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Item 8.01 Other Events.

On October 16, 2025, C4 Therapeutics, Inc. (the “Company”) posted a presentation with data from its Phase 1 clinical trial of cemsidomide in combination with dexamethasone for the treatment of relapsed/refractory multiple
myeloma. The presentation has been published to the “Events & Presentations” page of the investor relations section of the Company’s website and is for use in meetings with investors, analysts and others. The presentation is filed as
Exhibit 99.1 to this Current Report on Form 8-K and incorporated herein by reference.

Sales Agreement with TD Securities (USA) LLC

Effective October 16, 2025, the Company terminated the sales agreement prospectus, dated November 13, 2024, related to the sale of shares of the Company’s common stock, par value $0.001 per share (“Common Stock™), from time
to time pursuant to the Sales Agreement, dated October 31, 2024, by and between TD Securities (USA) LLC (“TD Cowen”) and the Company (the “Sales Agreement”). As a result, the Company will not make any sales of Common
Stock pursuant to the Sales Agreement, unless and until a new sales agreement prospectus supplement or a new registration statement with sales agreement prospectus is filed. The Sales Agreement remains in full force and effect. As of
June 30, 2025, the Company had issued and sold 3,769,483 shares of its Common Stock under the Sales Agreement with TD Cowen for gross proceeds of approximately $9.6 million, before deducting commissions to TD Cowen.

A copy of the Sales Agreement was filed as Exhibit 1.2 to the Company’s Registration Statement on Form S-3 (File No. 333-282933), which was originally filed with the SEC on October 31, 2024, and declared effective on November
13,2024.

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 Data presentation dated October 16, 2025

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)



SIGNATURES

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

C4 Therapeutics, Inc.

Date: October 16, 2025 By: /s/ Jolie M. Siegel

Jolie M. Siegel
Chief Legal Officer and Secretary
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Legal Disclaimer Statements and Intellectual Property

LEGAL DISCLAIMER STATEMENTS

The following presentation contains forward-locking statements. All slmemenls other than statements of hlsmnc‘.ol fact are forward-looking statements, which are often indicated by terms
such os "anticipate.” "believe.” "could,” “esfimate.” “expect.” "goal," “infend." “look forward to." “may." “plan," “potential,” “predict," “project,” "should,” “wil," “would" and similar
expressions. These forward-looking statements include, but are not limited fo, statements regarding the theropeutic potential of C4 Therapeutics, Inc.'s technology and products;
expectations for timing, progress and results from ongoing and planned preclinical and clinical development activities; cur ability to successfully manufacture and supply our product
candidates for clinical trials; our ability to replicate results achieved in our preclinical studies or clinical frials in any future studies or trials; expectations for future regulatory submissions and
potential approvals; the anficipated timing and content of presentations of data from our clinical fricls; and our ability to fund our future operations.. 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
condidates that we are developing or may develop may not demonstrate success in clinical trials. Prospective investors are cautioned not ta 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 farth in our most recent and future filings with the Securities and Exchange Commission. Our actual results could vary significantly from those anficipated in this presentation, and our
financial condition and resulfs of operations could be materially adversely affected. C4 Theropeutics, 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 condifions and patient use of medicines. Information that is based on esfimates, forecasts,
projections, market research, or similar methodologies is inherently subject to unceriainfies and actual events, and circumstances may differ materially from events and
circumstances reflected in this information. Unless otherwise expressly stated, the Company obtdined this industry, business, market and other data from reports, research surveys,
clinical frials studies and similar data prepared by market research firms and other third parties, from industry, medical and general publications, from other publicly available
information, and from government data and similar sources.

INTELLECTUAL PROPERTY

C4 Therapeutics, Inc. owns various registered and unregistered trademarks and service marks in the U.S. and internationally, including. without limitation, C4 THERAPEUTICS, our
housemark loge. the name of our TORPEDO platform, and the names of our BIDAC and MONODAC degrader products. All rademarks. service marks, or trade names referred to in
this presentation that we do not own are the property of their respective owners. Sclely for cenvenience, the trademarks, service marks, and frade names in this presentation are
referred to without the symbols ®, 3 and ™, but those references should not be construed as any indicatar that their respective owners will not assert, to the fullest extent under
applicable law, their rights fo.

