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[ Abstract ] Lung cancer is one of the leading causes of cancer-related morbidity and mortality. Epidermal growth
factor receptor tyrosine kinase inhibitor (EGFR-TKI) have become the standard treatment for EGFR-mutated advanced non-
small cell lung cancer (NSCLC). Unfortunately, drug resistance is inevitable in most cases. EGFR-TKI combined with angio-
genesis inhibitors is a treatment scheme being explored to delay the therapeutic resistance, which is called “A+T treatment”.
Several clinical trials have demonstrated that the A+T treatment can improve the progression free survival (PFS) of the NSCLC
patients. However, compared to EGFR-TKI monotherapy, the benefits of the A+T treatment based on different EGFR-TKIs, as
well as its safety and exploration prospects are still unclear. Therefore, we reviewed the literature related to all three generations
EGFR-TKIs combined with angiogenesis inhibitors, and summarized the mechanism, benefit, safety, optimal target population
of A+T treatment.
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F—fUEGFR-TKI (41: F AR | JEiR e . i) |
S AREGFR-TKI (4 FIk)e | ikl &g ) s =48
EGFR-TKI (4: BAEJE) iy A2 JCHE A=A 3] (median
progression-free survival, mPES) /38 H-1310H. 11
AH-1540AF118.9H 5 Wb v B A A ] (median overall
survival, mOS) W35 1740 A-3410 A . 2840-H-34 1A
38.671H 5141, FiE 2% [ifJgd Xot B GER-T K24 1 hy ol 15 it e 1)
(17318
AR T7 B A, A B 5T DsI4  DLAR 2k A Bt

(Bevacizumab) ¥ A5 fbI7 AH L FER 4G4RS T V] DL g 3 AE 4
NSCLCHEHMZEMIWIAOS ., Kk, BHEMAS P AR A
+ (vascular endothelial growth factor, VEGE) il 4 F e I
B ) (angiogenesis inhibitor) BESEGFR-TKUK N H
Tl AR S0 Y B AR R T 1) 22— del), LA DU ER BRI
BIEER)E (Erlotinib) AURMIK G I BRI A+THE
" (Avastin+Tarceva) o i 5 EGFR-TKIFP A EL Y4
i, XS B W O T SLH“A+T” (Angiogenesis
inhibitor+Tyrosine kinase inhibitor) . AT LK
TFRE, (HERTRA+T R DM R . A+ TR AT
EGFR-TKU.ZGATT YA MR G AR AR SRR L &
T 2L IS A 1 AR R G R I, A SCR B IR A
2%, [ E B A OC L o M 45 SRR F AT A BT E R
I EAR AR, AR AT RSS2 (A7 0]

1 FUMEE A SEGFR-TKIBK & 1ER I EHE AL

1.1 3 P2 BA PG EEGER-TKIM 251 (4 i T e
B VEGFR A 3% LA B/RSRVEGFIE M55
SR8 X E GRE-T KM 25 (v AE AL 2o 3X Alhifi 245 BIL ]
PR T o e R e R DG PR AR B T AR A A
o 5% /M IVEGFRS VEGFl #1938 HAEH . tHEGERAT T
S5 A LA i MAPK FIPI3K L i 45, 2= /D3l st 1
(STAT3. SplAIHIFs) iR VEGEHF ALY, 6 i LIS L
V22 At A AR A /N o3 F B s, 4
M2 (interleukin, IL) -8, I A M ZR-1. MEHE K E-2
IR B 2T 2 4 A A PR 74509, BHIBTVE G55 38 i
AL & B IREGFRIE 5l B B R b KT, [T EGFR A4
WMES N RED, Bozec S POFEMRSMZ IR Ik A LU A
&, RPN A 25 5 EGER-TKIZ A F BT R 2R
M TEAAR Y BINRY, R E E A YRR
1.2 YA S AR DU AT S Fh RS A g B A ]
A5 5 I e 0 M 5 P S 3 DR L TR MR, AT 4

