In Vivo Preclinical Characterization of a Novel FGFR2 Selective Inhibitor with Potency Against FGFR Activating Mutations
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Background

» Fibroblast growth factor receptors (FGFRs)

Figure 1. Fibroblast Growth Factor Receptors (FGFRs)
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Results
Table 2. CGT1672 Retains Potency Across Primary and Acquired Resistance Mutations
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Figure 6. CGT1672 Shows Favorable PK/PD in the Clinically Relevant AN3 CA (K310R/N549K) Model
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* FGFR2/3 alterations are well-established
oncogenic drivers in multiple indications?

Figure 2. FGFR2 Alteration Frequency by Tumor Types?

« Table 2 shows mechanistic cellular IC;4's of FGFR1, FGFR2WT and the FGFR2 gatekeeper and molecular brake mutants

» (CGT1672 shows a dose dependent inhibition of pERK in the AN3 CA PK/PD model
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* Structure based drug design has also been used
to further optimize the inhibitors for selectivity

* FGFR1 mediated hyperphosphatemia was the most common DLT of approved pan-FGFR inhibitors _
over the general kinome, FGFR1, and FGFR4 *

Futibatinibis clinically limited due to inhibition of FGFR1, preventing treatment of the N549K molecular

+ Inhibition of FGFR2 fusions in cholangiocarcinoma and FGFR3 mutations in urothelial cancer has led to brake mutation

improved clinical outcomes in defined patient populations3*

« There remains an unmet need for a potent FGFR2 inhibitor with broad mutational coverage and which avoids
FGFR1 to enable increased response rates with longer durability (current drugs 5-9 months)3 10 and better
tolerability than existing agents

Conclusions

FGFR2 alterations are well established oncogenic drivers in multiple indications
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« (CGT1672 was selected as a tool compound to be used to complete validation of our in vivo models

Further optimization of this series has led to compounds which are at least 50X selective versus FGFR1

Kinase Domain
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« Optimization of CGT1672 has led to a set of analogs that retain high potency across all FGFR2 mutants, 30% of
0w | which are >50X selective for FGFR2 vs. FGFR1
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