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[Abstract] Objective To investigate the efficacy and safety of the first generation EGFR-TKI with apatinib in the treat-
ment of advanced lung adenocarcinoma with EGFR mutation after EGFR—TKI resistance. Methods Totally 31 EGFR mutation

positive advanced lung adenocarcinoma patients treated with the first=line or second-line EGFR—TKI were retrospectively ana-
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lyzed, and the efficacy and safety of EGFR—TKI combined with apatinib were evaluated when the original targeted drugs resist-
ed. The Kaplan—-Meier method was used to plot survival curve, and Log—rank test was applied for inter—group comparison.
PFS1 was defined as the progression free survival of patients treated with single EGFR-TKI; PFS2 was defined as the progression
free survival of patients treated with EGFR—TKI plus apatinib. Results During monotherapy of EGFR-TKI, there were no com-
plete remission (CR) cases, 15 partial remission (PR), 14 stable disease (SD), and 2 disease progression (PD). The objective
response rate (ORR) and disease control rate (DCR) were 48.4% (15/31) and 93. 5% (28/31) respectively. The median PFST
was 10.6(95% CI:7.15-14.05)months. During the treatment of EGFR-TKI with apatinib, one patient did not receive interim
evaluation, and there were no CR cases in the remaining 30 patients, including 1 patient with PR, 26 patients with SD and 3
patients with PD, representing an ORR of 3.3% (1/30), and a DCR of 90.0% (27/30). The median PFS2 was 6.6(95% ClI:
3.57-9.63)months. Log-rank test indicated that, EGFR-TKI had a significant benefit of PFS1 as the first=line treatment than as
the second—line treatment (15. 6 months vs. 7.4 months, P=0.02); EGFR-TKI with apatinib had a significant benefit of PFS2
as the second-line treatment than as the third—line treatment(7. 6 months vs. 3. 0 months, P<0.001). The median PFS1 was sig-
nificantly associated with the presence of brain metastases before EGFR—TKI monotherapy. Patients without brain metastases
had better survival benefits (13.0 months vs. 7.4 months, P=0.03). There was no significant difference between median PFS2
and patients with brain metastases before the addition of apatinib (7.6 months vs. 4. 4 months, P=0.19). Grade IV-V adverse
reactions did not occur during the treatment of EGFR-TKI with apatinib. There were 12 cases of grade Il adverse reactions, in-
cluding 6 cases of hypertension, 2 cases of fatigue and proteinuria, 1 case of diarrhea and 1 case of hand foot skin reaction.
Conclusion The first generation EGFR-TKI with apatinib is efficacious in the treatment of patients with advanced lung adeno-
carcinoma with EGFR—positive mutations after drug resistence, PFS2 is extended and with acceptable toxic effects. Brain metas-
tasis is one of the factors with poor prognosis in patients with advanced lung adenocarcinoma.
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b 12(38.7) 11.3(0.0~23.7) 5.5(3.0~8.0)
1 19(61.3) 10.4(8.9~11.9) 7.5(3.2~11.8)

AR B A AE B 5 19 (5 TR AAFE EGFR19 S0 T B2k i J 3 5 21 3705 TR AU 7E EGFR21 54 g AR 3 s T A7/l fom
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6.01H,P=0.02) 44722 7 WWEI 5. HAiPFS2 5
0 BT JE IR YT R T AR Bk e 7% T B 3 St
2R (7.61H vs. 4.4 1 ,P=0.09), BRILZSb,
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IR Y 2 A2 R 358 (20%~50% ) , T & A B BE I T
Pt B o ment 1 HE ] B AR (<20%) o AR vhok
KRV LV FAS RN 12 B K T e M
AR B (M) A4 w1 (19. 4%, n=6) . T &£ &
JK BB (3.2%, n=1) (& F IR (6.5%, n=2) . Z Jj
(6.5%,n=2) XJETE (3. 2%,n=1). 45 341(9.7%)H
TCUE T 52 AN BN 98 T B R Je ) o (2 45 e 5
250 mg N B H 250 mg, 141 /4% H 500 mg T i#
EEH 250 mg) 543 3 B1(9. 7% ) RG22 A KSR
152 (525 B R IR R 40 B H 250 mg, HaRk
AR RS 1Y) B8 S X RE VR T 24 ] R A s A

Fz2 31 6HE EGFR-TKIB A FTIHE T2 i T 1A R K0,
KR [n(%)]

AR R I % I 2% M At
R IR 9(29.0) 5(16.1) 6(19.4) 20(64.5)
z7 12(38.7) 2(6.5) 2(6.5) 16(51.6)
Ji5 7(22.6) 6(19.4) 1(3.2)  14(45.2)
=L 10(32.3) 2(6.5) 0(0.0) 12(38.7)
H R 9(29.0) 1(3.2) 0(0.0) 10(32.3)
TRERER  6(19.4) 2(6.5) 1(3.2) 9(29.0)
R 7(22.6) 0(0.0) 2(6.5) 9(29.0)
i 5(16.1) 0(0.0)  0(0.0) 5(16.1)
Sl /MK 3(9.7)  0(0.0) 0(0.0) 3(9.7)
HHEm S 2(6.5)  0(0.0) 0(0.0) 2(6.5)
JHFA43 4(12.9) 0(0.0) 0(0.0) 4(12.9)