Fen A P AR S, DT 75 ek g I A7 3 a7 1k T e, AT e
Je (R SOVRAA R 7, HE g PV , BB EGFR-T KR
BB e AEAR T B, XFRORBIP 2 B A — i Pk
(), I AT REIE P TR 7 i 0 e g 160 A8 45 (a2 1l AR S
SEYG PR SE T DU ER BRHT AT ARG i N R85
JERIHREE
1.3 2B M RS20 S100A9BHIE 15 B YR 411 1 4 i
(myeloid-derived suppressor cells, MDSCs) ] LA#E 37 5 5 i
LU, Fa s S A R PP AR B TR R, TE I I T
B B DIERER SATAT LA NS CLC A A1 A
1M1HS100A9FHEMDSCs, 4 %5UIE 2% i A5 23,

2 F—REGFR-TKIBAHIME S KZ5Y

2.1 AR FEBeTalF X UL AT 45 2 W /R W7 . EGFR
RAFBEAMNA+T R R 85 I RYERY, —RIICTR
TSR+ DARER AT vs JLIE A2 —ZR T EGFRE L I
HINSCLCHIR IR R GETFFE . JO255670F 5% (115 )
FINEJo26 (IIHIRE: ) 78 HASE R AT, il TRk e
G DR FRHTA R T e I8 2 e 25— 4R YT EGFREBURR
ZRABMIINSCLC, PRSI 3K 45 2529, (HOSIA b 35 22 5+
ARG 27281 B INFENEJO26WF 5T Y, A+TLH X L JEIRE R
HZG2 . mPFS (16.9™H vs 13.31H, HR=0.605, 95%CI:
0.417-0.877, P=0.016) A . E 4112425 529, mOS (50.71>
H vs 46.21°H, HR=1.007, 95%CI: 0.681-1.490, P=0.97) J.
WG 2E T,

7P ETF R AT A 5E CTONG1509 53 2] T
[EREZETE, TRl A 4R L =2 [A] Y 2 2% i % (objective
response rate, ORR ) (86.8% vs 84.7%, P=0.624 ) FIF 15l
% (disease control rate, DCR) (96.1% vs 96.7%, P>0.999) 1
WA W 22 5, XA HEJ/& W EGFR-TK I 2548 B il g
PR LR R IR A RIOCR

AFHA+THAS B WAER R T, 23K s W
AHDHIG AKX RELAYIF S B4R T RIS BB 5 5L
FHAT (Ramucirumab) , [FFEFRUE TA+T 77 47 K TPES
Rtk , (BEA A HOSTR #5 (T A IEIERE) 5 B
IR NTESL, HoAth b DN [RIAE A PES AR £ U 35, S48
RENREA R /N (113/449; 25% ) TAL T 5 7K 13 2

(HR=0.61, 95%CI: 0.36-1.01) . fECTONG1706f/F 77307,

FAERE (Gefitinib) BEA BT E (Apatinib) M T3
R e AW AEPES I W K 45 (13.7H vs 1021,
HR=0.71, 95%CI: 0.54-0.95, P=0.018,9) ., 75 -5 /& + Wngs
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e (Fruquintinib) A EE G2 R 508 (Icotinib) +
DR BT 114 [ o P 5 3 43 0 A 714,715 H L 18.0
MHMmMPES, Bl HET S R E, HET 45— KEGFR-
TKIMAFA+T A FRR I N PES I 4R #3 1O Sk = 1 2
Wi (1),
2.2 et BEHANESSEA R T (adverse events,
AEs) B3, (B3 3G nfBlop- 2 w5 4 24 ) A Bs 1) 1 S
e, AR BLAEs Z [ PRl {2 #E L K BT U AEs. EGFR-
TRIAHCIAEs T 27 B2 RAHOC SO, (Qn: B292 | s .
FRTERFN YA 985 ) | ETE | B . () B i e
(interstitial lung disease, ILD) 5064, Prinisd: s 254
(ADURER B M) AHSE AESIIMAOAG H 1L, BRI 27 fL. =
I Bk A 7€ . 8 F IR/ BN LR G IEAE RS, BRIFALIE
SRS, ZHILTIA AT ST. Chen5CIHE T metasy
MrigR, 7EH A 255 AT, A+THECAYH I (RR=2.62,
959%CI: 1.22-5.65) . filfil F (RR=2.79, 95%CI: 1.64-4.74) |
IR (RR=4.08, 95%CI: 1.47-11.37) . /K (RR=5.09,
95%ClI: 2.65-9.78) Al % (RR=1.61, 95%CI: 1.02-2.54)
KRR DET S 1E>3%AEsTTIETS (RR=4.82, 95%CI:
1.74-13.32) | FIfiLEE (RR=3.95, 95%CI: 2.47-6.31) FIFE IR
(RR=12.70, 95%Cl: 2.43-66.40) & 4= g & o =, Hor, i
I IR R A PR I 2 DUER BR BB 1 UL AEs o BR>35¢
JETE SN, B FHBT A A 2 W 110 W & 1S IEGFR-TKI
FHRIAEs K A3, TEA+T B P B i L S EGFR-TKI
FT A A Y TCOC BT S AEs . JUMIAR R A+ T 5
I 230 AEs (il SRR ETE ) KR ZEAN
K (#£2) . ILDEEGFR-TKUAIF A BEL A HIAEs, H1E
A+T P EE B ILD A& A= T A BB IR B 58
TH IR K ) Bos7) BRI RR A BT i 45 A5 B 25 1 %o il
HLETER RA R B,

