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Background

« The family of fibroblast growth factor receptors

Table 2. FGFR2 Mutations are not Addressed by Approved Inhibitors
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Figure 5. CGT3103 Does Not Cause Hyperphosphatemia at Efficacious Plasma Concentrations
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 (x) represents fold changes vs. FGFR2-WT cellular 1C;,

» (CGT3103 has 94x selectivity for WT FGFR2 over FGFR1 leading to reduced hyperphosphatemia risk
compared to approved agents and a selectivity improvement over the previous Cogent lead CGT1672.7%

Table 1. Clinical Features and Clinical Coverage of Pan-FGFR Inhibitors _ _ _ o _ _
Figure 6. CGT3103 Retains Enzymatic Activity vs. the C491A Cysteine Mutation
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 Cellular potency is maintained for the FGFR2 acquired resistance gatekeeper and molecular brake mutations.
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Identify a selective FGFR2 inhibitor, with coverage of activating and resistance mutations,
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which avoids FGFR1-mediated hyperphosphatemia

Time (hr) enzyme assay.

* Exploratory PK studies of CGT3103 dosed in mice and rats at 3 mg/kg IV and 30 mg/kg PO showed 12-hour
coverage of the free fraction adjusted FGFR2-WT cellular IC5, in both species.

Res u Its « (CGT3103 remained below threshold of free fraction adjusted FGFR1 cellular IC.,, indicating a therapeutic
window for efficacy without hyperphosphatemia.

Conclusions

The FGFR2 inhibitor CGT3103 exhibits:
Less steric clash near the VVal564 gatekeeper residue in the ATP binding pocket

Figure 2. CGT3103 Maintains Mutant Activity Due to Less Steric Bulk Near the

Val564 Gatekeeper Residue in the ATP Binding Pocket Figure 4. CGT3103 Shows 12h inhibition of pERK in the Clinically Relevant AN3 CA

(K310R/N549K) Mouse Model Inhibition of FGFR2 primary and acquired gatekeeper (V564X) and molecular brake

(N549K) mutations
Coverage of FGFR2 IC;, with a window for selectivity over FGFR1 dosed PO at 30
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This series of analogs are the first publicly disclosed FGFR1 sparing, reversible FGFR2

well as the molecular brake mutations Vehicle - 2h _dh Sh 12h 2h 8h PERK comparable to futibatinib.
| 15mg/kg smg/kg inhibitors that address all the major activating and resistance mutations.
CGT3103 Futibatinib

» (GT31031s anon-covalent reversible inhibitor. Work continues to identify a clinical candidate
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