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[#HZE ] BB ECAIE/NIEMRE (non-small cell lung cancer, NSCLC ) & iAIT7 2F2E HLH AT KPRAL,
TS IR ShFE R 2 AR I R B PR 28 o AR GRIR YT WBUHATT AN AR G R IR 25 7E B, ELH FERE A T BE
TR FNA: NG B TR ARk, FFX R A K 3244 (epidermal growth factor receptor, EGFR )  [H] A5 bk 292 4 il
(‘anaplastic lymphoma kinase, ALK ) 554 3 (15 B /)N 73— T S R U BT 1 SR N W 300, 2000235 LA 5 19 1) o -
THRNZGREE . BEERFE TS, NIMFTHE TNSCLCI A IR H M. Bk, PEELHE MR ESE
HELWRRS, W EERNRE S S EF L R R A SN UMEARA R HE T (hEEsEEH
PEAE /N SR AL RS IR RIS THE R (20280 ) ) o AFERIEIT SRR BUR SIRIRZE, ETE2%FHSIT IR
), R 5 BK 8 K BHHENSCLC I #4582 W . IRYT I DL REEMRFRIAIT B SN . [, FERFEEH TR
[ IR S FE A MR EmS, BFENIGIREIREAES %, $EFh b EINSCLCI ;#8127 K-,
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Clinical Practice Guidelines for the Management of Brain Metastases from
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[ Abstract ] Brain metastasis has emerged as a significant challenge in the comprehensive management of patients
with non-small cell lung cancer (NSCLC), particularly in those harboring driver gene mutations. Traditional treatments such
as radiotherapy and surgery offer limited clinical benefits and are often accompanied by cognitive dysfunction and a decline
in quality of life. In recent years, novel small molecule tyrosine kinase inhibitors targeting epidermal growth factor receptor
(EGFR), anaplastic lymphoma kinase (ALK), and other pathways have been developed, effectively penetrating the blood-brain
barrier while enhancing intracranial drug concentrations and improving patient outcomes. This advancement has transformed
the treatment landscape for brain metastases in NSCLC. Consequently, the Lung Cancer Medical Education Committee of
the Chinese Medical Education Association and the Brain Metastasis Collaboration Group of the Lung Cancer Youth Expert
Committee of the Beijing Medical Reward Foundation have jointly initiated and formulated the Clinical Practice Guidelines for
the Management of Brain Metastases from Non-small Cell Lung Cancer with Actionable Gene Alterations in China (2025 Edition).
This guideline integrates the latest research findings with clinical experience, adhering to multidisciplinary treatment principles,
and encompasses aspects such as diagnosis, timing of intervention, and systemic and local treatment options for driver gene
positive NSCLC brain metastases. Additionally, it proposes individualized treatment strategies tailored to different driver gene
types, aiming to provide clinicians with a reference to enhance the overall diagnostic and therapeutic standards for NSCLC
brain metastases in China.
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Wi %% ( brain metastases ) 8 A AR /N0 H it 93
( non-small cell lung cancer, NSCLC ) 127 R H 2
FEIR PR ER D o RS FEAE LN 5 B (blood-brain barrier,
BBB) , {398 &NSCLCH WHIF R TN Z— . WATIN
AR R, 4910%NSCLCHFH7E YIS I RIA7 1 IR %
¥, TMi26%-539% M) 4 100 B h o e IR 56 7 . REEARZ
ToE AU S Bt 7 5 B, i e 4 i e o 3 vy T G A DL
AR R R B AR A2 1K (epidermal growth
factor receptor, EGFR) 245, [AJAE ik (9% P4 (anaplastic
lymphoma kinase, ALK) IR L FH P RINSCLC R
#, A LA HE DR P R, 2 0 L e i e R XL A
SR AR N ], AR IE, EGFRRZZRINSCLCIR
(1347 BB 5 75 % 1] 1£29.4%-60.3%; ALKBAE A
W2 BN RS B P AL (88 die), HEINSCLCH# S4F
HAEFR AR 25 T AEIRIN13.8% ETH2223.7% 07, 5 IEFNAYT
J BRI 2l 8 DA B 8 A A S0 ol B, PR R L AR
NSCLCH SR i T AH AT RER i — 20N
NSCLCK A 5 7 B BILT i A58 2 W1, il e
G H R FE %1k (epithelial-mesenchymal transition,
EMT) , SR, 28 MG 5 BBB), 58K
FRUNRIAE L) MR8 K AR Ja, NSCLCEF 1Y A A7 10 ik 3
FEAR, 289805 PO A 7- 12 e A& 45 |, i T
BBBIFATERR T TALS T 25 WIRIf5UN 1535, NSCLCIRFE 1Y
TRIT F BT RYT RN AR SRR YT ik,
SR, B B 22 1 IE 4 2 W 42 I TR YT (whole-brain
radiotherapy, WBRT ) IIlfi R 3 i A7 IR , L4007 AR E 1] T3S
AMEL (stereotactic radiosurgery, SRS ) BXWBRTIAY 7 i 555 58
BRI 4.6 02, HPEBEA R D) RE RS
CRATD N s
UTAER, BIXFEGFR ., ALK, c-rosPUR BUEHEN1 (ROS
proto-oncogene 1, ROSI ) SR S BT N TS R R T
I (tyrosine kinase inhibitors, TKIs) i¥H B IG5 55
SERFR T X SO 24 SR o T RIR
SRR, RERS A AL ZF A BBB, H 2= AZBBBAMIEMEIY
SO, TR IE ST 1N 250036 S 7 e BE L) gt I 2%
DA T PN 0 2% i 2 (objective response rate, ORR) Jf
JE T TG R A (progression—free survival, PES) 16181,
HR R B ] B 2R T TS O T AR BN 58 A i
(complete response, CR) 1”); flll Z EGFR-TKIsZ4 i) 7 i
FE38 7 AR 25 [ ANEGER /[H] - b J 20 i A Ak A -7
(mesenchymal-epithelial transition factor, MET ) | F£JF4:5E
T3k (programmed cell death 1, PD-1) /1A N 2 A KA

¥ (vascular endothelial growth factor, VEGF) XHt | 3,
EGFRIBUB AL R FL I M 25 AN S CLC K 5472 F o A Tl
Je XA DR o2 el DL, ek T 9K El R A B Y
NSCLCHG AL 3, AW B 8B Ak i Jm ey 7 iy 1 1
IHLLL B Ta T L i 25 M R 5

BT, T E B D2l R E Lk & 5
23 AL BT B 4 S TR R 7 4R L K T L ik
B UMEL (LR RIFRPMED”) R AL Kl T
X B AT BE 1A=l /)N 200 il s s e % Wik PR 129 7 e (2028
I ) o AFE BRI T 2% FH2YT (multi-disciplinary
treatment, MDT) [ W YR LML 17 28, L1 T4 R ER S FE A
FHPENSCLCIR#6 R (R 248 G YY ) , g M
NSCLCHN A IIZYT IR, MEE S UG, [ Kb
L PENE S, s Tt E7ENSCLCIZY T JrTH Y
KT

1 FEMTHRTERE

AR H RIS T B TR 20244F 10 H B AR AY IR R
e, HBTMEL L Z A AR DML SRR TSI
ARSI P BT ENS CLCIR AL iUl A -, R+
HEFF I, SRV LSS APE AT, JF AR ER VRS 0]
Lt

