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Forward-looking Statements and Intellectual Property

Forward-looking Statements

The following presentation contains forward-looking statements. All statements other than statements of historical fact
are forward-looking statements, which are often indicated by terms such as “anticipate,” “believe,” “could,”
“estimate,” “expect,” “goal,” “intend,” "look forward to,” “may,” “plan,” “potential,” “predict,” “project,” “should,”
“will,” “would” and similar expressions. These forward-looking statements include, but are not limited to, statements
regarding the therapeutic potential of C4 Therapeutics, Inc.’s technology and products. These forward-looking
statements are not promises or guarantees and involve substantial risks and uncertainties. Among the factors that could
cause actual results to differ materially from those described or projected herein include uncertainties associated
generally with research and development, clinical trials and related regulatory reviews and approvals, as well as the
fact that the product candidates that we are developing or may develop may not demonstrate success in clinical trials.
Prospective investors are cautioned not to place undue reliance on these forward-looking statements, which speak only
as of the date hereof. 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
internationally, including, without limitation, C4 THERAPEUTICS, our housemark logo, the name of our TORPEDO platform,
and the names of our BIDAC and MONODAC degrader products. All trademarks, service marks, or trade names
referred to in this presentation that we do not own are the property of their respective owners. Solely for convenience,
the trademarks, service marks, and trade names in this presentation are referred to without the symbols ®, SM, and ™, but
those references should not be construed as any indicator that their respective owners will not assert, to the fullest
extent under applicable law, their rights thereto.
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Targeted Protein Degradation Has the Potential to Transform
Treatment of Disease

TPD Has an Expansive CA4T's TORPEDO platform creates
Target Landscape therapeutic candidates that have
85% of proteins are the potential to improve patient care
currently undruggable or

poorly drugged @ Overcome Resistance

TPD Offers a Powerful Drug Undruggable Targets
Modality

Benefits of genetic

knockdown with a small Improve Treatment Options
molecule approach

Source: Hopkins, A., Groom, C. The druggable genome. Nat Rev Drug Discov 1, 727-730 (2002).
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The Human Body Has A Natural Process to Destroy Unwanted Proteins

Misfolded E3 Ligase Polyubiquitin of Misfolded Release of Target for Proteasome
Protein Protein Complex Degradation

Polyubiquitin

. .
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Targeted Protein Degradation Leverages the Body's Natural Process
to Destroy Disease-Causing Proteins

Focus on Overall Catalytic Degradation

Disease-causing ° Target-Ligase Ubiquitination
Target Proteins ' Complex Assembly of Target

A

Release of

Target Protein
Destroyed by

Proteasome

A Normal Proteins

o A single degrader drug
can eliminate multiple
disease-causing
proteins through
proteasome degradation
of the target protein.

‘1 .

o Release of Target
for Degradation

This recursive process can occur thousands
o of times with a single degrader molecule
before it is eventually cleared by the body.
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TORPEDO Platform Offers Flexibility to Design MonoDAC and BIDAC
Degraders

MonoDAC Degrader BiDAC Degrader

Ternary complex forms

where protein binds to a

new surface created by
the degrader drug

Target protein  E3 ligase
binding binding
moiety moiety

Target
Protein

Target
| Protein |\

Bi-functional
binding molecule
forms ternary
complex with target
protein and ligase

Polyubiquitin — $% Polyubiquitin -9§%

E3 Ligase — E3 Ligase —

Flexibility to Address Different Targets with Tailored Approach
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Molecular Glue Degraders (MGDs) in the Literature

ZNF692ZF4 _©

Lenalidomide
CRBN-NTD
CRBN-CTD

B-hairpins Pomalidomide

CRBN-CTD

N

Thalidomide-related Zinc Finger degraders Lenalidomide, CK1-a degrader CC-885/90009 GSPT1 degraders

o
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Science 2018, 362(6414), eaat0572 Nature 2016, 532(7597), 127 Nature 2016, 535(7611), 252
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IKZF1 ZF2

