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Supplemental Table 1. OncoScreen 68 genes list

ALK BRAF EGFR ERBB2
KRAS MET RET ROS1
AKT1 APC AR ARAF
ATM AXL BCL2L11 BRCAI
BRCA2 CCND1 CD74 CDK4
CDK6 CDKN2A CTNNB1 DDR2
ERBB3 ESR1 ERBB4 FGF19
FGF3 FGF4 FGFR1 FGFR2
FGFR3 FLT3 HRAS IDH1
IDH2 IFGIR JAK1 JAK2
KDR KIT MAP2K1 MTOR
MYC NF1 NOTCHI  NRAS
NRG1 NTRK1 NTRK?2 NTRK3
PDGFRA PIK3CA PTCH1 PTEN
RAF1 RB1 SMAD4  SMO
STK11 TOP2A TP53 TSC1

TSC2 CYP2D6 DPYD UGTIAl
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TABLE 1 Clinical characteristic baseline before and after PSM.

Characteristic Entire cohort (n = 2248) Matched cohort (n = 442)

STAS-negative (%) STAS-positive (%)  p-value STAS-negative (%) STAS-positive (%)  p-value

Gender 0.009 1
Female 1,209 (59.6) 111 (50.2) 111 (50.2) 111 (50.2)
Male 818 (40.4) 110 (49.8) 110 (49.8) 110 (49.8)
Age 0.017 0.846
<60 1,021 (50.4) 92 (41.6) 88 (39.8) 91 (41.2)
>60 1,006 (49.6) 129 (58.4) 133 (60.2) 130 (58.8)
Smoking status <0.001 0.896
Non-smoker 1851 (91.3) 185 (83.7) 187 (84.6) 185 (83.7)
Smoker 176 (8.7) 36 (16.3) 34 (15.4) 36 (16.3)
Resection <0.001 1
Pneumonectomy/lobectomy 1,158 (57.1) 178 (80.5) 178 (80.5) 178 (80.5)
Segmental/wedge 869 (42.9) 43 (19.5) 43 (19.5) 43 (19.5)
Stage <0.001 1
I 1,467 (72.4) 97 (43.9) 97 (43.9) 97 (43.9)
i 288 (14.2) 43 (19.5) 43 (19.5) 43 (19.5)
i 272 (13.4) 81 (36.7) 81 (36.7) 81 (36.7)

PSM, propensity score matching; STAS, spread through air spaces.



A

(2}

4

EGFR

Mut types detect rate

Yanagawa N.

Figure 1

—
42% -
14% Alterations Group
* 10%m Mssense STAS-
| | | 7% n CN_del STAS+
h | 7% 0 CN_amp Sex
Im Qi [exn  Eoe [lFomae
| % B Stop_gained [ Male
‘ 5% | Frameshift Smoke
| | I ] 5% a = e =Ns,;°",°':,":°"°'
| [/ 5% 1 lLGR Stage
| )]l howd ol
I || Il 5‘3‘ I I
i % 1
||| % B %
I ll4% ¥ <60
|4" I Resection
| [l % | pneumonectomy_lobectomy
|| Il 3" ! segmental_wedge
80% 1 i
60% 1 »
40% 1 g,
1
20% 1 I test_pvalue
. | || T
o3 B rP<=o00s
P>0.05
60% 1 (-I.) .
40% 5’,
20% =
0% o 8
&R 02,092,000 i (20 (o i€ o ¢
A O e® o, ©
Q\r,%e 0(\\{% ? \z @ A\\ (\cﬁ/ \’GV\/
o 2 =



PIRIRISISESIVINIITY

M

TR T |
0 AR ) AR e

h_

T P EI BB OGP D g

-SVis

|

P<= 005
P>006

+SViS

D

Anecatican
N

INEENRN R R ] AT N 1 or~e
TRTEEMEE AT 10 DI AT T TTI0 s
EET R EN | ERROTEILY A

12.5%

10.0%
o 5%
T 50%

8 125%
10.0%
& 5%
5.0%
2.5%
00% "%
e

I‘\F(G \5%5\9&99

Figure 2

Fescction

“ln
2 oo Ml s -

T

Yanagawa N.

~-SViS

|

B r-o0s

+SVIS




Yanagawa N.

