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Abstract

Purpose: To investigate the clinical efficacy and prognostic factors in patients with NSCLC receiv-
ing first generation EGFR-TKIs (Gefitinib or Icotinib) as adjuvant therapy in the real world. Method:
A total of 108 patients with EGFR mutation-positive (Exon 19-deletions or Exo-n 21-Leu858Arg)
NSCLC who underwent RO resection between April 2014 and June 2020 were included. 65 patients
received gefitinib, and 43 patients received icotinib. Primary objectives were median disease-free
survival, 2-year disease-free survival, and incidence of drug-related adverse reactions. Secondary
objectives were to explore prognostic factors affecting patients with NSCLC who received epider-
mal growth factor receptor tyrosine kinase inhibitors as adjunctive therapy. Result: The median
disease-free survival of a total of 108 patients was 42.7 months; Icotinib (n = 43) was non-inferior
to gefitinib (n = 65) in terms of median disease-free survival (42.7 vs 41.2; p = 0.73; HR = 0.90
(0.49~1.65)); 2-year disease-free survival (DFS) rate was not statistically different (86% vs 81%; p
= 0.51; HR = 1.42 (0.50~4.03)), as well as incidence rate of adverse events (70.8% vs 60.5%; p =
0.27). There was no statistical difference between Exon 19-deletions and Exon 21-Leu 858 Arg in
median disease free survival (42.7 vs 41.2; p = 0.28; HR = 1.39 (0.76~2.54)); emphysema and fam-
ily history of malignancy had no effect on the prognosis in patients receiving EGFR-TKIs as adju-
vant therapy with NS-CLC (41.9 vs 42.7; p = 0.68; HR = 1.16 (0.58~2.31)), (42.7 vs 41.9; p = 0.74; HR
= 1.11 (0.52~2.09)). Conclusion: In patients with EGFR mutation-positive NSCLC who underwent
RO resection, compared with previous studies whose patients received standard chemotherapy,
patients who received gefitinib or icotinib as adjuvant therapy had longer disease-free survival,
and there was no statistical difference in patients receiving gefitinib or icotinib in terms of dis-
ease-free survival and Incidence rate of adverse events. It is recommended that gefitinib or icoti-
nib be used as adjuvant therapy in patients with EGFR mutation-positive NSCLC who underwent
RO resection.
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1. 518

7E 2000 4, AR PR AR — (10.4%), HRSEREARSFEC IO L BR R[], FAWKSF AT
390 B S IR A 0 A 9077 7 AR (2] (3] (4], MBS 5 Ak N B ) 20%-~25%, 524G
9 NSCLC i B2 2 S bR Ly T A 78t — 5 3R38[4] [5] [6], MFL AT HISK HIZ5 4R 1S T
U S A TR AT TR (R S T M TR B R R, % 2 K IR (epidermal growth
factor receptor, EGFR) /12 411 T FLZNY0 b 1 A 201 () —FIbii 26 11206, 7RI R . R A
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HORE T BB, KRB AR 52 AR I R I i) 751 (epidermal growth factor receptor tyrosine kinase
inhibitors, EGFR-TKIs)il i i/ 1 25 5 3 B AR AR R 1 32 A4 4 D N s A B VBB K ATP S5 5 i, BE T IK
S48 P S BRIV A S BT A5 5 S AR B8R, AT 4 ) Ffe g 1 i A I R [ 7]

ITEeAESk, EGFR-TKIs 7EAE/NAH Mfifises (0 B Hh AR 2 T 2 A, 7ERE I EGFR FEARBH ML AE /N
fa i, 25— EGFR-TKIs (FAEE 8. JBig & e, R B)TEAAFIR o LA R R B A 2T
T TARdEAL T 77, OPTIMAL 25555 [8] [9] [101KH T £ JE F T 1 1) EGFR 2838 BH 4 frty Ak /I 2 i fii
e R, ShrEbyT O AL, JEIRE X EGFR A8 BRIt (W 3 35 /)Nt e i e B ELA B B
BERAARS, S EU TG 08, e B e e EGFR SRR BH 4 (1=l /)N 4 ffa fifi e 263 1) —
LRIRYT A E AL, AR LI T AR B JE R I v B e 7 I A /N P e o S A T R 2
SR[11] [12]. ICOGEN 5t I E A5 1 5 AR5 Je AR v 5 JE CE MG EGFR SR 7AL [FH M 1 Al /I 4 it it S5 )
R BI0E 85 AR JeAH LU A AR R 2 D7 HARBL, (R 5 B R IR 29 0 AH DG AN RS A K T 75 3
#JE(p = 0.046).