C4 Therapeutics © 2025 C4 Therapeutics, Inc. 2




CA4T Is Positioned to Unlock Value Across the Portfolio

Unlocking the clinical potential
of a class-leading IKZF1/3
degrader and quickly

delivering on an optimized
portfolio of degraders against
novel targets to address
sizeable indications of
unmet need

ca Ti'ﬁ@r(‘lp@dtics

Merck KGaA

Darmstadt, Germany

€% MERCK

25 C4 Therapeutics,

Deliver valve from high-potential clinical programs

= Advance cemsidomide to realize its potential as an IKZF1/3 degrader with
class-leading efficacy and a differentiated safety & tolerability profile with
potential $2.58-$4B' peak revenue for label opportunities

Utilize CFT8919 Phase 1 data to determine next steps

Build upon ~10 years of experience developing
degraders against multiple target classes

« Advance a new portfolio of novel targets in non-oncology and
oncology indications with the potential for mulfiple development
candidates

Continue our established collaborations in
oncology and non-oncology?

+ Expand application of targeted protein degradation through high-value
collaborations

nc. 3




Focused Pipeline to Advance a Portfolio of Degrader Medicines
Targeting Areas of High Unmet Need

PROGRAM TARGET

RESEARCH & EARLY LATE
INDICATIONS PRECLINICAL DEVELOPMENT DEVELOPMENT RIGHTS

Cemsidomide’! IKZF1/3

CFT89192 EGFR LB58R
BRAF V400
CFT1946% P

Discovery Programs*

sl
Non-Hodgkin's Lymphoma

Non-Small CelLung Carcer

Registrational Phase

V600 Mutant Cancers CRC. Melanoma, Other BRAF V400 Mutant Cancers

Oncology & Non-oncology
Indications -

C4 Therapeutics

© 2025 C4 Therapeutics, Inc.




Strong Execution Across Pipeline Positions Us for Contfinued Advancement

@ Completed Phase 1 dose escalation in MM

@ Present data from full Phase 1 dose escalation in MM at IMS Annual Meeting
Present data from Phase 1 dose escalation data in NHL
Initiate Phase 2 trial of cemsidomide + dex
Initiate Phase 1b trial of cemsidomide + elranatamab!

Cemsidomide
IKZF1/3

CF1891¢9 Utilize data from Phase 1 dose escalation frial in Greater China to inform ex-China clinical development
EGFR L858R

&@ Complete monotherapy Phase 1 dose escalation trial in BRAF V600 mutant solid tumors

CF'_I"'I 946 @ Generate sufficient data from Phase 1 cohorts to inform next steps
BRAF V600 Mutant

© Advanced two programs to preclinical milestones through the Roche collaboration

@ Advanced one project to preclinical milestones through the MKDG collaboration

@ Advanced internal and collaboration programs to key discovery milestones
Present and publish preclinical work from infernal pipeline and TORPEDO platform

Discovery




Cemsidomide

IKZF1/3 Degrader

Multiple Myeloma & Non-Hodgkin's Lymphoma

22 C4 Therapeutics




Degrading IKZF1/3 Leads to Myeloma Cell Death and T-Cell Activation,
Supporting This Target's Important Role in Treating MM

&
Multiple myeloma (MM) is a cancer of plasma cells, which are part of the immune system
A

Key Roles of IKZF1/3

Physiological Functions:

IKZF1/3 directly regulate the
activity of IRF4, another
transcription factor that
regulates downstream immune
cell differentiation

Oncogenic Functions:

= Multiple myeloma cells rely on
IKZF1/3 and IRF4 for survival

IKZF1/3 Degradation Leads to:

« Downregulation of IRF4
promoting the death of
myeloma cells

« T-cell activation
« On-target neutropenia

Mulliple mysloma (M)

C4 Therapeutics

Hematopoietic Stem Cell

Common Myeloid
Progenitor Cell

Neutrophil

Platelets

%

Common Lympheid
Progenitor Cell

»
ll?l

Oncogenic Mutations/Aberrations

+
Multiple Myeloma

IKZF1/3 and IRF4 ¢

© 2025 C4 Therapeutics, Inc.

T-cell Activation

Deniticel
1

Enhanced DC antigen _‘f
pretot 2

1
!