TEA+TH, JEIE e i HIB I EAMIL TH 254,
FEIRYT TP B B 24 Bt T5AT DR I R I /A i 2
P R mee2o37 . A+ TR ABSIR AFR BE F AT Dhsd it
TRt R RN SRR R A 7
2.3 WA 165 —{CEGFR-TKIBE SHL INAT 25 IIR R
i, TS A AN AL (R REPE B | A WOARRES | EGFRZE
VA A TR RS A TCI IS B AR 4R ) A R
AT H AP R 25 (1) $ 2526290
2.3.1 TPS33LZE748 ¥ EGFREEIEIHINSCLCHEH AT
TPS35E7F (54.6%-64.6%) 143 ¥ U, 1 HAFAE TPS3 L5848
R TS %5 2%, (i FIEGFR-TKIFY R R A, TPS3%¢
A5 L VEGE-ARIVEGFR2F IK K10, Y Jifiye {7 7ETPS3

SRARM, o FHDURRER BAbey 7 A AE HLRB RS S I PRSI,
TEEGFR-TKIAYT M i A rh 58 A2 U TPS 3P | T,
TR T RBIE — B FE RN 25 L], X Se AR A+ TR
N PR AL T B LA
CTONGI17060F 7% BULE 3 AL S 1R 7 rh e FH BT A
Je, MXHT R AR R B2 TPS 33 5 75 H 5 0 1 S XU
R 44% (TPS3HM 185878 [ 7 it e KUK R 1R 76 % ), T
AUAHETPS3 A 7Y £ 35 A 0E J XURG: R A1 8 9, 4 /R A+T R
FIPFSIR #5 nT fE F ZAE P FETPS3%ZE W 4l . 7ERELAYHT
gEirh, B R 5 AR, TPS33L 848 f 4 1F Ex19del Fl
Ex21L8S8RIV.ZHH 44 i FEPESHK 5, MTPS3EFAE Al &
Y L8SSRAEH A ARt et (£3) o AT AMHEHEN
ALTER-LOO4MF5 41 I 4855 P il 5 48 1% £ 35 fT FH %R o
BB A LB EE (Anlotinib) JAYTAYORRIES0.95%, TMifE
TeAEREZE AR 1 THORRILUA40% ., BRTPS3ZEAE A1, FHiAth
P19 R R e 5 A L Al I 2 A8 2 75 B M A+ T AR 2 e
KFERER ZR MR R R
2.3.2 A8 E EGFREASMIINSCLCE A Tk &
AR AT LIS 509%4) . CTONGI1S09HF 5% F ik #4 7% 2 5 1Y
mPFSiA F]17.9 7 (95%CI: 15.2-20.7) 29, LEXUE it
TFLAURAMFFEH A (Osimertinib) SEFLAY15.24~H
(95%CI: 12.1-21.4) 13, 5% R 58 IG5 52 0 41 A m PES
AL (17.90H, 95%CI: 13.8-20.8) , HE /RN B HBE
P AE A B2 P AR o XU R v T T A e RS S
(PFS HR: 0.48 v5 0.57) , FEARIET AU IO FE EE L K (OS
HR: 0.62 vs 1.09) %), Wang 55 UL AT 1 [N AT 8t kR,
H—fREGFR-TKIMK & DR IR BT A X FEGFR-TKIHL2Y
BUEGFR-TKI AT, AT LA = 6 i s 28 A7 28 (Fi i
ORR: 60.0% vs 17.9% vs 37.3%) ; BEA DURER BABLAIAY T T
ZENT L A 7 g kb (PRI PES: 21,01 vs 11.3
H, P=0.007) . Feng %542t 7E A+ TP G RS VE i
YR R 7 A U491 2 5 IR TEGFR-TKIFR 252 (38.0%
vs 71.0%, P=0.03) , 2 & A= BN JE (g v A Asf [ 4, i 35 S
(49.11°H vs 12.91MH, P=0.002) , #/R TP 259
PRV EER X 5 7 i 2 B PR 5 B R o R, P 2 SR T
MR (I I ) AN AR B S A TEAREAR
OB MR B o S e R I R BB AR 25
FREETEA, PRIt R Z5 iy Bt — 2D 00 E . A, R4
HRRX B 25 2R 0 e G A % A IR DUAR R B e 2 K
HERFFEAEZ—, {HBesse 5L 2 UE AR IR ik 5 45 FE o
H (s FH DL ER BRI AN 2 B S o s i 8 RS
2.3.3 Ex21L8S8RAEF ML TEx19del lHEHREG M A+T
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Tab 1 Benefit of A+T treatment compared with that of EGFR-TKI monotherapy