A8 R R A HEAE AR 4 DT R 28 58 A
WEW A7 AP, X 2EPE 4 /EGRADE (Grading of
Recommendations, Assessment, Development and Evaluation )
PR 22 BE Al FABCT AT AE (1), DASE 4R 43 B A EE 1Y
NSCLCHFE RSB UL o i R 258 (14970 4 ey DM 2 B 5
PRI AFEZGYZ IO, BEAARSE BIE
PRI TR, LARSH2YBBB A S )1 T A
HAER (overall survival, OS) BRCREGE BT 5T,

A R R SR KB A B ENS CLC N 5472, Ho APl
FeA% S AR NS CLCHRZH S MK S50 (45 KN, /M A
) WREERS, B AN ELEINEE, DROA IR A R AR e s,
BA R NS MZ RS 1 R C EHEA2 IS AR R It
ARBHEBAE o NSCLCHRBIHEN H il + Hi i) HAT ik A2 A
RAEUERFEO A, FIRT XL s I e R I AL AT P A
IR BN

2 IRENEE P NS CLCREEFE RIS T

U 7 35 R BEA: NS C L C i 75 7 112 W i 2 32 3
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=1 EFEREERSRTE
Tab 1 Recommendation strength/evidence level standards

HERE ETIRRERE SR %:3 IERER L¢3
1 SRR lEREEPIEEELE, A EFz=D—TalIHARCT?
TRIE 20 I PR 25 >> KUK
2 &R IEREEPALE, B ETED—TIIZRCTIEA S e, BTl IH
IRIBERIE IR PR 3R 35> U ATAETERR T R E I 74
3 PR IR AR AL E, C BEF—TI. IHEAS, UM BHEFR.
RZFESHIGERELE faBliRiE
D BETFEREN, ERIEHE

I EWERA, ST ERAYSRET  FR/AERIRTA < SEFARRE. 218,

RCT : FEHLITRRFR ST

FEPIASSCHEER 70« WA 0 i 2 3% 98 O A e R UL LA I
R ) 3 PR A 0 785 o o MO IR AR (magnetic
resonance imaging, MRI) 5850 A, M54 25D
TLHLFAHR ) 53 5-Ha0
2.1 SERIATE NSCLCTEM 7% 1 LI B Be A A B0 W]
IR AL, AR A AE B T i e B kb i B
L, RZ AR WAE RN S B FH s
PP, Sy T R A K B G B K e S S0 A s
I o B R AW ( cerebrospinal fluid, CSF ) JE¥A5|
B, SRRSO RISk, PR P B AR S
iR RG220 P IR o 5 5 A8 ] DA B R R L 1
5 AT AIIL S A, 3R S R TN Y, A,
159%-2 39 AR e A R 2 HH BRI 24
2.2 R W
2.2.1 MRISTEHLHETZFH (computed tomography, CT)
NSCLCHK B (W il MR I UL 3R A TIW IR 5,
T2WIEA G, YRBUNAUE (diffusion weighted imaging,
DWI) &5, WIafhsm Ak, 9 Kb, DL B AT L
TIWIL, T2WI%/K(55 . DWIFEIR(E S, Ko k5 i
RIRILRS i 48 mMR I 58 | G A 50 e 4
(1] S 032 530 d T i s R e A e O G AR 202 it 1Y
SRMRI (JZ2E<1.5 mmRIRTIWIRIN SR T2-FLAIRF41)
A LASE 2 B A SRR AR SR 281, 0 S F iR 58 MR T
HATIRENUS (DWIT, IRHET A4 ik iig) A B T2
Wr . SRS ST ROPEAN R0, T2 A AN]SR 5
FE G ALK RINSCLCIR F B MR AR R I AT REAFAE—
TE 25 5o

NSCLCHAS R MIARCT, 5 WL ARI AR B B 5 3
%, WIRCTE LRI T SN MRINSRAHLL , X ik
RO S UM RAIE, R X R0 L /N R gkt A
i, FUKCTAMRUN B R S R, X i i

T BT PPN b v e ) T B R Ak

PRI, Fi G MR TGS A A AN S CLCH 4 B8 1Y) 1 %
W XA MRIEESIFMEE, SO BN 2O,
AEIECTE .

(EAS T B, 7% M TTINS CLC B MR 112 W ik
SEREBIPE T (0 AR P R 28 B 030 DT Obb 1 s MR T Ay
BN I — DA R, FER NS A A il A RS R SR Bl
RIFHTENSCLCEE
HF AREEMRIRE 2 H WS REBNEEZGRE

(1A) .
HF2 HBETRITRANIEEMRIE W B2 SER, il
fEtEsa CTRME A B R EREFE (1D) .
2.2.2 PET-CT/MRI 1EHLFRFHTFEHLEZ 54 (positron
emission tomography, PET) 5CT/MRIIZE &, BRFfits 5
DIReAags &, NG )2 0 S i A ZH 20 AR 3 o 24 AR
5B PET-CTR AN R HUERME (27.3% ) ANUIMRIEY,
BoWZ, B HBUE HIPET-CT/MRIWEANSCLCH N %
BRI BMEC 584 S PET-CT/MRIK A, QIR
REB 2 Ml 5%, 413 WA T P il 238 5 MR T, AR DR A Tl
AN LEMIN RS

{E(EAE R I, PETX I FARIEIE  IGIFIEIT 5L
VPN Bt e i e % I kA — I R (L 91140, PET-
CT/MRIAEEHIAR G B80T e MR sk A5 R A S A
BT DX BT 75 2 450055 i e A% T 1) < LR e,
R R95%, T 7B 57810091363
W3 M TFRERSERMERMMENSCLCEE, RS S
PET-CT/MRI¥QE R £ TR #8, 0 14T A i i E 132 MR
Hepk (1D) .

2.3 ISR Il e A A S GE F R R R
MRS, S R BT il S o 4 e L N, 1>l
B PTRE I IR RRAEC, ELRT, QiR &t i B,
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SAGEETT A I 54 7%, o5 BRAS A A& L E R i2 45
&, BT LUWE 2 WA oiay 7 iR B B, e 7e
BIEFVTN RS B R R A R AU —BUWEOL T, RGN
JBIFSE R, 29109 M 8 A TR i A kA7 7R EGFR B
KR RIEE e B R [l JE4 28 4% (Kirsten rat sarcoma viral
oncogene homolog, KRAS) , THAE W NFEFS I rpix Hegg AR a]
RETHAC GREUNEFAERY) o GGy vl B A S i e
FORLS T RO, X IR JE 3 — 20 B TN S B L g ik
PRAZHAL,

FIXINSCL C A AN [R] 9K 8l e PR Y 54 T 7 %
1T 948 TG 3k 8 s PR AL 0 D7 58 o S [l B 57 2% i ) 2%

(National Comprehensive Cancer Network, NCCN) 185

f i, i e ) S e B MENS CLCI R [ #% %2 EGFR
ALK, METex14BkERZAE | F YL HHF L (rearranged during
transfection, RET) . ROS1, KRAS . V-Raf i AR #5965 ik
[KI[A)JEAA (V-Raf murine sarcoma viral oncogene homolog B,
BBRAF) | 8 A KK 132 I i S PR I (neurotrophic
tyrosine receptor kinase, NTRK) (f4§NTRK 1., 2., 3) FlI
NEFR R K HF T3 &2 (human epidermal growth factor
receptor 2, HER2) (ERBB2) J:9MH s (1) 70 F-H5r s $5RaiE
(ST PO AT vy SVAE A 1 ol B B e i A L N vy g
(7 st S TP 4R T 8 2 ORI SRS I 4 B ] 43252 2R
— PO RE RO, AT M FHANE 5 A T2 SR IE
BRI ATZ2% (IR e o DS AR 67 R R
BYTHER (20248) ) ¥, (CSCOAE/NMIfifE ) #5545
ARG R

UTAFRR, N W T G 2 NS CLC i e 7612
Wit BT B o NEABIFTE IR IR, kB WA PR
DNA (circulating tumor DNA, ctDNA ) PEH IR S 36 K ik
ORI IR FE DI AL B, T HLCSFH YUK R R 5
PSS AR T L, AT R 3R o3 R A kb AE L
AE LI 24T 24 5 42 BE BT PR 5
WHF4  HEFEXE MR, BMEREZ MERTER, RAR
RERELEMEREBINLEWSESE (1D) .
HEFES INSCLCRN: 8 B M TR RN B E A 2 F1a (1A) ,
ETHL MRHMERIRAENERATIESIRKET

(1D) .

