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human epidermal growth factor type 2) % &%
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»OBIZFENT O —FADISTEL LY T M E
72501, KDREM - RV LERT L EBER
THEIENTEHEARNMIREGDL I LN TES
EHF I TWWBR I LAaLaas, JE/NM
FMEREICBOTHE - TR FEMNGRL
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THEERRNE KOSERBINEIT - 7. Filins
FEMOPIMEIZ 66 ETHD, 66 &L LEEKMT
2R, BEEROH v M A TEIAFED
WE 1D CHEMALZ6001IC/EL, 600 L LIZE
BME L L 7=, 7R CEAED # v + A ZHEIZIER
FFRD 5.8ng/mL IZE8E L 7. EERAEFHBIZ
FiMiAL»6BRELIIELCEL-HE TORME
EFL, EEFHEIIFMHS 5 EHC & TOR
leE®L 72 BEEAFHRISPUEANGRAR
» 6 REIEDHEST (PD: progressive disease) 7=
B E TOMMEERL . (LFREDER
#hR ¥ EIZ RECIST #4 F 54 ~ versionl.1!®
FRAOVWCEML, BHEAETTEEBY (CR:
complete response) F 7-13&8/3%2 ) (PR: partial
response) DHEIA, W& Pu—LEICR Z
7213 PR % 7213 non-CR/non-PD % 7213 R (SD:
stable disease) DAL L. £ HFHEIEIH T
Y- vAY—EEROTERL, £HFHED
gidusr 7 vy oREEHOCTRINL . &k,

p<0.05 #MEHFMNFRETHH LYWL, £T
D ET K 7 #7113 SPSS Version 25.0 (SPSS,
Inc., Chicago, IL, USA) ZHW\WTfT57-.
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kBRI P2 628 r HTH -7 (&
P :6.8~129.04 A). 63 il ERKRE¥EN R
a1 IIT™T. BHIZ43HITLMT 20 HT
H0, FeFEmPRIEIL 66 KTh->7- (HHE:
39~ 84 %) . 2 EYIRRA 2 BNZHEST S TUv7z23,
fix 2 A - 7=, FREEFR) Stage 1A Hi23 2 i,
IB A% 24 5, 1IA #4316 5, 1IIB EAM 5K, %
L T IIA #8143 16 f5il & il & A ORER I & b
B U CEITRER2 005 7.

FREFEROBR - FRANOZE
BERAGFL2EFIC T 2 BEHRREENR T

# 1 Clinicopathological characteristics of adenocarcinoma patients using NGS.

Characteristic All patients

Total N =63
Age [years], median + SD 66+ 11
Sex Male / Female 43 /20
Smoking index, median + SD 420 + 601
Preoperative serum CEA [ng/mL], median + SD 5.4+ 10.3
Surgical procedure Lobectomy 61

Bilobectomy 2
Surgical approach Thoracotomy 41

VATS 22
Pathological stage 1A

1B 24

ITA 16

1IB 5

ITIA 16

NGS, next-generation sequencing; N, number; SD, standard deviation; CEA,

carcinoembryonic antigen; VATS, video-assisted thoracic surgery.



%k - ME TN 51 2 MEMEREREFEERNOF AN

ERBIEFEROUEAMEL - (FR2). &k,
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bhah 57D EEAKL T b, HERR
Freix, 442 VIkEEF > - EHEER T 2B
(CDKN2B) HARINERA L 8L CHEBRA
GFEIBRIZGE» 5722 (K1 ;p =0.004), &
EGETIARZ2ROE»-7-. ik, ARk
FEHIL—-F3, REREDH D, RE¥EM Stage
NI#, 2L T TP3EEMUTRARAEGFENK
WEBNC H > 72, BEFRICEL T, SRS,
HifEzm L —F 3, IRER®EHD, 2L ORE
22K Stage [II FITHBIZIED - = 2 THIKH

