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Table 1. Patient Characteristics

BRAF Mutation BRAF Wild-Type
n (%) n (%) P Value
Total, n 466 3,991
Mean [SD] age at metastatic diagnosis, y 64 [12] 60[12] <.0001
Gender <.0001
Female 257 (55) 1,681 (42)
Male 209 (45) 2,310 (58)
Race/Ethnicity .018
Asian 9(2) 90 (2)
Black or African American 24 (5) 368 (10
Hispanic or Latino 1(0) 12 (0)
Other 45 (10) 395 (11)
White 325 (74) 2,505 (68)
Missing 35 (8) 312 (8)
Year of metastatic diagnosis .34
2013 37 (8) 315(8)
2014 55 (12) 446 (11)
2015 96 (21) 660 (17)
2016 97 (21) 872 (22)
2017 104 (22) 953 (24)
2018 77 (17) 745(19)
KRAS status <.0001
Mutated 34 (7) 1,562 (39)
Wild-type 338 (73) 1,800 (45)
Unknown 94 (21) 629 (16)
MMR/MSI status <.0001
MSI-H/MMR-D 76 (16) 111(3)
MSS or MMR proficient 235 (50) 2,472 (62)
Unknown 155 (33) 1408 (31)
ECOG performance status A2
0 154 (33) 1,511(38)
1 140 (30) 1,162 (29)
2 41 (9) 246 (6)
3-4 4(1) 45 (1)
Missing 127 (27) 1,027 (26)
Disease presentation 5
De novo metastatic disease 156 (33) 1,277 (32)
Recurrent disease 309 (66) 2,712 (68)
Type of standard 1L therapy received A3
FOLFOX/CAPEOX/FOLFIRI 121 (26) 1,082 (27)
FOLFOX/CAPEOX/FOLFIRI + Bev 302 (65) 2,491 (62)
FOLFOX/CAPEOX/FOLFIRI + anti-EGFR 27 (6) 305 (8)
FOLFOXIRI 1(0) 35(1)
FOLFOXIRI + Bev 15 (3) 74 (2)
FOLFOXIRI + anti-EGFR 0(0) 4(0)
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Doublet chemotherapy 423 204 82 28 8 4
Triplet chemotherapy 16 9 2 1 0 0
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Overall survival Progression-free survival Best response
Median (months) Hazard ratio pvalue  Median (months) Hazard ratio pvalue Overall Odds ratio pvalue
response
Intention-to-treat population
FOLFIRI plus bevacizumab (n=256)  25:8 (22.5-29-1)  0-80(0-65-0-98)  0-03 97(92-109)  077(0-65-0-93) 0006 139 (54%) 159 (110-228) 0013
FOLFOXIRI plus bevacizumab (n=252)  29.8 (26.0-343) - - 123 (11.0-13:3) - - 164 (65%) -
Extended RAS and BRAF subgroup population
FOLFIRI plus bevacizumab (n=176) ~ 24.9(211-29.1) 0-84(0-66-1.07)  0-16 9.8(92-112)  0:80(0-64-0-99) 0042 98 (56%) 1.46 (0:94-226)  0.089
FOLFOXIRI plus bevacizumab (n=181)  28.6 (25.4-33.6) . - 121 (10.5-132) . . 117 (65%)
RAS and BRAF wild-type subgroup
FOLFIRI plus bevacizumab (n=45) 335(223-397) 077 (046-127)  052° 122(95-14-4)  0.85(0-55-130) 068% 27 (60%) 117 (0-50-275)  0-63*
FOLFOXIRI plus bevacizumab (n-48) 417 (30-1-53-1) - - 137(10-1-181) - - 31(65%)
BRAF-mutation-positive subgroup
FOLFIRI plus bevacizumab (n=12) 107(31-248)  0.54(0:24-120) = 55(1-6-112)  0.57(027-123) - 5 (42%) 1.82 (0-38-8.78)
FOLFOXIRI plus bevacizumab (n=16)  19.0 (8-2-28-6) - - 75 (5-1-15.0) - E 9 (56%) —
RAS-mutation-positive subgroup
FOLFIRI plus bevacizumab (n=119) 23.9(20:5-27.9) 0.88(0-65-1-18) - 9.5(8:8-111) 078 (0:60-1.02) - 66 (55%) 1.55 (0-91-2:62)
FOLFOXIRI plus bevacizumab (n=117) 273 (22:0-31-3) - - 12:0(103-132) - - 77 (66%)
RAS wild-type subgroup
FOLFIRI plus bevacizumab (n=57) 26.8(205-35.9) 078 (051-1.20) 066f  11.0(9:0-12.4) 0.84(058-121) 077t 32 (56%) 1.28(061-2:69) 0.661
FOLFOXIRI plus bevacizumab (n=64)  37-1(24-1-427) - - 12.8 (9-6-16-0) . - 40 (63%)
Data are median (95% Cl), hazard ratio (95% Cl), n (%), or odds ratio (95% Cl). FOLFIRI=fluoreuracil, leucovorin, and irinotecan. FOLFOXIRI=fluorouracil, leucovorin, oxaliplatin, and irinotecan. * p values for interaction
for comparisons among the RAS and BRAF wild-type vs BRAF-mutation-positive vs RAS-mutation-positive subgroups. +p values for the comparisons among the RAS wild-type vs RAS-mutation-positive subgroups.
Table 2: Efficacy results in RAS and BRAF subgroups
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225/ H (95% Cl: 20.7-24.8), (HR=0.82, 95% CI: 0.68-0.98, P=0.032) ([&16).