« 37 -

3 e

A G 30 it B 98 R8T N e ok ) R 1) 245 )
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EGFR-TKIIA BT A JE 16T H TG 7% 78 50 A i % 4%
BHEMPFS2 IRE 2R G # B A R R
B(7.6 1 Hvs. 4.41H,P=0.19), X#E/RMHEF
SE MR i VT TR AN R 22—, 5 RE A 56 Tl
I i e B T I (R I 98 65 SR AR BT gk Je v
T VR T A A M Y VEGF—2 Y ATP 4550 15, B
Wi T A5 5 A% 5, I e 20 20 B I A A B o L
SEURHAR SN SRR RS RS AL A I PR AT IR SR R AR
Je kA BT IAE SR G T LR 2 1 S R R A A TRl B
iZ WF 5 1A BN [l it M 43 A T 16 i i 3 NSCLC 24
EGFR-TKIIRY7 #E L 6 1 H I BLPD , 4R 2L 1 H Ji 4
] 25 9 JF 8% & BT A B JE 3R 97, P AL PFS R 4.6
(95%Cl: 2.23~12.52) > H , ORR FI DCR 43 %l /&
25% F1 100% , A I 8 35 230 ) 3697 7= AR T 25 J K
PUL A A R IT AR — o R AR AT DAk SR 3R 25 .
Saito 251 [m] B M 43T T 27 5 ) NSCLC % 435
SRR VAT A L PD S, BE A B IR JE 4k LEI6 9T
)97 &%, Hod A7 PFS 4 5.33 4 H (95%CI: 3. 63~
7.03),0RR K 11.1%,DCR K 81.5%.

EGFR-TKIG YT PD J& Jin 4TI 4 A= 5 25 ) fig 4k
LEARAFHIREH , $2 78 EGFR-TKIIAYTHE I NSCLC H
PR & M 25 2 WL 2 R S EAE 4T R,
I AR 5 I DR T 5 16 PR B 22 56 4k & 1 i 24 IO BIF 5%
ARG AR 31 191 i S0 e BB 3, 48 EGFR-TKIYR
7 PD JG BKA BT AR Je 4k 823697, th o7 PFS2 K 2] T
6.6 ™ H (95%Cl: 3.57~9.63) , ORR 4 3.3% (1/
30),DCR H} 90%(27/30) , 5 HAM AR T 1 25 K
FOET 531 Bl A 8 e A — 1R EGFR-
TKI G 97 PD J& , P W BORE A aF 47 356 PR A 0 % 3
EGFR-T790M it 255875 {0 th T4 55 s 25 A ] K
A 5 DR R B4 I A =A% EGFR=TKI, 11 3% 45 5 Bl
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BB G EIRYT , I R o3 iR R RE G A T AR T

RS, B Y A A7 A0 BT % BRI 38 4 B G R A2 PRS2

KET 7.5 H(95%CI:1.9~13.1), &/~ EGFR-

TKIVG YT PD & BT iAo Je ol DLE — @ R T b 30t

it 2, SRAFAEAF AR 55 BLAb , AT 55 H 40 1Y 53 A

S50 LIR  EGFR-TKIE iy — 2097 B 4k yT

(R PRST BH 2 3k 35 (15.6 ™~ H vs. 7.4 4 H , P=
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— &, T AW 31 0 A RER S BT AR

1% , WAL PFS 4R £ e ZC REAS RE 4% 4 o S 2B A7 (overall

survival, OS) B3k #5 HBIE I A Z 5, AR DUE K

XER Ay B R BE DT ] o AP HE i T

EGFR-TKIIB 5 Bl F 5 J& 6 97 S 1] A AN B 52 I & A 1

O, AR R TR BV 90 S V 9™ FAN BN Y K

A 1200 %A T A BN, A & AR RSO Y

B R  RRETRYT R BT R 45 24 AT DA i R

5. PRI EGFR-TKIEEA BT JR 16T 7 28 (1 52 1

Bt
25 LIk, EGFRBUR S AL B9 13 NSCLC £ 1

B2 5 — % EGFR-TKIIA YT PD Ji I FH BT i 5 e 4k 2

IGIT RIT A V) B A vk RAF . (EARHESE B T R [

BSR4k R AT 9, 53 AN B S i 25 2 a2 R A TR

S, I 1 gl H I 7 2 iy K 1112 A R 175 100 1) A

I A Sk T AT JR AR DG T RS M I PRIJF T, 32 i3 WL R 42

A4 DN A B B e 35, DT BE 4 M 9 S I R

R
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