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[ 82 ] Mled et i WG e, /N iTiges ( non-small cell lung cancer, NSCLC ) %A= 224 & i ilidea i)
85%, ANF A F5ZK2 (human epidermal growth factor receptor-2, HER2 ) JZERBB/HERZJi& 1 1) —Fil i 4 iR i it
ZAR, H5REERKHT2Z (epidermal growth factor receptor, EGFR ) A& HAMGEE K 51 — LG N Ui#(s 515 5. HER2
FER 578 5iF 2 1 Bz IR E AR AL R BE 4R DA G, HER2JE DRI 248 By g SR I B e B e R e 1, X
WIF I RUSP R 2: . B E K. AR S 3 AL ] 367 i el . AR IR E L, NSCLCH HER2EER 2875
R AR TEGFRIAR , ARJE Ao BR S ATL I B 4 LS A4 a8 7oA 3%, Bk T RE BT bR IR T B, ASSCER
RS HER2FE R 98 A8 FENSCLCIRY T Hh RSt
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[ Abstract ] Lung cancer is the most common malignancy tumor. Non-small cell lung cancer (NSCLC) accounts for
about 85% of lung cancer. Human epidermal growth factor receptor-2 (HER2) is a tyrosine kinase receptor in ERBB/HER family,
which activates downstream signal transduction with other family members such as epidermal growth factor receptor (EGFR).
HER2 gene mutation is closely related to the progression of many epithelial cell cancers. Tumors with high expression of HER2
show strong metastasis and invasion ability, poor sensitivity to chemotherapy, and are prone to relapse. At present, lung cancer
driven gene targeted therapy has made rapid progress. Although the frequency of HER2 gene mutation in NSCLC is lower than

that of EGFR, its driving mechanism in lung cancer is clear and partial targeted therapy is effective, which may become a new stan-

dard treatment in the future. This review focuses on the research progress of HER2 gene mutation in the treatment of NSCLC.
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Jit 98 2 R AR BE T 48 1 K Fe PR HLXP N S fd B AN
A S A R P g 21, AR /N2 98 (non-small
cell lung cancer, NSCLC) & AR5 i il i 85%5!,
NSCLCA =Fi AL i . SRR AN . AN . I 4F
oK, it ds b K AKX 132 44 (epidermal growth factor
receptor,EGFR) o o) 25 P O L e i i (anaplastic lymphoma
kinase, ALK) 553K i A A #8 m) Y7 i Jo a1 ), %) 1
EGFRIZRAL, — A& 2 19 o it 417 o 741 (tyrosine kinase
ASCZ E R ARFIEIEETH (No.81702678 ) BiH)
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inhibitor, TKI) E# A&, 1EH FHERIIRIT., 540y
L, SEmyARYT B B T ICHE e AEA7 I (progression free
survival, PES) FLEA 471 (overall survival, OS) . A, 1
AR FR M AL IIRTT, FoRAT R U FHT R 167 Y
HbRZ—,

N B KT 3282 (human epidermal growth factor
receptor-2, HER2) s&ERBB/HERZ I H1 7 — ik 2 FR Uk ity
Z AR, TR IR R, SEGFR HAM Z M i 01—
W NUHES 1 T, HER2FER 28 517 204 IR 1) %%
PERRBERDIANC, HER2 28 MR 2 B HH R 10 F4 A2 fiE
JIHAZIEARE TS, MY BB # 22, HAE R0 1ity
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TSI . B R S5 2 R R b, HER2JE %%
PR TG A R A ol fes Ul B B RS
FHETh, HER2MHERITGYT AT ISE B AR A0, JFHE &
WA PRAEIRY UL, [AIAE, FTENSCLCHY, HER2JEJE %
AR A I — R, X AT e S th T R R
I 2GR 2409,
TENSCLCH', HER2HEPN 58748 T2 B3R B S 7

R RAS (FZ NP R T 2040 AR ) MAIE, W
# AT S HHER2HIG . 7ENSCLCH, HER2JE 275 1
I 75 A5 Z2 A, AEL R RS2 bR e A FRTAY
S E A J7 b, HER 2436 4t I 9 S A 58 T 12