1F EGFR 75 FHE B IE /N0 o At e 5638 ARG Gl BhiG 7, ADJUVANT 25845 5T [13] [14] [15]ERH 58
—f% EGFR-TKIs 7ETCH A AT M FFAL ThsEtbIT 7R, BHAR KM RAERE, H EGFR-TKIs
RETfd B AR TE IR SR AEAE 4, HATI A EVAN TFA /30 T RHTEZS 3. B AT JLIBENLA BB 5 B
Z0F B EGFR-TKIs 7EA G 3 Bhif 7 v A A7 3R i, H H T BE ALK REAFF 70 A% ) N bR, 25 1 % B AE
FLSEA o — 2B 30 E, 1 H 4> EGFR AR BH M AT TCIE WS B EGFR-TKIs 13k ek, PHHAHE 7R
WHESZ 8 — M EGFR-TKIs (i JE & B 8% 7 & Je )1 N AR 5 Sl Bhva T7 1 Ak /N 40 i it e 55 58 IR 9 DA K e
M) 51 i (14 R 2%

2. RN RRFZE
2.1 HRMR

AW T I NTE 2015 4F 4 H % 2020 4F 6 H T 5 K24 s 2= B B AR 52 I fR va AR fr 4k /s
T filiges £ 3 108 1], T HRERATISAT PET-CT sl M s CT. FAEHEIESE CT. /i MRIL 4 &
HRAR, SRR I & DLHEBR R nT Re . e - HTEAR G 04T, A8 [l B il B 75 2%
2x(IASLC)ZE 8 ffifides TNM 23 #. NZHARME: 1) SATIRIAMEIE VIR (B KRB EMRELER), K5
I B AR SE D) 2 BA 1 (RO) LA 2 A 1=INA BRI EHE N it s 2) i EEAR AT ARMAS-PCR 123 R 61
g NGS LR I /E7E EGFR # W5¢48, 413% Exon 19-deletions or Exon 21-Leu858Arg: 3) HFHAEKE
NG, 6™ AR S5 I AR gt — AT MR YT (G AR B B IR T B e o HE R ARt : & IF 7™ B LAV
WP AE NGO VR BE OB B IR T PRI 28 078 50 s BEARAZAE MR, BEAR B2 80T . RFBRFE ARG R
HEMIT, RvFEEATINBRVIREEIE IR . B FUIARYE “Hf R 5 N EH AR RN E F 7
1T HEETE B K2 Mt R I 5 240 B 2% D 2 o A At v

2.2. BT A RRIGKRE

BERZ IR )8 250 mg/gd, IR EJE 125 moftid 1 R. T B SRR 25 A R RS RE FE R
MZiRE. . ZIEHZAEEREERE. B BH AT PET-CT 8% g s CT. LR CT
SIS L N MR E A, RN R A R B R A AR IR R, RJS T 2 S5 6 DA BE
Vi LIk 3~5 4EAE LRV — Ik 1 ks ERFAR KA RA RN A5 S IE iR v s T2 B &1
et BHRHRE BT CT. LIEEE CT 4 sl i o & UL K g A 3 (a4 0L JHH '
LRI RR EMAE), TR, N MRIL 4 5B BARERE R E K, A LU B0F i e bR I A £
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PN MRI B4 BB SRR, T4 GV . 4 35 [ [ S e i 78 B A AS B 3 AREFRAE 5.0 Fix
A(CTCAES.0VK A B E 40~ 0~5 2%, >3 PN EAR M.

