass {PD): stable disecss [SD); singsnt compists response (SCR]: T-call-engoging  anfibodies [TCE): very

© 2024 C4 Therapeutics, Inc. 17
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Multiple Myeloma

75 ug Cemsidomide Dose Level Resulted in Compelling Anti-Myeloma
Activity With a 36% ORR and 45% CBR

Best Response: Multiple Myeloma - Cemsidomide + Dex*

ORR17% ORR 25% ORR 23% ORR 26%
100% + 2% (1)
}CBR 8%(1) 8% (1) 5%(2) BsCR
Wiz 8% (1) 15% (2)
i CBR e o 19% (8)
s 75% + 6% (1) g i ®VGPR
et 17% (2) 23% (3) 14% (6) a
e 50% (3) mPR
2 50% +
§_ HMR
b 48% (20)
& . 46% (8)
% 25% T il usD
1 33% (2)
PAG) mED
0% -
50 ug MWF 37.5 pg QD 62.5ug QD TOTAL
(N=6) (N=12) (N=13) (N=42)
ble: | pati in the 62.5 ug coh n the 75 Hg cohort had an unconfirmed PR as of the:
ced > disease (FD); siobie die esponse (VGFR]
ate {2 MR) [CBR]
c4 Theropeutics © 2024 C4 Therapeutics, Inc. 8

Dala cutoff: 10711724




_ ) [ N
Dose Exploration Continues for the Cemsidomide Monotherapy

Dose Escalation Trial in R/R NHL

KEY INCLUSION CRITERIA DOSE ESCALATION BACK-FILL PHASE 2
B : 4 CEMSIDOMIDE 14/14
Adults with NHL, R/R to prior Utilizing a Bayesian logistic regression mode| COHORT(S)
therapy until determination of the MID and/or RP2D

¢ PTCL patients must have
received at least 1 prior
alkylator-based
chemotherapy

*  ALCL patients must have :4204‘;90?::
also received a CD-30 mAb
+  Nonresponsive fo or progressed 62.5ug QD L. 75 ug QD
within 60 days of prior therapy [_' N=4 Currently enrolling ey
= Crl-e:,af!nfne clearance 240 37.5 ug QD N 37.5 ug QD Expansion
mL/min |_' N=5 Back-fill cohort; N=4
+ ECOG=2
50 ug QD
N=3
25 uyg MWF
N=3

:, C4 Thercpeutlés '

Data cutelf date: 10/11/2024

24 C4 Therap




[ NAL ]
Heavily Pre-Treated Population Where Majority of Patients Were
Diagnosed With PTCL, Reflecting High Unmet Need

Characteristics Safety (ES&I‘.ﬂdﬁOn Characteristics Safety [ff:’ﬁ‘]-'k’ﬁo"

Age, median (range) 68 (28-85 years) Prior therapies, median (range) 3(1-14)
1 2(9
Male, n (%) 14 (61) 2 7 ([3(21
. . ) 3 3(13)
Years since initial diagnosis, median
(range) 2 (0.4-21) 24 11 (48)
PTCL, n (%) 17 (74)
EC%G performance status, n (%) 1 48) PTCL-NOS 5(22)
: 9 (39) AlTL 4(17)
2 219) ALCL 3(13)
Missing 1(4) AL 212
Black or African American, n (%) 6 (26) Bcell ggphoma. n (%) i ol
€ (17)
White, n (%) 13 (57) MCL 1(4)
Other, n (%) 4(17) MZL/MALT 1(4)
IPI at screening, n (%) |
1 2(9) Prior CAR-T therapy, n (%) 4(17)
2 6 (26)
3 7 (30) Prior HCT, n (%) 4(17)
4 3(13) Autologous 3(13)
Missing 5(22) Allogenic 1(4)

tic cell fransplantation (H

{DLECLE: Eqstemn coopes
ymphorma (PTCLI; P

ic Indlex s .
peutlcs © 2024 C4 Therapeutics, Inc. 20
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TS
Cemsidomide Is Well-tolerated With Manageable Incidents of

