TableS1.Characteristics of trials included in our indirect comparisons.

Study (reference) nl/n2 Drug ORR DCR PFS oS
n.(%) n(%) HR (95% Cl) HR (95% CI)
Giantonio et al 286/291 Folfox + Bevacizumab 65/286(22.7%) N/A 0.61 (0.48-0.78) 0.75 (0.63-0.89)
2007 Folfox 25/291(8.6%)
Bennouna et al 409/411 Doublet + Bevacizumab 22/404 (6%) 2751404 (69%) 0.68 (0.59-0.58) 0.81 (0.69-0.94)
2013 Doublet 16/406 (4%) 220/406 (54%)
Masi et al 92/92 Doublet + Bevacizumab 19/92 (21%) 64/92 (70%) 0.70 (0.52-0.95) 0.77 (0.56-1.06)
2015 Doublet 16/92 (17%) 53/92 (58%)
Van Cutsem et al 612/614 Folfiri + Aflibercept 105/531 (19.8%) 455/531(85.7%) 0.76 (0.67-0.87) 0.82 (0.71-0.94)
2012 Folfiri 59/530(11.2%) 403/530(76%)
Tabernero et al 536/536 Folfiri + Ramucirumab 72/536 (13.4%) 397/536(74.1%) 0.79 (0.70-0.90) 0.84 (0.73-0.98)
2015 Folfiri 67/536 (12.5%) 369/536(68.8%)
Sobrero et al 648/650 Irinotecan+Cetuximab 106/648(16.4%) 398/648 (61.5%) 0.69 (0.62-0.78) 0.97 (0.85-1.11)
2008 Irinotecan 27/650 (4.2%) 298/650 (45.9%)
Peeters et al 591/595 Folfiri+Panitumumab 134/529(25.3%) 378/529(71.5%) N/A N/A
2010 Folfiri 61/522(11.7%) 334/522(64%)
Seymour et al 230/230 Irinotecan+Panitumumab 79/230(34.3%) 135/230(58.7%) 0.78(0.64-0.95) 1.01(0.83-1.23)
2013 Paniumumab 27/230(11.7%) 118/230(51.3%)




Study (reference) KRAS PFS (RAS WT) PFS (RAS Mut) OS (RAS WT) 0S (RAS Mut) ORR (RAS WT) ORR (RAS Mut)
WT/mut HR(95% ClI) HR(95% ClI) HR(95% ClI) HR(95% ClI) n.(%) n.(%)
Giantonio et al N/A N/A N/A N/A N/A N/A N/A
2007
Bennouna et al 151/164 0.61 (0.49-0.77) 0.70 (0.56-0.89) 0.69 (0.53-0.90) 0.92 (0.71-1.18) 11/151 (7.3%) 6/164(3.7%)
2013 165/136 9/164(5.5%) 4/134 (3%)
Masi et al 32/40 N/A N/A N/A N/A N/A N/A
2015 36/32
Van Cutsem et al 218/264 0.67(0.49-0.93) 0.80(0.60-1.07) 0.70(0.50-0.97) 0.93(0.7-1.23) N/A 34/264(12.9%)
2012 36/264(13.6%)
Tabernero et al 267/269 0.77(0.65-0.92) 084(0.70-1.00) 0.82(0.67-1.00) 0.89(0.73-1.09) N/A N/A
2015 275/261
Sobrero et al N/A N/A N/A N/A N/A N/A N/A
2008
Peeters et al 303/238 0.70 (0.54-0.91) 0.86 (0.71-1.05) 0.81 (0.63-1.03) 0.91 (0.76-1.10) 105/297 (35%) 30/232 (13%)
2010 294/248 28/285 (10%) 33/237 (14%)
Seymour et al N/A 0.68(0.53-0.87) 1.20(0.83-1.74) 0.92(0.73-1.16) 1.64(1.15-2.35) 70/160(43.8%) 9/70(12.9%)
2013 20/163(12.3%) 7/67(10.4%)