PFS HR (95%Cl), P mOS (mon) OS HR (95%Cl), P
47.0vs 474

mPFS (mon)

T(n)
Erlotinib (77)

A+T (n)
Erlotinib+Bevacizumab (75)

Study

0.81(0.53-1.23)

0.54(0.36-0.79)

16.0vs 9.7

Takashi Seto, 2014

(RCT)

0.327

P
1.01 (0.68-1.49)

0.002

p.
0.61(0.42-0.88)

50.7 vs 46.2

16.9vs 13.3

Erlotinib (112)

Erlotinib+Bevacizumab (112)

Harubhiro Saito, 2019

(RCT)

0.970

p
0.92 (0.69-1.23)

0.016

P
0.55(0.41-0.73)

36.2vs 31.6

179vs 11.2

Erlotinib (154)

Erlotinib+Bevacizumab (157)

Qing Zhou, 2021

(RCT)

0.581
NA
NA
NA
NA
NA
NA

P

P<0.001
0.59 (0.46-0.76)

NA

19.4vs 12.4

Erlotinib (225)

Erlotinib+Ramucirumab (224)

Kazuhiko Nakagawa, 2019

(RCT)

P<0.001
0.71(0.54-0.95)

NA

13.7vs 10.2

Gefitinib (156)

Gefitinib+Apatinib (157)

Hongyun Zhao, 2021

(RCT)

0.019

p
0.54(0.31-0.92)
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NA

18.0vs 11.0

Icotinib (60)

Icotinib+Bevacizumab (30)

Zhansheng Jiang, 2021

0.029

[

(Retrospective study)

A+T: EGFR tyrosine kinase inhibitor combined with angiogenesis inhibitor; EGFR-TKI: epidermal growth factor receptor tyrosine kinase inhibitor; T: EGFR-TKI; mPFS: median progression-free

survival; mOS: median overall survival; RCT: randomized controlled trial; NA: not available.

B Pk 25 2 W AF AP RSN I e, 55— 4R
EGFER-TKIHHIEx19del Ml EGFR . AktHlErki R Ak 1 72
JE = TEx21L8S8RANML; —Fiimeta /AT #OHBLIE S Ex19del
BE S —REGER-TRIMIT S FEx21L8S8R .