2.3. GirESW

FER AL LCONLRAEL, 2 FHWEFE, UAAYAHRA R RBEAZR, REFRA NG
AAEH, KA IBM SPSS 26.0 AT A4 4 i, K Kaplan-Meier 7520 S AE A7 i 8 DA K 95% 7] {5
XIE) . el A7 2, HR AT R A AR, p < 0.05 NZERAG G2 X UR), R
K B A AR 2 2 IR 22 5, R R 155 I T8 AR A7 S 20 2 b B AR AR L

3. R
3.1. BELR4FE

1t 2015-4 H & 2020-6 H, 449N 108 & N~1IA #]. EGFR ZRAZBH M 1 56 4 V) B I =l /N 2t i il 26
F, HXEEBRRTEEIL 65 N, R BRI EE L 43 N, SR AR A2 36.5 4>
H, #52H B RibIr B A BE VI A2 36.6 N H . #5248 50 B Je 1697 11 38 Az BE Vi I [A) A 38.2
ANH, BAENBERALIEITRE 24 S HQR: 17.0~34.8), #HAEE RAL M hAriayrtiE 25 4> H(IQR:
16.5~34.0), & RAHMFALIAITHE 24 N H(QR: 17~35), FHAEE B4 5 NittT T AR5y, 4
NTFER 4 T BT, 1 AN5ER 1 M7 w4l 10 KT R 4T, 9 N5Er 1 4 AN
7, L NSER T 2 BT . BREEBILTT 4Mp = 0.027), PRALFELRHRAEF4T, £ I 1.

Table 1. The baseline data of the two groups were compared

%1 HRTRRE AN

1K P9 B4R HIEE B BEER P{E
g8 43 25

o 0.42
il B 22 18
<60 33 18

F 0.43
>60 32 25
55 37

W sE = 1.00
H 10 6
Exon 19-deletions 33 23

EGFR 248 0.85
Exon 21-Leu858Arg 32 20
BT S it B IR AR 5 1

FARFA Fiim B B AR 56 37 0.32
SURH-) g A 4 5
I #A 27 14

TNM 4338 0.42
1A 31 38 29
NO 4 4

N 4334 N1 26 10 0.17
N2 35 29
& 60 33

BT 0.03
& 5 10
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3.2. 559

AR P CR AN 427 A, HIEBRANEE PO AERA 412 M, Buded
() £ TR A A7 ] 42.7 S H (p = 0.73; HR = 0.90 (0.49~1.65)), M# Z R LG HH25E N 2 FETIRAELEE:
86% vs 81% (p = 0.51; HR = 1.42 (0.50~4.03)), % L4it2#E L. W5 H1: 19-Del #HELT 21-L858R
RETIRAEAF TG 2 2 5(42.7 vs 41.2; p = 0.28; HR = 1.39 (0.76~2.54)); LAl AN A st 545 i< A4
NS TP L Te R A A I TC S i 22 %2 57 (41.9 vs 42.7; p = 0.68; HR = 1.16 (0.58~2.31)), A Jo:& MBI R
T S %2 EGFR-TKIs [ H 3 FiliG JTCRA M (42.7 vs 41.9; p = 0.74; HR = 1.11 (0.52~2.09)) . A= 77 i £ 3 I 14
1, MWAHHTERE 2.

gefintib vs icotinib 19-del vs 21-1858r

3 1.0+ —— gefintib E 1.0 == 19-del
= 0.8- = ~— icotinib [ = ¢ ] - 21-1858r
5 e
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Figure 1. Survival curve of patients receiving EGFR-TKIs. (a) Survival curve of gefintinb and icotinib; (b) Survival curve
of 19-del and 21-1858r; (c) Survival curve of emphysema (yes or no); (d) Survival curve of family history of malignance
(yes or no)

Bl 1. %% EGFR-TKIs JAfTHIBEMERFINZ. (1) TIFBRFKRREE; (b) 19-del #121-1858r; (c) BIRASH
AE; (d) BEREMEMERESE
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Hazard Ratio Plot

subgroup Gefitinib (events/patients) Icotinib (events/patients) Hazard Ratio(95%CI) P(log-rank)