Study (reference) DCR DCR BRAF OSBRAFWT OS BRAF Mut PFS BRAF WT PFS BRAF Mut
(RAS (RAS WT/mut HR(95% CI) HR(95% CI) HR(95% CI) HR(95% CI)
WT) Mut)
n.(%) n.(%)
Giantonio et al 2007 N/A N/A N/A N/A N/A N/A N/A
Bennounna et al 2013 110/151 114/164 N/A N/A N/A N/A N/A
(72,85%) (69,5%)
100/164 75/134
(61%) (56%)
Masi et al 2015 N/A N/A 65/7 N/A N/A N/A N/A
64/3
Van Cutsem et al N/A N/A 446/36 0.84(0.67-1.05) 0.42(0.16-1.09) 0.76(0.61-0.94) 0.59(0.22-1.58)
2012
Tabernero et al N/A N/A N/A N/A N/A N/A N/A
2015
Sobrero et al N/A N/A N/A N/A N/A N/A N/A
2008
Peeters et al 220/297 162/232 186/22 0.83(0.70-0.98) 0.64(0.32-1.28) 0.68(0.51-0.90) 0.69(0.32-1.49)
2010 (74%) (68%) 190/23
185/285 149/237
(65%) (63%)
Seymour et al N/A N/A N/A N/A 1.84(1.16-2.92) N/A 1.40(0.82-2.39)

2013




FigureS2

A

Risk Ratio
M-H, Random, 95% CI

Experimental Control Risk Ratio

Study or Subgroup _ Events _ Total Events Total Weight M-H, Random, 95% CI
10.1.3 ORR

Bennounna et al. 22 404 16 408 15.7% 1.38(0.74, 2.59)

Giantonio et al. 65 286 25 201 205% 265(1.72,4.07)

Masi et al. 16 92 19 92 164% 0.84 [0.46, 1.53)

Tabernero et al. 72 536 67 538 235% 1.07 (0.79, 1.47)

Van Cutsem et al 108 531 50 S30 239% 1.78(1.32, 2.39)

Subtotal (95% CI) 1849 1855 100.0% 1.46 [1.00, 2.12)

Total events

280 186
Hoterogenaity: Tau® = 0.13; Ch = 15.99, df = 4 (P = 0.003). P = 75%
Test for overal effect: Z = 1.96 (P = 0.05)

10.1.4 DCR

Bennounna et al. 215 404 220 406 229%
Masi et al. 64 82 53 92 83%
Tabernero et al. 397 536 369 536 34.0%
Van Cutsem et al 455 612 403 614 348%
Subtotal (95% CI) 1644 1648 100.0%
Total events 191 1045

Heterogeneity: Tau? = 0.00; Ch¥ = 547, df = 3 (P = 0.14). I = 46%
Test for overall offoct Z = 3.88 (P = 0.0001)

1.26(1.12, 1.40)

001 01 1 10 100
Test for subaroup differences: Chi* = 1.52,af » 1 (P = 0.22). ¥ = 34.1% AEVESERCRICE
Anti-VEGF + CT cr Risk Ratio Risk Ratio
Study or Subgroup __Events __ Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.18.1 ORR KRAS (RAS)/BRAF WT
Bennounna et al. 1" 151 9 164 264% 1.33(057.3.11) =
Van Cutsem ot al 62 218 24 218 736%  258(1.68,398] ’
Subtotal (95% CI) 369 382 100.0% 2.25(1.54,3.30)
Total events 73 33
Heterogeneity: Chi* = 1.86, df = 1 (P = 0.17); ' = 46%
Test for overall effect: Z = 4,16 (P < 0.0001)
1.18.2 DCR KRAS (RASYBRAF WT
Bennounna et al. 110 151 100 164 1000%  1.19[1.02, 1.40] '
Subtotal (95% CI) 151 164 100.0% 1.19 [1.02, 1.40)
Total events 110 100
Heterogeneity: Not applicable
Test for overall effect: Z = 2.23 (P = 0.03)
0.01 10 100

