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Item 7.01 Regulation FD Disclosure

On May 26, 2021, C4 Therapeutics, Inc. (the “Company”) issued a press release entitled “C4 Therapeutics to Advance CFT8919, A Selective Degrader of EGFR L858R, Into
IND-enabling Studies.” The Company also posted a corporate presentation on its website at https://ir.c4therapeutics.com/events-presentations. A copy of the press release and the
investor presentation are attached as Exhibits 99.1 and 99.2, respectively, to this Current Report on Form 8-K.

The information in this Current Report on Form 8-K, including Exhibits 99.1 and 99.2 attached hereto, is being furnished and shall not be deemed “filed” for the purposes of
Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that Section, nor shall it be deemed subject to the
requirements of amended Item 10 of Regulation S-K, nor shall it be deemed incorporated by reference into any filing of the Company under the Securities Act of 1933, as
amended, or the Exchange Act, whether made before or after the date hereof, regardless of any general incorporation language in such filing. The furnishing of this information
hereby shall not be deemed an admission as to the materiality of any such information.

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 Press Released dated May, 26, 2021 (furnished herewith)

99.2 Corporate Presentation of the Company_dated May 26, 2021 (furnished herewith)



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: May 26, 2021 By: /s/ Jolie M. Siegel

Jolie M. Siegel
Chief Legel Officer



Exhibit 99.1

eee C4 Therapeutics
000 C4 Therapeutics to Advance CFT8919, A Selective Degrader of EGFR L858R, Into IND-enabling Studies

- IND Submission for CFT8919 Anticipated mid-2022; Phase 1/2 Trial Initiation Expected by YE 2022 —

- CFT8919 is Potent and Mutant-Selective BiDACTM Degrader of EGFR L858R for the Treatment of Non-Small Cell Lung Cancer —

- CFT8919 Pre-clinical Data on EGFR L858R-driven NSCLC to be Presented at Keystone Symposium on Targeted Protein Degradation —
- Conference Call and Webcast Scheduled for June 7, 2021 at 8:00 am ET —

WATERTOWN, Mass., May 26, 2021 (GLOBE NEWSWIRE) — C4 Therapeutics, Inc. (C4T) (Nasdaq: CCCC), a biopharmaceutical company pioneering a new
class of small-molecule medicines that selectively destroy disease-causing proteins through degradation, today announced that it has decided to advance
CFT8919, a novel degrader of epidermal growth factor receptor (EGFR) in non-small cell lung cancer (NSCLC), into investigational new drug (IND)-enabling
studies and anticipates filing an IND for this program by mid-2022, with the goal to initiate a Phase 1/2 clinical trial by year-end 2022.

“The ongoing progress we have made across our portfolio reflects our goal of transforming patient care through the development of novel protein degraders,” said
Andrew Hirsch, chief executive officer of C4 Therapeutics. “We are excited to announce that we recently determined we will advance CFT8919, a BiDAC
degrader targeting EGFR in NSCLC, into IND-enabling studies and now expect to submit an IND for this program in mid-2022 to enable the initiation of a
clinical trial by year-end 2022. We are also looking forward to sharing the first preclinical data for CFT8919 at the upcoming Keystone Symposium for Targeted
Protein Degradation in early June. These efforts are part of our ongoing efforts to advance treatments for patients through targeted protein degradation and, with
the advancement of this program, we remain on track to achieve our goal to have four product candidates in the clinic by year-end 2022.”

CFT8919, a Potent and Mutant-Selective BIDAC Degrader of EGFR L858R

The preclinical data C4T will present at the upcoming Keystone Symposium establish CFT8919 as a potent and selective degrader of EGFR L858R that is based
on an allosteric EGFR binding motif. As a single agent, CFT8919 is active in both in vitro and in vivo models of EGFR L858R-driven NSCLC without resistance-
causing secondary mutations in EGFR, as well as in similar models that harbor secondary resistance mutations such as EGFR T790M and C797S. Additionally,
CFT8919 demonstrates intracranial activity, indicating that it has the potential to treat brain metastases. Together, these data suggest CFT8919 may be active, as
single agent, in patients with resistance to EGFR L858R-driven tumors due to secondary mutations in EGFR, including T790M and C797S, as well as in the
front-line setting with the potential to avoid the emergence of resistance-causing secondary EGFR mutations seen with currently approved EGFR inhibitors.