(fluorescence in situ hybridization, FISH) 8% —ACI/F (next-
generation sequencing, NGS) ls16l, HERZ%%’EEIFHSanger
DR | 4 MY BEL A 9 72 2R 50 545 Wi U520 (amplification
refractory mutation system polymerase chain reaction, ARMS-
PCR) S #HNGSUs'8, HER2FE AP 44 158 25+ B 1) &
A AR5 3 1% -39 F12.96 -4 %15:1921] ) HER 2 [ 81 i 1
2099 AZRAE, Dhp.A775 _G776insYVMAZ UL, it 1§15
p.G776>VC, p.P780_Y781insGSP, p.V777_G778insCG,
p-M774delinsWLV p.G776>LCHI 54 p.L755S . p.G776CHI
pV777L, BIRNSCLCHTHER2FEHF AR A X T EGFR
B, AER AT SR S AL B ELER 4 1067 A 4%, H
R R b B 2K HAE N — 2RI r TV NS CLCHYA R A
PEATHRA . LN AR GBS 25 IR RIS 2 T 20A

1 ui-Z4){BELY) (antibody-drug conjugate, ADC)

1.1 T-DM1 (Trastuzumab Emtasine ) T—DMl%—-ﬁJﬁfﬁﬁi
2454, Rt 22 Bk AT - SE BRI Y, S 3B A s S
M, 259K (drug antibody ratio, DAR ) 3.5, HHETA LA
T =AM RS
HAW L& 4 TT-DM 125 % &2 K HER 2 FH %
[ F ik (immunohistochemistry, IHC) 3+, IHC 2+l
FISH+E( /MNP 12078 ] NSCLCHY— IR I R BF 5T,
A AR LS AT VA R B I R R AR A AR IR 674,
HER2ARZS: THC 3+: 33%; IHC 2+/FISH: 20%; 2545
A775_G776insYVMA (33%) . P780_Y781insGSP (7%)
G776VinsC (7%) o 15322 f# (partial response, PR) , %
L% it R (objective response rate, ORR) 56.7% (90%CI:
0.2%-32.0%) o T [E]9.2H, i PESHIH 708
I35 02.0H (90%CI: 1.2-4.0, 95%CI: 1.4-4.0) F110.91]
(90%CI: 2.3-,95% CI: 4.4-12.0) o 3%% /42 A B 2F 540 45 1fiL.

IINHRIBE (40% ) FHFEEME: (209% ) , (H AR WATAR[ET ARG
PEFET ., XIS R A7 850 BRI i 2 1k 22

FE 7 K2 Tom Stinchcombet 1723k, B 18
SRS 2 A E R 5T G 3R R T e — I T I R
T3, g i) i By Pk s AN rT DI BR 5 F M INSCLC A
HHEAZTDMIAYT, Hi2of B THC 2+, 204 THC
340 R FWIHC 3+4H, ORRN20%, TP A A7 T[]
15.3 M1, THC 2+4HORRN0% (95%CI: 0.0-11.9) , Hfii
LA 1224 H o THC 2+FITHC 3+ (1 PES 53]
2.6 AF2.70H o 5T 7R TDM17EHER2 (H 3% 18
e INSCLC R i /s BRI I Pk, (H 2 HER2 S 4
FAE R B — S BUE A 7853 O T AR 8