Test for subaroup differences: Ch# = 9.05. df = 1 (P = 0.003), I* = 88.9%

0.1
Anti-VEGF « CT CT
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A

Hazard Ratio Hazard Ratio
_Study or Subgroup _ log[Hazard Ratio) __ SE Weight _IV, Fixed, 95% C1 IV, Fixed, 95% CI
10.2.1 PFS il i
Bennounna et al 0386 0071 257% 068(0.59,078) .
Gilantonio et al. 0494 0124  84% 0611048 078 Ture
Masi et al. 0357 0154  55% 0701052 095] -
Taberneso et al. 0236 0064 316% 0.79(0.70,0.90] -
Van Cutsem et i 0274 0067 288% 0.7610.67 087] -
Subtotal (95% CI) 100.0% 0.73 [0.68, 0.78) '
Heterogeneity; Chi* = 5,06, df = 4 (P = 0.28). " = 21%
Test for overall effect: Z = 8,72 (P < 0,00001)
102208
Bonnounna e al D211 0079 220% 0.81(0.69, 0.95] b
Glantonio et al. 0288 0088 185% 0751063, 089 -
Masi ot al. 0261 0163 54% 077056, 1.08) -1
Tabernero et al 0174 0075 255% 084(0.73,087) -
Van Cutsom ot o 0168 0072 276% 082(0.71,084] L
Subtotal (95% CI) 100.0% 0.81[0.75, 0.87) ]
Heterogenedy: Ché » 112, df = 4 (P » 0.89), F = 0%
Test for ovecall effect: Z » 5,68 (P < 0,00001)
001 10 100

Test for subgroup differences: Chi' = 3.58, &f = 1 (P = 0.06), I » 72.1%

1.17.2 PFS KRAS (RAS)VBRAF WT

Bennounna et al 0494 0.115 31.6% 061[049,076]
Tabernero et al. 0261 0089 527% 0.77[0.65 092

Van Cutsem et al 04 0163 157% 067 [049.092) -
Subtotal (95% Cf) 100.0%  0.70 (0.62, 0.79) (]

Hoterogeneity: Chi® = 2.65, df = 2 (P = 0.27); ' = 25%
Tost for overal effect Z » 5.52 (P < 0.00001)

1.17.3 OS KRAS (RASYBRAF WT

Bennounna ot al 0371 0135 295% 069053, 0.90) -
Tabernero et al. 0198 0.102 51.7% 082067, 1.00 L |
Van Cutsem et al 0357 0169 188% 0.70[050,0.97) -
Subtotal (95% C1) 100.0% 0.76 (0.66, 0.87) L]

Heterogeneity. Ch* = 1.31, ¢f = 2 (P = 0.52). ¥ = 0%
Test for overall effect Z = 3.80 (P » 0.0001)

001 01
Anti-VEGF « CT CT
Test for subaroup differences: Ch = 0.63, df » 1 (P = 0.43), F» 0%
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1.15.1 SAE Grade 3.5 total

Bannounna et al 255 401 25 am 85N
Glantonio et al 215 287 174 285 B85%
Masi &t ol ¥ o 40 ® 2%
Todemero of ol 418 529 20 s aT%
Van Cutsom et al 510 611 e 605 B8N
Subtotal (95% Ci) 1919 1919 0%
Totsd events 1437 1156

Heterogeneity: Taw® = 0.00; Chi* » 1031, of = & (P = 0.08), P = 61%
Test for overall effect: Z = 515 (P < 0.00001)

1.15.2 Bleeding

Bannounna ot ot 8 40 1 400 05%
Glonsonio et ol 10 287 1 285 05%
Mas ot ol Q " 0 w”
Tabemern ot ol 13 529 ? S8 23%
Van Cutsem et ol 13 611 10 605 27%
Subtotal (95% CI) 1919 1919 60%
Total events 43 21