Progress to 2021 Key Milestones:

. Initiate patient dosing for CFT7455 in 1H 2021. The Company’s first-in-human Phase 1/2 clinical trial of CFT7455 is open for enrollment and
clinical sites have begun to screen patients. The program remains on track to begin dosing patients in 1H 2021. The Phase 1/2 clinical trial is an open-
label, two-part, dose-escalation and expansion study evaluating CFT7455 across multiple hematologic malignancies, including multiple myeloma and
various non-Hodgkin’s lymphomas,



including peripheral T cell lymphoma and mantle cell lymphoma. More information about this trial may be accessed at www.clinicaltrials.gov
(identifier: NCT04756726).

. Submit an IND application for CFT8634 in 2H 2021. CFT8634 is an orally bioavailable BIDAC degrader targeting BRD9 for the treatment of
synovial sarcoma and SMARCB1-deleted solid tumors.

. Advance the BRAF program into IND-enabling studies in 2021. The objective of the BRAF program is to develop an orally bioavailable BIDAC
degrader targeting BRAF V600E mutations for the treatment of genetically defined solid tumors, including locally advanced or metastatic melanoma
and non-small cell lung cancer (NSCLC). The BRAF program is partnered with Roche.

. Continue lead optimization activities for the RET program through 2021. The objective of the RET program is to develop an orally bioavailable
BiDAC degrader targeting genetically altered RET for the treatment of solid tumors, including relapsed or refractory NSCLC and sporadic medullary
thyroid cancers that are resistant to RET inhibitors.

Upcoming Events

. May 26, 2021 — C4T will participate in a Fireside Chat at 8:00 am ET at the UBS Global Healthcare Conference. Details of this event are available
on the Investors section of the C4T website, under Events & Presentations.

. June 1, 2021 — C4T will participate in a Fireside Chat at 10:30 am ET at the Jefferies Global Healthcare Conference. Details of this event are
available on the Investors section of the C4T website, under Events & Presentations.

. June 6-9, 2021 — C4T will present preclinical data from CFT8919 in a virtual poster presentation at the Keystone Symposium, Targeted Protein
Degradation: From Small Molecules to Complex Organelles.

. June 7, 2021 — C4T will host a live webcast at 8:00 a.m. E.T. to discuss the CFT8919 preclinical data presented at the Keystone Symposium. Details
of this event are included below.

. June 18-22, 2021 — C4T will present preclinical data on CFT7455 in non-Hodgkin’s lymphoma (NHL) at the 16th Annual ICML meeting. CFT7455
is a novel, IKZF1/3 MonoDAC™ degrader that has demonstrated potent tumor regression in a spectrum of NHL xenograft models.

Investor Event and Webcast Information

CA4T will host a live webcast on Monday, June 7, 2021 at 8:00 a.m. E.T. to discuss the CFT8919 data presented at the Keystone Symposium. The webcast can be
accessed through the Events and Presentations page on the Investors section of C4T’s website at www.c4therapeutics.com. A replay of the webcast will be
available on C4T’s website for 30 days following the event.

About C4 Therapeutics

C4 Therapeutics (C4T) is a biopharmaceutical company focused on harnessing the body’s natural regulation of protein levels to develop novel therapeutic
candidates to target and destroy disease-causing proteins for the treatment of cancer and other diseases. This targeted protein degradation approach offers
advantages over traditional therapies, including the potential to treat a wider range of diseases, reduce drug resistance, achieve higher potency, and decrease side
effects through greater selectivity. To learn more about C4 Therapeutics, 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 degraders; the potential
timing, design and advancement of our preclinical studies and clinical trials, including the potential timing for regulatory submissions and authorization related to
clinical trials; 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 current resources and cash runway; regulatory developments or approvals in
the United States and foreign countries; and upcoming events that C4T will participate in. 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 future 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.