IKZF1/3
Degrader .
8. \,
Immunosuppressive -
Treg cells o » (.\
Treg Ldemprssion A - -+ 7 NS
and Tcell actwation  ~ + .
ez - Increased Thi cells.
ind expan of
‘sctvaled T oats
Pelarisstion of ThFR
(81
towards tumouricidal
A1 phenctype

M1 Macrophoge

Adapted from Chen and Gooding, 2022




Phase 1 Dose Escalation Trial Enabled Advancement o Next Phase of
Development with Two Opportunities for Accelerated Approvals in RRMM

PHASE 1 DOSE ESCALATION TRIAL

RRMM
Dex Combo

Status: Complete

)

4 N
NOW: ENTERING NEXT PHASE OF DEVELOPMENT TO
SUPPORT REGISTRATION
PHASE 2 PHASE 1B PHASE 3
4L+ RRMM | 2:* RRbMM . 2L+ RRMM
eliranaramap compo
Eox cemoe BCMAXCD3
Bispecific Combo
Status: On Track to Stafus: On Track to
Initiate in Q1 2026 Initiate in Q2 2026
Pofential accelerated and
Potenfial accelerated approval W oppecyalEiy
k. Potential full approval (4L+) b

Phase 1 data reinforces potential best-in-class profile with compelling anti-myeloma activity, enhanced
immunomodulatory effects, and a differentiated safety & tolerability profile, de-risking next clinical trials

 Caterapaiics
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Cemsidomide + Dexamethasone Phase 1 MM Dose Escalation Is Complete;
100 ug Is the Maximum Administered Dose

KEY INCLUSION CRITERIA DOSE ESCALATION EXPANSION COHORTS
i CEMSIDOMIDE 14/14 + DEX*
* Adults with MM, R/R fo at ; 2 : ‘
least 3 prior lines of therapy Uflir;tng a quesr_on logistic regression model
that have included until determination of the MTD and/or RP2D

lenalidemide,

pomalidomide, a

proteasome inhibitor, @

glucocerticoid, and an Maximum
anti-CD38 monoclonal administered dose

anfibody 100 ug QD
Nonresponsive fo or @ N=10 |3 DLTs?

progressed within 60 days
of prior therapy @ 75 pg QD 75 pg
Creatinine clearance 240 N=4 Expar
mL/min

« ECOG <2 62.5 ug QD

N=6 | 1 DLT'

Phase 1 Study Endpoints @ 37.5ug QD
- N=4
- 50 ug MWF

N=5

ases ol 40 mg orally lor patients £75 yeors oid and 20 mg orally

© 2025 C4 Therapeutics, Inc.




IMS Data

7/23/2025 Data Cutoff

238 C4Therapeutics




Cemsidomide Demonstrated a Differentiated Tolerability Profile With Minimal
Dose Reductions and Discontinuations

%1?:::&020% BNk All Grades Grade 3 Grade 4 Grade 5"
Events of Interest, n (%) fHiste) (sl (M=) Ll

4 ™\ Neutropenia 44 (81) 17 (24) 24 (33) 0
Minimal Dose Reductions '“'ec'li,‘;’;zmom.c 42 (58) 17 (24) 0 1(1)

» TEAEs lgoding to dose (loper Respiratary Tk 10 (14) 9(13) 0 0
reductions: 4/72 (6%)! infeefion '? H;‘) 2[()31 g : ((3]]

éepﬁ_c Shock 2(3) 2(3) 0 0

No Discontinuations Related SRSl

to Cemsidomide Anemia 27 (38) 16 (22) 1(1) 0

= 1 TEAE led to discontinuation, Fatigue 26 (36) 0 0 0

unrelated to cemsidomide? Dianhea 26 (36) 1(1) 0 0

Leukopenia 21 (29) 9 (13) 8(11) 0

\. / Thrombocytopenia 14 (19) 5(7) 3 (4) 0

Lymphopenia 13 (18) 6 (8) 2 (3) 0

Febrile Neutropenia 4 (6) 3 (4) 1(1) 0

© 2025 C4 Therapeutics, Inc.




Majority of Neutropenic Events Occurred in Earlier Cycles and Resulted in Low
Rates of G-CSF Usage and Limited Clinical Consequences

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

(All doses) 4 N\
g 100% T mRate of Grade 23 Neutropenia Risk of neutropeniu
e = Rate of Grade 23 Infection does not increase
g 753 | m% of Pls Receiving G-CSF over time:
S * 29/72 (40%) of patients
u(":’ received G-CSF across
o 50% T the study
o « Only 4/72 (6%) of
3 patients experienced
O 257 - 2% 2% Grade 23 neutropenia
£ 13% for the first time after
= 8% 8% 8% completing cycle 2
)
S
: o J
Cyclel Cycle2 Cycle3 Cycle4d Cycle5 Cycleé Cycle7 Cycle8
72 7 58 44 37 32 25 23
. Granulocyle ~ Colony Stimulo H?-L-M‘ G-Cs! Pafients (Pis]
,:.=" c4 TherOPGUUCS © 2025 C4 Therapeutics, Inc. 12