Meterogeneity: Tau® = 0.24; CnP = 604, df = 3 (P = 017 ' » 40%
Test foe ovorall effect: 2 = 221 (P = 0.00)

1.15.3 Hypertension

Bonnounna ot al 7 401 S 400 4%
Giantonio et al L] 287 5 285 18%
Masi ot ol 2 " 1 2 04N
Tabemeno e ol 59 529 15 528 40%
Van Cutsem et al 18 a1 e 605 I2%
Subtotal (95% C1) 1919 1919 109%
Total events 204 s

Heterogenety: Tau” = 0.55 Ch* » 1501, ¢f » & (P » 0.008) " = 73%
Tost for overall offect: Z = 3 42 (P = 0.0006)

1.15.4 Neutropenia

Bannounna ot &l [ 401 52 408 6%
Masi ot ol 2 " 28 2 5%
Tabemearo ot al. 203 520 123 528 T8N
Van Cutsem et al 24 an 178 605 B81%
Subtotal (95% C1) 1632 164 1%
Total events 21 33

Hoterogeneity: Tau” = 0.02. Ch* » 665, df » 3 (P = 0.08); I* » 55%
Test for overall offect: Z = 307 (P = 0.002)

1155V thromboemboli

Bannounna et &l 9 40 12 400 0%
Masi ot 1 " 3 02 04%
Tabemero et ol 2 520 11 528 29%
Van Cutsem ot ol 45 611 B 605 S3N
Subtotal (95% C1) 1632 1634 11.6%
Totsl events LY 64

Meterogenety: Tau® = 0.00; Ch* = 294, df = 3 (P » 0.40), I = 0%
Test for overall affect: Z= 2.11 (P = 0.03)

1.15.6 Proteinuria

Geantonio ot ol 2 87 0 285 02%
Masi ot o 28 o« 0 92 0¥
Tabomero ot ol. "% 529 1 528 0%
Van Cutsom ot ol 43 611 7 605 26%
Subtotal (95% C1) 1518 1510 36%
Totsl events ™ 8

Helerogeneity. Tau® = 001, Cn* » 303, dl = 3 (P » 0.38). I = 1%
Test for overall effect: Z = 598 (P < 0.00001)

Totat (95% C1)
Total events

10539 10535 100.0%

2395 1665

1.11(0.99, 1.24)
1231100, 1.38)
099071, 1.37]
127117, 1.3
134124, 143
1.23(1.14,1.33)

816103, 64.94)
993128, 77.0M
Not estmatie
144 [0.62. 334]
1.78 0,83, 3.83)
240 [1.11, 23]

1431046, 4 48)
357 (1.38,9.50)
202(0.19.21.91)
3903226, 683
12.98 [6.65, 25.33]
4,07 [1.82,9.09)

127091, 1.79)
1.05 1068, 161)
1.65(1.35, 1.99]
1.25(1.06, 1.46]
1.34 [1.11, 1.61)

161079, 328)
0.34 1004, 3.18)
200 [0.98, 4.08)
125 [0.83, 1.89)
1.40 (1.02,1.92)

4971024, 10297
5762 (357, 92081)
1597 {2.13, 119.99)

6.79[3.10, 14.89)

248420, 17.13)

1.62(1.39, 1.88)

Hotorogenolty: Tou' = 0.06; Ch* = 149,16, df = 25 (P < 0.00001) 1* = 83%

Tost for overall offect: Z = 6 .30 (P < 0.00001)