Investor Contact:

Kendra Adams

SVP, Communications & Investor Relations
Kendra.Adams@c4therapeutics.com

Media Contact:

Loraine Spreen

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-
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 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 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 and trade names in this prospectus 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 thereto.
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Targeted Protein Degradation Has the Potential to Transform Treatment of
Disease

POST
TREATMENT

a <15%

Of Human Proteome
Addressable by Small Befare 15 weeks 23 weeks
Molecule Inhibitors

$63B

2018 Global
Revenue
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¢

Adapied from Wagle o al, J Clin Oncol, 2011

Substantial opportunity to develop Oncology small molecule therapies

treatments for targets previously
considered undruggable

generate significant revenue despite
known limitations

Targeted Protein Degradation Has Potential to Drug the Remaining ~85% of the Human
Proteome and Overcome Resistance to Existing Inhibitor Medicines

Sowces; Hopking, A, Groom, ©. The dnuggable genome, Nat Rev Drug Déscoy 1, T27-730 (2002). hitosoidol org 01 D3BndBAE . A viaw on dneg resistanca in cancer” Mature | Vol 575 | 14 Mowamber 2018
Fact.MR: bitpaiivec. factmrcomirenont! AT Tioncalogy.small-malecule-dn g market.
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C4T is Well Positioned to Develop Targeted Protein Degradation Medicines
to Transform Patient Care

DRPEDO platfo
has potential to

14 additional

Strong balance

efficiently design programs in sheet with
highly potent earlier $346M in cash
degrader medicines pre-clinical as of 3/31/21

development

3 partnerships
expand platform
potential; up to $2B
in potential
milestones

4 programs
expected in
the clinic by
end of 2022
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The Human Body Has A Natural Process to Destroy Unwanted Proteins

Misfolded E3 Ligase Polyubiguitin 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

Diseasecausing
Target Proteins
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Targeted Protein Degradation Offers Fundamental Advantages Over

Protein Inhibition

o Improved Potency

° Fast Response

o High Selectivity
Expansive Target
Landscape
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TORPEDO (Target ORiented ProtEin Degrader Optimizer)
Platform




Our TORPEDO Platform Has Potential to Efficiently Design Highly Potent
Targeted Protein Degrader Medicines

Elements Benefits

o3| Focus on Catalytic Optimization of overall degradation process results in
Efficiency maximal efficacy
( Ability to Design, Analyze & Rapid delivery of potent drug candidates through
Predict Degrader Performance ' informed and efficient drug discovery
Investment in Cersblon Cereblon is expressed in all ‘tie..sues and cellular
as E3 Ligase compartments, thereby providing the largest target
selection opportunity

Ability to Develop Both Flexibility to address different targets with tailored approach
MonoDAC & BiDAC Degraders
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Enhanced Catalytic Activity Drives Efficacy

Improved Catalytic Activity of Degrader A...

...Drives Significant Improvement in Target Knockdown
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TORPEDO Platform: Robust Drug Discovery Process Enabling Higher

Confidence in In Vivo Efficacy

)

Design Analyze
Computational method Cellular degradation data fitted
incorporates experimental data using an enzymology
to identify top models framework
Atomic-level degrader design Key parameters describe
utilized to improve selectivity intrinsic degradation activity

and potency

Predict

Universal modeling framework
merges degradation activity with
degrader exposure

Robust predictions of depth and
duration of in vivo target
degradation at any dose

Rapid Delivery of Potent Drug Candidates Through Informed and Efficient Drug Discovery
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TORPEDO is Based on a Deep Focus on Cereblon, Providing the Largest
Target Selection Opportunity

Cereblon E3 Ligase Cereblon, harnessed by IMiDs, is the only clinically validated

ligase for targeted protein degradation

Cereblon is expressed in all tissues and in all cellular
compartments

Investment in rich toolkit of intellectual property with
more than 15 structurally distinct Cereblon binders

C4T’s binders enable drug discovery with enhanced oral
bioavailability, solubility, permeability & stability

Programs Benefit from Desirable Properties of C4T's Cereblon Binders
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=.¥. c4 Therupeutic:s @ 2021 C4 Therapaulics, Inc. 12




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  £3 igase
binding binding
maiety maigty

Target
Protein

Target
Protein

Gi-functional
hinding molecula
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complex with target
protein and ligase

Polyubiquitin —“ Palyubiquitin 1‘

E3 Ligase — E3 Ligase —

Flexibility to Address Different Targets with Tailored Approach
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TORPEDO Platform Has Delivered a Robust Degrader Pipeline;
Four Clinical Programs Expected by End of 2022

Indication I:S:' - gty r\.lll i rel:l 4 r:-al {: i ; al

IKZF1/3 (CFTT7455) Multiple Myeloma & Lymphoma gﬂlrﬂupeulcs
BRD9 (CFT8634) ?Enmon\trfl Sarcoma & SMARCBE1 Deleted . ﬁam&nwm
EGFR (CFT8919) Drug-Resistant EGFR+ NSCLC —. gunmmnu::
BRAF V600E ?&Lring;rﬂsesnswnt BRAF mutant . .ﬁump&ms
RET Drug-Resistant RET-Altered Tumars ——. _ﬁmmeﬂ:pmks
Transcriptional Undisclosed Solid Tumors __. gumwm
Control

