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7386 Records identified through systematic
electronic literature search

——‘ 1672 Duplicate records excluded

'

5714 Records included in title and
abstract screening

Li

3 Records included, which were
identified manually

5237 Records excluded in title
and abstract screening

]

480 Records included in
eligibility check

203 Articles excluded

262 No variant-level profiling or
— clinical characteristic data

‘ of individual patients

‘ 1 duplicate record excluded

14 Articles (2499 patients) included in
the meta-analysis

953 Patients excluded
232 Duplicate patients
- 297 No sequencing data
reported
424 Not treated with ICls

[

1546 Patients for meta-analysis at the
patient level

Fig. S1 Flow diagram of the study selection process.
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Fig. S3 (A) Forest plot describing the hazard ratio of progression-free survival
in patients classified by KRAS mutation subtype. (B-I) Clinical benefit, response,
overall survival, and progression-free survival of all lung cancer (B-E) and

NSCLC (F-I) patients with KRAS®>C missense mutation and KRAS wild-type to

2 0
HR of Progression-iree Survival

Unicbie Model

= = = Murarabl ol

Msanss itsors

immune checkpoint inhibitors.

Percentage

Oversl Survial Probotity
g

Clinical Benefit

Sy
adueted OR:223 105,518

16127
sz
2571400
18 HeB
Dce
iz
w07
1527408
Ear

St~ G < w1

HR 068 043, 0961
Bsusted HR: 070 (049, 056"

Objective Response:
100
18/38
2 7 21
g 041308 Hon-responder
E 50
4
2/3
25 e,
94r38
£l
0
a12c wr
KRAS
E e
100 HR: 648028, 0.79)"

Progression Free Survival Prababity
g

odusted HR 0,43 (029.079)"

Log-rank o -
s 025
P00z e p000S s
e
o a0
7 [ E] ® T i g E3
Tome i Mor: Time in Mot
Number at sk Numberat risk
n = n 4 g = " 3 2
546 22 & n & a7 86 8 5
3 [ ® g [ 2 E3
T e T ot
Clinical Benefit Objective Response
R 2301 00.531) R 3051197704
ustod O 215 08, §00) e OR. 340163, 7.0
1004
10/
s
DB g povpren Hon-responder
oca ; | s Respondar
@i
24 -4
i3
a0

) wr
KRAS

St + GG - Wi

ol HENEES B
@ne wr
KRAS

S - @i+ W

10 HA.006/0.40.0.557 I HAL030(036, 085"
asustas HR 06810 47,0 561 Y acqd 050 (00, 0841
H
for fon
£ :
% oso0 3 oo
H 3
@ &
3 - i
o L % ozs
p=0023 £
g
<
000 oo
n T % T 3 £ %
Ea— —
Murmber at risk. Number at risk
5—| e e " . 0 2 2
& — |55 224 2 8 I s
0 EJ 7 =