Tost for subgroup Gifferences: O = 30.84, of = 5 (P < D.00001), I = 87 4%

d
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FigureS5

ArtiVEGF + CT cT Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Toisl Evenis Tofal Weight M-H, Fixed, 85% C1 M-H, Fixed, 35% CI
3.1.1 Dlasrhea
Barnounn ot al, a0 401 MHoADD 4E% 1.0 |0.78, 1.86] ™
Wlaesi o2 all [] o 8 B2 0o% 1.0 [0.34, 3.02)
Tabamano at al. &7 529 51 528 TN 1,12 |78, 1.60] -+
Van Cutsem ot al 118 &1 4T B05  G6E% 249181, 3.42) -
Subistsl (95% CI) 1632 1634 19.7% 160 [1.31,1.06) L ]
Tedal weonts 2N 138
Histarogenaity: Chi' = 1358, df = 3 (P = 0.00ME P = TE%
Tesl for overall effect 2 = 457 (P < 0,00001)
3.1.2 Vomiting
Bannounna ot al, 14 401 13 40 18% 190052, 2.31] -
Gianbonic o al. F.] 287 o ZBS 1% 320054, 6.04] _—
Masi ot al. 2 ] 282 OF% 07|08, 702 —_—
Tabarme at al. 15 520 13 528 19% 1.15 |0U55, 2.40] -t
Van Cutserm at al k) 811 21 805 30% 0.0 (043, 1.50] -t
Subiotal (95% CI) 1919 1910 B3 133095, 1.8%) w»
Total weents I 56
Histerogeneity: Ch = B.52, &l = 4 (P = 007 1* = 53%
Test for oversd sffact £ = 1,65 (P = 0,10)
3.1.3 Asthenia
Bormounna of al. F <] 401 1T AR 24% 1.38 |75, 2.54] T
Tabarnero ot al. L1 520 £ 528 55% 148 [1.02. 2.98) =
Van Culsom ol al 103 601 64 BO5 9% 162121, 217 -
Subiotal (95%. CI) 151 1542 17A4% 154 [1.24,1.81] *
Total eeants 187 122
Hataroganaity Cre' = 0.28, of = 2 (P = 0871 * = 0%
Test for overall effect 2 = 3,04 (P < 0,0001)
3.1.4 Heutropenia
Bennounna et sl (] 401 2 400 T4% 127 094, 1.79) —
Wacss o ad. 24 " 2B 82 40% 0.87 |0us5, 1.38] -T
Taberner ot al. 203 520 123 528 1TE% 1,65 [1.36, 1.04] -
Vi Cuteem ot al 24 611 1R 608 258% 1,25 |1.08, 1.48) -
Subiotal (85% CI) 1632 163 % 138[1.21.1.81) L]
Total eants 516 381
Hgtarogenaity. Ch* = 88T, of = 3 (P = 0.03); I* = 65%
Towl for crvarsll slfect: Z = 528 (P < 0.00001)
Total (5% CI) 6T14 6720 100.0% 143 [1.31, 1.58) +
Total weonts 1001 2]
Hetorogenaity. Chi* = 33,97, df = 15 (P = 0.003). P = 56% o Y T

Tesi for overall effect Z = 8.92 (P = 0.00001)

Tesl for subgroup differences: Chi' = 282, of = 3 (P = D.42), P = 0%

Ar-VEGF = CT CT



FigureS6

Anti-EGFR + CT cr Risk Ratio Risk Ratio
A or Evonts _ Total Events Total Weight M-H. Random. 95% CI M-H, Random, 95% CI

10.3.1 ORR
Pootors ot al, 134 529 61 52 387% 217(1.64,2.86] -
Seymour et al. 79 230 27 230 31.0% 293(1.97,4.35] -
Sobrero et al. 106 648 27 650 30.3% 3.04 (262,592 -
Subtotal (95% CI) 1407 1402 100.0% 2.85[2.00, 4.07] L 2
Total events 319 15

Heterogeneity: Tau® = 0.06; Chi* = 5.90, df » 2 (P = 0.05); I = 66%
Test for overall effect: Z = 5.78 (P < 0.00001)

10.3.20CR

Peeters et al. are 529 334 522 386% 1.12(1.03, 1.21) .