ALL patients 25/65 19/43 ] 0.90(0.49-1.65) 0.73

age

<=60 15/33 5/18 n 0.69(0.25-1.92) 0.47

>60 10/32 14/25 u 1.07(0.45-2.55) 0.88

Sex

female 17/43 12/25 u 0.99(0.46-2.10) 0.97

male 8/22 7/18 | 0.87(0.30-2.51) 0.80

Emphysema

yes 7/19 4/8 ] 0.88(0.23-3.44) 0.86

no 18/46 15/35 u 0.91(0.45-1.83) 0.78

Family of Malignancy

yes 8/22 711 u 1.17(0.40-3.41) 0.77

no 17/43 12/32 u 0.74(0.34-1.59) 0.44

Mutation

Exon 19 deletion 12/33 10/23 ] 0.66(0.27-1.62) 0.36

Leu858Arg 13/32 9/20 u 1.45(0.60-3.48) 0.41

TNM stage

Il 9/27 7114 ] 1.26(0.45-3.58) 0.66

1A 16/38 12/29 n 0.73(0.34-1.58) 0.43
[ e e e |

05 1 15 2 25 3 35
<----Gefintinb Beter--- ---Icotinib Beter---->

Figure 2. Subgroup analyses of disease-free survival
2. TRREFERMILLE S A FRARE

33. HMEXTREH

BB Je2H 26 N (60.5%) K EAEMIUAIMA R, B WA REM 2L E, 317 A(39.5%), 1
NHIL 3 UL B2, 5 NI RZON I F 57 (11.6%), o 1 NI 3 L B H i, 6
NHILIETE (14.0%), 6 NH IR BEF 5 (14.0%); & AEBE4l 46 N R AATF0N A B F44(70.8%),
B WA R R LS, 336 A(55.4%), 9 NHILT 34 LLER AE, 11 NI TAER S O 5t
971(17%), 18 N IUE B BN PIIRYE (27.7%), 2 NHIL T 3 LA EIEYS, 12 NI T # 2 B 1 =5 (18.9%),
7 NHBL T A0k (10.8%) . TR VBT SRR I i 26 kA, TEDLE 2.

Table2. Adverse events

F2 AREH
HIE&E N =65 BREEEN=43 p &
BiERER 46 (71%) 26 (60%) 0.27
a2y 36 (55%) 17 (40%) 0.11
i85 18 (28%) 6 (14%) 0.09
AR 11 (17%) 6 (14%) 0.69
B 5 (8%) 3 (7%) 1.00
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Continued
MR i 4 (6%) 2 (5%) 1.00
R& 6 (9%) 3 (7%) 1.00
HEEE 12 (18%) 6 (14%) 0.54.
SE )oY 7 (11%) 3 (7%) 0.74
3.4. EERK

FEOE A 44 NHBUE K. HARB A 25 NMBIE AR ME, By e d 19 NBUAcfiiE, &
w4l 1 NI RAR IR R (WM& asikimiZR), 13 NI Jimb Bk, Hrb 2 AR A ki
RO, 5 NUFIERER#HER, S8 RH: 3 NI TRMER, 1 NARaifil ke g%,
1 NFIR RS, 1 NFI PR A2, 16 AL Iz sers, Hp— AR 245681, 8 AU
DUNGFERS « K B R B RS BRI E SO 3 P (Rl Rk SORVE MR B R IR A B0k, BRAETT S [
M ARE BRFE R kA N R s S AR (B P AR 22 R GE RS ) X ARG e QU1 [0 0] e 0 7 £
1102 G N e £ M S 11 g 1 L ) SNPS ST EN ON = l ol- 10: < r FR
MR RGERE . AR INEE) [16]. RilxERE RS H . AL DG4 WA ek
A RTE R G I AL RS I AR A AT sk . AT AR 22 R G &5 I A% 1 (38 (e %
fEPR A R AL I 3.