—. €4 Tharpeutics
Cancer Signaling Undisclosed Cancers % =
Transcriptional ) . . ﬂc"mwm
Control Undisclosed Liguid Tumors

. it
_mcdﬂﬂupeulcs

Cancer Signaling Undisclosed Solid Tumors

Nine Additional Undisclosed Collaborator Programs in Discovery
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Three Strategic Target Platform Collaborations Expand Platform Potential

Signed March 2016
and continues until
completion of 6 programs

Foecus is on oncology
treatments targeting a
specified set of proteins

[ i
222 CaTherapeutics
e

"Biogen.

4.5-year term beginning
January 2019

S-year term
beginning March 2017

Focus is on treating
diseases of aging,
including cancer

Focus is on neurological
conditions with up to 5
targets total
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IKZF1/3
CFT7455




IKZF1/3: Maximal Catalytic Activity Leads to Improved Efficacy

Strong Rationale Defined Compelling
for Degrader Patient Development
Approach Populations Opportunity
*  Multiple myeloma (MM) = Patients progress on + MM: ~32K caseslyear; + Potential for accelerated
and Non-Hodgkin's approved IMiD median 5-year overall approval in select
lymphomas (NHLs) are therapies survival (0S3): 52% indications
dependent on IKZF1/3
P * Approved IMiDs have * NHL: ~77K cases/year + Opportunity to expand
+ Existing IKZF1/3 limited activity in NHLs e ) into earlier lines of MM
degraders have limited pTC,L' ~4% of all NHLS' therapy
potency median 5-year 0OS: 20-
32%
+ MCL: ~7% of all NHLs;
median OS: 4-5 years
Sowca; NIH SEER Database. Primary Lileraturs Consansus Patisnt figures rapresant eatimated ULS. annual incidence

FTCL = paripharal T-call ymphoma; MCL = manta call lyrghama
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CFT7455: Potent Small Molecule IKZF1/3 Degrader Optimized for Catalytic
& Pharmacologic Properties

Goal: Develop an IKZF1/3
Monofunctional Degradation

Activating Compound (MonoDAC)

with these properties:

» Class-leading catalytic activity to
enable potent, rapid, and deep
target degradation

= High binding affinity to overcome
IMID resistance

= Selective to reduce off-target
liabilities
= Optimized pharmacologic profile to

enable sustained IKZF1/3
degradation
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[T

‘ IKZF1, IKZF3 degradation
.,

& &
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E3 Ubiquitin Ligase Death of
Complex myeloma and lymphoma
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CFT7455 Demonstrates Improved Efficacy Compared to Both Approved and Most
Advanced Development-stage IKZF1/3 Degraders

CFT7455 In Vivo Efficacy — Complete CFT7455 In Vivo Efficacy Durable After End of Dosing
Regression in MM Model Period
QD Dosing
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Sowrce; C4T data on fils
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Depth and Duration of IKZF3 Degradation Associated with CFT7455
Efficacy

: Dose-Dependent IKZF3 Loss of IRF-4 via IKZF1/3
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CFT7455 Demonstrates Tumor Regression in Multiple Myeloma Xenograft
Insensitive to Pomalidomide

Reduction in CRBN Expression
with Chronic IMIiD Dosing
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N
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Len, lenalidomide; LFP-R, LenPom-Resistant

Souwree: CAT data on file
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CFT7455 Phase 1/2 Trial Design Offers Potential for Accelerated Approval
Across Three Indications

Phase 1 Dose Escalation Phase 2 Expansion

Vultiple
Monotherapy
M == 2

Cohort A:
Monotherapy!
RIR Multiple Myeloma (MM}
& Mon-Hodt

Cohort C:

Peripheral T-Cell
Lymphoma
N==20

Trial Open for Enrollment, First Clinical Data Expected in 2022
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BRD9
CFT8634




BRD9: Drugging the Undruggable with a Degrader Approach

Compelling
Development

Strong Rationale Defined
for Degrader Patient

Approach Populations Opportunity

* Synovial sarcoma (SS) = Very limited benefit of + SS5: ~900 cases/year + Well defined path to
is dependent on BRDS, treatments for e . registration in $S and
P metastatic or advanced 10% of all soft tissue metastatic population

