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Results
Table 1. CGT4255 Shows Low nM Cellular Activity Against Oncogenic ErbB2 Mutations

Cogent ErbB2 Inhibitor Opportunity
Target Product Profile

Figure 5. CGT4255 Shows Robust Inhibition of pErbB2 in ErbB2 Mutant PD Models
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CGT4255 was dosed PO BID at 10, 30, or 100 mg/kg for 13 days in an engineered NIH3T3 ErbB2-755S tumor
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CGT4255 showed dose responsive TGl with full regressions observed at the 100 mg/kg dose

« CGT4255 shows greater than 600 min half-life across species in the whole blood stability assay, highlighting 18h half-life in (GT4255 was well tolerated at all doses with no body weight loss or deaths observed in any treatment group

ons human whole blood
Compared to other covalent ErbB2i, CGT4255 has superior stability in a human liver cytosol stability assay

Conclusions

 CGT4255 —-Advanced Lead
Low nM potency against ErbB2 WT and oncogenic ErbB2 mutations
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Figure 4. CGT4255 Shows Dose Escalating Mouse PK, With Best-in-Class Brain Exposure
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* Low clearance and high oral bioavailability seen at all doses
* CGT4255 Kpuu was 0.80 at 100 mg/kg at 1h in mice

mechanisms of resistance in metastatic breast cancer Time (hr) L755S TGl model and was well tolerated

« These mutations occur primarily in the furin-like and kinase domains
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