3 IREIEFPAMENSCLCNEE RS

NSCLCIR R HIIG ST AT LIREUT A 2 AR A% il A
X AR T Ak PR e T B AU L s K

WRPTIG | s P AE RS 5 5 # TR R A TR T 4
B2y BRIERGYT AT, REEIRITEE) o AfEH E20TE
XS IS TR AL B

W YN #h 28 i Rd 24 10 25 (European Association of
Neurooncology, EANO) - BRI BE*# 19 %725 (European
Society of Medical Oncology, ESMO) XA fisi % 74 16

(2021150 BHASK, IFEALIGTT Y H bR TR B AE S ph 22
RENAL, FFTERTHE 2 I AR T i A AR A2 0 73K
SFEFHPERINSCLCIN RS A, ik FIAR s REE H,
R AR N SRR R R AR, PTRE AT AL
FIRRAILZs, DI TE R A2 T AR A TRIIN, AR
13PN FE RS T A K il ER MR 25 B 1B T
3.1 — B
3.1.1 JRER TS A B 2SI HLRI P A 8 BETE 1%
HNGYT LURIERIRY T A 3, (X THEH RS HEA (UNEGER,
ALK 8, T8 — AR A7 L AL e fb oy i
UL D E N W e i Ay S Ty G R LI U
NSCLCH 7% 145 N P il FIPES 15 51 it 2 T+, e
W, PIMVEZH STl A Jey P9 4 B 2 I AL
o

1T A AR U TS B0 T, PIMELLIA N AL 5853
MD T8 5 AR ET R N S B R O 7 s PR, 16
Jefd AL AT (RRll /2 EGFR . ALKSFAGUE T/ A R0 A5,
T 3.2 #EENAYTE0T) , HE MR RE, BT

G, EAENSCLCTENI R Z BN AL -, e
HAZIRFEREIRILES, DL, ATl s AL, Tos e
TR AIE PRI A ZIE, R TCREAEIR
AR, RS B SRRSO IR R SE5T T o

Hk, LIS =REGFR-TKIs R ML 250
ZSWAESH N T VE IR TY, sellR TR T 25 ELL 205
BBBAYANE , ZAT IR UE SR+ B, B2y alif oy — 2kl
ANfHFEGFR, ALK, RETA LRSI LA FICR, 478
[F)ADAEYT I i i AR 221, TR 4 LN =y R I
W ENVEREAR, PRIHAT DAL i 158 D e R R 1) 367 5
A,

TR, A PR3 RENS CLCHiN #4783 T 5
Ty (up—front radiotherapy) Ja R F M TKs GEY Mk
IYIa4)E ) WM, (H RO TR, XLt 57 22 LAl ot Ak
FENE, MARREHL IRBESE o 2R ARL G Y7 S, IR
B /REGFR-TKIs L2536 AL U T £46)T, INPRS I3
TS, TEH R AR Z A IR LB 595 1Ak, EGFR-
TKIs[A A5 AWBRTEE TKIsIEY T B FHR AT 3k 25



o R 2 2025 4E 1 452855 1)

Chin J Lung Cancer, January 2025, Vol.28, No.1 * 5.

B ns+ss), PR G E IR IR B 23 (American
Society of Clinical Oncology, ASCO) | It s s# 4
(American Society of Neurooncology, SNO ) F13& E il 15

I7 M 222> ( American Society for Radiation Oncology,
ASTRO) 55 FEIAITHE R (2021) SCRFHEAT R AE SR 2l B A
RAEHINSCLCICAEIR IR RS F A T LUE IR JRiia) T, Seds
THEmIAS B, ASTROMFLFETIITHE R (202210) F7HHLIA
N, XTGBT SRR TR IR I e B R, LA
BJRTRGTTIE B ISR, AN, WBRT B SRT AT AEM kAL
IR/ INVRE G A I PR 5 T ELIE A7 AR T 12 ZA AN
BEAGAN RSN SS), [A)AE R Y 7 AT A R 2 i AT fE
NS,

JRAE TR R 22 I SRR IR Y AR Dy — ) B
05 %8, AR ML e € U7 5810, TS/ FIMDT
PR, AR BTN, FRIBTY T RL, A o R
6 EH BN B EPATENSCLCRI ¥ %575 77 A 52 A0, T
FEATMDTH I8, EEAEALEIEN, sRmyra. £EREME

BE (D).,

HE7 T RERBREREE, A EERIXHNER
KRBT EFAR TR, MEEREmRT (1A) .
3.1.2 BRI 2T 2 TN R RERYAL B DM ELHAEA SR Rl
AR, LR V36 WAL AT NSCLCHESY, TEAFIEH G
U2y —2 TGRS T, 2005 B AL PES
HZ1°412.931H (95%Cl: 10.94-14.92) , $7~—FHNSCLC
I e % S5 3 AR P 1 25 249 1A 5 23 R AR P 2 e DM
EF A ST R T8 1) 25 L4 i IO AORRE M 0 A s R L, %
HLE AT ASBUR I EGFRIEZ ML28 AF | HER2 . BRAF
V60OSFHE i, PTAGI ] B3R (BRI 3.2 #EENAY T
) o

WG ) 25 G 7 e, WA S RS, 1 e I
Je A PERE AN R (1), T Pt A A8 P ] R TN
HE R B, T LARSE R HT U ) 245, B0 i e B kAT )R 7
AL (ESEHERROT ) o FREE ATREE TN S [ 25
W BERAR, A5 55 =AREGER-TKIs FI A58 5, 1A
ARATSRERS 21— T SR B 200 (TR AR R IR AR IR
JIBRT o 251, R BA ST R 2 OIS (T
W3.2.1 EGFREAS"ETT) o WIRFERGIAMNIEE, 4G
PPN R A FEREAR SR E R B TR AT, HERE
FROCGHEATRE PRI, AR IS IS5 R A6 3 2 BB

BT RE, 2 A H ) 7 SO AR, Bk
S TGS 7 % (B AU — i e 2%, BIRiE

LA AIBTT E, AT RAR T R SO E R
3.2 HUAAYY NSCLCH AT T Fil iy o 8 42 & A% 00 h
HIL (25%) FIAFEML (<5%) P,

EGFREALJENSCLCH i WA IR B LRI 242 , )2
PEUE SR F5 JSHINSCLCHE AL, HEMVAYTORRE, FEAIETESS
ARTRIsH LSRR T 2, £ Fh Y | 4k & 28 AR A
BB AL BT 2 B W, ALK, ROSI. NTRKHIRET/S
THENFE ARG, R0 RTT FUS AR R AF, AAF
WA, SR I, i B SR Ak & AR (]
Bf—2k . M AMUEE 5, 2 A SR 20 R P il i
IRy T A, BB AT L FIHELERY T