TyA TR [ 3 [ 20 T R - BIURP PRI AR HhO B L
- M H R F A T A IR Y, WOR THE HER2EAZ )
NSCLCHEH T, TDMLUEA A R I H 2 2nT iz, 24718
I HER 24 45 5 A8 (i it s S8 B 45 323R 9T, TR 4RI 63
%, Hrh729 R etk 39% AN I . BEAE: #5210 42 B 1
SRR A2 Fh. ORRM44% (95%CL: 22%-69%) , 15
BT EBEWFIRLON . FEHER2AMNEF208 A . B8R4 1
SEFIER 5 978 (A775_G776insYVMA, G776delinsVC, V6S9E,
S310F) (835 AT LIRS B0 22 e o 50k £ 2082
G, AAEHR SN I R T 2 R, AR BRI
I S IRTT A OCSET . O M HER 25 I HE (126
—ANPHPEIR RIS, A — 2ot
1.2 DS-8201 (trastuzumab deruxtecan, T-DXd) DS-8201
J& “AVADCZyY), M THER2AIgG LT i 1K, 5
i A BTN K17 Dxd (BLRE LIS B R = 1045 ) 41 AL,
DS-8201 1A 5 259 By nl I I i DU Bk i #2 AAAH %, 259130
&Lt (drug antibody ratio, DAR) 5j3iA8. 20204 JE [ IIff IR i
J242x ( American Society of Clinical Oncology, ASCO) &=
WM TDS-8201 (T-DXA) FTHHIG PRI 58 A R AL,
DESTINY-LungOUR—I RS . 2l . Z ST
I RIS, BLUKHRAE T-DXdFE HER 25 AF [ INSCLCHY
TR LA L4253, 45.29% 0 E F1 Bl LR X fei 22
RY R, ANHRBE PN BRERT LB GEf: 1-6) .
AN AHEF190.59% 1 A B HER 2V M 45 A il 58 72
4.8% 1B H AHER2HIAMNE ISR AR, x4.8% M HER 2
FRAFIEATE BZ20194F11H, 45.2% (19/42) BYEFAT
TEIRIT T, ZARIR YT IR K 22 T35 1 Jeg sl AN ] if
ZIARR RN 40101 8835 7] ISP YT 2, Forh il e 4 2%
fift (complete response, CR) | 25f7|PR ., 2% FaiE (stable
disease, SD) . 2051 o 13k (progressive disease, PD) ,
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ORRN61.9% (95%CI: 45.6%-76.4% ) , P12l (disease
control rate, DCR ) “4190.5% (95%CI: 77.4%-97.3%) . "[1{\i PFS
iK14.0M (95%CI: 6.4-14.0) , MV ZE R 22 1] (duration
of response, DOR) LA N OSHIAIAF, 3EELL FANR SN 5H
52.4%, MEHANR N HN16.7% 0 AN E AR P 1ER
1£23.8%, VAIT IR A 38.1%, AT I 4959.5% . 1t TC
MBI AICHET R B . DESTINY-Lung01 Wi 3] (157 85 5 2
S SRR AE R 3,

2 BEEERAESHIFIF (tyrosine kinase inhibitors, TKIs)

2.1 PEEE FAE20124F, Lung Cancer BB R HIIE T34
B9 5 JE 16 Y HER 29N 7209 A4S (43051 Mp. Tyr772
Ala775dup . p.Gly776Leu. p.Gly778 Pro780dup) 1M AR fiti
Jides R, TEI PR JE 2 JE P, T L 81 B S (e 9%
i, AR G2 figt T p 22 A I TIAR 2, MABATER R JE VAT 46 211K
TR A 12 H -32 H 26 33X 18 T o Bl 2 e il
fiE i M HER 2 N 28 e NSCLCH SR 167 250 s
1£2013%FJournal of Clinical Oncology$i&, [RIEHESHT 165
WA HER 251204 A AR (i , Herb 342 32 T ik
BICRLFRTT, YIRS BN i, 30 A HER 2 4 )
TBYT 7 20 B Y B R PIR 2 27, Costa®F2SIF5E
i 73R S ks 275 58 (B JHl—1K, 280 mg)
IHYTHER2SME 204/ A S 7E (Wi, 1IBRAT: R4z 1
R 29697 R U TS A B4 g2 i, Sl 85 Gk
FTIAHRIERE, A 1B E X BT e o

5 [ 0 24 7 W LR B P Co B 127 49 42 32 B vk
BICIRTT R A HER 2748 S NSCLCHR ], 2361197 24 nI 1T
i, BRCRN13%, BAMES7%IM B E BRI o J7 k5
A6, A0S 234 H 2,

