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Forward-Looking Statements 

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995 (PSLRA) and other federal securities

laws. These statements include information about our current and future prospects and our operations and financial results, which are based on currently available

information. All statements other than statements of historical facts contained in this presentation, including express or implied statements regarding our strategy, future

financial condition, future operations, projected costs, prospects, plans, objectives of management and expected market growth, are forward-looking statements. In some

cases, you can identify forward-looking statements by terminology such as óóaim,ôô óóanticipate,ôô óóassume,ôô óóbelieve,ôô óócontemplate,ôô óócontinue,ôô óócould,ôô óódesign,ôô óódue,ôô

óóestimate,ôô óóexpect,ôô óógoal,ôô óóintend,ôô óómay,ôô óóobjective,ôô óóplan,ôô óópredict,ôô óópositioned,ôô óópotential,ôôóóseek,ôô óóshould,ôô óótarget,ôô óówill,ôô óówouldôô and other similar 

expressions that are predictions of or indicate future events and future trends, or the negative of these terms or other comparable terminology. These forward-looking 

statements include statements about the initiation, timing, progress and results of our future clinical trials and current and future preclinical studies of our product 

candidates and of our research and development programs; our plans to develop and commercialize our current product candidates and any future product candidates 

and the implementation of our business model and strategic plans for our business, current product candidates and any future product candidates. We may not actually 

achieve the plans, intentions or expectations disclosed in our forward-looking statements, and you should not place undue reliance on our forward-looking statements. 

You should not rely upon forward-looking statements as predictions of future events.

Actual results or events could differ materially from the plans, intentions and expectations disclosed in the forward-looking statements we make. We undertake no

obligation to update or revise any forward-looking statements, whether as a result of new information, the occurrence of certain events or otherwise. As a result of these

risks and others, including those set forth in our most recent and future filings with the Securities and Exchange Commission, actual results could vary significantly from

those anticipated in this presentation, and our financial condition and results of operations could be materially adversely affected. This presentation contains trademarks,

trade names and service marks of other companies, which are the property of their respective owners.

Certain information contained in this presentation and statements made orally during this presentation relate to or is based on studies, publications, surveys and other

data obtained from third-party sources and the Companyôs own internal estimates and research. While the Company believes these third-party studies, publications,

surveys and other data to be reliable as of the date of the presentation, it has not independently verified, and makes no representation as to the adequacy, fairness,

accuracy or completeness of, any information obtained from third-party sources. In addition, no independent sources has evaluated the reasonableness or accuracy of 

the Companyôs internal estimates or research and no reliance should be made on any information or statements made in this presentation relating to or based on such

internal estimates and research.
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Biology of Targeted Protein Degradation
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Delivering on the Promise: Building an IRAK4 Franchise

KT-474
Selective heterobifunctional degrader of IRAK4

Å First proof-of-mechanism for TPD in a randomized, 
placebo-controlled healthy volunteer study

Å Demonstrated > 95% IRAK4 degradation in humans

KT-413
Dual-mechanism degrader of IRAK4 and IMiD substrates

Å Phase 1 clinical trial in R/R B cell lymphomas ongoing

IL-1R/TLR

IRAK4

Atopic Dermatitis, 
Hidradenitis Suppurativa, 

Rheumatoid Arthritis,
others

RightsNext Milestone

Patients 
Data 4Q22

Indication(s)ProgramPathway

IRAKIMiD
(IRAK4, Ikaros, Aiolos)

MYD88 MT DLBCL POM: 2H22

Discovery Preclinical Phases 2/3Phase 1

Next Generation

KT-413

KT-474

(the structures of KT-474 and KT-413 were not disclosed in this presentation)
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Degradation of IRAK4:
Modulating Proinflammatory Cytokines and Cellular Proliferation

Å IRAK4 degradation has potential 
to modulate multiple different 
cytokines and chemokines

Å IRAK4 is a key component of the myddosome and 
its function is dependent on both its kinase activity 
and on its scaffolding properties

Å Activation of downstream pathways drive the 
scaffolding function of IRAK4 and are key drivers of 
cellular proliferation and proinflammatory cytokine 
and chemokine production

* Frequently mutated 
proteins in ABC-DLBCL

TLRs IL-1Rs 
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ÅMYD88 L265P is a gain-of-function driver mutation 
which results in constitutive activation of the anti -
apoptotic NFkB signaling pathway

ÅSingle-agent therapies that target activated NF B 
signaling in DLBCL show limited activity in preclinical 
or clinical settings

ÅRedundant NF B pathway activation and 
downregulation of Type 1 IFN is common in 
MYD88MT lymphoma, supporting need to seek 
combination therapies

ÅTargeting simultaneous degradation of IRAK4 and 
IMiD substrates Ikaros and Aiolos shows synergistic 
activity in MYD88 MT models, supporting this targeted 
combination 

Degradation of IRAK4 and IMiD Substrates:
Targeting Redundant Pro-survival Pathways in MYD88 MT DLBCL

* Frequently mutated 
proteins in ABC-DLBCL

TLRs IL-1Rs B Cell

Receptor

IFNAR1/2



PAGE 7©2022 KYMERA THERAPEUTICS,  INC.

IRAKIMiD: 
Functioning as a Heterobifunctional Degrader & a Molecular Glue

Heterobifunctional Degrader

Molecular Glue

Degradation of IRAK4

Degradation of IMiD substrates        
(i.e., Ikaros and Aiolos)

CRBN 
ligand

IRAK4 
ligand

CRBN

CRBN

IRAK4

Ikaros
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IRAK4 Ligand and Exit Vector Identification

Exit vector 1

Exit vector 2

Subset of IRAK4 Ligands Incorporated into 
Exploratory Tool Degraders of IRAK4

Hinge

Exploratory studies showed IRAK4 degradation using 
multiple IRAK4 ligands and multiple exit vectors

Hinge binder Hinge binder

Exit vector 1
Exit vector 2
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Ternary Complex Modeling

X-rays and exploratory SAR inform
design of ternary complex model

KTX-733

Ternary complex model to guide and 
inspire degrader design

POM

X-ray: POM bound to CRBN-DDB1 X-ray: KTX-733 bound to IRAK4