Pharmacokinetics Were Dose Proportional and Demonstrated Optimal
Degradation of IKZF1/3 at 100 ug Dose Level

Dose Proportional Exposure

.5 50 g MWF (N=6)
e & 37.5 ug QD (N=11)
E 04
= -+ 62.5 g QD (N=9)
f - 75 g QD (N=14)
o 02 - 100 pg QD (N=10)
©
E
£ 0.2
[
c
2 01
=
0.0
r v T T T r T T .
0 6 12 18 24 30 36 42 48
Time (h)

« Cemsidomide 14/14 exposure was dose-
proportional when combined with dex

+ The overall geometric mean half-life estimate
is approximately 2 days

caT

herapeutics

ata o fle os of

% change from baseline

100

% change from baseline

200¢

100

100

iclacr cell (PBMC): Once

Pharmacodynamics
Ikaros (IKZF1) Expression in PBMCs
50ug MWF (N=6)
- 37503 GD (N=11)
= 62.5ug QD (N=15%)
=& T5ug QD (N=18)
-+ 100ug QD (N=14)

, 2 Py
W"*
0 7 14 21 28 35 42 49 56

D:
Aiolos {IKZF3) Expression in PBMCs

50ug MW (N=4)
e 37.5ug QD (N=7)
= 62.5ug QD (N=14")
-~ 75ug QD (N=16)
== 100ug QD (N=8)

© 2025 C4 Therapeutics, Inc

Cemsidomide 14/14 +
dex achieves >50%
degradation of IKZF1
and >80%
degradation of IKZF3,
as assessed by mass
spectrometry in
human PBMCs

Sustained IKZF3
degradation up fo
day 20 observed at
the two highest doses
of cemsidomide (75
ug and 100 pg)




T-cell Activation Is Observed Across All Dose Levels With Cemsidomide + Dex

CD8+ T-cells CDB+ T-cells IL-2 Cytokine Expression (serum)
1009 = 37.5ug cemsid + dex (n=8, QD) 1009 = 37.5ug cemsid + dex (n=8, QD) 4000 B3 37.5ug cemsid + dex (n=12, QD)
B3 62 5ug cemsid + dex (n=15, QD) B 62.5ug cemsid + dex (n=15, QD) B 62.5ug cemsid + dex (n=15, QD)
80- B 75ug cemsid + dex (n=20, QD) 80- B 75ug cemsid + dex (n=20, QD) . B 75ug cemsid + dex (n=17, QD)
Y B 100ug cemsid + dex (n=11, QD) ” BB 100ug cemsid + dex (n=11, QD) % 3000+ B 100ug cemsid + dex (n=5, QD)
2 60 2 60 S
-4 o
) 2 = 2000
3 g g
I 404 O 40 5
# = 3
H
S 1000
204 20
Al i I ﬁ a0t bty bk aldng >
o 0 od

TTTT .. ||||||1|||||||||||||

SIS S ST S SR IR

Cemsidomide + Dexamethasone:

= Significant elevation of CD8+ T-cells harboring HLA-DR and CD38 markers after 7 and 14 days of dosing
« Activated T-cells continued to be observed until Cycle 1 Day 21

« CDB8+ T-cell activation franslates to increased serum IL-2 cytokine expression compared fo baseline
Cemsidomide Monotherapy:

+ Data shared previously demonstrated clinical evidence of T-cell activation with monotherapy!

C4Therapeutics R




Cemsidomide 100 ug Dose Level Drives Sufficient Exposure, Resulting in
Meaningful Reductions in Light Chains

Cemsidomide + dex PK Exposure vs. dFLC Change*

Exposure (AUC) Quartiles

350%1 " . 50 pg MWF (N=6) [
o 150% " <Q1 Q1-Q2 | Q2-Q3
£ 100% 7 o AET RO ) (N=14) | (N=14) | (N=14)
2 A 625pg QD (N=12) [
@ @ 75 g QD (N=19)
E  50%- ¥ 100 yg QD (N=8 Mean AUC
H ° Hg QD (N=8) 02 | (43 349 519 | 1033
": A ® L ] v P = Emax Model Fit (ng*h/mL)
g
£ 0%
o Mean Change
9 in dFLC from +10% -11% -31% -52%
L 50%d Baseline
B