FERIT L PFS2 CANBENL 3 2H 3T IR TT 1 2% W0 M8 i3 Jig AT AT 3 PRI BB
FRIINFTE] D) 29 5 o = 2540.19.2 H (95% Cl: 17.3-21.4)). Wi#54116.41 H (95% Cl:

15.1-17.5), (HR=0.74, 95% Cl: 0.63-0.88, P=0.0005).

— Control group
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Overall survival (%)

0 T T T T T T 1
0 5 10 15 20 25 30 35

. Time since randomisation (months,
Number at risk ( )

(number censored)
Control group 340 (0) 326 (5) 295 (6) 244 (6) 192(9)  142(13) 87(36) 53(56)
Experimental group 339 (0) 318 (0) 293 (0) 258 (1) 210(2) 176 (5) 114 (44) 64 (69)
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HR 0-74 (95% Cl 0-63-0-88), log-rank p=0-0005

— Control group
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Progression-free survival (%)
%)
1)
]

Number at risk

(number censored)
Control group 340 (0) 319 (5) 259 (6) 188 (6) 114 (7) 76 (10)  45(25) 23 (38)
Experimental group 339 (0) 314 (0) 280 (0) 209 (1) 162(2) 117 (4) 66 (30) 39 (47)
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B — A X AN VIR mCRC & 3 2 2041 Rl = BAby7 + DR R Bt
XL 240 TT + DR HTIR Ty mCRCIOS H i . #4, W FBRAFMUEZ, =
BT TEH R BB o (BB,

Doublets + Bev FOLFOXIRI + Bev
No. Events of No. Events of
Subgroup Total (%) Total (%) HR (5% Cl) P
Intention to treat population 591 of 851 (69.4) 527 of 846 (62.3) 0.81(0.72 to 0.91) FH
ECOG PS .855
0 441 of 656 (67.2) 398 of 667 (59.7)  0.82 (0.71 to 0.94) A
1-2 149 of 192 (77.6) 126 of 175 (72.0)  0.88 (0.69 to 1.12) —m
Age, years .492
<70 493 of 722 (68.3) 436 of 707 (61.7)  0.82(0.72 to 0.94) S
>70 98 0f 129 (76.0) 91 0f 139 (65.5)  0.72 (0.54 to 0.97) —
Sex 533
Male 376 of 518 (72.6) 307 of 489 (62.8)  0.80 (0.68 to 0.93) =
Female 215 of 333 (64.6) 220 of 357 (61.6)  0.87 (0.72 to 1.05) =
Liver only .665
No 441 of 596 (74.0) 358 of 543 (65.9)  0.81(0.70 to 0.93) |-
Yes 150 of 254 (59.1) 168 of 300 (56.0)  0.85 (0.68 to 1.06) —-
Time to metastases .408
Metachronous 83 of 130 (63.8) 57 of 130 (43.8) 0.69 (0.49 to 0.96) —
Synchronous 508 of 720 (70.6) 470 of 716 (65.6)  0.82 (0.72 to 0.93) (el
Previous adjuvant .296
No 552 of 790 (69.9) 492 of 782 (62.9)  0.79 (0.70 to 0.90) e
Yes 390f61 (63.9) 350f63 (55.6) 1.04(0.66 to 1.65) A
Primary resection 623
No 284 of 386 (73.6) 267 of 400 (66.8)  0.77 (0.65 to 0.91) =
Yes 307 of 465 (66.0) 260 of 445 (58.4)  0.82 (0.69 to 0.97) =
Tumor site .656
Right 185 of 255 (72.5) 193 of 295 (65.4)  0.79 (0.64 to 0.97) ——]
Left/rectum 367 of 535 (68.6) 317 of 496 (63.9)  0.83 (0.72 to 0.97) |
RAS and BRAF status .337
RAS-BRAF wt 107 of 172 (62.2) 99 of 177 (556.9)  0.83 (0.63 to 1.10) ——--
RAS mut 316 of 430 (73.5) 289 of 422 (68.5)  0.82 (0.70 to 0.97) =
BRAF mut 43 0f 54 (79.6) 530f61 (86.9) 1.11(0.75to 1.73) S ma—
Site-RAS/BRAF .320
Right-RAS/BRAF wt 210f31 (67.7) 210f44 (47.7) 0.44(0.22t0 0.88) p————
Right-RAS mut 110 of 149 (73.8) 113 of 168 (67.3)  0.80 (0.62 to 1.05) —
Right-BRAF mut 330f40 (82.5) 340f39 (87.2) 1.04(0.63to 1.72) e
Left-RAS/BRAF wt 79 of 134 (59.0) 78 of 132 (59.1)  0.97 (0.71 to 1.33) —i—
Left-RAS mut 199 of 273 (72.9) 173 of 250 (69.2)  0.85 (0.69 to 1.05) —
Left-BRAF mut 90f13 (69.2) 190f22 (86.4) 1.77(0.78 to 4.01) o E——
0.25 0.5 1 1.5 2 3
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720 812.06 H (P=0.0032, E9A). mPFS (6.90vs4.67m, KE9B), FIORR
(19% vs 11.1%; P=0.0001) tHFTE. BE/HZ%4, BRAFmt&EZ (n=36)
HOS B2 H#$ (103 Avs5.5H; 95%Cl, 0.16-1.09),

