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Kymera Therapeutics Announces Publication of Phase 1 Trial Results for KT-474
(SAR444656), a First-in-Class IRAK4 Degrader, in Nature Medicine

November 13, 2023
KT-474 showed evidence of robust target degradation and pathway inhibition with a favorable safety profile in healthy volunteers and patients

Trial showed encouraging impact on disease burden and symptoms in Hidradenitis Suppurativa (HS) and Atopic Dermatitis (AD), with a systemic
anti-inflammatory effect observed in patients with moderate-to-severe disease

Study is first published clinical trial using a heterobifunctional degrader
Kymera’s partner Sanofi conducting Phase 2 clinical trials of KT-474 (SAR444656) in HS and AD

WATERTOWN, Mass., Nov. 13, 2023 (GLOBE NEWSWIRE) -- Kymera Therapeutics, Inc. (NASDAQ: KYMR), a clinical-stage biopharmaceutical
company advancing a new class of small molecule medicines using targeted protein degradation (TPD), today announced that results from the
positive Phase 1 clinical trial from its lead program, KT-474 (SAR444656), a potent, highly selective, orally bioavailable IRAK4 degrader, were
published in Nature Medicine. The results showed a reduction of disease-relevant inflammatory biomarkers in the blood and skin of HS and AD
patients associated with improvement in skin lesions and symptoms. The full manuscript, “IRAK4 degrader in hidradenitis suppurativa and atopic
dermatitis: a phase 1 trial,” was published online on November 13, 2023, on the Nature Medicine website.

The data reported in the publication show that KT-474 administered to HS and AD patients had safety, pharmacokinetics and pharmacodynamics
similar to healthy volunteers (HVs), achieved robust IRAK4 degradation in blood and skin lesions associated with a systemic anti-inflammatory effect,
and showed activity in HS and AD. The Company previously reported Phase 1 results in December 2022 and at the

jum in May 2023. The publication also highlights preclinical data on KT-474, including the first publication of the
compound’s chemical structure.

“The Phase 1 results published in Nature Medicine highlight the transformative potential of IRAK4 degradation in TLR/IL-1R-driven, high unmet need
inflammatory diseases, with KT-474 demonstrating a favorable safety profile, broad anti-inflammatory effect including downregulation of disease-
relevant gene transcripts in skin lesions, and promising impact on skin lesions and symptoms in HS and AD patients after only 28 days of dosing,” said
Jared Gollob, M.D., Chief Medical Officer, Kymera Therapeutics. “These positive data show TPD’s unique ability to unlock this critical pathway, and we
look forward to sharing additional updates as our partner Sanofi advances the Phase 2 clinical trials of KT-474 in HS and AD.”

Highlights from the Nature Medicine Publication

KT-474 (SAR444656) was studied in a Phase 1 randomized, placebo-controlled, single and multiple ascending dose trial to assess safety,
pharmacokinetics, pharmacodynamics and clinical activity (NCT04772885). 105 healthy volunteers (HVs) were enrolled in the placebo-controlled
single and multiple ascending dose escalation cohorts (SAD and MAD) and 21 HS and AD patients were enrolled into an open-label patient cohort.
KT-474 was administered as a single dose and then daily for 14 days in the fasted state in HVs followed by dosing for 28 days in the fed state in
patients with HS or AD. Degradation of IRAK4 was observed in HV blood, with mean reductions after a single dose of 293% at 600-1600 mg and after
14 daily doses of 295% at 50-200 mg. In patients treated with 75 mg of KT-474, similar IRAK4 degradation was achieved in blood, and IRAK4 was
normalized in skin lesions where it was overexpressed relative to HVs. Reduction of disease-relevant inflammatory biomarkers was demonstrated in
the blood and skin of HS and AD patients associated with improvement in skin lesions and symptoms. KT-474 was well-tolerated with no drug-related
infections. These results from the first published clinical trial using a heterobifunctional degrader provide initial proof of concept for KT-474 in HS and
AD to be further confirmed in placebo-controlled Phase 2 trials.

