Preclinical Characterization of a Novel EGFR Sparing ErbB2 Inhibitor with Activity Against Oncogenic ErbB2 Mutations
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* In contrast, CGT1786 showed complete pErbB2 inhibition of >95% at the 2 and 6-hour timepoints and

Bladder Urothelial Carcinoma S310F/Y 83,000 11% 9100 preserves >90% inhibition at 10 hours
gter?ne Corpus Endometrial F\Q/S;g(; 66,000 6.8% 4500 Figure 7. CGT1786 Shows Superior Tumor Growth Inhibition Compared to Tucatinib in a 3T3 L755S Model
darcinoma —
Stomach Adenocarcinoma S310F/Y 26,000 5% 1300 5000 o \enicle * Tumor growth inhibition (TGI)
. e - 5~ ing tucatinib to CGT1786in a
Breast L7555 284,000 0.9% 2500 Figure 4. Inactivation Kinetics of CGT1786 are Comparable to Approved Agents “c ¥ Tucatinib 30 mg/kg (PO, BID) comparing _
g 40007 3T3 L7555 breast cancer model with
o _ _ _ _ £ -®- CGT1786 30 mg/kg (PO, BID) 100 rmm3 staged tUMors
+ ErbB2 amplifications and mutations occur in a mutually exclusive fashion (80-90% of cases) and 07 4 o =" e« amnicsoetar ° CGT1786 exhibits time dependent inhibition of ErbB2-WT, which is 2 3000~ o & o
represent independent drivers of human cancer pathogenesis (Table 1)® 0. B ¢ J5minic50-6.22 consistent with covalent inactivation S * Tucatinib showed minimal TGl (42%) at
» Activating mutations in the ErbB2 gene have been identified in multiple cancers and demonstrate a 8 v 240 min IC50=0.68 : : : S 2000+ 30 mg/kg PO, BID
.2 o . LI « (CGT1786 inactivates ErbB2 at rates comparable with the approved = « The 30 me/ke PO. BID d f
tumorigenic role similar to that of ErbB2 amplification L 60+ G . e . o e g/Kg FU, oseo
_ _ _ _ _ = ErbB family inhibitors neratinib and afatinib indicating it has clinically :E, 1000 - CGT1786 resulted >90% TGl
« Emerging mutations result in both acquired and cross resistance % 0. efficacious rates of ErbB2 inactivation = . Both compounds were tolerated in this
: - £ 0 . .
IIilllgure 2. Tuchatlzlb Lack::1 Cctl).v?ralg[e) of F;revalent ErbB2 < 20 ErbB2 K, ../ EGFRK, ../ —— 0 9 4 6 g 10 12 study with no weight loss observed
« The non-selective dual EGFR/ErbB2 utants at the Approved Clinical Dose N Compound Ki (M~ s7) Ki (M's™) Ratio (ErbB2/EGFR) Time (Days)
inhibitors are active against ErbB2 point = 20000 . CGT1786 1.25E+05 2.41E+03 51.8
mutations, however, inhibition of EGFR 10000 0.01 01 ! 10 100 1000 L Scan the QR code
' ' afatinib 1.81E+05 7.92E+06 0.02 .
leads to dose limiting toxicities that 6000 - eeTTesi N COHC'USIOHS c;O T of this T:tFer
include severe rash. diarrhea and kin.ce/ K; Wwere determined at Enzymlogic, Madrid, Spain, using neratinib 2.16E+05 1.18E+06 0.2 Py P
MUCOStiS ' COVALfinder® technology * Treatments for patients with ErbB2 point mutations are limited
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» First generation ErbB2 selective inhibitor, tucatinib, cannot cover the
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« (CGT1786 was screened against a panel of 371 kinases at a concentration
of 500nM, 100x the ErbB2 enzyme 1Cs A next generation selective EGFR-sparing ErbB2 inhibitor would address a clear unmet medical need
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0- * In addition to HER family kinases, only BLK and BMX were identified as Proprietary crystal structures of mutant ErbB2 were used to optimize compounds for potency and selectivity

hits for CGT1786 in the kinome screen CGT1786 — Early Lead Compound

* BLKand BMX are commonly inhibited by EGFR and BTK inhibitors and are >150-fold selective for EGFR WT and is potent on prevalent point mutations
not expected to cause toxicities
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Goal . In-house cell IC5, values were generated and used for this calculation
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Identification of a potent, mutant active, EGFR-WT sparing ErbB2 inhibitor would address a clear unmet
medical need for the treatment of patients with ErbB2 mutations and patients with ErbB2 resistance
mutations on currently approved HERZ2 TKis including tucatinib

Exhibits inactivation kinetics comparable to approved agents
* Selectivity for ErbB2 over EGFR is >150X Highly selective across a panel of 371 kinases

Demonstrates robust inhibition of tumor phospho ErbB2 levels in a 3T3 L755S breast cancer model
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Shows superior tumor growth inhibition compared to tucatinib in a 3T3 L7555 model
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