57

H2MRFTH D, BIZFERIZEWV UL EGFR
BAERIEY 4 o) VRIS - YIHERF 1B
(CDKN1B) HARCEWMVEREZEDHSDATH
> (ZhZThp =0.066, p=0.095). ZEE
ML, RIEZFH Stage [IITHH - Kb
2.218, p = 0.020) & CDKN2BZE A (/4 —
Kb 2.814, p = 0.002) A7 L - FFRTHEIE
TTho7. BEFIIHLTUIANY M ERDEL
SEEBBIIIITALD >72. CDKN2BIZHWWT,
% RAIOREGI T3 AT CEA 1A BICIK L F 1
REFIA B MEINCH -7, BREMEFRERC
TKI THBIN T IERIAE 2 572 (R3).

% 2 Univariate and multivariate cox proportional hazard analysis of RFS and OS for the 63 lung adenocarcinoma patients.

. 5-year RFS Univariate Multivariate 5-year OS Univariate
Variable N
(%] HR(95%CD  p-value HR(95% CD  p-value (%] HR (95% CD)  p-value

Total 63 377 63.0
Sex Male 43 42.4 Reference 60.3 Reference

Female 20 27.8 1.442(0.760-2.734)  0.263 68.3 1.094 (0.510-2.348)  0.817
Age <66 35 31.3 Reference 62.0 Reference

=66 28 39.9 0.915 (0.492-1.702)  0.778 64.9 1.253 (0.603-2.602)  0.546
Smoking index <600 37 39.0 Reference 74.8 Reference

> 600 26 37.3 1.286 (0.689-2.400)  0.430 45.0 2.167(1.052-4.463) 0.036
CEA <58 35 37.6 Reference 63.9 Reference

>5.8 28 37.9 1.026 (0.553-1.905)  0.934 61.9 0.878(0.422-1.826) 0.727
Surgical approach Thoracotomy 41 40.6 Reference 61.4 Reference

VATS 22 31.8 0.939 (0.192-1.791)  0.849 65.7 0.891(0.4118-1.913) 0.773
Histological grade G1/G2 48 43.7 Reference 68.3 Reference

G3 15 20.0 1.341 (0.965-1.865)  0.081 46.7 2.297(1.084-4.867) 0.030
Vascular invasion Absent 39 45.2 Reference 73.7 Reference

Present 24 243 0.586 (0.313-1.098)  0.095 43.2 2.474 (1.186-5.157) 0.016
Pathological stage /11 47 449 Reference Reference 68.4 Reference

1t 16 15.6 1.915 (0.993-3.693)  0.052 2.218(1.137-4.327)  0.020 47.7 2.461 (1.169-5.183) 0.018
EGFR Wild 34 32.1 Reference 18.9 Reference

Mutation 29 43.5 0.630 (0.338-1.178)  0.148 80.6 0.490(0.229-1.049) 0.066
TP53 Wild 37 46.0 Reference 65.7 Reference

Mutation 26 25.6 1.800 (0.972-3.335)  0.062 59.4 1.044 (0.506-2.155)  0.907
CDKN1B wild 44 36.4 Reference 59.1 Reference

Mutation 19 41.4 0.878 (0.439-1.755)  0.713 71.9 0.464 (0.189-1.143)  0.095
CDKN2B wild 46 47.6 Reference Reference 62.3 Reference

Mutation 17 118 2.499 (1.298-4.811) 0.006 2.814 (1.442-5.192)  0.002 64.7 1.299 (0.606-2.785)  0.502
PTEN Wild 49 37.1 Reference 65.6 Reference

Mutation 14 40.0 0.966 (0.445-2.097) 0.931 53.9 1.186 (0.506-2.783)  0.695
ARID1A Wild 49 31.6 Reference 62.1 Reference

Mutation 14 61.2 0.514 (0.216-1.224)  0.133 67.5 0.776 (0.296-2.033)  0.605
RB1 Wild 51 39.2 Reference 64.6 Reference

Mutation 12 31.3 1.427(0.656-3.103)  0.369 56.3 0.849 (0.324-2.222)  0.738

Note: Only those genes mutated in more than 10 patients were analysed. N, number; RFS, recurrence-free survival;

HR, hazard ratio; CI, confidence interval; OS, overall survival.
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1 Kaplan-Meier curves for recurrence-free survival of the patients with CDKN2B mutation and
those with wild type CDKN2B.