Table 3. Tumor recurrences in different anatomic sites

*® 3 NTAERBIHMEEL

JREE R ZALEERS (TE CNS #47%) CNS ##%
HIEH B 1 14 10
mrEe 1 11 7

4. 7Hig

EGFR-TKIs 7£ EGFR RAZH 1 () 4E /N0 it S 45 3 1) 2 N, AHEETAREMIT 7%, 5
K 1 AR A7 3k o DA SR I 29 0 AH R AN R R B R A R & EGFR-TKIs — RAR#, (HIFA R 8%
EGFR-Tkls [¥] EGFR RAZPH{H: ) NSCLC & & ] ISRAS AEAF 3R 28, AR NBEAAAEA R IR SS A o

AW TR [ R 7T, WA 0L 108 44252 EGFR-TKISs fE A% BE YT IR/ N i
it B8, A O AR A SRR AT T Z A L R R, 5 EVAN B9 (42.4 4~ H)LL K& EVDIENCE Hif
T8 To R AR AR SIAR AL (4T AN ), T ADJUVANT BF ST s A 0% AR A7 1(28.7 AN ), JREE R &N, 1
AR R A 5

FEMGI] EGFR 2848 FH M IR/ i fifiig £ 5 v, ICOGEN HFAT[17RE M 5 3R % B 517 & e M Hb AR
PR Y, AR RRITINEE AWM RA R RN R AEFRRTEZEESRIETHES (P =
0.046), TMi7E Liang % AMIHEFT[18] 7 EL#k 1 #E EGFR 2845 FH 44 1 A5 /N 20 it fii i 503 v 2 32 58 —AX
EGFR-TKIs (FHEE e BmwmB e, Jeig B B)asr MR, 45 R IEH =M EGFR-TKIs ZURAHY, 13K
AL FEZER(p = 0.22), WA HEREE e GRFE B, AEAEIRE LKLY A BN K AE
RG-S ER, (B2 EFIEE RIRTT IR H YA NG E R A N T2 8 7 8 e iRy T i i
H(27.7% vs 14%; p = 0.09), Ji K AT 685 AHF 7o 4N BB R/INREARRR 2B 5. fELA4L 50 M /7T, EGFR
RARAY T SPA NS, DL AT TG A e P 5K soxt T 4252 EGFR-TKIs /R N A G Hii Bhif 7 (1)
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AN 2 it it e BB 3 (K TS G, B E ST [19] [20]3% MIZERE I NSCLC h 19-del M4 fE3kzit T
21-L858R, fijifh X —2Z R IR AT 5 FE5 . EGFR JEA8, JHURI TMB. 8748 =F 5 Rl R 1) A=
WIEAT A R[21], FEERFMTTI: SR NBEh It 44 NHIRE R, B WIS R /% A R il 4z Adb
(25 N), TAE Xu 28 ANFFE[15] [16]3%5% EGFR-TKIs JA 77 I # Bew W R KSR N TS, i X
ot 22 5 19 JER R P R 5 AN o — N I (R 5, A7 AE — 8 IR, TGRSR RSN, 1
7% (1) B3 S E TG B K[22], TEM AR/ N it JR 3 vh, Wu 250 90 [23])0E B B2 532 B A5 B Je 4
() FRRR A28 2R G0 I v 7 TE 30 J A A7 B A T4k 4H.(11.7 AN A vs 5.6 N H(HR = 0.32; p = 0.004)), TMi7E
F 52 A B SRR AR G BG YT BN i £ 3 Hh RIS T 2L AR PP R G 3K 25 (HR = 0.18; 95%
Cl =0.10~0.33) [24], 75 % Je n] &3 PARMI A RE I R AR

KT —ANERE BBV, AFEA v S VR iy, TEFRZRARRAE 7 T, 550 & e 44z
ZARERHEIIT I EE 2 T H A A2 MM T B, nTRES T 45 R A — B IR, Wu 25 A A
FL[25]7 WATE MR R /N A0 B i b, B S B YA T INART T I BRE A L T 2 B R T I R, B RS
TR BAFHIL RN, RIS R R B AEZR, HRAS R RS
SR, WIRATEE, (BEE Li % NRIB9E[26] [27] R FEHZ EGFR-TKIs /E A G 4 BIE 7 1R/ g
Pt S, BT RS AR AT IR AR, AT R -5 R I A /I A e AR R R N 20 B il 7 R
IEIEAT R AR E R . ARG ROZE R . SRR I AR TT 7 £ M E, EGFR-TKIs
FE AR /N e 2 AR S Sl B T TR R T AT 7 %, AR E R AR s SR AE AR A7 3R i LA R 2 W AH
KA R RAEZ T IG5 22 5, Y] N AR /INH it e 25— P R B YR 97 SR
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