SRM7ECTONG1509, NEJ026H1, A+T 1= B R 7% |4
X TEx21L8 5S8R i JE XK (PFS HR <PFS

Ex21L858R

HR, ), H &R TEGER-TKITE P Fl 5878 WA (1) 7
RS PIUNTECTONGIS09MF 552, A+T A ffi Ex19del
BHEMPImPESM12.51HEEFH517.71H (HR=0.62, 95%CI:
0.42-0.93) , M Ex21L858R B H HImPESI 9.7~ H T3]
19.5~H (HR=0.50,95%CI: 0.32-0.77) -

JUE LRI 7E Ex21 L85 8RR E LS T/ IR Y
NG, H—LEHF 58 i CTONG17061K) 45 SR HIHE /REx19del Hi 4
MA+THRE AR £ T 2 (4) o FEE IR L [FFE R
BIEBA N ER P BEVERLYHF 7550, i /R7EPFS J7
M Ex19del {8 FH K57 B8] 1T 28 MR 455 (HA
BRI, 7EOS T THIEx21L8S8R Al AN 3K 25 AL A1 it
TEx19del %, FET FIREEH, Ex21L8SSRAH B H & A
A+THE ARG
2.4 QERT790MEEAZ L] —/ _ALEGFR-TKI—Z HIZ4
Je TR 2L — 2 ] 25 BAT S p 45 5 8 Lo KRS
20 T790MIf} 25 5 745 11 £ 35 AT DL — 2 ffi A5 e,
I A+TAR R 75 AR T790M S8 A8 il 243 H B2 Ay )
CTONGI1509MF 5% PI%F A+ T4 50 1% 5 Je 5 24 21 Hp e s 1E
iz (progressive disease, PD) MR AT 2 R R b, &
PP Z (AT 790MZE AR LU I 0 i 3 22 57 (33% vs 45%,
P=0.187) . NEJO26 MIRELAYAfF 55 i3 I FREIZ51E . (H A,
XA HTAR AR B 12 37 76 XA MR I i B DNA (cell-
free DNA, cfDNA) 5T, TR/ 2828 RIARTS A IR dnAs,
PRI RTSEMEAT R R G . SRR S22 LY 22 5, (A 240t
AT 2H F 8 FR 3 BT 790M 2828 el /e B 1A AR Y
R, HA5SIR T/ INFEA A LA 0T, DA I Ry A R A2
— TGV e A G S AR g T o 5 ) K B0 A+ T 2 i
2B T79OMPHPER B IL FEGFR-TKIFLZ5 4] (35.5% vs
51.5%, P<0.001) o X TA+THEEM ML IR R ATy e 2 T
Jifr IR A AR T A, B K IR LT s PR S 6 A B

3 F-REGFR-TKIBAAHMESE K751
A — e [ml e 5 B G HR R T 5 ACEGER-

TRUB YT M A 2 nl A7, X AT RE % e 22 —AX
EGFR-TKIA B A ZAEsSY,
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Tab 2 Proportion of patients with some adverse events in several A+T combination regimens
Study A+T (n) Hypertension (All grades)/ Proteinuria (All grades)/ Diarrhea

hypertension (Grade>3) proteinuria (Grade=>3) (Grade=3)

Haruhiro Saito, 2019 Erlotinib+Bevacizumab (112) 52 (46.4%) 36 (32.1%)
(RCT) 26 (23.2%) 8(7.1%) 6 (5.4%)
Qing Zhou, 2021 Erlotinib+Bevacizumab (157) 76 (48.4%) 95 (60.5%)
(RCT) 29 (18.5%) 11 (7.0%) 4(2.5%)
Kazuhiko Nakagawa, 2019 Erlotinib+Ramucirumab (221) 100 (45.2%) 75 (33.9%)
(RCT) 52 (23.5%) 6(2.7%) 16 (7.2%)
Eiki Ichihara, 2015 Gefitinib+Bevacizumab (41) 28 (68.3%) 23 (56.1%)
(Single arm study) 7 (17.1%) 3(7.3%) 1(2.4%)
Hongyun Zhao, 2021 Gefitinib+Apatinib (157) 107 (68.2%) 89 (56.7%)
(RCT) 73 (46.5%) 28 (17.8%) 14 (8.9%)
Zhansheng Jiang, 2021 Icotinib+Bevacizumab (30) 24 (80.0%) 18 (60.0%)
(Retrospective study) 3 (10.0%) 3(10.0%) 2 (6.6%)

The proportion of patients with some AEs (hypertension and proteinuria) and grade=3 AEs (hypertension, proteinuria and diarrhea) in several

A+T combination regimens. In each study, data about all grade AEs are listed in the upper row, while data about grade=>3 AEs are listed in the

lower row.