About KT-474 (SAR444656)

KT-474 (SAR444656) is a first-in-class IRAK4 degrader in development for the treatment of immune-inflammatory diseases with significant patient
need, such as hidradenitis suppurativa (HS), atopic dermatitis (AD), and potentially others. IRAK4 is a key protein of the myddosome complex that
mediates signaling through IL-1 and toll-like receptors, which play a crucial role in initiating the immune response against invading pathogens. IRAK4
is a scaffolding kinase that acts at the interface of the innate and adaptive immune responses with a variety of functions depending on its kinase
activity and scaffolding function. Eliminating IRAK4 completely through degradation impacts both the kinase and scaffolding functions, therefore
having the potential to achieve a broad, well-tolerated, anti-inflammatory effect providing a novel therapeutic approach for a variety of immune-
inflammatory diseases. Sanofi, which is collaborating with Kymera on the development of KT-474 (SAR444656) outside of the oncology and immuno-
oncology fields, is conducting Phase 2 clinical trials of KT-474 in both HS and AD.

More information on the Phase 2 studies in HS (NCT06028230) and AD (NCT06058156) can be found at www.clinicaltrials.gov.

About Kymera Therapeutics

Kymera is a biopharmaceutical company pioneering the field of targeted protein degradation, a transformative approach to address disease targets
and pathways inaccessible with conventional therapeutics. Kymera’s Pegasus platform is a powerful drug discovery engine, advancing novel small
molecule programs designed to harness the body’s innate protein recycling machinery to degrade dysregulated, disease-causing proteins. With a
focus on undrugged nodes in validated pathways, Kymera is advancing a pipeline of novel therapeutic candidates designed to address the most
promising targets and provide patients with more effective treatments. Kymera'’s initial programs target IRAK4 and STAT3 within the IL-1R/TLR or
JAK/STAT pathways, and the MDM2 oncoprotein, providing the opportunity to treat patients with a broad range of immune-inflammatory diseases,
hematologic malignancies, and solid tumors.

Founded in 2016, Kymera is headquartered in Watertown, Mass. Kymera has been named a “Fierce 15” company by Fierce Biotech and has been
recognized by both the Boston Globe and the Boston Business Journal as one of Boston’s top workplaces. For more information about our people,
science and pipeline, please visit www.kymeratx.com or follow us on X (previously Twitter) or LinkedIn.

Cautionary Note Regarding Forward-Looking Statements

This press release contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, as amended,
including, without limitation, implied and express statements by Kymera Therapeutics regarding its: strategy, business plans and objectives for its
clinical programs; plans and timelines for the preclinical and clinical development of its product candidates, including the therapeutic potential, clinical