Seymour ot al. 135 230 118 230 259% 1.14(0.97, 1.35) 3

Sobrero ot al, 398 648 298 650 355% 1.34[1.21, 1.49] -
Subtotal (95% C1) 1407 1402 100.0% 1.20 [1.06, 1.36) +

Total events 9 750

Hoterogeneity: Tau® = 0.01; Chi* = 7.65, df = 2 (P = 0.02); ' = 74%
Test for overall effect: Z = 2.78 (P = 0.005)

001 01 10 100
Anti-EGFR + CT CT
Test for subaroup differences: Chi* = 20.25, df = 1 (P < 0.00001), I* = 95.1%
Anti-EGFR + CT cr Risk Ratio Risk Ratio
Study or Subgroup __ Events __ Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed. 95% CI
B 2.18.1 ORR KRAS (RAS)BRAF WT
Peeters et al. 104 207 28 285 501%  3.56(243.523) -
Seymour et al. 70 160 20 163 409%  3.57(228,557) -
Subtotal (95% Cl) 457 448 100.0%  3.56[2.66,4.77] <
Total events 174 a8
Heterogeneity: Ch = 0.00, df = 1 (P = 1.00); I = 0%
Test for overall effect: Z = 8.55 (P < 0.00001)
2.18.2 DCR KRAS (RASYBRAF WT
Peeters ot al 220 297 185 285 61.1%  1.14[1.02, 127 =
Seymour et al. 133 230 120 230 389%  1.11[0.94,131]
Subtotal (95% CI) s27 515 100.0%  1.13(1.03,1.24) '
Total events 353 305
Hoterogenaity: Ch = 0.09, df = 1 (P =0.77); I = 0%
Test for overall effect: Z = 2.56 (P = 0.01)
0.01 10 100

0.1
Ant-EGFR+CT CT
Test for subgroup differences: Chi* = 54.37, df = 1 (P < 0.00001), I = 98.2%



FigureS7

A

Hazard Ratio Hazard Ratio
Study or Subgroup _log[Hazard Ratio]  SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.4.1 PFS
Seymour et al. 0248 0.101 254% 0.78[0.64, 0.95) -
Sobrero et al. 0371 0059 746% 0.69(0.61,0.77) ’
Subtotal (95% C) 100.0% 0.71(0.64, 0.79]
Heterogeneity: Chi* = 1.11, df = 1 (P = 0.29); ¥ = 10%
Test for overall effect: Z = 6.67 (P < 0.00001)
104208
Seymour et al, 001 01 316% 101[0.83, 123 b d
Sobrero et al. 003 0068 684% 0.97[0.85,1.11) ,
Subtotal (95% CI) 100.0% 0.98 (0.88, 1.10)
Heterogeneity: Chi* = 0.11, df = 1 (P = 0.74); F = 0%
Test for overall effect: Z = 0.31 (P = 0.76)
0.01 0.1 1 10 100
Ant-EGFR + CT CT
Test for subaroup differences: Chi* = 18.05, df = 1 (P < 0.0001). I* = 94.5%
Hazard Ratio Hazard Ratio

Study or Sul I azard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
13.2.1 PFS KRAS (RAS)BRAF WT
Peeters et al. -0.3577 0.133 46.1% 0.70[0.54,0.91] =

etal. 0386 0.123 53.9% 0.68[0.53,0.87] L 3
Subtotal (95% CI) 100.0% 0.69 [0.58, 0.82) ¢
Heterogeneity: Chi* = 0.02, df = 1 (P = 0.88): F=0%
Test for overall effect: Z = 4.13 (P < 0.0001)
13.2.2 0S KRAS (RAS)/BRAF WT
Peeters el al. 0211 0125 47.1% 0.81[0.63,1.03)
Shitara et al. 20083 0118 529% 0.92[0.73,1.16)
Subtotal (95% CI) 100.0% 0.87 [0.73, 1.03]
Heterogeneity: Chi = 0.55, df = 1 (P = 0.46); I* = 0%
Test for overall effect: Z = 1,67 (P = 0.09)

