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Abstract

Purpose: To investigate the efficacy and safety of first-generation TKIs in treating patients with
advanced or locally advanced unresectable EGFR mutation positive lung adenocarcinoma. Me-
thods: Clinical data of 80 patients with unresectable lung adenocarcinoma with EGFR mutation
positive who received first-line treatment with Icotinib were retrospectively analyzed. The pri-
mary endpoint was progression free survival (PFS) and overall survival (0S). Results: DCR and
ORR of 80 patients with unresectable EGFR-mutation-positive non-small-cell lung cancer (stage
IIIB~IV) who received first-generation Icotinib was 97.5% and 77.5%. The median PFS was 36.5
(95% CI: 22~54.8) months and the median OS was 69 (95% Cl: 55.3~90) months. The median PFS
in the TKIs combined radiotherapy group was significantly higher than that in the TKIs combined
chemotherapy group or TKI single group (P = 0.018). The 5-year OS rate in the general population
was 72.5%. Conclusion: In real world studies, first-generation TKIs are effective and safe in the
treatment of patients with advanced or locally advanced unresectable EGFR-mutation-positive
lung adenocarcinoma. TKIs combined with radiotherapy can significantly improve the efficacy,
prolong progression-free survival and improve the quality of life of advanced patients.
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1. 5|8

2020 F-AEK s EE B R ECE o R R i AR T2 AT JE BT A R R AL . 75 3R /N a9 (Non-small-cell
lung carcinoma, NSCLC)H, JR¥E ] EGFR FAFRAE 15%~60%2 [0, MM AFEF 5 1E 7 tem 7 7
AHE[1]. RBEAKREF 2K - BEE IR BEE ] 77 (Epidermal growth factor receptor-tyrosine-kinase inhibitor,
EGFR-TKIs)iB# 7% /T EGFR RARIEI NSCLC HBFHEAJEE K NSCLC ¥ . IGKIR®EY,
EGFR-TKIs WhrRHEMITHRHETE 4 ok R AEAF 2] [3]. B e & h E | EM R —M TKIs. 11 #
ICOGEN AR IR & e 55 B B A EMURYT R [4]: HLigEE. HESEReMt, R A&
BUF (5], SRR RIRITIER AR, B2 AR LRSS BIT KRS, U#—2HRe
TBIT IR SEE[6] [7] [8]0 AHEFT /0 At 1 FL S A —AX TKIs Y677 M 38 5= 38 i S A 7T 9] EGFR 2878 [H
PE il e B AR AR, IR [FVRTT 7 BT R 2 A, Sl e B8 IIOkS fE Rl R Y6 7 SR s B 41t
WA o

2. BT
2.1. IRFRBR SRR
BT T BRI S T O B R B MR E 2008 4F 8 H 2 2017 47 4 A1 80 44
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WA AT R il s &, A R OB S R . FrA B 4o 19 B AR B AR S R A
(NGS) KA 72 1) EGFR 2[R 548 88 2% (B 46 21 M2 T~ L858R RAFEY 19 4h 1 574%), A NE 2 15 v
Je— LRI ARIT o HEBRFRIE: ECOG PS 1F4; > 2 F3s A 1 HoAth 28 ZUR I sl H Ath g 2 8 R 1) S fe
s A E S BRI R GO -

2.2. BUEWSREERFRE S

IGIR GORMEAE RS . ) 203 TR s BEA L. RS KA RIKEAL, BT . AR
HE BEAISHE . JFE AR S R R R R TR . SETCI R T RPN S

I 5 R R BB AT R T S T AL BE B BE U AR OB L T TS BB A R 4
BE VT R A3 R s RN R ) R e R s Db U 5 S B R . BRSO e A O . R
Tt 5 bl 15 A LT E) S 2021 43 A 31 He

2.3. TR ARAE

KH RECIST 1.1 SEARIRT 00T € b VPAN 1 JHYT 20, 32938 56 A2 22 /iR (Complete response, CR), #53
2% f# (Partial response, PR), % 52 (Stable disease, SD), ¥k J&(Progressive disease, PD), %M M %
(Objective response rate, ORR) = (CR + PR)/EF%L x 100%, 5%l % (Disease control rate, DCR) = (CR +
PR + SD)/S 1%L * 100%. Joit @A A7 IH(PFS) R8It 52 4% v B Je ¥a 97 B\ it Jg B R AAT S RSB T
(PASE AR ) 2 TA] RN (] o 76 B0 A 1k ) 8] i R 2k e BAE T 1 8 35 IR IR B U H AT Gt B AR AE
HH(OS) 248 H R If12 BUE AT R ISR T 2 (A1 RIS TR] o feJm — IR U7 IS TS A7 35 R ], e R AL B ) i b
17801t . A R FF(Adverse events, AEs)VFA 1 36 B [E K RE W AT AS R SR8 AR EFRHE(CTCAE, WA
5.0)iEA TR A 2