A B

Univariable analysis Multivariable Analysis

Univariable analysis ~ Mutivariable Analysis

Subgroup No. of Patients Odds Ratio (95%C1) Adjusted Odds Ratio (85%Cl) ~ Subgroup No. of Patients Odds Ratio (95%C1) Adjusted Odds Ratio (95%CI}
AllLung Cancer Patients  861/994 reference reference All Lung Cancer Patients 811 /957 reference reference
657904 e 142 (0.852.36) 135(081,225) 821957 - 2,56 (1.6.4.00)" 2130120351
25 /904 = =] 1.17(052:2.64) 1.18(052.267) 257957 1.4(0.583.41) 1.18 (0.48.2.9)
437994 e 1,27 (0.68.2.36) 1.23(066231) 371957 1(0.45.222) 0904209
NSCLG Pabierts 832/956 relerence reference NSCLC Patients 7921934 reference reference
597956 * 1.45(0.85,2.47) 135(079.231) 791934 - 242(1.5381)" 1.98 (118331
237956 b= 132 (057:3.05) 132 (0573.06) 251034 1,38 (0.57,5.36) 1.16.(0.47,285)
42195 = 1.29(069241) 124 (0.662.39) 36198 101 (045207 092,041,007
Age L
<65 4317499 relerence Age
<65 304 /344 reference
287499 - 1.67 067.4.03) . .
s e awmeism | v
=65 353410 reference o
347410 1.09(053:2.29) >=65 -
5410 ——— 0.57(0.18.1 81) Gender
Gondier F 3861471 reference
F 4107479 relerence 48147 - 259 (1.38.4.86)
s2/479 . 25121516 157471 - 197 (0.66,5.94)
297479 —_—— 142 06:3.36) 211471 —_— 1.23(0.44,3.47)
M 5231584 reference M 4971555 reference
33/584 - 1.24 (0.6.2.58) 34/555 - 3.63(1.87,7.83)™"
197584 T 195 078.49) . 157585  ———=— 1.21(033.4.39)
Histalogy Histology
wsa - LusQ -
NON-LUSQ 802/718 reference reference NON-LUSQ 4201483 reference reference
551718 ¢ 1.55 (0.89.2.68) 147 (084257 217483 ' 333 (1.37.8.08)"" 337 (1.36,8.37)"
231718 = 1.33(0573.07) 136 (058,3.15) 221483 1,37 (052,3.61) 1.28(0.48,3.42)
301718 gt 1080552 1) 104 (0.53204) Smoker o : : :
Smoker o _
o - yes 4681513 reference reference
yes 6471758 teterence reference 217513 1) 314(13,7.6)" 3.21(1.29.7.98)"
621758 1.12(0.66.1.89) 105(062.18) 181513 U 2208052 201 07554
157758 1.27 (045354) 122(0.443.43)
351758 1.09 (055.2.16) 1.050.532.1) Treatment
" PD-{L)1 695/796 reference reference
PO~ 7621870 reference reference 71796 - 283 (181497 243(1314.51
2978m # 148 025N 155 0I5L45) 161796 N 1.9(0.655.57) 166 {0.56,4.91)
257870 il 127 (0.56,287) 127(056287) 23179 R 1.4(0.583.35) 1.27(052,3.07)
357870 Er ] 1.43(0.72288) 1.38 (069:2.76) PO-{L14CTLA-4 1167161 Toference referenca
PO-(LT4CTLA 997124 reference reference 257161 1 1.38(0583.32) 135 (0.55,3.31)
167124 0.98(0.34 2.82) 099 (0.34.291) P53
TPS3 : wT 4137480 reference reference
wr 452/533 relerence reference 441490 - 1510.753.07) 1.14(0.53,2.46)
381583 0.95(047.1.91) 0.90.44,1.82) 207480  fT=E—t 0.71(0.2:2.49) 0.66 (0.18,2.35)
167533 0,63028243) 0.63(028.244) MuT 398/ 467 reference reference
271583 0.77(0.33.1.79) 0.78 (0.33,1.84) 387467 " 4.45 (2.24.8.82)"" 389 (1.89,7.98)
MUt 409/461 reference reference 17 1 467 1.35 (0.46,3.92) 1.21(0.41,3.56)
271461 * 246(1.11,544)° 233(1055.18) EGFR
167461 =t 28201791 285 (101,808 wr 708/ 848 reference reference
EGFR 791848 - 227 (14,368 1.87 (1.11.3.14)°
wr 7a8/877 relerence reference 241848 1.45 (0.59,3.55) 1.21(0.49,3.02)
62/877 2 1.17(0.69.1.97) 1.08(0.64.1.84) P Y 088 (0.38.2.05) 0.78(0.33,1.84)
251877 e 1.08(0.48.2.43) 1.07 (0.47.2.43) wut _
421877 et 121 (065227) 115 (0.61.2.18) ———T
o - “ORo1 Objecive Responss.
—————
025050 10 20 40 80 160
OR of Chinical Banefit

— Uniaratie Mo
[ —"—

|1
i
i
]

Fig. S4 Forest plot describing the odds ratio of clinical benefit (A) and objective

response (B) in patients classified by KR4S mutation subtype.
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Fig. S5 Forest plot describing the hazard ratio of overall survival (A),
progression-free survival (B), odds ratio of clinical benefit (C), and objective
response (D) in patients with EGFR classical activating mutation compared with

EGFR wild-type patients.
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Fig. S6 Forest plot describing the hazard ratio of overall survival (A) and

progression-free survival (B) in patients classified by EGFR mutation subtype.
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Fig. S7 Forest plot describing the odds ratio of clinical benefit (A) and objective

response (B) in patients classified by EGFR mutation subtype.
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Fig. S8 Forest plot describing the
progression-free survival (B), odds ratio of clinical benefit (C), and objective
response (D) in patients with USH2A missense mutation compared with USH2A

wild-type patients
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