A First-in-Human Study of CGT4255 in Patients who have Advanced Solid Tumors with ERBB2 Alterations or HER2 Overexpression
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Background ‘ ‘ Open-label, Phase 1/1b study of CGT4255 in adults with advanced solid tumors harboring ERBB2-activating ‘
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ERBB2 is an Oncogenic Driver in Lung Cancer CGT4255 is an Investigational, Oral, EGFR-Sparing, CNS-Penetrant,
ERBB2 Inhibitor ' i
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consists of epidermal growth factor receptor (EGFR/ERBB1), HER2 (ERBB2), HER3 «  (CGT4255 exhibits selectivity across a broad panel of 396 kinases, with 100-fold
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- These transmembrane receptors activate downstream signaling via pathways target inhibition (Figure 2)'® ERBB2-ALTERED ADVANCED SOLID TUMORS ERBB2-MUTATED NSCLC WITH BRAIN METASTASES
(i.e., PI3K/AKT, RAS/RAF/MEK)" (Figure 1) +  Sparing wild-type EGFR may reduce the risk of EGFR-mediated toxicities
- ERBB2-activating alterations and HER2 overexpression are present in a wide « Also found to be highly selective in a broad panel of receptors, channels, Now Enrolling O
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- ERBB?2 alterations include gene mutations (~4% of NSCLC cases) and protein - Demonstrates potency against both wild-type and clinically relevant o
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« The central nervous system (CNS) is an important and common site of levels may be dose(s) (SD)
metastases for many solid tumors=*°, particularly for lung cancer Figure 2 | CGT4255 is Selective Across the Kinome and 100x Selective over EGFR16 explored —@* Part B SD 2
« Brain metastases (BM) are found in ~7-20% of NSCLC patients at diagnosis Dose Level 1
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'  Profiferation «  (CGET4255 has also demonstrated well-tolerated antitumor activity in a range of Primary Objective: Determine the maximum tolerated or evaluated Primary Objective: Evaluate the antitumor activity of CGT4255
r ST FRBB2-altered mouse models'® 1/ dose of CGT4255 * Primary Endpoint: Overall ORRP
K_‘ S «  Nonclinical data collectively support initiation of the first-in-human study of * Primary Endpoint: Safety (Incidence and Grade of AEs) * Secondary Endpoints: DCR¢, DORY, PFSe, Safety, Plasma & CSF PK,
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Nonclinical data supported initiation of the first-in-human study

‘ (NCT07361562) of CGT4255 in adults with advanced solid tumors

‘ Clinical site locations & map harboring ERBB2-activating alterations or HER2 overexpression

Table 1| Current Active Clinical Site Locations Figure 5 | Map of Current Active Clinical Sites Locations

Part A is enrolling, and Part B is planned to initiate in patients with

| | . | | ERBB2-mutated NSCLC with brain metastases, at select sites in reaUCe s o Corazss  Wildtypeand
‘ Site Name ‘ City, State ‘ ‘ Site Name City, State the United States

NEXT Virginia Fairfax, VA
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Wa;hlngton University in St. St Louis, MO
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Louisiana State University New Orleans, LA

AE, adverse event; BM, brain metastases; CNS, central nervous system; CSF, cerebrospinal fluid; DCR, disease control rate; DOR, duration of response; EGFR,
epidermal growth factor receptor; NRG1, neuregulin 1, NSCLC, non-small cell lung cancer; ORR, objective response rate; PFS, progression-free survival; PK,
pharmacokinetics; QD, once daily; RECIST v1.1, Response Evaluation Criteria in Solid Tumors Version 1.1; SD, selected dose; TKI, tyrosine kinase inhibitor.
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