001 0.1 10 100

Test for subaroup differences: Chi¥ = 3.40, df = 1 (P = 0.07), ¥ = 70.6%

Anti-EGFR + CT CT



FigureS8

Ant-EGFR + CT cT
or Subgrou; Events Total Events Total
2.15.1 SAE Grade 3-5 total

Peeters et al. 370 539 2715 540 226%
Seymour ot al. 132 219 87 218 220%
Sobrero ot al 396 638 274 629 226%
Subtotal (95% CI) 1396 1387  67.3%
Total events 898 636

Heterogeneity: Tau® = 0.00; Ch* = 1.24, df = 2 (P = 0.54). F = 0%
Test for overall effect: Z = 9.56 (P < 0.00001)

2.15.2 Skin Toxicities

Peeters et al. 186 539 9 540 16.1%
Seymour et al. 41 219 0 218 27%
Sobrero et al 52 638 1 620 48%
Subtotal (95% CI) 1396 1387 23.6%
Tolal events 279 10

Heterogeneity: Tau® = 0.00; Chi* = 1.62, df = 2 (P = 0.45), P = 0%
Test for overall effect: Z = 10.24 (P < 0.00001)

2.15.3 Hypomagnesemia

Peeters et al. 20 539 1 540 47%
Sobrero et al. 9 638 1 620 45%
Subtotal (95% CI) 1”7 1169 9.1%
Total events 29 2

Hetoroganeity: Tau® = 0,00; Chi® = 0.32, df = 1 (P = 0.57); F = 0%
Test for overall effect Z = 3.55 (P = 0.0004)

Total (95% CI) 3969 3943 100.0%
Total events 1206 648

Risk Ratlo
M-H 95% CI

1.35 (1.2, 1.49)
1.51(1.24, 1.84)
1.42(1.28, 1.59)
1.40 [1.31, 1.50)

20.71 [10.72. 39.99)
82.62 (5.1, 1334.69)
§1.27 [7.11, 369.70)
2412 [13.11, 44.36)

20.04 [2.70, 148.77)
8.87 [1.13, 60.83)
13.49 [3.20, 56.81)

3.56 [2.19,5.79]

Hotorogoneity: Tau’ = 0.27; Chi¥ = 142.27, df = 7 (P < 0.00001); I = 95%

Test for overall effect: Z = 5.13 (P < 0,00001)

Test for subaroup differences: Chi* = 92.08, df = 2 (P < 0.00001), I* = 97.8%

Risk Ratio

M-H,_Random, 95% CI

-...

Al
Anti-EGFR + CT CT




FigureS9

Anti-EGFR + CT cT
Study or Subgrou Events
4.1.1 Diarrhea
Peeters et al. 73 539 a0
Seymour el al, 64 219 39
Sobrero et al, 181 638 9
Subtotal (95% Cl) 1396
Total events 318 178

Heterogeneity: Chi® = 0.26, ¢f = 2 (P = 0.88); F = 0%
Test for overall effect: Z = 6.75 (P < 0.00001)

4.1.2 Vomiting

Pesters et al. 141 505 146
Seymour et al. 15 219 15
Sobrero et al. 33 638 234
Subtotal (95% Cl) 1362

Total events 189 195

Heterogeneity: Ch# = 0.01, df = 2 (P = 1.00); ¥ = 0%
Test for overall effect: Z » 0.38 (P » 0.70)

4.1.3 Asthenia

Peeters et al, 203 505 173
Sobrero et al, 29 638 28
Subtotal (95% Cl) 1143

Total events 232 201

Heterogeneity: Chi* = 0.27, df = 1 (P =0.61); F=0%
Test for overall effect: Z = 1.79 (P = 0.07)