Ty AT B T RIS, (A 4] 7131 8 3
DCRH53.8%, [HIE ARG B % M SZ e i 83, AL, i1
PRI AR AT 4500,

BT 95 JE W EGERFITH ER 2 i 20 B2 B 1 5 3. A
AT S P RR], PRI AT AN 80 D) o AR XA R
IBIT M, SR A S AR B R R A SR E
BB Wil R B s B B ik 1 2% A BATE The Oncologist
KR IR R B, B SR TR gl A 320 2 4R
I7 ORI 4 52 BT SR IR YT I HER 29872 il fR %, VAR
ORRHIDCRIMIH169%F169% ., W57 & i —H K AN[AIHER 2
ARSI TT BN S, S5 R A : A775_G776insY VMA
SR AR AU F A BT JE I ORRM0% (0/14) , DCRW

35.7%, MMiG778_P780dupil G776delinsVC R AE S 1Y £
H BT JE AT RICR I R 40% (4/10) , DCRV100% .,
A775_G776insY VMAZZ B H AL PFS{U 1.2 H,
G778_P780dupilG776delinsVCHEE i # H i PESIAE] 17.6
MH (P=0.015) o X—BHRNBTELJETEIRTTHER 2R 1)
NSCLCH i 1 ] 5K 4 A8 5, BEMMIIESE THER 2548 7Y
it B A 2 S
2.2 KW 20154F, 7F Annals of Oncology I i i —Jik ve
BB T HER2EE sl WAt ) TG R A 9802, 2521
7R: 301 HER 2 4 B 5 HER 23803 58738 114 e 411 il s 52
Pz Ik i B JeiRYY, 26BN HER2IWAMN B T20258 78 (
H, 3WBEIRIT AR, B RCRIUN12%, 14| HER2
i ey i Srt ST
2.3 WArEe AR — LI 15 EGFRMHER2
FER OB 205 AR T BT R SRS 1 24, AT SR B3R
W, P27 8 e AT FEGFREL HER 2/ 71 i 7204 AR AE 1Y
NSCLCAUMIFET, F H A% sh i 56 b ik B gk 25 8 e v] %t
e NI IEAIEGFRELHER? 20ins1Y 7 2459, WA B2 11
TP A 56 AR AR e E a0 (NCT03066206)
170 1RIGBAFN 4> J i 2H ( EGER 20ins 2 HER2 20ins+) , 4 A
NSCLCH#H (HEBET790M+) MIAYT L =1, G ToAER J2
e I A (B, DABDILEE I3 B e MRS Iy T Ak, &
SR HORR, WL HPES  OS . DCRAIZ 21,
TE20184F- A K25 LAY iE,, HER2FME 205878 A
H 13, 1261 AT, ORRIAH 150%, Hi;
PESHS. I H, A stlifEssziadr .
2.4 SIS MERE RS2/ Vg3 AN AT 300 1 R A 0 )
F| (¥ 54U FEEGFR, HER2FIHER4) , 5l I X ATP
AT I S A, ST BHITHER Z % [F) 5 U8 — R IR IE
S, U0 A A A R I T a7 aek ot i B

FEARNSMA I, mEng e B I HER 24M 120
S NSCLCAN NG PRI VEH], k& & JE7EHER 25§20
A775_G776YVMATH A AL il i e e 4 B B FIAR R PDX
RIS IG BRI P 2 DL T-DMURIR A e B

T2 — LTI I PR 30 b, de1s (il g I HER 258 7%
NSCLCHEHAZMIEEEIRYT, 400 mghpK—IK, Hrio
iIHHER2 A 775_G776 YVMATH AZE4E , ORRAS3.3%, H
HIPFSH6.41H, HiiDORA 7.2 H B,