Which la cavisad Iy Iha SS — median survival sarcomas already under
oncogenic 5518-58X ~18 months management at
translocation academic centers
Oncogenicity of BRD9 * Precedent for approval
depends on sub- with a S"c‘lgll_‘}a"“;_"“dy
domains not addressed L
by traditional inhibitors

Howrce; NIH 5FFR Database. Primary Lilerature Consansus Paticnt figures represent estimated LS, annual ncidence
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BRD9 Dependency in Synovial Sarcoma

Mechanistic Rationale
Advantages of BRD9 degradation

Leveraging & protein degrader approach enables us o
effectivaly target BROE since our degraders dao not
require the binding site to ba spacifically at tha
phyr,iolugil;.ally active domain, ¥

+ Specifically degrades BRD9 and
spares BRD4 and BRD7,
avoiding potential off-target
toxicities

Inhibitor

Protain
Degrader

+  Oncogenicity of BRD9 depends
on sub-domains not addressed
by traditional inhibitors

— I GENEON

L L
Reducad Uncogenic Transcription Ho Oncogenie Transcription

[ 11}
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Robust Responses of CFT8634 Seen in Preclinical Synovial Sarcoma
Models

Dose Response Activity Dose Response Activity

Yamato Xenograft Model Patient Derived Xenograft Model

2000
—8—aticle B 000 etyihic
F—y e b;, 1800 -
] —8—CFTRSL, 3 mygikg (PO Q) = == CFTHEI, 50 mgtkg (Q0)
E 18 ' ' -
E 1400 CFTEEM, 12 mylkyg (PO 0OD) = —e—CFTHEI, 25 mgikg (BID)
' & 1400
@ = )
. = CFTHESS, 6.6 mgikg (TID
g 1200 —8— CFTRG, 20 molkg (PO BIO) E o g/kg (TID)
b e
:g 1,000 == CFTEAH, 50 Mgy (FO OD) E 1000
= =
6 i 2
E A
lE L] [=} 600
E
L] FEI ]
200 o 200
a 0
o B 14 2 O 4 7 11 14 18 21 5 28 32 35 36 30 42 46 40 53 56 60 63
Days of Treatment Days of Treatment

Sowrce; C4T data on fils
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CFT8634 First-in-Human Protocol Concept Schema

Phase 1 Dose Escalation

Cohort A:
CFTE634
Monotherapy

Synovial Sarcoma and
SMARCB1 Deleted Solid
Tumors
N =~20

Phase 2 Expansion

Cohort B:

CFT8634 Monotherapy
Synovial Sarcoma
N = ~20-30

CFT8634
MTD/RP2D
Cohort C:
CFT8634 Monotherapy
SMARCB1 deleted tumors
N=~20

IND Submission for CFT8634 Expected in 2H 2021

MTD = Maximum Talaratad Mase: RP20 = Recommendad Phase 2 Dosa

[ i
222 CaTherapeutics
e

@ 2021 C4 Therapeutics, Inc,
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EGFR: Utilizing a Degrader Approach to Overcome Resistance to
Approved EGFR Inhibitors and Address a Wider Range of Mutations

Strong Rationale
for Degrader

Defined
Patient

Approach

&

Overcome resistance to
approved EGFR
inhibitors

Ability to address wide
range of EGFR
resistance mutations

Potential to effect deeper
and more durable
response due to
advantages of degraders

w

Patients whose tumors
harbor EGFR LB58R do
less well on approved
EGFR inhibitors

Osimertinib 1% line PFS:

- LB58R: 14.4 mo
- Ex19del: 21.4 mo
Current therapies all

bind at the same site
and resistance can

Populations

NSCLC comprises ~85%
of all US lung cancer
cases, ~195K patients
diagnosed in 2020

EGFR is the most
commaon receptor
tyrosine kinase (RTK)
driver in NSCLC

25-40% of mMEGFR
NSCLC driven by L858R

Compelling
Development

Opportunity

*

Target Population:
patients who have
progressed on
approved EGFR
inhibitors and potential
far frontline opportunity

occur by genetic activalting
changes that block mutation
inhibitor binding
Souros: B SR TGN WM ERIAZE, M BEER Dotabass, Frimary WhGrohirs Consanae Patient figures represent estmated LS, annual mcidence
L 11 )
ees C4Therapeutics © 2021 G4 Therapeutics, Inc, 29