MGDs Literature in the Literature

ZNF692 ZF4
IKZF1 ZF2

) 'ﬁ Complementary

v ‘
) \ CRBN-CTD Pomalidomide
; 1371
H353 Y355 V388 A395
i 11 i
Pomalidomide 1450 00 O® 155 165 O
wzF1zee  PF NQEEASFT l IKL
ZNFeo2zFa P L 'f“-j?, I EﬁFTCR QRK
420 425
CRBN'CTD ﬁ\ B-turn o \‘ 7Y A
NIl lpzfr—":" a-helix c

B-turn is the primary recognition element, secondary interactions play a role in activity and selectivity

Science 2018, 362(6414), eaat0572
::: C4 Therapeutics © 2022 C4 Therapeutics, Inc. 8



Why MonoDAC Degraders and Molecular Glue Degraderse

Disease Target and Potential for New Medicines
« Access to Not-Yet-Drugged/or Unligandable Targets
« MonoDAC degraders and MGDs exhibit degradation-only pharmacology

Drug Properties and Performance

« Access to degrader drug candidates within more traditional Rule of 5 physicochemical property
space

MonoDAC Degraders and MGDs should be aligned to the right target and clinical opportunities

. .
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C4T MonoDAC Library: Expanding the Cereblon Toolbox

® Commercially available MonoDACs .
@ C4T MonoDAC library Drug-like property space

Commercially available MonoDACs cover a small subset of property space
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C4T monoDAC library covers significantly larger portion
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>5,000 membered library constructed from >200 unique scaffolds to maximize MonoDAC structural diversity and CRBN surface remodeling
000
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C4T MonoDAC Library in Action

® Commercially available MonoDACs .
@ C4T MonoDAC library Drug-like property space

Commercially available MonoDACs cover a small subset of property space

: '1 Pomalidomide
]
C4T monoDAC library covers significantly larger portion
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C4T MonoDAC Library has produced hits to novel MonoDAC Targets and a development candidate

C4 Therapeutics
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Deep Structural Design Expertise of MonoDAC Degraders

Benzoimidazolone

C4T unpublished
1.17 A

Pomalidomide
PDB 6h0f

Compound 1
CRBN FP Ky =830 nM

[Z' IKZF1V

see C4Therapeutics

Pomalidomide
Kp = 1600 nM

g IKZF1V

© 2022 C4 Therapeutics, Inc.
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Deep Structural Design Expertise of MonoDAC Degraders

Benzoimidazolone Pomalidomide
C4T unpublished PDB 6hOf
1.17 A

Overlay with Compound 1

Compound 1 Pomalidomide
CRBN FP K, = 830 nM Ky = 1600 nM

(%] KzF1v M IKzF1v

CRBN, cereblon; FP, fluorescence polarization; IKZF1, Ikaros family zinc finger protein 1.
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Deep Structural Design Expertise of MonoDAC Degraders

Benzoimidazolone Pomalidomide Benzoisoindolinone
CAT unpublished PDB 6hO0f CAT unpublished
1.17 A 1.06 A

Overlay with Compound 1

Compound 1 Pomalidomide 50-fold Compound 2
CRBN FP Kp, = 830 nM Kp = 1600 nM iy Kp = 34 nM
(X] KzF1V M IKzF1v increase IKZF1V

CRBN, cereblon; FP, fluorescence polarization; IKZF1, Ikaros family zinc finger protein 1.
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Exploring CRBN Interactions with the Potent Tricyclic Core

L R ” Increased Hydrophobic +6 Aromatic C-H Interactions
-Ifp Focket interactions Contacts with CRBN with Backbone Carbony!