AAE I 3 FJournal of Clinical Oncology 7475 I [ — Tl
B bR 2 T DI RIS, 2its6 iy HER2
RAFW B E A, 60 B F AL 41.7% 18 R 42
Zid BAVMIRIT TR, WA B RREIRYT. BE
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ZAFRIIUNTE : AN BF2076 12 B FEXT il A SR (71.3%) ,
G77657% (12%) , HMBF 2009 MMIEXHEH AZAS (8.3%) ,
V777L5%% (1.7%) , L7SSPARAE (6.7%) o H ARl RS 11.7
MH, 81.7%IWEF I IRIRYT. M5 E PRI ORRM31.7%, 1
NPR, S FFZER 7.0 H, PES 6.9 (J#3) o iz
OSH14.41H o 3GURTTAHIA R FF R AR H126.7%, F%
ANRFLRIETE (20%) , 161 EE DA% -1 ARSI
o S EE R KR TS B JeAE R P25 T HER 24 b
20 AENSCLCRA TS &4k

2.5 TAK-788 (AP32788) TAK-788.%—FhE AT CUIRIGVEAHE
[M] EGFRFIHER 2572 1/ N 3 FAM i8] . 20164F S [E i i
%i/ﬁ\ ( American Association for Cancer Research, AACR) ﬁ
UIERN TR T TAK-788% 1 14 1~EGFRZEAEEFI6 1~ HER2
TASRIAAG RS, NCT02716116-% — I /2 i br s &
ST, FRPEMTEGER /HER 2T TAK-78875 77 Y%
Sk 2B A R R i PR L S AEJENSCLC Y EGFRBX,
HER2Z7B SRS R A TP Rg s P . 20184FASCO L, A
FAWA TTAK 788 5T I B B 25 8, WA R E S
EGFRAMETF204fi AB{HER2A M F2058 728 . #1 %20174F
9OH8H, LA 3441, TE14 BRI TFAN AR, 3HIPR, 645
SD, SHIPD; W5 LB /R T4 PREKSD I #5 45 EGFRA
W20 ARAS, I, 5220y 5 X EGFRIMET-20
AR AT, 20194F41H T TAK-788%F TNSCLC
EGFRAMi 1201 AZEARRINATTBCR , il I 45 R 3R], EGFR
AN F208H A RS B HIORRN43%, PRY43%, SDA43%,
DCRHN86%, H'{\iPES 7.3 1 HE7, HER2GEAMETTRUR M
FHGHE, S HRIG R T 455

3 Rg

FRAE LA PRI 5T 1945 5, HER2ZEFEMITINSCLC
WM ASREAE A —ZRIAYT, (H & 7EDESTINY-Lung01fiff 55,
—fRADCZ ) DS-820 A A1 ST, ORRA61.9%,
DCR490.5%, A PESik14.0 1 H , W5 45 k3] T
EGFR# WA AR ;S HE AT Y7 8% [RIRE, ML B e iayy
HER2%EF 4 IORR N 31.7%, PFS 6.9 H . UL I
WA U HER 2R IRYT B ik £ (B IR
I/ IVREAS | S ERIGIRIT ST, SR Ta 8 REEA BT,
PUHER2ZAF NS CLCHE [aliH Y H (364 T1iE 4l

AR, EiRim RIS HIA YT A B H HER2BUE I
KR, HRT A & BLHER2Y B 7ENSCLCH G &Y
259, 3 HAEHER2Z3 AR (B T, ANIRIA 58287 55 I

I, KRR RE YT I RN IR AN R, 5K ) 28082 T A G B
PR E S R AIEY, 7840 RWIHER29€E AINSCLCH
A ST o S AR AN s AR VA O 2 A R R 4R T
HER2HMHIFRIAE ANFER 05 2803 [R] Joi ae F J2 PRL A )
SEREUETH B AT | 4RI HE TR T SR M A LA

Z5 L ik, HER2ZE W R ANSCLCHY HE B IR 5y 3
I, KITEGFR. ALK IIFPRRITIN IR R g0 4 KA
KRIFHAFFI R, TEHE ZARADCZAY)DS-8201, [F]H,
MKEHEIR YT B A Bt A, RS [RTHLE R 2400 1) 590 A 240
HER2FEHHAY, IR B AR IAY TR
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