X}FKRAS G12C, BRAF V600, EGFRFIHER2 ex20ins
BUMETex14#kBRZEAR, AH I HE 0] 259 1 ORRIWAIS, 17 H.i%
JENSCLCINFE N IR A S AR, Rl —Z i m)
TRITIESRAE . BIAIHER2FIKRAS G12Co 28 HUHE a6 T
PEUE 2k [ =28 1 2Y; METex14BkBR 275 3 1IG YT B
BHT—4, (HI7 RN BRAF V60058748 22K FIBX
G277 5 B, PMEAI iz A S5 HANSCLCAH
AR DXOMNANK,, A S R TR TE T
3.2.1 EGFRZAE EGFREEERIEZARLE A AT LAST A0
FAE IR . 2508 T790M! | ex20ins%75, PACCHIZE AR,
2 MR G AR5 H UL 215 L8 S8R AR 19 S i+
B (exon 19 del) 272, ZEALXS T4 FEGFR-TKIsH
TR AHHN =2 —L2EEGFR-TKIsIAYT B A

] AR B ERIENSCLCRH \

}

] HATMDTIE \

y GERKITHE, BHEERIAFIRE \

a) IE:
| BB FAmy) || BERRSERRRET |

'

A
! ﬂlﬁﬁTi&E \ ] 1*@1&&@ \
Herr R
BRESHETAT ReaTT

B 1 Rz EFEPAMENSCLCREE B — MR TTimiE

Fig 1 General treatment flow for brain metastases in driver gene
positive NSCLC
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PR o PRIEAS TS AT X EGFRZ M58 A FIEGFR ex20ins %878
Wt R FR BB T HE TR o
3.2.1.1 EGFRE MG IHLAYY EGFRTKIsI A
204F, 4 =RAWERE, IERTEIFIER 7535, DIRARE
(Osimertinib) MIUFE A =fCEGER-TKIsIKYT R E 42 1A

HEMERE—1, BRPE R /5 —fREGFR-TKIsFIZE—{t 24
Pt i RITT — 2k 2P R b lex o, 45— 34 3= W]
=AW PRS B — A W e, thAh, B TAPPLES
WFEengE 1 45— REGFR-TKIs 4 T790M 4k & 58725 J
M55 = AREGER-TKIsPY BT Y7 i, A B30 EE =R
EGFR-TKIs, OSHIL, {H T FiRY T 4L /M PESHE &, Pt Xof
ST BFTURL T — LM 5 —AREGFR-TKIsIYIRYT
¥ I, 155 —AREGFR-TKIs Z [AIHL S5 Sk i FL A 5% o

X6 % 56 B% FR 3, 0 1H) E G FRASAXAEAS 42 1 151 4 g
AR i HAE—E & PR T JRiRYT. BRAINBFSY S
— MEEGFRZEAEFHPENSCLCHE L ai6YT (R,
Icotinib) ST (ARNHUN) +16I T PRN 7 ZAHXT HLIGYT
NSCLCHGFERE I RTIEERT I, 450 R IR TG 7 4l 7 5
WPES 101 H, BE TS TH (4.8, P=0.014) , J&
B2 H LA R AR (79% vs 76% ) o IEZNBRAINTF
FEH, BEITRYT3-4 90 R RN & AR b A T 2 i ) 4

(8% vs 38%) , M L% 4P i, EVERESTHFFT /58— 4>

FIXTEGFRIATME: . AR4%5Z 1o Fi N BT NS CLCAiti F B A
PEATHYRREAS | FEHLXS PR I gEes), 4559 S on i )%
JE (Zorifertinib) —ZIRIFAHHL T45 —IREGFR-TKIs [ #F
e (Gefitinib) BT IEEJE (Erlotinib) |, & MK /5N
PES (15.2 vs 8.3, HR=0.517, P<0.0001) , K- T-fF 55 & (i
FHRANO-BMIFAG A PES (17.9 vs 11.11H, HR=0.627,
P=0.0018) , filJORRAIDORIMI T4 —CEGFR-TKIs, 3
AR AR AT N 43.4% 5 KTL8S8RIEAE Wi i k4> 3411
AT R AR 55

HoAth 32 3 45 = AR EGFR-TKIs 4 I PRI B 58 244 i
R W AAEIESCHY, A S —fREGFR-TKIs, % —f{EGFR-
TKIs H A 55 105 P ORRFNAE K PES I A/E T (T I 3%
2[53,65'70]) o

X TEGFRBAVEI 55 7 YL G T BR % I TR IsAAPR 22
SIAR, A BBB A 24 1) 15 155 8 AR A il e A ) Y 7 1Y
PENRZ—, WRAFEC A 6ELIBBB, (LT —. —
RTKIsTY; AR e B FARAZBBB.L PAR /MM R 52
M), TP R FEAR R 04 D3 AN R T 8 1 T Is 1) i ] fig £
FHEP A, PEMHRTHT A INCREASEMFFTIH, XLk
W% R PEL8 SSRESAZ AR, SRy )e (nfi sl dl ) s

PFSiA14.3 115 (H ik —d2 1 ) i 38 ik e A AT BRATY
JE SEHE Z I IS

bR T % 1 N 25, EGER-TKIsIAYT G BER i
F| CRUEHI LR VAT I — > C 45 . FLAURA2MF
JEPIRLL AL CNSFERS B A, AR JE B A b 7 4l %t
L A7 R 2 A RV PRSI K (24.9 vs 13.81 7,
HR=0.47) . TE#E—L MmN eh, 1A e ik a1k
ST AR JE R CRA IR B 59% F143%(0), $E 71
HeZ M )+ AT — BT AT EAR Y &R B IS BICR, FE
AR A Sy TR 7 A

EGFR/METRUR? P EHUAIR T % 54T (Amivantamab)
WIS AT — 2D RE 2% it N R 52 e KUK . MARTPOSAME
FRRURA, BT Z- PR A HIE R JE (Lazertinib) (“2+1”
sk ) A BA R e it — P RRIREGFRITE: (£ 8158 74%)
NSCLCHli 5% %% 8 3 & e sFE T2 XK 15 31% (HR=0.69,
95%ClI: 0.53-0.89, P=0.005) o /4R T ZH0y 7 30, 10
PEERR N (239%) RS 3518 N (759% vs 43% ) o L
MR, B ZRHUR Ry PR ESUR, REA 2
(PTG PR (AN S 75 PR e 2k ), XIBBBIY
B HE ST REA R, MARIPOSARFSY H RS FET 15
BRI, B Z 5 HOS M TC AL T (not evaluated, NE)
W ANREFE AR T 2 B (E EGFRIPENSCLC N 4 A% s v
ARR 3 2B PR 2R S0 T BbE IS, UMELLIA K
AR = REGFR-TKIs S 25 WA ER I ) 22

F% TEGFR T790M, MET# ${ 5l R ikt 2 EGFRIH
PERBE TR 25 /5 1) # UL 4k & 5848 o X} FEGFR-TKIsiA
JFTHZGAINSCLCH T, B A MET-TK s 224 45 ik 55 ]
PEFHORRU, (HEF X il i 7% £ 8 ) 5 e A B (A B e