Glu

. .
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CFT17455, A Highly Potent and Selective MonoDAC Degrader

CFT7455 IKZF1/3 Degradation, H929 (4 hr) GPE in RPMI-8226, 10 nM (4 hr)

CFT7455
13-
o CFT7455 (nM) 129 |kzF3 .
g 5 - ) 11
10
IKZF3 é o] :
B-actin ; 8 IKZF1 . !
> 74 zFPat.!
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g ¢ -
nl- -
IKZF1 e %7
[=1]
3
B-actin
100 51 20 6 6 4
H929 cells, 4 hr
4 3 2 4 0 1 2 3 4
Log; FC vs. DMSO

GPE, global proteomics experiment; IKZF1/3, Ikaros family zinc finger proteins 1 and 3.
C4 Therapeutics data on file.
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CFT17455, A Highly Potent and Selective MonoDAC Degrader

Linear, Durable Tumor PK 48 hr Degradation Kinetics IKZF3 PD Associated with Efficacy

0007 QD Dosing No Drug Administered
12 24 36 48

2000=
1000
0
0 7 14 21 28 35 42 49 56 63
Hours Hours Day

“®: CC-92480 (1000 pg/kg, Tumor) @ CFT7455 (100 pg/kg, Tumor) -©- Pomalidomide (3000 ug/kg) -@ CFT7455 (100 ug/kg) @ Vehicle (QD, PO) -@- CC-92480 (1000 pg/kg, QD)
& CC-92480 (1000 ygkg, Plasma) @ CFT7455 (100 uglkg, Plasma) & CC-92480 (1000 pg/kg) @ Pomalidomide (3000 ug/kg, QD) - @ CFT7455 (100 uglkg, QD)
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DC80 (total)

Compound Concentration
Plasma (ng/mL) or Tumor (ng/g)
Percent of IKZF3 Remaining/
Normalized to GAPDH in NCI-H929 Tumors
NCI-H929 tumor volume (mm3)
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CFT7455 displays linear and durable tumor PK translating into
deep IKZF3 degradation and regression in MM xenograft models

IKZF3, lkaros family zinc finger protein 3; MM, multiple myeloma; PD, pharmacodynamics; PK, pharmacokinetics, QD; once daily.
C4 Therapeutics data on file.
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Strategic Approach to MonoDAC Hit Identification

In Silico Ternary Complex Design Ternary Complex |dentification Cellular Degradation
« |dentify G-loop containing * Develop high-throughput « HiBiT assay — mechanism-
proteins across the biochemical methods fo informed reduction of
proteome %ﬁg’%fcjﬁmow complex target protein levels
* Generate ternary complex - Develop high-throughput
models that inspire new cellular assay methods to
monoDAC design identify ternary complex
formation

- Off-target/off-mechanism

. Approach does nof " Approcches do o an offarget/on:

necessarily identify productive productive degraders mechanism activity could
degraders confound hit identification

A comprehensive approach that will also identity and expand MonoDAC degrons

00 .
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C4T MonoDAC Library in Action — Cellular Degradation of Specific Target

® Commercially available MonoDACs
@ C4T MonoDAC library

Drug-like property space

Pomalidomide
Commercially available MonoDACs cover a small subset of property space
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C4T MonoDAC Library has produced hits to novel MonoDAC Targets and a development candidate

C4 Therapeutics
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C4T MonoDAC Library in Action — Cellular Degradation of Target A

HiBiT Cellular Degradation Endogenous Degradation

Dose-Response Hit Identification Western Blot
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|ldentified hit reduces tfagged and endogenous Target A protein levels

o0 .
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C4T MonoDAC Library in Action — Biochemical Ternary Complex

« AlphalLISA assay format
« Ternary complex between Target A and CRBN

« Analysis of library subset shown

15 Compound 3 .

10

79.2

26.72

Max Z-score
[6)]
~
(o]
N
Crax (MM)

l

0.88

Biochemical screen of the MonoDAC library identifies the same hit compound

. .
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C4T MonoDAC Library — Hit Validation

CRBN Engagement i i
Mechanism of Action Canonical G-loop Anti-Targets

Biochemical FP Assay Confirmation
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No degradation of IKZF1 and SALL4
Compound 3 demonstrates selective on-target, on-mechanism degradation of Target A
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IKZF1 Protein Level

MonoDAC and BIDAC:

MonoDAC

Target-Tailored Approach
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C4T’s Platform has produced both MonoDAC and BIDAC Development Candidates

C4 Therapeutics
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Thank You C4T Team

2 : /i ﬁ‘)’ . "‘. ;- ....