% 3 A4TiAfTSEGFR-TKIZETP53R L BUS TPS3EF A B B E YT RILL IR

Tab 3 A+T treatment versus EGFR-TKI in TP53-mutated or TP53 wild-type patients

Study Subgroup A+T (n) T (n) mPFS (mon) PFS HR (95%Cl)
Kazuhiko Nakagawa, 2019 Overall Erlotinib+Ramucirumab (224)  Erlotinib (225) 19.4vs12.4 0.59 (0.46-0.76)
(RCT) Ex19del mTP53 37 50 18.0vs 9.9 0.50(0.29-0.85)
Ex21L858R mTP53 37 41 14.7 vs 10.8 0.56 (0.34-0.95)

Ex19del wTP53 65 52 20.6 vs 19.4 1.00 (0.62-1.61)

Ex21L858R wTP53 51 51 20.8vs 13.8 0.60 (0.35-1.02)

Hongyun Zhao, 2021 Overall Gefitinib+Apatinib (157) Gefitinib (156) 13.7 vs 10.2 0.71 (0.54-0.95)
(RCT) mTP53 30 40 12.5vs 10.1 0.56 (0.31-1.01)
wTP53 43 32 15.6 vs 12.0 0.92 (0.50-1.67)

mTP53: mutant-type TP53; wTP53: wild-type TP53.

3.0 ARE —IRREETSE (n=405) 52 & BB TA R e+ D
R AL T BTV Je B 2 — LB T EGFREUR S ZE 1
HINSCLCHATEPFES (16.11°H vs 15.01~H, P=0.500) FIOS
(32.171H vs 42.01H, P=0.700) Jy ¥ 3A BEHK S, %%
LA AT B BAVESS R o T3 — IR B 9 S BTk
#JE (Afatinib) + IR PHTAERETT: R 400 EGFR-TKIIAYT
B S T16.8 1 H A mPES . L4k, Hata®5: 54 % i
PR+ DURER BB 57 22, FEREAT X — R AR TR
2 B E IS 176.3 1 H A mPES,
3.2 APk SCTABsHER A /D, — B 55 H
AN DR IR BT S 30 mg/d BT LR JE i 22 145
If, M40 mg/d (FREFRIE) ORI e MIMELATHAZ . 45

F 100 4 i A AP 5 R B B 0 1) 285 SR RN SCRFER B IR YT
ABHIMIPESIKOSTR 25, HIS AR PRy A 25T
RES MELL I Z A Bs K AR, QRS RS —(REGER-
TR AP E SR AT REA K

3.3 kKR T790MZEAS HH KuoE 2T F i [ml i A 5% 42
LT —ACEGFR-TKIMA+TA 2 AH b T A 25 7E i 24 )
T790MZE7E HAFI A3/ (56.3% vs 49.4%, P=0.794) . [F]Rif
FIFiR, AR T B — BRI,

4 F=REGFR-TKIBAIMESE K7

T4 —AREGFR-TKIZENNIR % H FRE S —/ 4%
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% 4 A+TiAfr SEGFR-TKIZEEX19dels{Ex21L858REE HEYTT T LR

Tab 4 A+T treatment versus EGFR-TKI in patients with Ex19del or Ex21L858R

Study Subgroup A+T (n) T(n) mPFS (mon) PFS HR (95%Cl)
Haruhiro Saito, 2019 Overall Erlotinib+Bevacizumab (112) Erlotinib (112) 16.9vs 13.3 0.61(0.42-0.88)
(RCT) Ex19del 56 55 16.6 vs 12.4 0.69 (0.41-1.16)
Ex21L858R 56 57 17.4vs 13.7 0.57 (0.33-0.97)
Qing Zhou, 2021 Overall Erlotinib+Bevacizumab (157) Erlotinib (154) 17.9vs 11.2 0.55 (0.41-0.73)
(RCT) Ex19del 82 79 17.7 vs 12.5 0.62 (0.42-0.93)
Ex21L858R 75 75 19.5vs 9.7 0.50(0.32-0.77)
Kazuhiko Nakagawa, 2019 Overall Erlotinib+Ramucirumab (224) Erlotinib (225) 19.4vs 124 0.59 (0.46-0.76)
(RCT) Ex19del 123 120 19.6 vs 12.5 0.65 (0.47-0.90)
Ex21L858R 99 105 19.4vs 11.2 0.62 (0.44-0.87)
Hongyun Zhao, 2021 Overall Gefitinib+Apatinib (157) Gefitinib (156) 13.7 vs 10.2 0.71 (0.54-0.95)
(RCT) Ex19del 81 83 14.1vs 11.9 0.67 (0.45-0.99)
Ex21L858R 74 73 11.9vs 10.1 0.72(0.48-1.09)
Zhansheng Jiang, 2021 Overall Icotinib+Bevacizumab (30) Icotinib (60) 18.0vs 11.0 0.54(0.31-0.29)
(Retrospective study) Ex19del 18 39 17.0vs 12.0 0.81 (0.41-1.60)
Ex21L858R 12 21 NAvs 11.0 0.53(0.31-0.92)