On-target Neutropenia

Common (>20% All Grades) TEAEs and All Grade Grade 3 | Grade 4
Events of Interest*, n (%) (N=23) (N=23) [N=23)

Infections 15 (65) 417) 2(9)
2 DLTs occurred at 100 g QD ;Jppt_er respiratory tract infection 41[!17) 8 ] 04
(Grade 4 thrombocytopenia CPsis . (4) (4)
and Grade 3 febrile Bacteremia 1(4) 0 1(4)
neutropenial) Pneumonia 2(9) 2(9) o]

+ TEAEs leading to Neutropenia 11 (48) 4(17) 7 (30)
discontinuation: 9% (2/23) Fatigue 11 (48) 1(4) 0
39% (9/23) of patients Cough 7 (30) 0 0
received G-CSF n

+ 3 of 9 patients received Anemia 6 (26) 4(17) | 0
G-CSFin Cycle | Peripheral edema 5(22) 0 0
Febrile neutropenia* 4(17) 417) 0

Thrombocytopenia* 4 (17) 1(4) 2(9)
Maculopapular rash* 3(13) 2(9) 0

One patient experienced a Grade 5 AE (hip fracture resulting in transfer to hospice)

c4 Theropeutics © 2024 C4 Therapeutics, | 21

Data cutoff: 10/11/24 1
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[ N
Cemsidomide Clinical Responses Were Observed Across a Broad

Range of Doses

NHL  Prior

Gemsi. ~ Subtype Lines ECMR B PMR H SD M PMD ~ NE

PTCL-NOS 3 {PMD |
‘MW AL 8 JEMG
ALCL 3
AITL 2 CMR PMD
SOMWF  pigol s | FvD |
MCL 6 | PMD |
MZL/MALT 14 SD PMR PMD
ATLL 1 SD PMD
PTCL-NOS 4 +
3750D DLBCL® 5 NE
ATLL 2 | PMR |
PTCL-NOS® 2 NE
PTCL-NOS 7  PMD |
ATLL 1 ER
e 9
ATLL 2 3 +
625QD prcL-NOS 2 { PMD |
DLBCL 4 PmD ]
AITLE 4 CMR Ongoing
wogp AT 2 S + Withdrawal by Subject, Physician
AL 2 * Decision or Other
T T T T T T T T T T T T
2

C4 Therapeutics © 2024 C4 Therapeutics, Inc. 2

ta cutoff: 10/11/24




[ N
Compelling and Deep Responses Achieved Across PTCL Subtypes

PET-CT-based Assessment of PMR or Better by PTCL Subtype* (N=16)

ORR 100%
100% T+ B CMR
®PMR +  Cemsidomide
monotherapy
z 75% T produced
iy 75% (3) responses in all
[ ORR 50% four PTCL subtypes
§ 50% + ORR 44%
% » All AITL patients
o (4/4) experienced
4 SR ORR 20% ORR 20% a metabolic
= 25% T 50% (1) response
e (]) = (]) m
0% -
All PTCL AITL ALCL ATLL PTCL-NOS
(N=14) (N=4) (N=2) (N=5) (N=5)

P oot
2088 -
_:.:.:. Cc4 Therapeutics © 2024 C4 Therapeutics, Inc. 23
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I Cemsidomide Is Positioned to Potentially Be a Best-in-Class Therapy in Two
Distinct Indications With Opportunities Across Multiple Lines of Therapy

IKZF1/3 is a fundamental target for MM and NHL and data supports cemsidomide as

a potential backbone therapy within the evolving treatment landscape

MM Market NHL Market
Opportunity Opportunity

Well-tolerated with a
compelling safety profile
Estimated Estimated

Compelling anti-tumor activity
across a range of dose levels

~$42B ~$30B

by 2030 by 2030

T ca Therapeutics © 2024 C4 Therapeutics, Inc 24
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CFT1946

Targeting BRAF V600 Mutant

Melanoma, Colorectal [CRC)
& Non-Small Cell Lung Cancer (NSCLC)

238 C4Therapeutics




CFT1946 Has the Potential o Overcome Several Shortfcomings Seen
With Inhibitors for BRAF V600X Cancers