% 3 Clinicopathological characteristics of patients with wild type CDKN2B or CDKN2B mutation.

Wild type CDKN2B CDKN2B mutation

Characteristic p-value
N =46 N=17

Age [years], median £ SD 66+11 65+ 10 0.670
Sex Male / Female 22/14 12/5 1.000
Smoking index, median + SD 410 + 628 480 + 516 0.739
Preoperative serum CEA [IU/L], median + SD 58+ 11.6 3.3+3.2 0.017
Surgical approach Thoracotomy 33 8

VATS 13 9 0.082
Pathological stage 1A 0 2 0.070

IB 17 7 0.777

ITA 11 5 0.747

II1B 5 0 0.312

ITTA 13 3 0.522
Number of patients with recurrence 23 15 0.008
Number of patients using TKIs for recurrence 4 7 0.006

N, number; SD, standard deviation; CEA, carcinoembryonic antigen; VATS, video-assisted thoracic surgery; TKI,
tyrosine kinase inhibitor.
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%4 Univariate analysis of PFS in patients with recurrence who received pemetrexed.

Genes Category N  1-year PFS [%] p-value® HR (95% CI) p-value®

Total 13 23.1
TP53 Wild 4 25.0

Mutation 9 22.2 0.839 1.134 (0.336-3.828) 0.839
CDKN2B Wild 6 16.7

Mutation 7 28.6 0.546 0.699 (0.217-2.247) 0.548
CDKN1B Wild 8 0.0

Mutation 5 60.0 0.014 0.164 (0.033-0.810) 0.027
EGFR Wild 9 22.2

Mutation 4 25.0 0.502 0.639 (0.171-2.388) 0.506

Note: Only those genes mutated in more than 4 patients were analysed. alLog-rank test. bCox proportional hazard

regression model. N, number; PFS, progression-free survival; HR, hazard ratio; CI, confidence interval.
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45l (50%) T#H->7z. CDKNIB & EGFR A34kic
BREBOER S 2 Bl 727, HBHERHRIIBIYT

Ho7:. PDBABITH 7245 BEIKFENIEIZ4
4 T» CDKNI1B B4R TdH 7.
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pemetrexed for recurrence. Kaplan-Meier curves for progression-free survival of
patients with CDKNI1B mutation and those with wild type CDKN1B.
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X 3 Clinical response of patients treated with pemetrexed for recurrence. The
waterfall plot shows the best percentage change in target lesions from baseline.
The asterisk indicates patients without a measurable recurrent lesion prior to
pemetrexed use. PD, progressive disease; CR, complete response; SD, stable
disease; PR, partial response;: WT, wild type; MUT, mutated; PES, progression-

free survival.
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FIANBIETFER  BEAENE TS0 F
EREREORRBRNBAIZIT O TS A, Milf
BREFIZEWTF 74 13— BIZF U O EREE
ZFOBEROEEERZ £ 706 »Tidhnils
NEN, KIFRTIE, MIHETEYREBOBEIC
B 5 MR 2 BB BIZ F A RO RO BRRF
MAERMIZODWTRETL7Z. £, CDKN2BZE
RAORMIREE % E CDKN2B BARIDEH L 1L
WL CEAREFENARIZESL 7. CDKN2B
BIZ I, MREHO Gl HoRTIcEE X5
H4 20 VKENES -+ (CDK) 4 U CDK6
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THED?, +HFIIHREATOEVDORRIRT
b5, Sh, ERREGFLEOBEBESREB I N
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3,

AR T, METRE SV S/ —#E
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