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Background

HGF/cMet pathway activation has been implicated in EGFR TKI resistance in LA. F is an HGF IgG1
inhibitory MADb that prevents cMet receptor activation by blocking its only known ligand, HGF. This
study compared FG with G in treatment naive pts with high incidence of sensitizing EGFR mutation
(SM + ), and explored other biomarkers.

Methods

This was a multicenter, open-label, randomized Ph 2 Study in Asian pts with LA. Pts received either G
(250 mg daily) or F (20 mg/kg IV q 2 wks) plus G (250 mg daily). Pts on G were allowed to cross over to
FG upon disease progression. Primary endpoint was ORR. The secondary endpoints included PFS and
correlation of biomarkers with clinical activity. Biomarker analysis included EGFR mutation status, cMet
and HGF expression, EGFR and cMet gene copy number.

Results

188 pts were randomized, 94 (19M/75F) to FG or G, respectively; mean age (FG: 59, G: 60) yrs; ECOG-
PS was balanced between arms. Tumor tissue samples were analyzed from 144 of 188 subjects. Table 1
shows efficacy by biomarker subset and includes results for overall population. Notable difference was
seen in low cMet group, ORR (41 v 22%) and mPFS (7.3 v 2.8 m), favoring FG. The difference can be
mostly attributed to the SM + /cMet low subset ORR (70 v 44%) and mPFS (11.0 v 5.5 m) favoring FG.
The low cMet group may identify a subgroup in SM + that had worse outcome by G (mPFS 5.5 v 74 m
in SM + overall) and benefited from FG treatment (11.0 m). There is also a trend in OS favoring FG in
several biomarker subsets. FG demonstrated a manageable toxicity profile. FG G N PFS, m ORR,% N
PFS, m ORR,% Overall Population 94 5.6 43 94 4.7 40 Biomarker Subset N PFS, m ORR,% N PFS, m
ORR,% SM + 33 9258387461 SM-24 1.825301.9 10 cMet Low 22 7.3 41 23 2.8 22 cMet High
34 7444445530 SM +/cMet Low 10 11070 95.544 SM-/cMetLow 9 13 01323 0

Conclusions

FG was well tolerated and showed clinical activity in biomarker subsets. However, the study results did
not reach statistical significance. FG appears to improve treatment outcome in a subset of pts with
SM + and low cMet expression. These observations warrant further evaluation.
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