2.4. GeitF bR

NiFH SPSS 22.0 MR ABATEHE /3 Hr. N Cox MU LL I [ )T X PFS. OS AT Z R & ¥ KA
Kaplan-Meier 72X HF A7 AE A7 A RS20 DR 25 8B4 T 5 IR 2540 HTs KA log rank A6 bR 25 W ZH 2B A7 28 . K
F 2 K36 A Fisher 5545604 ORR A1 DCR. ASHIF 78 T FH 48 THHEWT 25 9 UG 56, P < 0.05 NZERA 4
M-

3. &R
3.1. IIGFRRIES4FE

FHENHEbRE, L0 HY 80 %] EGFR K 58 A2 BH P H .48 45 5 B Jé — iy i e 1] s ) S S AN ]
AR 5 . 1B W 10 4], IV 1B 70 Bl I A PR AFAE TE LS 1.
Table 1. Clinicopathological features of patients included with advanced unresectable EGFR mutation-positive lung adeno-

carcinoma

F 1. BRHARTIHIER EGFR 325 PR A AR R B & Im R IR F HHIE

Ak (n = 80) 7k F1 73 8U(%)
R ¥ 60.2+9.9
PEnEe| 34~83
P % 35 43.8
% 45 56.2
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Continued
RARNL 19 4hEF 35 438
21 AhEF 45 56.3
WA sk 2 26 325
5 54 67.5
eI S H 23 28.7
T 57 71.3
B PRI 5 H 5 6.3
. 75 93.8
FARE H 28 35
7 52 65
TRHEM & 38 47.5
fa 42 525
HRRIER ¥ 22 27.5
B 7 8.8
it 18 225
Wi 6 7.5
JiR ke 27 33.8
77 By Je s gidl 26 325
By & e AT A 25 31.25
Yyl B e WG T A 29 36.25

3.2. BB L

ARV, 80 & i3k 59 filpmit ke, FErs 16 . Wiz ok AN 36.5 S H(95% CI:
22~54.8) (&1 1), 3 4F PFS %4 56.25%, 5 ©F PFS N 16.25%. A AN 69 4~ H (95% CI: 55.3~90) (£
2), 3 £E OS N 100%, 5 4 OS F N 72.5%. 4 — Ltk 70 ¥ Je 2y s 51697 Ja Bk i DCR 4 97.5%,
ORR K 77.5%. AN[FNEIT J7 5 Z 1B ) % I 4% ff 22 R 45 | 26 22 e T G vh 29 5 L (3R 2)e

Table 2. The difference analysis of the objective remission rate and the disease control rate

2. BENERENERIEHEEZRESH

4 5 CR PR SD PD ORR DCR
Sk 0 62 16 2 77.5 97.5
BZIRITA 0 18 7 1 69.20% 96.20%
AT A 0 21 4 0 84% 100%
A U4 0 23 5 1 79.30% 96.60%
ba 1.657 1.156
P{H 0.432 1

7E: CR: Compelte response, 584 2%f#; PR: Partial response, #f7)2%f#; SD: Stable disease, FiifaE; PD:
Progressive disease, %R /E; ORR: Objective response rate, M M %; DCR: Disease control rate, JJpiizlZ.
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Figure 1. Analysis of mPFS in 80 patients with advanced or locally advanced unresectable EGFR-mutation-positive NSCLC
(mPFS: median progression-free survival; NSCLC: Non-small- cell lung cancer)
B 1. 80 fiRs: BASk /S ARRSE AR AT F AR YIBR EGFR R PAM B & i it R & FHA /24T (mPFS: median progression-free

survival, NSCLC: Non-small-cell lung cancer)
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Figure 2. Analysis of mOS in 80 patients with advanced or locally advanced unresectable EGFR-mutation-positive NSCLC
(mOS: median overall survival; NSCLC: Non-small-cell lung cancer)

2. 80 f5llK% Bk /2RI BAAS o] F AR 1Bk EGFR SR BR%E B & H AL 24 FHA 5 #71(mOS: median overall survival; NSCLC:

Non-small-cell lung cancer)

o

3.3. TEREFHMDEFATH

AL TCEE AN 36.5 DN H(95% CI: 22~54.8), HALRAFHIA 69 ASH(95% CI: 55.3~90).
Kaplan-meier %77 #7455 M AN o] TR s 3 b, BRA 0T 4L B R AL PFS B3 & T HAA T4
2GR YT 4H(P = 0.018) (18] 3) (3% 3), ARG X EH BIH A7 OS Jo it FH P2 7(E 4). M Cox A
Z IR FBIHDHT 71581 F AR 2 (HR: 0.10, 95% CI: 0.02~0.48, P = 0.004)F14> #A(HR: 17.16, 95% CI:
1.03~185.22, P = 0.047) /2 M HIA AT F AR 3 OS MM S2m R 2R .