-1{)0"/“- L L T T T T

0 40 80 120 160 200

PopPK-derived AUC, g4 (ngeh/mL)

se0e

Soee © 2025 C4 Therapeutics, Inc.
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Across All Doses, 50% of Multiple Myeloma Pafients With Elevated Light
Chains Achieved at Least a 50% Decrease in dFLC

Best Change in dFLC from Baseline (Cemsidomide 14/14 + Dex)
Multiple Myeloma Patients w/ Elevated Light Chain Disease (N=64)*

375
50 ug MWF (+dex) & 37.5 ug QD (+dex) M 62.5 ug QD (+dex) M 75ug QD (+dex) M 100 ug QD (+dex)

Nadir of dFLC Post-baseline Percent
Change from Baseline (%)
g
I

<25+

-50

754

~100 -
5 =% teotadl sublects wiis meai boih cteron (A} anl (B) (4] baseiine kippe bee fabt chelcihis o154 il o baseine i free Bobl chokn voke
= ) ratio of baselie free fght chain kappe over baseline free fight choin volue lombda »4:1 or <

» Cemsidomide 14/14 + dex induced dFLC decrease in 73% (47/64) of patients, with 50% of patients
having a reduction of = 50%
»  Cemsidomide 14/14 + dex demonstrated anti-myeloma activity across a broad range of doses

y Frickay (MWF); Once daily (GD)

) 2025 C4 T‘mrop:\uhf s, Inc.

(r:4' Theropeutlcé S
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Best Response % (N)

Class-leading Anti-myeloma Activity With a 40% and 50% ORR at the Two
Highest Dose Levels

100%

75%

50%

25%

0%

Best Response: Multiple Myeloma - Cemsidomide 14/14 + Dex*

ORR 34%

ORR 17% ORR 25% ORR 27% ORR 40% ORR 50%'
17% (1) |4
CBR
1 [ 42% I CBR CBR
47% [ s5%
1 14% (2)
4 14% (2)
21% (3)
. 50 yg MWF 37.5 pg QD 62.5 ug QD 75 pg QD 100 pg QD
(N=6) (N=12) (N=15)§ (N=20) (N=14)§

- ORR (= PR) of 34% (23/67) was achieved across all dose levels with a clinical benefit rate (= MR) of 49%
* ORR af the highest dose level of cemsidomide (100 pg) was 50% with a clinical benefit rate of 64%
* MRD negativity achieved in 1 patient with a CR at the highest dose level of cemsidomide (100 pg)

oy

C4 Therapeutics

Source: C4

dota on file as of 7/23/2025

) cliseas:

o

© 2025 C4 Therapeutics, Inc.

]

TOTAL
(N=67)5

S 1% ()

1% (1)

CBR

49%

usCR
uCR
“VGPR
= PR

= MR
usD
wPD

r
1As of September 5,

2025, at the 100 pg
dose level:

One patient (not
reflected in the
graph) became
efficacy
evaluable and
achieved a PR

One patient who
was includedin
the table as a
VGPR converted
toaCR

!




In a Heavily Pre-tfreated Population, Patients Who Responded Remained on
Therapy for Clinically Meaningful Duration

Prior
EMD Prior CAR-T

Cemsi Status Lines /TCE BOR W sCR WMCR WVGPR WPR WMR M SD HPFD NE
50 MWF N 5 N PR
37 5Q0 N 5 ¥ sCR
375QD N El Y VGPR
¥s5aD N 5 Y MR All doses (N=72) Months (95% C|)
7500 N s Y OMR
7500 N 7 Y PR UG

., 625aD ¥ 5 N MR D S
o 0]
e — Median PFS 3.7 (2.9-5.6)
625QD N 4 ¥ MR
625QD N 6 Y  VGPR NN
625Q0 N 4 g PR N =
625QD N 9 ¥ MR | M pold Medlan DOR 93 (ZB-NE)
75QD N 3 N PR [ T
75QD N 4 ¥ PR | I
:$ : f} : : T
mae N v 67% (10/15) of efficacy evaluable patients who
R achieved a PR or better remain on treatment
B yoZ oy o N at two highest dose levels evaluated
75Q0 N 7 N PR G (75 [Se] and 100 ug)
100 QD N -2 Y VGPR 5D PR varR [
100Q0 Y 17 Y crR | CEETIE
100 QD N 4 N PR so__rn |
100 QD Y 7 Y MR 50 mn_eol
00@D N 7 ¥ PR EEEEE
1000 N 4 N MR Ongoing
1@ N 13 ¥ PR A +  Withdrawal by Subject,
100 QD N 5 Y  VGPR IED Physician Decision or Other
0ed N 10 Y PR @ © Discontinued Due to Adverse Event
© 2 4 & B 1012 14 16 18 20 22 24 26 28 30 32

c4 Therqpeutics Mot © 2025 C4 Therapeutics,
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Project Optimus Data