Key Limitations of Approved BRAF Potential Advantages of CFT1946, a Novel,
Inhibitors: Oral, BRAF V400 Mutant BIDAC degrader:
+ Durable and deep responses are often Despite limitations, v Prevents BRAF V400 mutant mono/heterodimer
not seen in melanoma, NSCLC and current BRAF inhibitor formation’
CRC patients, due to MAPK pathway market is e 2 B2
resistance $ ¥ Avoids paradoxical activation seen with

approved inhibitors!
«  Poor tolerability, such as high-rates of R

cutaneous adverse events v Addresses MAPK pathway alterations resulting

. Often combined with a MEK inhibitor EEEEAERYH?H ﬁgfgﬁﬁ [e... BRAF splice
‘o enhance both efficacy and BRAF inhibitor market is ’ e '
- anna o estimated to grow fo v Specifically targets BRAF V600 mulations, which
P Y includes BRAF V600 mutations beyond BRAF

inhibitors ~$3B by 20282 V600E

+ Llimited approved treatment options for
¥ Spares wild-type BRAF', likely avoiding AEs

ERAF V400 patients who do not have a ;i LRI 4
BRAF V400E or V600K mutation associated with inhibition of wild-type BRAF
v"  Enables deep elimination of mutant BRAF
signaling fo create potential durable responses
through degrader molecule recycling and
catalytic effect

Pharma
56 (MAPK]

C4 Therapeutics ® 2024 C4 Therapeutics, Inc. 26




Ko, Results Demonstrate CFT1946's Ability to Cross the Blood-Brain Barrier
and Support Activity in Preclinical Intercranial Metastatic Models

A375 BRAF V400E-Luc Infracranial Model

e P i
Survival Luminescence Per Mouse Day
1007 : i Vehicle
@ End of 15
2 75 Treaiment EN i - Vehicle "
z H KA g - encorafenib, 35 ma/kg, QD Scorarenib
e o 10 i "SI0 35 mglkg
- g i3 - CFT1946, 10 mgfkg,
[ “@ i3 -+ CFT1946, 30 , BID
z g i3 ok CFT1846
2z s :
2 el g 05 i 10 mafkg
A S
: £ CFT1946
0 T T T T T 0 30 ma/kg
o 30 60 a0 120 150 0 30 60 90 120 150
Days on Study Days on Study

-

Kp,,, values for CFT1946 were experimentally measured using independent methods in two different species
The CFT1946 values of Kp,,, range from 0.34 - 0.88

These results demonstrate the ability of CFT194é to cross the blood-brain barrier and
highlight the potential for drug delivery to CNS tumors

Central

tem (CNS)

y:

222 C4 Therapeutics ©® 2024 C4 Therapeutics, Inc. 27




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

KEY INCLUSION
CRITERIA'

.

Evidence of BRAF V600
mutation obtained from
tumor tissue or liquid bicpsy

BRAF V400 mutant
measurable salid fumors with
21 prior line of SoC therapy
for unresectable locally
advanced or metastatic
disease

Melanoma patients must
have received prior BRAF
inhibitor therapy

CRC, ATC, NSCLC or other
non-CNS solid tumors: prior
BRAF inhibitor therapy unless
not available per SoC

No patient with CNS
involvement {primary tumor
or metastatic disease).
except if clinically stable

R Pha e

C4 Therapeutics

MONOTHERAPY DOSE
ESCALATION

@ DL 5 (640 mg)
BID; n=5

@ DL 4 (320 mg)
BID; n=6

DL 3 (140 mg)

|" %) BID; n=4

@ DL 2 (80 mg)
BID: n=5

DL 1 (20 mg)
@ BID; n=5

PRIMARY ENDPOINTS
+ Safety and tolerability
+ Determine RP2D/MTD

Potential for further dose

escalation and/or exploration

o—
_—

T

SECONDARY ENDPOINTS

+ Estimate anti-tumor acftivity

+ Assess PK and PD

2024 C4 Therapeutics, Inc.

> biopsies
& Level (DL);