(Vebreltinib ) I/ TR 5 B P87 7R, BXA 5 —ACEGER-
TKIs{EATKIsIGY TR MG TEMETY 1 M 4 8 3 v,
ORRM[3£66.7%. 7k, INSIGHT 2858 76 i 4 7 7. 2H 25
AR, k& METY W HINSCLCERHTE S =CTRIs %
filh EIXA FHARYE (Tepotinib) J5 fHIINORRA29.2%, fil A
DCRik79.2%, 25% Mkt & IR BN CR,

F T BRSPS Ak A% 1 & A2 5 VEGF I sy R H
K7 AR Z ISV T T A A 2 M) TENSCLC
ki i 7% — 2 1K 5 E GFRAE )R T 55 Sy AR .
ARTEMIS-CTONGI1S09HF5E 7 ik, H i Az sz [ I
fRERFAYT (Bevacizumab) | BE-GEGFR-TKIs (JEIEE)E) 1E
SHINSCLCHN % 8 5 — 2 FH 245 M L S 4 TR 14 3 PESHHE
— K (17.9 vs 1110 H, P=0.008) , It.4/F, HARMON;i-A
WM R, X TEGFR-TKIsTHZY . K2k A k475 1
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% 2 FEIEGFR-TKIsZEEGFRBATENSCLCRE ## A B R EYEIE

Tab 2 Evidence for different EGFR-TKIs in EGFR positive NSCLC with brain metastases

HRWE T RIT Y AR CNS ORR CNSCR BUAPFS (A, HR, 95%CI)
FLAURAZ2?s¢! 1]E:6 REBR+HAL-EEHE 78> 88% vs 87% 48% vs 16% 30.2vs 27.6
RCT vs BEHER HR=0.58 (0.33-1.01)
FLAURA®" 1A BEER vs 41b 91% vs 68% 23% vs 0% NRvs 13.9
RCT HiEBRE/REER HR=0.48 (0.26-0.86);
P=0.014
AENEAS!S8! 1A FIE e vs 61° 82.8% vs 75% - 29.0vs 8.3
RCT HiEER HR=0.319 (0.176-0.580);
P<0.0001
FURLONG!! 1] REHRE vs 133b< 91% vs 65% 9% vs 0% 20.8vs 9.8
RCT HiEER HR=0.40 (0.23-0.71);
P=0.0011
IBIO-10307! 11k:0 NiEERE vs 92> 92.3%vs 55.6%  7.7% vs 5.6% 249vs 15.2
RCT KRR HR=0.85 (0.41-1.76);
P=0.6606
EVEREST®! 1I5A {EFIZFE vs 439 75.6% vs 62.3% - 179 vs 11.1¢
RCT HiEERHERER HR=0.467 (0.352-0.619);
P=0.0024
BRAING3! [1]E:6 B vs 158 - 5% vs 4% 10.0vs 4.8
RCT wiksr HR=0.56 (0.36-0.90);
P=0.014

UMEAFRITIE X B EECEFRAE, CEFRIEMEPRMEZRFATFEENE. XI—SMATNESMLEEREMBARPEDHE - AT NERCNSHER
BE, 5cFAS (PRHAZRFLENTAH) FE, CEFRNESHERLEFTANEBRINSHFEENERE. FTNREZRSRA BRI, EAEFREYE
SWEREIFRIEE. XREAEFREITHLEEATNEINSHFENERE, WU ERITRIAT X EFERTRR N, ATREERH AT
iR ERREBITA < R NEMERBRERE ¢ RARANO-BMITE,

EGFR-TKIs : R K EFZK-B RSB S ESHIHIF ) NSt RRHE RS ORR: BN EME  CRI TEEM  PFS | THREFH I NR I KIEE  HR: Bl

tto

w, AT AL FICA IR VY BT (Ivonescimab, VEGFFI
PD-1XUREEERUAR) AHELZ BRI T TPES (5.75 vs 4.14
NH, HR=0.40) , ST, XL NG YT 2451 EGFRIE AL
NSCLCH R 3, P 25k S At & vl %
IVRYT RIEZ—.

HEF8 M TEGFREZMRTHNSCLCR B M iR mIA
7, EEREUAT AR  BREER T (1B) , REERE
(Furmonertinib) (1B) , &% 2 (Befotertinib) (1B),
fm%%fe (Almonertinib) (1B) , EFIER (2A) , RRER
QA) JWAIFRIEFIRAZENBKSAFEERAE 2B) .
HEFI  XFEERAE—. ZREGFR-TKISHIEGFRZ HRTHY
NSCLCR#% % B& HIT790MR L, HFE IR AN E R

ERE=KTKIsZY (1B) .
#F#E10 : X FEEFHEGFR-TKISHIEGFRZ BL R T HINSCLCR%
R EBEHNGLEMETY BIHEXHZ, AIEEEKEIbEMET-

TKIs 20) .
HWF AT M AR EGFREENSCLC i #7588, 7T
EEMRKEREKELT (2B) .
3.2.1.2 EGFR ex20ins FIPACCHAL HRIRYT PRATE 2S5
11, EGFR ex20ins 78 /A 12250, BA M, it
B P2 ML EGFR-TKIs7EEGFR ex20ins2E 738 H & )
TEUBMEANEE (ORRTE0%-28%) , RV FH 14 ey )k 80
I, BRGS0 P 58K & EGER ex20ins € ZENSCLCHY
—2RIGRIT TR [HEE &R Y)Y (Sunvozertinib) AR JT
ZRHUREIER LB, fA R e T A B — LI GA
I7o
WU-KONG6 ILH s RIS B2 PP 1 EF iR e 7E

EGFR ex20ins%ZE AR . R sl PENSCLC
YT RS A LI E A AT, ST 314

(32%) BIFNEER, ST JE IR TG MORR N 48%, HE /K
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HFIREJE I TEGFR ex20insPHYENSCLCIN R Y —£k3A
ST A —E ITNIG TR, HA—ZIBJTEGFR ex20ins 72 1
18715 HETAHCBEDLITTIH G R (B AR A7, 3RTT 25
Pt SR AE Y A I PRAF 7T CHRY SALIS S TEGFR
ex20ins L 1A R NP SS A, (H AT A 2 A A 78
G

F% TEGFR ex20ins, X T EGFR PACC%7E, W7 # e
R AR TRIs W] REMK SR A AL, (R 75 58 2 1 W 58 0E
5%, ARTICUNOMFFE I, 40 A 1865 & 45 AR UL
EGFRZE7E (G719X., L861Q., S76815H %7 ) , Hi3ofi&If
G675, fi R e VN —Z sk — 2R39A77 )5 N ORRAK
IRAS8%, [N PES O H

TE—TREAL 4Bk, 29t 1/ IR 78, R 55
B fE—ZIAITEGFR PACCRZERINSCLCH# 1Y 4 ER1b
HIFURTHERWF TR AR S R, 7EH240 mg qd il & 41+,
HfEORRF1A81.8%, TEFEREH XL R R T,
FiIJORR, DCR, CR#°46.2% . 84.6%F138.5%, FLif
ZNER U X— W5 NEGFR PACCRZL N RS — LR AL iR
SRR TR IR TR
HEFF12 : XTEGFR ex20ins R HINSCLCR ##5 B E I 4k 50
AT, HEFXERATT (1B) .