EGFR-TKIVAYT)G & £ T790MI 245 58 A5 iy H 3, — BBl IR
SRR TR, A AR C B A YU A 2 P RE
R AET790MIZA A8 B 1 R EAE IR IR Z5 )R
4.1 AR IERIREWI0G871SLII R R IAY T IE
5 —/ “AREGFR-TKIM 2 HAIESE R T 790MZE 22 I 13 ifi
P R B, B R JE + DURER AT (A+ T4 FHAS T A7
B2 I RBEIEK PES (9.41°H vs 13.51H, HR=1.44,
95%CI: 0.83-2.52, P=0.20) . X—45 15L& 1)z 11,
T3 —IAEAA LA AL S5 N T I A R 2 P SR T I
JRWF5EBOOSTERDHE KB, B A JE + DR TR AP
TPES (1541 vs 12.31H, HR=0.94, 95%CI: 0.66-1.33,
P=0.71) , OS (24.0"H vs 24.37H, HR=1.03, 95%CI:
0.68-1.56, P=0.89) . ORR (55% vs 55%) . DCR (90% vs 82%,
P=0.17) | M FFZERT[E] (duration of response, DOR) (14.5
MH vs 16.61°H, P=0.36) . PRIk 25 FF2ERTA] (duration of
clinical benefit, DOCB) (14.51J vs 12.511, P=0.76) %%
THRARC 2GR

A T B e BR A A T I AR B W AL A e
B B 25 R o Yo S8 BT AT 1 D SR 3 B0 2 S — 2k
EGFR-TKIRYT 2451 T790MBHPE 3 b iff I A Je +
TP PTSEIE T11.0H (95%Cl: 5.5-19.3) (ImPES, Ff
B W 5 5 TAUR A3 5 S B3 Je .24 S IR 10. 14>
A (95%CI: 8.3-12.3) , 1 Zhou 5 SLEA 7 k) B [l P AIF 5
AR+ R R S0 115,51 (95%Cl: 6.19-24.81)

MmPES, LU K23.81H (95%Cl: 17.67-29.93) ImOS, %3t
AURA3MFFE[#26.81H (95%CI: 23.5-31.5) FJmOS.

KT B e AU BR BT A VBN EGFREEAE 1 1)
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BBEICH6H, N EFREX—45 8 [FFE, WJ0G9717L
WFFE L2 W] B 15 Je 106 A DU R AP AR AL T B A B e 1R
HEmPES 7 GRS AN R 25 (2211 H vs 20.24H,
HR=0.862, 95%CI: 0.531-1.397, P=0.213) ,
4.2 B4RV 59— REGER-TKIMA+THI AL, A5
B2 AEs K AR 5, (H K ZHA Bl R R (190/2
9%) . AlHESZAYSs), BOOSTERMFSE SO, 467 4LFI B
520 AT AE s 83 LS 53301 R 969 1879 , T
3L I AESHY AT LU 43 0l 47 % F118% . A+T 41 E
BRI R 2 A 3R B S T

YA B JE IR IS (8] 7 R 4L 1) G 3 22 5 28% Y
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B, A+THIZCATBEMHA AR s S PRSI 23K 25 (HR=0.57,
95%Cl: 0.33-0.98, P=0.043) , OSAT AEK A4 (HR=0.64,
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0.808-0.960, P=0.002) , #1752z 74 F5 e i Lo 7] B
& (22% vs 27.2%, 557 RR=0.858, 95%CI: 0.642-1.146,
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