PK, PD, ANTI-TUMOR 5
ACTIVITY EVALUATION

Twice daily (BID)

Exploratory Expansion:
CFT1944 monotherapy in
melanoma
640 mg BID
Enrelling

Exploratory Expansion:
CFT1944 monotherapy in
melanoma
320 mg BID
Ongoing

Phase 1B:
CFT1946 in combination
with cetuximab in CRC

160 mg BID

Enrolling

Phase 1B:
CFT1946 in combination
with trametinib for
melanoma and NSCLC
Pending

28




CFT1946 Monotherapy Phase 1 Data Demonstrated Proof of Mechanism and

Provided Early Evidence of Proof of Degrader Concept

@)

@)
@

Proof of Mechanism

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

Increased drug exposure
observed with dose escalation

Degraded BRAF V00E protein in
all available post-freatment
biopsies collected to date

C4 Therapeutics

Proof of Degrader Concept

@)
O

Early evidence of monotherapy
anti-tumor activity in patients
who progressed affer freatment
with BRAF inhibitors

Anti-tumor activity seen across
multiple BRAF V600 mutants

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

© 2024 C4 Therapeutics, Inc.

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

29




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

Summary of TEAEs 2 10% of 36 patients treated with CFT1944
Grade 1 Grade2 Grade3 Grade4 Grade5 | Total (n=34)

Preferred Term

n (%) n (%) n (%) n (%) n (%)
© Lol Patients with any TEAEs" 3(8) 14(39) | 11(31) | 2(6) 1 [3)* 31 (86)
* Majority of TEAEs : ; ‘ a '
B Red warsmild Anemia 13 | 401 | 2(6) 0 0 7(19)
fo moderate Abdominal pain 4(11) 1(3) 2 (4) 0 0 7(19)
’ ?fggemmem're‘g'ed Peripheral edema 5 (14) 1(3) 0 0 0 6(17)
+ No Grade > 3 Pyrexia 4(11) 2 (8) 0 0 0 6 (17)
treatment-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 (é) 1(3) 0 0 4(11)
malignancies = x
Hypophosphatemia 1(3) 3(8) 0 0 0 4(11)
Constipation 1(3) 2 (6) 0 0 0 4(11)*

© 2024 C4 Therapeutics, Inc. 30




Early Signs of CFT1946 Antfi-tumor Activity: 59% of Patients Demonstrated Target
Lesion Tumor Reductions

100
90 - B Melanoma
Colorectal Cancer
80 W Other*
70 I ongoing (As of 7/19/2024)

% Best Change from Baseline
in Sum of Target Lesions

oD oD o o O o o o o D O O O O O O
E E E E E E E E- E E E E E E E E
2§88 8 §8238383383§

rcinoma, and smdll intesting cancer; BRAF V400 mutafior
s received prior BRAF inhibitor therapy. Dotfted

er tumor types include chola
00E unless otherwise specified
lines represent partial response (-3

o o
E E
=]
g 8
2atic
s ]

v, all other pati
r RECIST v1

F 40 mg Bl 355101
2 nt on 640 mg BID ut off, and as of ESMO
hence assessed os SD for overall response; 4 Patient on 20 mg BID had L
1D had -29% reduction on target lesion, hence assessed as SD

Source: ESMC Congi 2024; CATdato on file

. . 5
:, C4 Therapeutics ® 2024 C4 Therapeutics, Inc. 31




CFT1946 Has the Potential to Address Multiple Tumor Types With
BRAF V600X Mutations Where BRAF Inhibitors Are Insufficient

@ o@®o
) T
BRAF V600X 2023 U.5. Incidence of
Mutation Rate BRAF V400X Patients*

-

Approved
BRAF Inhibitors

I~

BRAF Inhibitor
Regimen mPF$>

®

Melanoma

~35% ~35,000

+ Dabrafenib
+ Encorafenib
* Vemurafenib

All used in combination
with MEK inhibitors

11.4 months
(dabrafenib +
frametinib in 1L+)

e

Colorectal Cancer

5-10% ~11,000

* Encorafenib
Used in combinafion with
cetuximab (anti-EGFR)

