A Placebo + Erlotinib Onartuzumab + Erlotinib
(n = 249) (n = 2501
Total Medi Median
Baseline Risk Factors No. No. Events (months) No. _Events (months) HR 95%CI
Al patients 499 249 204 26 250 210 27 101 08310122
BRAF mutation
Detoctod 5 3 3 13 2 2 24 173 02801278 —
Not detected 3 M8 120 20 162 137 27 104 08110133
EGFR mutation
otected 20 12 NE 8 3 E 157 031107.90 ——
No call 50 20 16 27 30 2% 17 125 06610238 b
Not detected 26 120 104 14 126 M 7 9 07210123
KRAS mutation
Detected 88 42 38 14 8 @ 31 067 04310105 [
all 57 6 19 8 8 13 258 08210808 —
Not detected 23 03 79 28 10 90 27 113 0830152 3
PIK3CA mutation
Detected BT a4 4 8 7 34 188 05510645 H—
No call % 17 1337 19 6 16 175 08110379 -—
Not detected 265 128 106 14 137 16 27 096 073t0124
MET gene amplification
Amplified 65 33 3% 14 2 23 13 147 08610251 -
Other 91 4 3B 28 a5 3% 28 094 05910149 el
EGFR gene amplification
Amplified 123 20 28 18 14 16 146 07010303 -
Other 242 16 %0 27 126 103 28 101 07610135
MET FISH
Positive 16 8 72 15 7 58 27 107 075t0151 b
Negative 315 180 118 27 165 141 27 102 080101.30
EGFR FISH
Positive 28 17 109 27 43 116 28 102 07910133
Negative 91 98 81 22 93 8 26 104 07710142
1100 1 100
Favors ors
onartuzumab + placebo +
erlotinib erlotinib
B Placebo + Erlotinib Onartuzumab + Erlotinib
(n = 249) (n = 250)
Total Medi Median
Baseline Risk Factors No. _No. Events (months) No. _Events (months) HR 95%CI
Al patients 499 249 114 91 250 130 68 127 09810163
BRAF mutation
5 3 1N 2 1 NE >99999  00toNE €———f—>
Not detected @ 43 e 91 82 %2 65 13 10110190 -
EGFR mutation
Detected 20 2 1 NE 8 2 126 292 026103293 —_
No call 50 20 10 65 30 18 56 142 06410319 H—
Not detected 26 120 58 78 126 73 64 134 09510189 M
KRAS mutation
Detectod 88 42 19 NE 6 % 88 095 05210174
No call 57 4 51 8 6 46 208 05110849 H—
Not detected 23 103 46 91 110 61 63 183 11110239 -
PIKSCA mutation
Detectod 15 7 1N 8 4 50 373 039103602 —_—
No call 3% 17 7 74 19 12 33 225 08410603 ——
Not detected 65 128 &1 91 13 7 65 133 09510186 o
MET gene amplification
Amplified 6 39 24 96 2 1® 60 166 08610321 -
91 % 21 94 5 0 84 113 060to211 HH
EGFR gene amplification
Amplified 123 1101 18 0 60 201 08310487 ——
ther 242 16 50 94 126 6 71 135 0931019 o
MET FISH
Posifi 156 85 45 94 7 3% 64 128 08210201 H
Negative 315 180 62 99 165 & 69 136 09810189 -
EGFRFISH
Positive 28 13 &1 98 143 74 70 142 10110199 ™
Negative 91 98 7.8 93 49 68 113 07610170
1100 1 100
Favors Favors
onartuzumab + placebo +
erlotinib erlotinib

Fig 4. Subanalyses of (A) progression-free and (B) overall survival in biomarker subgroups. EGFR, epidermal
growth factor receptor; FISH, fluorescence in situ hybridization; HR, hazard ratio; NE, not evaluable.
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