Bozitinib, a highly selective inhibitor of c-MET, demonstrates robust activity in
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Background: c-MET is a receptor tyrosine kinase that is located on the cell surface and is activated HGF-Independent '_‘_ Groun 1: Vehicle po QD x 21 o Group 1: Vehicle po QD x 21
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and specific inhibitor (8 nM) of tumor cell proliferation. Methods: In-vivo PD studies of gastric CBI3101 31 B T D ey 2000 ~#-~ Group 10: Cisplatin 5 mg/kg Q7D x 3 : o ~®= Group 10: Cisplatin 5 mg/kg Q7D x 3
(MKN45), lung (LUM858, LU1901, LU2503), hepatic (LIM0612, LIM0801), and pancreatic (KP4) were el St o 1200 1 Group 7: Crizotinib 2.3 mg/kg po QD x 14 3
evaluated. These models covered both the HGF-dependent and HGF-independent mechanisms. oL g _ o0 __ 2600
Among these models, LUM858, LU1901, LU2503, LIM0612 and LIM0801 are PDX models. In ) = g 2200 g 2200
particular, in the LU1901 model, bozitinib (BT) was compared to capmatinib (INC280). Groups S ;2 - % %
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LU2503, LIM0612 and LIM0801, the effect of BT seemed superior than that of crizotinib; in LUM858, B < 50% inhibition T ke o o
its effect was higher than that of erlotinib; in LU1901, its effect was higher than that of crizotinib and c-Met E Zogﬁ’;n?liﬁligﬁ?on . - ' ; . . : _ . ' _ 600 600
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2%, compared to an equi-dose of INC280 (T/C of 22%). All doses of BT and INC280 were well . . . . . ] ] .
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exceeded 90% at >7 mg/kg. The plasma concentration for BT decreased over time with a significant CBL3103 = CBT-101 (bozitinib); CBL.3070 is a back-up compound —+— Group A Vehicle po QD x 21 ays Post Tumor Inoculation y
decrease 16h after its administration, conferring at least 16h of phosphorylation inhibition of the _ s . —#— Group B Crizotinib 30 mg/kg po QD x 21
c-MET protein. Conclusions: In conclusion, BT was well-tolerated, with no animal death nor major Table 1: Inhibitory Effect of CBT-101 and Other c-MET Inhibitors on 1500 —&— Group C CBT-101 21 mg/kg po QD x 21 Conclusions
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P HNSCC ’ > P , ’ LI0612, LU1901: lung cancer cells of the HuPrime® origin; LI0612: liver cancer cell of the HuPrime® origin; H1993 HGF-Dependent . . i . . . .
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