4.2 months
(encorafenib +
cetuximab in 2L+)

()]

Non-Small Cell
Lung Cancer

1-2% ~3,000

+ Dabrafenib
+ Encorafenib

Both used in combination
with MEK inhibitors

15.2 months
(dabrafenib +
framedtinib in 2L+)

| Owsley 2021 Exp Biol Med. 2 Paik 2011 J Clin Oncol. ¥ Bylsma 2020 Cancer Med, ¢ NCI SEER, consulting work done by Health Advances,

© 2024 C4 Therapeutics, Inc.
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CFT8919

Targeting EGFR L858R

Non-Small Cell Lung Cancer (NSCLC)

::::::: C4 Therapeutics




Potential for CFT8919 to Improve Outcomes for NSCLC Patients
With EGFR L858R Mutations

Strong Rationale for an EGFR L858R Degrader

. EGFR!858R

osimertinib 19-gen EGFR TKIs L
PFS: 14.4 mos PFS: ~9.5 mos
CFT8919
21
.EGFR'-“"”"C7975 . EG FRLB58R+T790M [ )

osimertinib
PFS: ~9.6 mos 3L

. EGFRWSBRFW?DMOC'WTS

Osimertinib and other inhibitors provide suboptimal responses in LB58R
mutant NSCLC compared to other mutations of NSCLC
Osi: 14.4 months PFS versus 21.4 months PFS

ibitor (TKI}

<

V)

CFT8919 Key Properties
* Orally bioavailable

* Poftent and selective against L858R,
regardless of secondary mutations

*+ Allosteric binding

Market Size
+ ~$6B approved EGFR inhibitor markefl

Progress to Date
* Achieved FDA clearance of U.S. IND

* Betta received CTA clearance from
China's NMPA

34




CFT8919 is a Potent, Oral, Allosteric, Mutant-selective Degrader of
EGFR L858R

= CF18219 exploits allosteric binding site, close
CFT8919 to L858R activating mutation

 Allosteric binding site avoids known
resistance-causing mutations in orthosteric
binding site

Orthosteric
Inhibitor S

 Allosteric binders do not require covalent
binding through C797S and do not compete
with orthosteric binding

Allosteric binding avoids resistance mutations, wild-type activity, and is combinable
with orthosteric inhibitors

e .
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CFT8919 is Selective for EGFR L858R and Active in a Setting of
Osimertinib Resistance in Preclinical Models

Specific for EGFR Exon 21 Mutants Active in setting of EGFR C797S

™ " -~ Vehicle POBID
,"E - 2000-1-m- Osimertinib 25 mpk PO QD
Q "’E ~&- CFT8919 10 mpk PO BID
§ £ 15004 ~¥- CFT8919 25 mpk PO BID
E ‘; —+— CFT8919 50 mpk PO BID
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CA4T Is Progressing Multiple Clinical and Preclinical Programs

ASH 2024 (Dec.): Presented updated data from Phase 1 dose escalation +dex trial in R/R MM

Cemsidomide

IKZF1 /3 ASH 2024 (Dec.): Presented data from Phase 1 dose escalation monotherapy trial in R/R NHL
2Q 2024: Presented preclinical data demonstrating differentiated activity in BRAF V400 mutant

CFT1946 driven melanoma, CRC, NSCLC, and brain metastasis models at AACR

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

BRAF V400 Mutant

CF18919 2024: Supported trial start-up activities related to Betta's Phase 1 dose escalation frial in
EGFR L858R Ceiid

1Q 2024: Launched collaboration with Merck KGaA, Darmstadt, Germany fo discover two
Discovery targeted protein degraders against critical oncogenic proteins

OO © Q0 OB

2024: Delivered development candidate te collaboration partner

Expected Runway Into 2027', Beyond Value Inflection Milestones

d ot refractory mulliple myeloma (R/R M: Relapsed: or refractory nan-Hodgkin lymp 2 (R/R NHL): Colore ancer [CRC): Non-small cell lung cancer (NSCLE
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