EGFR Activating Mutations Drive NSCLC Cancer Growth

Normal Physiology Mutant EGFR Tumor Cells

Extracalular
EGF binding e
Cell —
Cytoplasm mombrmng
Tyrasine
Hinasa
domain —_—
Growth Ly
Factors )
D
Mo signaling Downstream signaling
Cell Proliferation
Cell Survival
Signaling is activated in response to
extracellular growth factors
[ 11 i
388 CaTherapeutics

£ 2021 C4 Therapautics, Inc.

b EGFR&xnn‘lS delations

Activating
Mutations in - axon21 LBSSR
kinase domain EGFR
of EGFR

(]
P
P

P
P
P

o EGFRemn20 insartions

Downstream signaling

Cell Proliferation
Cell Survival

Downstream signaling
in absence of extracellular signal

30




CFT8919 May Overcome Resistance to Approved EGFR Inhibitors and
Address a Wide Range of Acquired EGFR Resistance Mutations

‘ EGFRL858R CFT8919 Compelling Profile
‘;///J ]
iV = Orally bioavailable, selective,
ry allosteric degrader of EGFR
A L858R
/ - ', } « Active in vitro and in vivo in
-_ Csimeartinib __' ‘ CFT8919 deElS Wlth Eewndar}f
N LES&R+T?9I]M|— —p-* ;
1 EGFR .__. mutations
\ \ £ R » Demonstrates intracranial activity
I\‘-, \ e -' i « Potential to be active as single
NN agent in the frontline setting
P
.EGFRLSSER:I:T?QDH+C?9?S

IND Submission Expected mid-2022 with Potential Phase 1/2 Trial Initiation by YE 2022

Saurces: Yang, J. C-H. atal., J. Ciin Oncal. 35, 1288-1286 (2017} Scria, J-C. af al New Engl J Madicine 378, 113-125 (2018)
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BRAF: Utilizing a Degrader Approach to Overcome Resistance Mutations

Strong Rationale
for Degrader

Approach

Howrce; NIH 5FFR Database. Primary Lilerature Consansus

Approved BRAF
inhibitors cause
paradoxical RAF
activation, which may
result in diminished
efficacy

Potential for degraders
to effect deeper
elimination of mutant
BRAF signaling and
create more durable
response

i 1] .
832 C4Therapeutics

w

BRAF mutations occur
in ~15% of all cancers

~70% - 90% of BRAF
mutations are VB00E

Resistance to three
approved BRAF
inhibitors emerges
through multiple paths,
resulting in a median
PFS3 of <15 months

Defined
Patient
Populations

=TOK annual incidence
across melanoma, NSCLC,
colorectal cancer (CRC)
and other malignancies

50% of late-stage
melanoma

1-2% of NSCLC
10-20% of CRC

50% of papillary thyroid
cancer

100% of hairy cell leukemia

=50% of Langerhans cell
histiocytosis (LCH)

@ 2021 C4 Therapeutics, Inc,

Compelling
Development

Opportunity

+ Large patient population
defined by failure of
available BRAF
inhibitors

+ Target Population:
VG00E melanoma
andfor NSCLC after
failure of MEK inhibitor +
BRAF inhibitor with
indication specific
expansion opportunities

Patient figures represent estmated LS, annual ncidence

BRAF pragram is partnened with Roche
33




BRAF Degrader to Overcome Limitations of Approved BRAF Inhibitors

_p . Inhibitor causes paradoxical
Mechanistic Rationale Advantages of BRAF V600E Degradation

mtNRAS
2 Jrremri o ' - Specifically target mutant BRAF over
. wildtype BRAF
MINRAS ' + Prevent mutant BRAF incorporation into
' che Treey RAF dimers
VE00E . : q q
(1] * Avoid paradoxical activation and

mtNRAS associated failure of therapy due to
resistance mechanisms dependent on
BRAF inhibitor mediated paradoxical
activation

600E H

Application of
Degrader Drug

“BRAE WIRAF
V&E0DE

Degrader prevents dimer formation
and avoids paradoxical activation

i 11
3.2.:. C4 Therapeutics ® 2021 G4 Therapeutics, Inc, 34
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BRAF Degraders Show Superior Efficacy Compared to Approved BRAF
Inhibitors

C4T BRAF Degrader Shows More Durable Efficacy CAT BRAF Degrader Shows More Durable Efficacy