4.1.4 Neutropenia

Peeters et al. 91 539 11
Seymour et al. 48 219 27
Sobrero et al. 196 638 151
Subtotal (95% CI) 1396

Total events 335 289
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Heterogeneity: Ch = 12,10, ¢f = 2 (P = 0.002); I* = B3%

Test for overal effect: Z = 1.98 (P = 0,05)

Total (95% CI) 5297
Total events 1074 863

Heterogeneity: Chi® = 39.85, df = 10 (P < 0.0001); F =

Test for overall effect: Z = 5.34 (P < 0.00001)
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Test for subgroup differences: Chi* = 27.35, df = 3 (P < 0.00001), I* = 89.0%
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FigureS10

Random sequence generation (selection bias)

Allocation concealment (selection hias)

Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection hias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting hias)
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FigureS11

Search Strategy

ELECTROMIC SEARCH

1. We useda search strategy Medline through Pubmed. The same search was then modified for
searchesin other databases (EMBASE, Controlled Cochrane Trial Register - CCTR).

The guery was adapted from Robinson Scgll: [Robinson K&, Dickersin K. Development of a highly
sensitive search strategy for the retrieval of reports of controlled trials using PubMed.

International journal of epidemiology 2002;31:150-153].

2. (("Colorectal Neoplasms"[Mesh] OR "colorectal cancer”[tjah] OR "CRC"[tiah]) AND ("second
line"[tigh] OR "beyond first"[tiah] OR “progressing”[tiah]) AND ("hevacizumak"[kiah] OR
"cetuximab”Itiab] OR "pani "Itiab] OR" irumab"[tiab] OR "afli "[tiab]))

3. We usedthe free text strategy

Second line— gdvancedealorectal cancer — Bevacizumab — Cetuximab, — Panitumumab —Aflibercept -
Ramuginimab

for trials an-line searchesin Clinical Trials registers (www.clinicaltrials.zov)

3. We searched meta-analyses for any other publizhed data concerningsecond line or advanced

colorectal cancer OR The strategy in Pubmed for meta-analysis searching was:
“second line"[tigh] AND meto-onalysis[pt]

“odvanced colorectal cancer™(figh] AND meta-analysis(pt]

("Colorectal NMeoplgsms " [Mesh] OR "CRC"[tigh] OR "colorectal"[figh]} AND meto-onalysis(pt]
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Search Strategy

ELECTROMIC SEARCH

1. Weuseda searchstrategy Medline through Pubmed. The same searchwas then modified for
searchesin other databases (EMBASE, Controlled Cochrane Trial Register - CCTR).

The query was adapted from Robinson &gpll: [Robinson KA, Dickersin K. Development of a highly
sensitive search strategy for the retrieval of reports of controlled trials using PubMed.
International journal of epidemiology 2002;31:150-153].

2. i("Colorectal Neoplasms"[Mesh] OR "colorectal cancer"[tigh] OR "CRC"[tiah]) AND ("second
line"[tiah] OR "beyond first"[tiah] OR “progressing”[tiah]) AND ("hevacizumah[tiak] OR
" imab"[tiab] OR "gani "[tiab] OR" irumab”[tiab] OR "afli "[tiab]))

3. Weusedthe freetext strategy

Second line- gdvaneedealorectal cancer — Bevagizumab — Cetuximab — Panitumumal —Afliberespt -
Ramucinumah

for trials on-line searchesin Clinical Trials registers (www.clinicaltrials.zov)

3. We zearched meta-analyses for any other publizhed data concerningsecond line or advanced

colorectal cancer OR The strategy in Pubmed for meta-analysis searching was:
“second line"[tigh] AND meta-onalysis[pt]
“odvanced colorectal cancer™[tigh] AND meta-analysis(pt]

{"Colorectal Neoplasms ' TMesh] OR "CRC'[tigh] OR “"colorectal"[tigh]) AND meto-onalysis[pt]