HEF13 I XWTEGFR PACCRTHINSCLC it R ) — 22 #015)
RTT, AEEETIERERRRT 20 .
3.2.2 ALKEE T3 (Crizotinib) & 5 - kv
TALKFHPENSCLCHYFRIm 259, {HidH 7E6Y7 R LA H
W, HR o B o R 2 4, i ELAH Fe Ak T A A R
RS se J5 SLET XS 2 P A AL s s B T, AR
AR (R R 2 BRI JE (Alectinib) | FIEE =fCALK-
TKIs [{RFELYHIEHE (Lorlatinib) | M4k TH, 55
SACH L AR PR EAR PRI L AN HERE T
N, PRHCRT A 2% 28 BBBL7s81, 45— =R 24 b # e
(Ensartinib) *, 7i#% )€ (Brigatinib) 0 FREFELY 3%
PSR 5 s Je A S SR INSCLC—ZRyT 2 L
B, PESHI/SROSZE I T rimef e, —E A L 1
i 24 )

BEXE I e 78, TR R X R AR R BB B R
e, 8 ZAVALK-TKIs2G WU T6 PE RS I, ik
MMGE TS . eXalt3FFEEI, RV EIRYTALKIAPE fik
R AT R PES N8N, T M E (7.514
H, HR=0.55, P=0.05) o JTAFRIKE 30 1 LA Fif 5

(Iruplinalkib) | #KZ= P 57 (Envonalkib) AR AHIRIALK
TR, FERG LR P R B R U ORR,, JR4E

K TPES, (HAHAD S —ACALKIM 7 —4E, b Ki
BE T E 0405, AL Z T, 3P I CROW N 5T o I
B JE I ALEXAF 55 7B 2 DB 3 S 47, 2478 #id60%
2 E (AR 5% ) K A7 FECROWNTFF 5T 4]
L IR S AR BE T, R e A 2 N E
JE XU REAIR 979 , SAFTC B PN i JEE ek 83% , E SLZ ] Il it
IR T, BETTSAEORRN92%, FHNCRAS8%, HEfk
NBEPESHR60%, HE 718 hi B JE ZEPES 5 I A3 SR s
ALKBAYENSCLC—ZE ALK-TKIsIEY IR 55 55 7 508 DL 3%
3[47,39,91795793-100] 5

I, ALKFHPENSCLCR it A A AFIE SR I hi s
JEFBTREE . g hi e . R e AR 0] S sk Tk 52
i, AT R A S AR ALK [ B EE Mtk e |
FEEHEEJE (Ceritinib) | FHEF 50 | KA P 705 | VEN 24
Y.
HEF14 3T T VA ALKIRTENSCLC R 4675 8, & hr
e (1B) . F>R#E e (1B) $miaTr, BivERE. migde. £
BR. kEME. ReMeSYrEE (2B) , mrERNE
Hfthzg—. =KALK-TKIsHAIRHIIERTER 3B) .

255 — AR ALKl 750 1 B 24 575 P 5 9 20 S
N7 B 4G T R A LT K Is i AN s B 4R 16 )7, ALURBF
FEUOESE, BT SRRr Je B 4 sk Ry Je v PES i AR T Ak YT
(10.9 vs 1.4 M), TEFEL A FII & IG 4% AL 20 (n=24)
Hh, BARESE f5 N ORR M66.7% [ 41 7 2 (] CR A4 451133 43
Z¢fi# (partial response, PR) |, MALIT 4L TG M, X v
MR e (£4057 ) 16T FA LK EYENSCLCTH 24 ik 5 7% 30 2H 58
H, WAHZ I 5o R AT LG Al R e, M
ORRAJIATAEHRFTES0% LA |5 $2 /R ra M Je B e 25 i ALK
BRI 2 £ 3 T 2 Rt IS ARA LKA ). =55
AR AE MG )5 B, PR e A BRI R, XL
JE SARYT BRAEAE T2 180 48 —AUALK-TRIs+ 58 M5 JE 119 58
#, ORRN39.6%, HFViPFS}6.67 1 H , FLLk Tl Ik 7% 8
HINORRNS6.1%, M Ah, AW AIN N L —2FALK-TKIs
i 24 2 AEALKIR B BT 3L, BI5 1K EGFR, MET A5 A
5 ) R 00, (IS HABAR N R RE A AR 3
N FHARGE, AR EEARE, RIS ST — 2D T R,
PMEAIA N, 7E5 = =RALK-TKIsM 255 104 G Yy7 i)
IR ALY, R XX ] yA Y7 JC R N s L 4
KA Z R R R WAL g ik & S isifyT, 1
PMELLA A RIERTT RN ZE AN R (8% ) , ik Z 353
o
HEFF15 I ALKBRTENSCLC R #8 B & 7 M e U R e it 24 f,
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% 3 ALK+ NSCLC—#ALK-TKIsi& I7 Rl Fe 78 77 S0 853

Tab 3 Efficacy data of first-line ALK-TKIs treatment for brain metastases in ALK+ NSCLC

MABR MmEAH e 5 20 ELAmEBEE FIRORR EKDOR ELAmEY
HAE (HR) (%) (A BETLPFS
ALEX®Y m&ER 64 0.37 59 NR (17.3-NR) 254
eXalt-3 BibHERe 47 0.55 63.6° NR 11.8
ALTA-1LP8 wmEER 47 0.25 (0.14-0.46) 78° 271 (16.9-42.8) 24
INSPIRE®91001 FEms 38 0.21 90.9 23.8 (9.2-NE) 26.3
TQ-B3139-111-01® k&M 43 NE 78.9° 25.8 NE
CROWN (INV) #71 BRERE 35 0.08 92: NR NR

TR R,
DOR: (MR #ERTIE ; NE : ik fait,
R T EE MR R4 & R BN T Al R R e
(1B) = psk#EfE (2B) .
3.2.3 ROSITHE ROSURIALKAFIAEFIZA, IE—2F0%
SR IT AR — B0, ATPES AL W R R T T
3/4007 | SRR AS SR A LKA RIF] (Anszmsgs)e )
HEIHROSIHIT AL, RAFROSIBHYE B b 28 2
BB AR TALK, (H S ML RITRT TS BT 850 AH
felrgtos],,

T e R MENSCLC LAY ROSI-TK s, B4 |
ROSIFEHENSCLCHEH IIRYT R A1 FHEL M e, Blth
#JE (Entrectinib) | #ij i #5JE (Repotrectinib) | Z43 7i &8

(Unecritinib) At 5442 (Taletrectinib) XfROSIIE LT
, FFH AN ORRFIPES, O e EHtvE i,

R e FE—ZRIR T ROS TR & FHYENS CLCHl 4 5 1
Hr, hPES H14.91H, thfi0sKik28.3 1 H, HZ e
R 40095 STARTRK AR HIALKABT ST I A 44T itk S ik
B AT B i ORR MO, TRIDENT-1ia{ I 1, it
BJe e HA I CNSH RS 1A B T i 1 889 1 Fii
PORR, X T332 i HABROSI-TKISIAY AR E, 19N S
RUKIRAT42% , THATQ-BI10IHFF 12 it /R 2243 i 5 JR B fk
AHEORRIAS1.08%; Xf THEM £ 87 IORR A 72.73%,
HZ0SM28.22 0 H; 7E7 WLROSIFE & (CD74) FR M BEAAL
VPN R 5% L N L

b B E S 75— 3K E P2 B RO S1-TK s, TRUST-1H
FEMSIFITRUS T-IHHF 5 M UE S, #EEAT AT 34 ki e
B, AME—ZIGY7 5 B ORR Y (4391 k187.5% il
66.7%) , T HAE — 23757 (Rl seme e s R B e 4:38)
(PN ORRULAERFE AL /K- (4311 2R73.79%F161.7% ) 5 £
ANJE SAIRYT W TR A TR RS, (R A TE Z UG R
FERE—L I