A 2
1 h
l .I Alterations Group
° S0 100 Mizzense STAS.
EGFR_L8S8R 29% I CN_amp ISTAS’
EGFR_19del 25% I Indel Sex
KRAS_G12X/13X ] 12% . = Fusion [ Female
ALK_fusion 8% mm I Maie
ERBB2_20ins o n =l
EGFR_20ins 2% I o ks
RET_fusion . - - 2% 1 B Smoker
ROS1_fusion | r 2% 1
EGFR_G719X | 2% | S
EGFR_LBS1Q 2% 1 n
BRAF_VB0O0E 1% 1 N
MET_amp | | |1 1% 1 e
EGFR_T790M | | | 1% 1 Age
KRAS_Q61X | | 1% > 60
I <> Mo
=::oke preumoneciomy_lobectomy
|
INEL S0 T OO0 ] Staoe I

Resection

II test_pvalue
C -—-- E— . P <= 005

W r-o0s

ATNONE D THE O BEHR I 1] Age
lwm

N W
o Q
A
-SVisS

3

o

+SVIS

Q

Mutations detect rate
REEENR.

‘J%@ ‘B’)‘\ .p\‘!‘*‘@"‘ %

GQ?.,Q’ Q?‘/ o »ﬁ*/ Q‘f e‘ 5\/
< *9}

\*ﬁd\\\y‘%‘;@ \,* \lﬁé \:;f;: 6‘1/

Figure 3




TPS3

ATM

COKN2A

CDK4

3
z

3
8

75%
®
50%1 g
I
D 25%
EI - test_pvalue
9% 3 e -
g 0% — — [l P<=o01
B 7s9.] M oo
w
50% 1 &'
¥
25% 4
0% g
gotF GRS R A s \-\O‘d\
pathway_name
|
" l u Alterations Group
0 501“)150200.,«‘“"52 .STAS-
WEovce  [Wlsms
-l g -
B indel [ Femaie
e I Stop_gained |1 Male
Frameshift  gmoko
| l |l = || spioe_ste [l Nor-smoker
Lan | smoker
| Il 1 « =
| B
e I | [
M
Age
| | ]~ -

Sex

segmental_wedge

(0 AR L L [HiIJII[IﬂINIII‘ sice
I A A AR AL v

[l preumonectomy_ioveciomy

Yanagawa N.

Alterations Group
050 100150200 B ioconse [l STAS:
onamp [ sTASY
1 ndel Sex
= stop_gained [ Fomaie
I Frameshift [ Male
W svice ste  gmoke
= Fusion I non-smoker
CTHNET I LGR | smoker
Stage
| [
I =
i
| s
260
=50
Resection

T preumanectomy_iobectomy
11 segmental_wedge

[T T AT T llIJIlIIJIHHlﬂI S'ﬂee

Resection

Alterations Group
0 10020030 I cene [l ST
o NI Mo Wsms:
ingel Sex

1 [l
=l

[ 500 gaivea [ Female

Frameshift .M,a;E
Splice st gmoke

s | I Fusion [ Honsmoker
| Smoker
4% I Stage
'
= | 1
| "
Age
= | 260
60
Resection

[ preumonectomy_tonectomy
|| segmental_wedge

[T TP T

QL 150 RRAILE <o
Age

Figure Supplement




Yanagawa N.

P PR M C W N

-

-mle(&m)
-

2
. »4 (MULAly echsive)

APC
1% " “pP <001 " P <001
SMAD4 *P <005 *P <005
CDK4 4%
Group_predict
] 1
n 2
I3
] Group
: . STAS-
1l |1 Il L Stop_gained STAS+
STK11 llllll| | Il 5% A , U
CDKa | : | n a% 1 Frameshift
BRAF a% 0 Splice site
BRCA2 III‘ IIIHW I a% B Wil
MET | |l| I ‘ , | I 3% 1 .me
NF1 3%
PTEN \ || ‘I 1] | 3% 1 .LGR
MTOR II I 1 | 3% 1
NTRK1 l 1] | | 3% 1
TSC2 | | 1 I] | ‘ , 1 3% 1
DDR2 | N | 2% 1
ERBB3 | | | [ | 1 2% 1
JAK1 | 1] | I‘ |1 | 2% |
MYC | I | 1 ] 2% |
poGFRA || | Il I | 2%
[
IR T TR e