https://www.globenewswire.com/Tracker?data=S1rkA5ngYDyQerLF25IxMFfdBbImvxtGpALf0QbOmRSTSStHJdSqUJHSEYJt2h6YS1XEpOQrwVWrhmZJHw4lOHBmUOviGlhUMM1wrZ93QbU=
https://www.globenewswire.com/Tracker?data=v6ESRwKfnsMaZP76p81Kncuz9YgW3RuwnHBN4P91vhOQbcpTNMsFLdZaDQkFohjZ8QvFZp0T9--v5_AWXZlamjEOcfCRrQWBCpubGgCApHoktayL8ktybdcWBevoDp0k
https://www.globenewswire.com/Tracker?data=Og0QBwSC0xlmj_Y6p_tRLPj9ro8PEEpa2Eg4f4PCO1DErGV5iNiRYEi39f_CZaialA3Rf6ZdDY1UhZQ9eSNSXkFUcUivOj7cfKZAoTaQl2B6NNkl5P_r40TOEDavwIsY32fwIlpisLFNUH72IrqTgvh7ai3HlwVHInj6g60kqyj71LGKX1HGyeS0_ZP5D0wXmQBEVFVVC5JcaGMftfcBMxCa8JkqgIYFtN6aL4YBazs=
https://www.globenewswire.com/Tracker?data=alyNF8lW4Vj85hL3Cc6CuIICobnerNvY7QBEJINch9h4cnI8OZ0d7Stw1r50_7Uea_QogRsXDyPQbyqQ76OVr4lKAm8e8yEYUO1LOC_lopYoLwPf2N3gNsFwan3Dx6VuH84xACoPaOs3hdySJ6hbw7MFdHlrDKSYniOKGp2mMNt8w-enA6a5Nt9Ro0WnoPGYCUqPvgkKzGNr1jDMQlgZZ6x7UhJNsNuLk49yyEpJunaVQsRiK535GZK34E6MBixSZrSXnf1hnx2L_hiDomMLs_dhxzTDyu0Ou215dhku53o=
https://www.globenewswire.com/Tracker?data=J28IAD7NbZ1Zut_SsORDidRUEz6EboGjMqJOLS1bxlGe0x2lZx8d6Y0sY8J8K2TxwF_mKV8pIeIqMaQRvd1TZvAj5qnQDKIw1lDoBDV8aqfx4dNEmA0qwfq8x4oMf9E54OO4XNwtiOBC6okaDHDIdg==
https://www.globenewswire.com/Tracker?data=dki0hE9SZHb6fUw6FVeGfyjsSMrD3zIhJd7u9PW-jP_qrg_3VELyLgqjDuhONjq8yFTSfnHEeM6Bv2cB3c1hOtpuvCdqXgcw-tiwNhXvpro=
https://www.globenewswire.com/Tracker?data=cSnAbyTQdMX0jH-OuEob-ZKQS2HaGFoquKyzDcBhH39UmJFY3omzbbHCOtVcDmkl224WYNZF9DD5Yw8smU1YJQ==
https://www.globenewswire.com/Tracker?data=B0Re7zp_mL9cCOybV4UzBoBhLVvzxj7BUOBqHYgS8hrFRJBd45Buokf7qp-sxosPCxT_Mu9IHOXrQT5WIVj0orT9ro6z4C8JdCXUdtaCYJQ=
https://www.globenewswire.com/Tracker?data=xcmWQgC2RvKK7vGNN2ZqcH36ZyFInqSRT2HVnRCHCSgv-3_6Ud7VT4QvtH9prHSJGcW-Sxba2wWHtnOeM_QfHmxhwgwWhfe52oKilapb3ocG-qhrY4Zx5TG0T5K1Epxs

benefits and safety thereof; expectations regarding timing, success and data announcements of current ongoing preclinical and clinical trials; the
ability to initiate new clinical programs; and Kymera’s financial condition and expected cash runway into the second half of 2025. The words "may,"
“might,” "will," "could," "would," "should," "expect," "plan," "anticipate," "intend," "believe," “expect,” "estimate," “seek,” "predict," “future,” "project,"
"potential," "continue," "target"” and similar words or expressions are intended to identify forward-looking statements, although not all forward-looking
statements contain these identifying words. Any forward-looking statements in this press release are based on management's current expectations
and beliefs and are subject to a number of risks, uncertainties and important factors that may cause actual events or results to differ materially from
those expressed or implied by any forward-looking statements contained in this press release, including, without limitation, risks associated with: the
timing and anticipated results of our current and future preclinical studies and clinical trials, supply chain, strategy and future operations; the delay of
any current and future preclinical studies or clinical trials or the development of Kymera Therapeutics' drug candidates; the risk that the results of
current preclinical studies and clinical trials may not be predictive of future results in connection with current or future preclinical and clinical trials,
including those for KT-474 (SAR444656); Kymera Therapeutics' ability to successfully demonstrate the safety and efficacy of its drug candidates; the
timing and outcome of the Kymera Therapeutics' planned interactions with requlatory authorities; obtaining, maintaining and protecting its intellectual
property; the risks associated with pandemics or epidemics; and Kymera Therapeutics' relationships with its existing and future collaboration partners.
These and other risks and uncertainties are described in greater detail in the section entitled "Risk Factors" in the Annual Report on Form 10-K for the
period ended December 31, 2022 and most recent Quarterly Report on Form 10-Q, as well as discussions of potential risks, uncertainties, and other
important factors in Kymera Therapeutics' subsequent filings with the Securities and Exchange Commission. In addition, any forward-looking
statements represent Kymera Therapeutics' views only as of today and should not be relied upon as representing its views as of any subsequent date.
Kymera Therapeutics explicitly disclaims any obligation to update any forward-looking statements. No representations or warranties (expressed or
implied) are made about the accuracy of any such forward-looking statements.
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