A ESH RIS R B, e e RN RS il e AR

ROSIFAMENSCLCHRYITRARY, BIMEEH A ROS 14 i
FIAEGT IR ORI CNS T P75 T SR, H B s> bk
ROS U1 751 ] Sk Xof Sk (R R LRI 5
#7216 ROSTFHMENSCLCRN 45 B B E IR A XS 2 i
#E (1B) . mEL#RE (1B) . thEHR (1B) Lk ERER
(1B) ; LR AF AR, THHE (2B) AIEABR AL,

HHTA 5P ROS T NS CLCHN 4 8% — 20187 B 1
WEo AN s MR SR T2y, v AT RE A I, e HAh g AR, w]
F B B A ROS LM (AnfbFR 2 ) , WrlA 4
NSCLC4 & M R %5 1ALy T, I SeATh s B b Tl RAE
FUIIHH DRI T 812
3.2.4 NTRKRlA FENSCLCHN A MG IE S FF I TRKAN
il 70 A 1 2 8 JE (Larotrectinib) MR E . i 8¢
Je S AL B R AT AR E PR A T RBP4 234
BRE R AL ST R, TEAA A 325 NTRKBHM:
INSCLCHA 1261 5T, Shi % B eiRy TG ORRA
67% (8/12) o I TNTRKHIROSIW A —E I J5E, it
BB A TNTRKBHPENSCLCE & . B i
ORRTE60%LL I (9/14) , BN PESH M 32.7 4~ H 095 5
SR, NTRKEE 2543 B 2z I 57 Hoe,
SARE ABA T A& IR, PMELIA Y H ST X N TR KR
A NSCLCHG LR ML IR IEUF AR AT BRAER 25 B, PRIIL
L3 FINTRKEL 76T 7 I 2 5 B
HEFE17 : SINTRKPRIEHISENSCLCRss #5 2 &, AT E R AR
gERE (1B) ISR (1B) $LEATT.
3.2.5 RETHlG RETHFGATEE KA T IR R i
B, I RETRIA BAENSCLCH A AR A, 1H32.2%[
RETHlGNSCLCHE A WIS A M o0, s — el e
FRIE T 5 (40.3%) 121,

FEIEH e (Selpercatinib) FEF 2 (Pralsetinib) S&
H i R e 2 B B PER ETHN ] LIBRETTO-431
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RS T2 IEE e SARUEIRYT [ S b7 ATER]
PR YL (Pembrolizumab) | X RETEI G FHIENSCLCHE 1)
JP RO 2 45 SRR AL 4 (n=42) Hh, ZEEEIE M
ORRA82%, H6flikF|CR, 12 H RIS RN E N
72%; FFAEARAFE SR AL S S ORR (819 ) 1471221,
TR e A s R S KOF- BN 1 2, ARROWRHFSE 1122)
HENSCLCHN AR B, R e —ZIAYFORR A
85.7%, DCR}85.7%, (HEEARH /D (n=7) o

W18 RETRA S PAMERIVIENSCLC st fs B E, — &2 5
RITIEE IR ERETINHIF, MEL R (1B) MELHRER

(2B) .

XFFRET-T K Isifi 24 (4 il i F s 2, iU Se A A T
Hoh I PR 54, A E 4 R v R S G TR, A
FEL T T I 245 05 2 RS a0 I R8I B I IR I L a2F A T Ak
i
3.2.6 KRAS G12CRA 5 HANEGFREM A,
FIXTKRAS G12C 1Y HI ) 245 W) AN S B0 i 2 I A il 1o <
JE (-tinib) "IM&HXT GTPEGHY“HIPY A (-rasib) 7o HTEE
FEIN I GTPEFHIZE R XELL 2y, HMEKRAS G12CRARFE
NSCLCK AR A, (H BB AR H ARy Pk A 5 8 T
&, IR ZH T B 4832 U7 8 FARIIKRAS G12C%
TENSCLCHEH B —ZinyT. e AEE A ETTHT MK KRAS
G12CH ] 254 — —RFCHiVE AR (Sotorasib) FIFAAF7 Pi AR

(Adagrasib) , BEIRA MR RIESE, (A EATEARAETE L
i,

HT, FECA WZH LTTIHKRAS GL2CHPHIH] ——
TP EE %€ (Fulzerasib) FI#8 R 85 %€ (Garsorasib) , 34L&
MUESIHKRAS G12Co R MINSCLCI —4iRYT, i
FETEPEINSCLC AREH A S ITIG R FE rhl2s), MR8
WA (n=3S, 118G 4552 20 U T ) 22905 v 8 )
AIRITIG, ORRN48.6%, FEIKAFF L2 7 (M TRIGH
VA FIBAT TR P78 A BE A A A 95580 ) , PESHIOS 351 6.4
F110.91H, MINCRHN22.6%, i AR RTIEHEE LAY DCR
H96.8% . K F TR FETE IR IG R IR o, 1E R — 2
Pl FVAYTKRAS G12CH 78 M INSCLCH I ORRST I
179%0291F161.19%27,

AN, ATHIE A IT 2 EGFRSKRAS G12C il
FIBEAIBTT B, MKRAS G12CHMifil 7 BHIR A S 2%
J&, ATRE S EUEGERFFILIG . KROCUSHIZT 2141 4 45 L ik
TN, TR FEHR A TU R TR UIRT T SR A ik e RS H K RAS
GI2CHZZ [IPERNSCLCE A, EWRORRIAF 180%; Hirr,
71.49% RS SR S T R . SRUEREA AR, %