9/10/2025 Data Cutoff
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With 19 Patients Evaluable at the Highest Dose Level, Safety Profile and bl
Anti-myeloma Activity Remain Consistent With IMS Data and Differentiated
From Other IKZF1/3 Degraders

Cemsidomide + dex continued to be Class-leading anti-myeloma activity observed
well-tolerated with 53% ORR at highest dose level

Across all doses, TEAEs were manageable

Dose reductions remained at 6% (4/73) ORR
No discontinuations related to cemsidomide 100% ) 53%
° 1% (2)
i 5% (1) ] At the 100 pg dose
Safety profile of 100 pg dose level unchanged: 75% el
2 CBR )
No additional febrile neutropenia events; two 2 2% i * One patient
cddmondl occurrences of grade 23 infections i 50% OCh‘eT‘.’edg; MRD
One patient with viral pneumonia not related to % 1% (2) RBGENS
cemsidomide $ = 84% (16/19)
One patient who had chronic infections prior to 3 e f ( + ed
starting study had a recurrent infection & 25% T > (4) pleRSecone
i prior CAR-T or T-
i cell engager
Neutropenia rate relatively consistent with IMS - 16% (3) theropg .
data ’ 100 g QD

Updated grade 3/4 neutropenia is 63% (12/19) (N=19)

20
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For Project Optimus

Neutropenia Rates Remained Consistent With IMS Data, Including Low Rates
of Febrile Neutropenia

Common Hematologic and 37.5ug QD | 62.5 yg QD 100 pg QD Total
Infection Grade 23 TEAEs, n (%) (N=19) (N=73)
Neutropenia’ 7 (58) 7 (44) 14 (70) 12 (63) 43 (59)
Anemia 3(25) 3(19) 5(25) 5 (26) 17 (23)
Infections 0 4 (33) 4 (25) 5 (25) 7 (37)* 20 (27)
Upper respiratory tract infection 0 0 1(6) 1(5) 0 2(3)
Pneumonia 0 3 (25) 2(13) 1(5) 4(21) 10 (14)
Septic shock 0 0 0 1(5) 0 1(1)
Sepsis 0 1(8) 1(6) 0 0 2(3)
Thrombocytopenia 2 (33) 1(8) 1(6) 2(10) 2(11) 8(11)
Lymphopenia 0 3 (25) 2(13) 0 3(16) 8(11)
Febrile neutropenia 1(17) 1(8) 0 1(5) 1(5) 4 (6)

« 195% of patients at the 75 ug dose level received prior stem cell transplants, the highest percentage of patients at any of the
dose levels studied. Across other dose levels, the rate of prior stem cell transplant ranged from 33% - 56%

* Patients who have received prior stem cell iransplant are highly susceptible fa neutropenia

s08e
see
]
ceee
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Class-leading Anfi-myeloma Activity With 53% ORR at the Highest Dose

Achieved With All 19 Patients Now Evaluable

Best Response: Multiple Myeloma - Cemsidomide 14/14 + Dex*
ORR 17% ORR 25% ORR 27% ORR 40%  ORR 53% ORR 36%

100% ) 1% (1)
17% (1) —%Ef; 3% (2)
i | CBR CBR
o/ | msCR
g 5% 7% oo CBR 50%
= . =77 (7) [ BCR
» BVGPR
g 50% - 15% (3) i
% 11% (2) =MR
2 25% (5)
4
% 25% - 21% (4) m5h
@ mPD
o
20% (4) 16% (3)
0% -
50 pg MWF 37.5ug QD 62.5 ug QD 75 ug QD 100 ug QD TOTAL
(N=6) (N=12) (N=15)§ (N=20) (N=19) (N=72]§

ORR [z PR) of 36% (26/72) was achieved across all dose levels with a clinical benefit rate (2 MR) of 50%

ORR at the highest dose level of cemsidomide 100 pg was 53% with a clinical benefit rate of 63%

MRD negativity achieved in 1 patient with a CR at the highest dose level of cemsidomide (100 pg)'

= i arfil respanse (PR); Once daily (QD): Relapsed/refiaciory mulliple mysioma [RRMM); Stingent
PO R): 5 c NG | i
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Clinical Development Plan
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Cemsidomide Development Plan Provides Efficient Path to Registration and
Addresses a Growing Patient Population