A Placebo/FOLFIRI Aflibercept/FOLFIRI

2]

05 Kaplan-Meier estimates, months Placebo/FOLFIRI  Afiibercept/FOLFIRI
1.0 -'u,\ 195. _) 1.0 PFS Kaplan-Meier estimates, months
“ 25% quartile 6.83(6.14107.59) 762 (6.57 10 8.48) — 09 95% Cl)
Median 12.06 (110710 13.11) 1350 (12.52 to 14.95) [S Median 067(42110536)  650(651 0 7.20)
75% quartile  21.03(18.92102280) 25,59 (22.01 t0 31.70) = HR (95 %CI) = 0.758 (0,661 t0 0,869 log-rank P< 0001
— 0.8 HR (95.30% CI) = 0.817 (0.713 to 0.937); log-rank P= 0032 = 0.8
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- — Placebo/FOLFIRI e - Aflibercept/FOLFIRI
Aflibercept/FOLFIRI oo am o \"1&._*_‘__‘_
—_———
—_———
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 s 6 ¢ 12 75 18 21 24 27 30
Time (months) Time (months)
N sk No. at risk
0. atris| Placebo 614 355 171 94 46 24 9
Placebo 614 485 286 31 51 14 Aflibercept 612 420 247 99 43 17 7
Aflibercept 612 498 311 148 75 33
Survival probability (%)
Placebo 79.1 503 309 187 120
Aflibercept 819 561 385 280 223
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RAISE ff 7 & — T4 BR 2 A0  BE LSS 22 BRI IR TTT S R 7,
I MTE RS B A — 2 & DURER RTIR T RE SR 5, RN LTI A T 55
TR A K A AR AR . 1072 44 B TEREZ DR P, BRI E AN G e — 4%
RT3k R S5 W AL 2 N R B BB+ FOLFIRI LK 22 B 7+ FOLFIRI. B B
FLPT+FOLFIRI 415 % %E K mOS (13.3vs11.7m; P=0.0219) , mPFS tH & &%
¥ (7.0vs4.5m; P=0.0005) . (K, SR0AAPEE—FE, &5 R4S FOLFIRI
Bl B S R AR T A e AR RRIRYT . £ BRAFMt IZ#F (n=41)
#, BHHROS HFEELZ LS FENX (HR=0.54; 95%Cl: 0.25-1.139, 9.0vs
4.2m; P=0.1030) , PFS A ELEZ i #Z5F (HR=0.55; 95%Cl: 0.28-1.08, 5.7vs
2.7m; P=0.0826) .
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% 3. RAISE BF R RAS/RAF SREMIRZS T4 44T

Overall survival Progression-free survival
Sub-group Treatment n  Median HR (95% Cl) Interaction Median HR (95% Cl) Interaction
arm® (months) P-value® P-value® (months) P-value® P-value®
RAS/BRAF wild-type® Ramucirumab 149 162 086 (064-1.14) P=02899 0523 57 0.78 (061-1.00) P=00512 0.655
Placebo 143 155 57
RAS mutant® Ramucirumab 285 129 086 (071-1.04) P=0.1110 57 081 (068-0.97) P=0.0209
Placebo 294 115 43
BRAF mutant® Ramucirumab 20 9.0 054 (025-1.13) P=0.1030 57 055 (028-1.08) P=0.0826
Placebo 21 42 27
Left-sided CRC Ramucirumab 353 145 081 (068-097) P=0.0188 0276 60 0.78 (066-0.91) P=0.0014 0.578
Placebo 346 120 44
Right-sided CRC Ramucirumab 154 127 097 (075-1.26) P=0.8242 56 086 (067-1.08) P=0.1955
Placebo 159 116 45
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