34.5FEFXE

Je S e 3 K% 16 BA(TIB~TV B A T AR EGFR 58748 BV i i A o, AR N S SFAEAE 30N 72.5%
PRI BB S AL RN 61.5%, BEAITAN 72%, BRAHUTAN 82.5%, RIS E (P
=0.206). RNJGEEN S FAMFRHLETRTTFARE HZERA G2 E X (85.7% vs. 51.9%, P =0.006).
—iyT e R AR T, A SRR AR EE T S FAEFERRE T INERAR S R EHE,
ERTLG R (P =0.524) (# 4).
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Table 3. Prognostic factors of PFS
% 3. PFS MilE®ME &

A FAREE (n = 80) PFS, 95% CI b P1H
PR 36.5 (22~54.8)
P57 B(n=135) 40 (35.618, 44.382) 0.037 0.847
% (n = 45) 35 (23.591, 46.409)
e > 5 % (n=26) 28 (14.258, 41, 742) 1.297 0.255
<65 % (n="54) 39 (35.115, 42.885)
73 1B (n = 10) 60 (37.278, 82.722) 3.356 0.067
IV (n = 70) 35 (27.884, 42.116)
M A #&(n = 26) 36 (23.839, 48.161) 0.354 0.552
(n=54) 38(30.799, 45.201)
e I H(n=23) 34(22.261, 45.739) 0.027 0.87
T(n = 57) 39 (34319, 43.581)
B PRI 5 Hmn=>3) 55 (20.647, 89.353) 0.889 0.346
To(n="175) 36 (31.318, 40.682)
FA® <) 36 (24.126, 47.874) 0.831 0.362
7 37 (32.289,41.711)
Ve RN B e R H (n = 26) 34 (24.006, 43.994) 8.048 0.018
BB R BB AT 4 (n = 25) 32(21.229, 42.771)
BT JE B A BOT 4 (n = 29) 52 (27.878, 76.122)
BT HHER 17 (14.434, 19.566) 6.05 0.109
il Py % 4% 36 (25.190, 46.810)
i i ¥ 41 (33.799, 48.201)
JE Rt 24 (17.639, 30.361)
100 - fﬁs\msﬁz?(gﬁzismm.lzz)
- fﬁ?—éﬂ 34( 24.006,43.994)
§ - ﬁ%}ﬁggz?(gﬂzl 229.42.771)
¥ 507 P=0.018
= :
B ]
0
0 50 100 150
BfE (A)
Figure 3. Comparison of mPFS between treatment subgroups (mPFS: median
progression-free survival)
E 3. TEIATTIEE < 18 B &K A ki R A FHALL B (mPFS: median
progression-free survival)
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Figure 4. Comparison of mOS between treatment subgroups (mOS: median

overall survival)

4. AELGAITIAZ BB ER PALEE FHIEE B (mOS: median overall

survival)

Table 4. The difference analysis of the 5-year survival rate

4.5 F OS RPERMDN

A5 S HEELFR Ve Pl
R >65 65.4 0.045 0.833
<65 63
PESI S 66.7 0.379 0.538
5 60
7344 1B A 80 0.626 0.429
v #1 61.4
WA s H 69.2 0.501 0.479
7 61.1
o I 5 H 522 1.872 0.171
7 68.4
PRI B A 80 0.648
T 62.7
i Tk 68.2 5.766 0.208
HHY 28.6
i 1 77.8
i 7% 50
JE Rt R 63.7
FARE 2] 85.7 7.59 0.006
T 51.9
HREIRIT e =A% 773 0.407 0.524
hnss 68.4
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35 REMETRENR

ZPMAHRA R B (AEs) B KA 50%, BRETBUTHA RFEMFRERN 55.2%, BRafurdl
N 52%, HAFAITAN 42.3%. BRI AR R LA REFEM N R M DS Bea e ARk &
BOT AR E WEA REAZ T RGNS . BOANE R 4 BARFMFBARIETHIE. A EER
AN RFEE A YR R BUF 2455 5).