2 trials pave way for 2 distinct potential accelerated approvals based on ORR endpoint

Accelerated Approval Full Approval

QI 2026 Initiation:

Phase 2 frial de-risked N
based on Phase 1 Phcs_e 2 (smgle Arm)
4L or later dose escalation data Cemsi + dex

ORR endpoint
N=~100
Q2 2026 Initiation: Phase 3
Phase 1b Cemsi + BCMAXCD3 Bispecific
21 or later Cemisi + elranatamalb!
Characterize safety and

tolerability ORR endpoint Time-to-event endpoint
N=230-50

A single, randomized controlled Phase 3 study would be used to support accelerated approval in 2L+ and full
approval in 2L+ and 4L+ based on a time-to-event endpoint

C4 Therapeutics o= meeme ©
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Mulfiple Myeloma Is a Growing Patient Population With Persistent Unmet

Need as Patients Continue to Progress

MM Represents a Large and Growing
Population With Tremendous Unmet Need

In the US, UK, and EU4, the addressable patient
population in 2024 for:

2L = ~54,0007

4L = ~42,000?

-

~
Majority of Patients Continue to Progress Despite

Novel Treatment Options:

* Many patients experience relapse after receiving
a BCMA therapy

- Despite high inifial response rates, 2/3 of CARVYKTI-
treated patients relapse before 5 years®
* Later lines are expected to grow as patfients live longer
on newer freatments but ultimately progress
- Range of median OS for patients freated with BiTEs:
22 - 34 months*

Survival outcomes with current options are low':

Median OS in RRMM (penta-refractory) | ~5.6 months

Median OS (triple/quad refractory)

© 2025 C4 Therapeutics, Inc.




Combination With BCMA-BITE Has Potential to Capture Growing Market by
Being a More Convenient Regimen Option With Potentially Similar Efficacy to

CAR-Ts

Challenge:
CAR-T Hass Better
ORR Than BiTEs'

ORR Range

CAR-T ~85%
Vs
BCMA
BiTEs ~58% - 70%
::3:3: c4 .T?‘W@F&'I[SGELJti(iSV

Opportunity:
By activating T-cells with a potential best-in-class profile, cemsidomide could

increase BCMA BITE efficacy to be in line with CAR-Ts while offering a more
attractive overall profile, thereby potentially taking market share from CAR-Ts

Vdlidated Biology

Mechanism of resistance against t-ell engaging bispecifio
THE LANCET [emien o uliple mysloma: implications for nove

Haematology  ireament strategies

“Long-term exposure fo bispecific antibodies with chranic

T-cell stimulation further aggravates T-cell dysfunction
which could confribute fo failure of disease control”

MOLECULAR CANCER THERAPEUTICS | LARGE M

CD3-Bispecific Antil ed CD8 "

IMiDs Aug
T-Cell C and by L2
Production

10 L, Dionysos Slaga, Jennifer bohrston, and Teemu T. Junttis

T-Cell

‘.. Through Degradation of Aiolos/Ikaros and

Reinvigoration of Cytokine Production Pathways

CAR-T and BCMA-BITE Market
Predicted to Grow at ~50% CAGR?

Revenue ($B)
0

2024

2030
Il scvacarT [l scmasie [l GPRCSD BITE
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Phase 2 Initial ORR Data of Cemsidomide + Dex in 4L+ Expected in 2H 2027

PHASE 2 TRIAL DESIGN:

* Endpoints: ORR per IMWG
Q1 2026 EXPECTED TRIAL INITIATION Eeboree e o
by independent review
Phase 2 Trial committee
Cemsidomide + dex (single arm) + 20% increase over a
AL+ background rate of 20%
N =~100 » Objective: ORR in RRMM
Formally select RP2D by year-end

* RP2D: Expect to formally
Potential for accelerated approval align with FDA by year-

end on an RP2D

@ Phase 2 initial ORR data expected in 2H 2027 " soteculec b 1914

examelt Oweral response rate [ORR]; Second fine {2L): Fourlh ine [4L): Reco

€4 Therapeutics

s& (RP2D); Overallresponse (ORR}: Intemational Myaloma Working Group (MWGY: Once daily 1QD)
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Phase 1b Trial Will Evaluate Optimal Dose for Safety and T-Cell Activation in
Combination With Elranatamalb, With Data Expected by Mid-2027