Than Encorafenib Than Dabrafenib

g Wehicla po BID b == \ohick:

g 2 === Encorafenib 6 mgkg PO BID = —#— Dabrafenid 100 mygikg PO QD
E == C4T Degrader & E =*= CAT Degrader G
P —#— C4T Degrader B & S
g §
g 000 E
- (Y.
=3 L=}
E E
2 S0 2

[

]
L]
0 4 7 1 14 16 4l
Days of Treatment Days of Treatment

IND Enabling Studies Planned for 2021

Sowrce; C4T data on fils

BRAF program Is partnered with Roche
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RET Degradation: Opportunity to Overcome Resistance Mutations

Strong Rationale Defined Compelling

for Degrader Patient Development

Approach Populations Opportunity

+ RET is a receptor * No effective targeted + ~10K annual + Well defined registration
tyrosine kinase (RTK) therapy after failure of incidence path in existing,
that plays a role in approved first-line RET of RET-driven disease genetically defined
normal development but inhibitors across lung, thyroid, patient population with
can cause cancer when and other cancers no effective treatment

tated tion after RET

e + 1-2% of NSCLC il

tyrosine kinase inhibition

*+ B0% of sporadic (TKI)
medullary thyroid

+ Resistance develops to
approved RET inhibitors

due to mechanisms + Target Population:

including new RET R second line RET-altered
mutations, which make cancers, potential for
inhibitors inactive front-line opportunity

Sources: NIH SEER Databass. Hlips.ioubmed ncts nim nin govi2 3ZE4150, Primary Litaraline Consensus Paticnt figures represent estimated U.S, annual ncidence

i 1]
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RET Degradation May Have Improved Activity Compared to Best-In-Class
RET Inhibitors

Mechanistic Rationale Advantages of RET Degradation
Inhibitar ﬁ

* RET degrader is active against key
secondary mutations that cause
resistance, including both the
gatekeeper and solvent front
mutations

+ Against RET without secondary

._.

ell Growth . . H .
e Eatenit mutation, as in the front-line setting,
O o ool © ioiwint QY Wi R degradation may offer deeper and
aligning activity fegiglance milalions more dumb'e response than

inhibition

Wi

Cell Growth

Degrader

[ 11}
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RET Degrader Has an Excellent Cell Growth Inhibition Profile In RET
Fusions and Common Resistance Mutations

Drug Naive, Driver Translocation/Mutation RET Inhibitor Acquired-Resistance Mutants
KIF5B-RET Fusion Activating Mutation Solvent Front Mutation Gatekeeper Mutation
BalF3 (KIF5B-RET WT) BaiF3 (RET M318T) BaiF3 (KIFSB-RET GE10R) BalF3 (KIFSB-RET VA04M)
160 150 1688

- 100 @ L] -

£ = E

# # #

II.;" 0.‘1 ': 1ll'l 'I&'l 1Dlﬂ'l o [ R 1 "0 400 1000 am a1 1 1 1080 1000 II.:" 0.‘1 '; 1:1 |I;|'l 1“‘“
Concentration (nk) Concentration [nM) Concentration [nM) Concantration (nM)
Ml Pralsetinib M scipercatinib Ml 2+ Gen RETTKI I CFT RET Degrader

Continue Lead Optimization Activities in 2021

Source: T4T data an file

[ 11]
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2021 Milestones Support Progress Toward Goal of Four Clinical-Stage

Programs by Year-End 2022

IKZF1/3 (CFT7455) O Phase 1/2 Initiation
BRD9 (CFT8634) O IND Submission
EGFR (CFT8919) O IND Enabling Studies
BRAF U IND Enabling Studies
RET ([ Lead Optimization

[ i
=.¥. C4 Therapeutics @ 2021 C4 Therapaulics, Inc.

O Phase 1 Top-line Safety & Efficacy
O Proof of Mechanism

U1 Phase 1 Initiation

U IND Submission
U Phase 1 Initiation

2 IND Submission
' Phase 1 Initiation
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C4T is Well Positioned to Develop Targeted Protein Degradation Medicines
to Transform Patient Care

DRPEDO platfo
has potential to

14 additional

Strong balance

efficiently design programs in sheet with
highly potent earlier $346M in cash
degrader medicines pre-clinical as of 3/31/21

development

3 partnerships
expand platform
potential; up to $2B
in potential
milestones

4 programs
expected in
the clinic by
end of 2022
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