Table 5. Adverse events (AEs)
5. TREM(AEs)

HZIRYT L (n) B LT 4l (n) BE A0 4 (n) Hitm)
N 15 12 13 40
42 11 8 9 28
[ii-0} 3 4 3 10
(WYt 6 3 2 11
zh 0 1 3 4
BRIE 1 3 0 4
% 1 1 0 2
R BT 0 3 2 5
BR 0 1 0 1
T4 0 1 2 3
“H REH 0 14 6 20
4. i1ig

X T [ SR R S B A (IB~TV ) AN AT AR P BR 17 EGFR 28745 BH 14 fii i e 5 38— 2R A
—AR TKIs ¥ 77 & F97 200 22 A Ve i) SR BUE /0 i o Bl JB 8 SR A7 JI5R 31 3 AR b o X TR AR T )
BRI AT FAR NSCLC 3, AR ik 2 Ria DB FAR9]. ME R R — B 2R MM A G
BT AET- I E BRI, 4 50%~60%f) I~ITTA ] NSCLC H3% AR Jg Mg 2 K [10]. AT FAREE
s A A2 e BA(IIIB~IV 1) R /Nt il g (NSCLC) B 22 58 & P i (Multiple primary lung cancers, MPLC) &
B BRI TR BT AR R A SO AR AT DAL S s A RN B L F AR DI BR IR T BOR, R R TR
W2z At FSASTEAR[11] [12]. XFF EGFR PHTER) MPLC B35, @ik 45%01 B35 vl GEH B EGFR
FHTRI AN R ) B g 2 A, R 3 o AR T B S AN R B, B[] Y87 B S A4 8 1) JBUHHR
JTUENARREF AR M NSCLC 8% MPLC #3247 —Fh & ACI6 7 SIS [13].

BEAVEITTE 24 NHEIIZ SRS RIG R . R4 TKIs P70 %E, B0 FREE 2
T790M FIRAE), i B 245 9 A 2 it g, & B 1E TR 1697 20— )5 H L5 ik R (I R 2
Ji#€)o AW HIR T JE N H T EGFR RASBHPEMIA 0T FAR M e B, 453 EoR: B4 DCR N 97.5%,
ORR A 77.5%. A #LZ TKI i6J7# ORR & 69.2%, 5 IPASS B 7tV 419 75 4 # Je A7 EGFR RAEH)
NSCLC WP ORR N 71.2%MI45 RARLI[14] [15]. g5 RRI, AATF AR EGFR A%
Ji e S 3, AR TGRS T, BEABUTHERE LR RAGIE K. EIRRSLE S, #EREsT
WS FED AT S A, EREA T FAR NSCLC BT G I 4ERRGTT oh o] (K T 58 5 1 PFS I
OS. fHHMEEFEI IV ] NSCLC g, A Misey bG48 Gy 4P 3 A A7 it I A T R B by 4, 97
ROE R 2 H 2 A PE R F[16]. MG ARERIB0T AT B 20 LA BE F i) se B ik, 3 ndLimiE v, 80 TKIs Al
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WEEX N, ¥/ EGFR BF A4 NSCLC 4L i (s 245, 34 EGFR Z¥ 738 NSCLC 4 ] 507 i) ek
PE[17] [18]. MbAh, B et RITERR mpUA TR BE DR A M BT, 2 WA TRTT 7 AR &R .
Ye Qiu %5 A[19] F 12 50 5 J BE A 0T LA S 28 4 N R 41 i 15 e 4 A o) 8k IR -7 ) R i S a7 AT R
NSCLC B#IT R, mB G REThi AAR KM EZER . REHEA T eilS syT H&
[ 8 A R — PR R

TR, BWRIEN LR, BIRTT, ERIEA—%IAIT, BB e B RIFH <t
fif 521, AU BUEF RN R RSE 1RVGI7[20] [21]. ARWFFCH, 3258 8 JE BEA HARIEIT I AN BSOB [ &
AR B AR TR ZIRYT o BRAR B 78 3R B B2 I R AR 597 R0 R[22], 5 R AR ZE T BE 5 AW AT 100%
M5 H EGFR RAH X, XBFFA IPASS AT LS 1.

AHIEFE 1) JR PRVEAE T8 B m A I mT Re itk A RIWE 70 2 (AR g e A —8, DRl 23 4
SAAERIIRGIPE . B AT a7 DA BT - P A2 BVGI7 B FH T EGFR 2878 (1) NSCLC MR A AZ
TIEIRTTE LSRG I, A0SR DL IR A T EGFR-TKIs Tif 24 J& sl i 4% (1 J 597 3k R 47 (23]
FPEIRTT BT & EGFR-TKIs Mif 25 /5 1Y) NSCLC &3 IV TEE R, MM 7E B e g 12 P A0 i) A il
B—=2.

ZE LATA, KT AT R S B ) EGFR 847 () il i 2B 3 003R 7, — AR TKIs 732 —Fa 2%
Bz st mzsyy, HAEbEEal DS BUTITRCEME, nlitm 5 FEAEFRMR R, KEEELTTE
AEAEHT, PRI R AR R, R B ] EGFR 7B NSCLC 38 RLE va 7 i =R 21

Pas
= o
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