PHASE 1b TRIAL DESIGN:
Q2 2026 EXPECTED TRIAL INITIATION

Primary Objectives:
. Phase 1b * Characterize the safety and
Cemsi + elranatamab’ tolerability of cermsidomide
2L+ Pﬁzer in combination with
N =30 -50 elranatamab

Evaluation of three cemsidomide doses:
Potential to expand at

*50ug@D - 75ug QD - 100pg QD each dose level Datihg Regimeis
* Cemsidomide: QD 14/14

. Phase 1b data expected by mid-2027 * Dexamethasone: QW

through cycle 4

* Elranatamab

¥ for its upcorming Phase 1 fi
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Discovery Portfolio
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New CA4T Discovery Strategy Based on Learnings From ~10 Years of TPD

Experience
[Observoﬂons from 15! Generation Degraders J C4T Strategic Adjustments to Leverage Degraders
o Oncology pathways require deep degradation o + Choose therapeutic areas' where normalization
facilitate DOThWOy blockade, which creates a very of profein levels or function is required
high bar for TPD maodality fo deliver efficacy - The kinetics of degraders can be fine-tuned for
@ ~ differentiating feature of TPD is the ability to tune precise and maximal efficacy

degradation to defined levels

= Select targets in validated pathways with first-in-

e Organizations took TPD modality risk and avoided class potential that could uniguely be unlocked
biology risk by selecting validated targets, but they by a degrader
require head-to-head clinical data to differentiate = Mitigate target risk by requiring a sentinel
from inhibitors indication for early clinical validation and

growing value through indication expansion
= Pursue clinically validated inflammatory
@ Degraders can achieve CNS exposures and pathways cenfral to brain inflammation where
outperform small molecules in the brain use of biologics fails to meet patient needs

Exg clude immunology; ne.

C4 Therapeutics © 2025 C4 Therapeutics, Inc. 30




New Pipeline of Potentially First-in-Class Opportunifies Uniquely Suited for
Degradation Results From Refined Target Selection Criteria

Therapeutic + Focus in neuroinflammation, immunology, and genetic disorders where tuning
Area Focus protein level resclves disease

o « Exclude targets that have approved or Phase 3-stage therapies

Early Clinical » Utilize Phase 1/2 experience with an inhibitor to inform translational and
Experience Only safety considerations
+ Seek first-in-class opportunities

» Clinical validation of the pathway(s)
« Genetic link to disease to increase clinical success'
« Knock-out / knock-down in animal models

Target-to-
disease link

Sirong Degrader
Rationale

* Clear and compelling advantage for a degrader over an inhibitor

owrce; Nelsan, M. R, ef. al, Natwre 2019
C4 Therapeutics © 2025 C4 Therapeutics, Inc. 31




Pursuing Targets in Validated Pathways With Application to a Broad Set of
Indications With Large Unmet Medical Needs

Potential Indications
Alzheimer's Disease
Psoriasis
IL-23/IL-17 /

Pathway Multiple Sclerosis
- Down Syndrome
~ Parkinson's Disease
Rheumataoid Arthritis

- Multiple Myeloma

Type 1 IFN
Pathway Lupus Nephritis

Systemic Lupus Erythematosus

Inflammatory Bowel Disease

Asthma
MAPK, Autasomal Dominant Polycystic Kidney Disease
PI3K/AKT, o .
Nll(z{kg Chronic Kidney Disease
Pathways

Metabalic Dysfunction Associated Steatohepatitis

Idiopathic Pulmonary Fibrosis
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Meaningful Near-term Expected Milestones Across The Portfolio

2026 | 2027 ‘ 2028 and beyond
R [ | o Potential for AA
P2 {Comal: dex) 2H 2027 Mid 2028;  submiission
Initicl ORR ORR and
indices of durability
Ph1b (cemsi + [ ] and safety
Mid 2027:

Cemsidomide
(IKZF1/3)

sbianaldmick) Ph 1b dat fety/POC)
Interim dose escalation updates expected e ata fsafely/ :

Ph3 (cemsi +
BCMAXxCD3 Bispecific)

CFT891% @ Ph e SRS ’m 2026: Potential Ex-China Clinical Development

(EGFR LB58R) Go/No Go Decision

r Biogen | program in clinical development; 1 development candidate delivered and potenfially moving into clinical development
E'sci"’e'f' ) Merck KGaA
-QllaRoranons” Darmstadt, Germany P . .

'otenticl Clinical Development
& wenc :

Discovery: 5 novel targets across
Internal Pipeline validated pathways

C4 Therapeutics
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