THHIKRAS G12CH7 B MRS T i N ORRHMIPFS KA, i%X—
AT IO R T T
#7219 ITKRAS G12CRETHINSCLCR 5 2, HERFE
% (1B) . H8REE (1B) Z&iATr, HBEHIT—REKEH
GARFFFRIR L
3.2.7 METex14BKEREZE IR FA] U EHATMET 5
AR Y BCRANBIR I, (AR AR IR A2, S
R B B UL A IO ZEMET MR FIAEIE . K ZEb2s
06 ) 241 66 6% 47 S0 1 BBBU3O) , — 514 A 68| ME Tex14
Bk IR 5 7 ki 7 ¥ 1 F R 585 )2 (Capmatinib) [ FL5E
AW G IR, sSHlBHEHZ L& REBIRIBIT N
G %N 87.3%; Hrp20 IR & U7 B E N i RN
85%, Mi& i PFSH H14.1H ., KUNPENGHF 5T 32E
2, X ME Tex14 Bk R 2722 1 P EINSCLC 35, 13
BICIRIT W ME Tex14 Bk BR 28 E Y EINSCLC AR # (1
fIPESH14.11H, 0S #2070 H, HA R4 (n=5)
H PRSHE K N6.4 1A, OSH17.90H  (HS—H— 1,
A3 e 2 BT e — LA a8 B A A B IR N IE I ME T
MHF s GEOMETRY mono-18F550389 ) YE: 57 R %
JEIRYT I L3I % A% F8 v, A 7461 5% 38 i N S By (
3B T L) 5 1 E Geometry- CHFFE G A 4451 K2k
e B B R, 240 8 38 LA kA B CR , 2451 H A LA
ikt PR, VISTONMFSE (HUEFTII ) 1 4 3% 0 2H 45 5 039
R, T RANO-BMARESEAT PFAl, R JETEVIIR
IR ME Tex 148k BR 28712 F 34 Hh ) il NORR M 66.7% , /il
IDCRA88.4%, fli i PES}20.9H, Wik A K
U TG . LN, 3R (Savolitinib) ORI FH
(Gumarontinib) W78 F I H—E BN TG 1. —IIITb
FERFF R h, 99 N T7901 2838 1 ME Tex14 Bk BR 28 7%
MR (ZZ3RyT4) FIs7RINIG R (—Ziayrdl) , 45
B R FERE e — IR AL BT AL ORRAM I K
62.1%F139.2%, HMPES/5Io013.7F111.0 D H , HHZOSH A
NZEEE], TR R A RAGEAR, X LEIbA
METH G ST 5 R W 2 B EUmAR, Y397 ME Tex14 8k
BRZEAENSCLCH SR Mk AR I 2, (R GEI TR
B, WA NI, L, PMEAIA I ME Tex 148k BR 58722 il
RS —ZR LAY, T2 % METex14 Bk BR R AENSCLCHK
RATERHERE, e B M TG R 1 25, I 38
Bl aEe . FHAgE . RSB MRS (A—%
FHZGES, (HR A FRALE ) o ANIbZE25 AN AT L,
URRI BV 3l % =3 e S R 9 (e 3 e P L 7/ = A e i 11
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METH I SAESRTZ 0 5, %5 TE S ME Tex14 8k BK
A IR 25 HLER B HTE AR 58 W, SR T R B A A
W, B B AR 2R, WA BT R AR, 5 BT
A& A MET I AT RE S A BEAY

HEFF20 WIMETex14BEER R T AINSCLC R4 78 B — 4k B —
S ENAYT, RAEIEREHAEMEIERAIIbZEMETINGIF, W
BmER. AR, FOER. SEERMEXER (2B).
3.2.8 HER2%ZF NSCLCHY, HER2FER S BRI oL
R 3 /3 ek fZEAE (32N ex20ins 2748 ) BIE, TG
FHH N H L0 HER2FHENSCLCH 45 B30 )14 7 Y = A5,
SEFIXTHER27E (FR 2 41 %5 20ins B Y VMATE A ) 19478
IAR{HEX 25 (antibody-drug conjugate, ADC) B{TKIs,,

HER2-ADCU7fi, &4 i (A 1B 58 ih Z 2k 541

(Ado-trastuzumab emtansine, T-DM1 ) FI{%E gl 22k B

(Trastuzumab deruxtecan, T-DXd) . B35l Z-2k Hpr i
SRTENSCLC HER2HD[a)IGYT Il R 8 e e, (HAR
R YN - A i 787 R W) e o e €
DESTINY-Lung02F 52 55 BV 2H (n=20) h, BontiR
UFRIIT AL, ORR64.3% (9/14) , HaId&E7HHICR, fiN 2
N FRFZEF R S5.7H o Ak, DESTINY-Lung01fff 55 14!
A T33UIPEA IR 1 B, HLORRHNS4.5%, HH L
PESH7.1MH, A0S 138 H , dT i, rb 5 2450 W
B PR RAEHE 1R 222k YU THER 2L M AN AT )
PR ASPENSCLC — 2k K LA 3RYF YIS W IE

M JE (Pyrotinib) S2FRIE W HI) {2 B —FHER2-

TKIs, fF—HIIH Z i seield, g9 ABy7 238 5 1
HER2PATENSCLCHEF, — 40 FHNkIE 2 e J5 8 A ORR
H30%, BKFERT LM (25%) , HAKAIPESFIOS /T3 K
6.9F114.4 H o AT B FE 04348 HY R L B Je S5 BT 2 e
(Apatinib, /N> FVEGER-21IHI5) B A8, 427+ T
SR A HER 2+ 523 (n=13) lHORRZE53.8%, TKIs
BT, LSRR Z 5 a0 T FEHER2 M8 A R B 1 I
AR TR, 7802 2R s, PRI AR R E 2, |
Fe S 3R SRR TR LR B 2 BAY 2927088,
JE— PR T K s, 7E I R F A A ] A 2 il HER 2
G SEAE . SOHO-01Y Y BN (1/11H) IESE, X R4
HREAYT A R HER2PHIENSCLCH#, BAY 29270884
TRORRFETF272.1%, FFHIERTYVMATE A 7 ORRF A
90.0% (27/30) , Wi AW LORRA62.5% (5/8) (1441 5%+
NN — 26T LT 58 7E 2 3RS 1 7 . iX—
BIHER2-TKISEARTRAEFRE 1117, Zongertinib & ik
FEPER T IRHER2-TKIs, JFOREA T HP A BIEGFRIVIE

Beamion LUNG-1F 58Pl | HAE 20 P HER2[ATE
NSCLCHIT R % Ak, #AKA#FORRA72%, DCRA
95%. TEMFA 2 (n=54) 1, BE{KORRIA70%, DCR{=iA
94%; FEEMARERFE— 3 REFARFMN R,
IS R FBUF R LI 3%, $7R Zongertinib7E
HER2%E7ENSCLC M i A% 835 rh B B4 B B g i 14
2241, J52EBeamion LUNG-2 IR B 56 IF7E—42&
RITTH T J1 . Zongertinibtt B T H 2 B,
SR AFIRE 250 R R T A E, - THER2RAS,
WA AT YIRS R NS CLC R i — £l 5 Z3A) T,

25 I, i EHER2-TKIsIA/EADC, HRTRKZEN1E
TREUS LN, (BEMELLN Ny, ATLITRE IR RIS, 5T
TEHA IR T Bt b SR B S HER2-TKIsB{AD CHYL
KIS
HFE21 B RHER2 R L FHMENSCLCR# B EE S IM—%
HER2-TKIsIG R, Z& RIg & EmiaTr = EMm IR A

(1B) siMtIEE R (20) .

3.2.9 BRAFV600%7E i TH—{fi FHBRAFHI A HAE
JE (Dabrafenib) fR%5 5 B BUiMR 24, 385 B FIMERKIN 175 th
FH e (Trametinib) , HAEX—414 T CHNSCLC BRAF
V600Z AR I FRIERLa)TRY T, BARZ A G D ] LA
M HE RS BRAF V6008 ZENSCLCH & TiJa, (HAEIKTEFS
NBEP RIS AS L o SA PR E v 281 BBB, fik A TR
ETEZE25Y) [ 4E5E9)JE (Vemurafenib) ] 047, 7E—Tj k7
kS F 25 JE VA BRAF V600ESE NS CLCHFFE 1414 iR
MW (n=34) , BEAIRITIE ML H2511 (80.6%) ik
FNE M i, HOIPES 7.5 MH, H10Sik24. 11 H 7635
frAE e M LB e I G SEPE IR R TR, BHERR T 2
PERG GRS, (OAT A0 A T340 3 2 i 7 B o e S Al o k1Y
B, e — R G LB TR IR BIPR, {7 AR A
B BN RG RS . eAb, AR IE S s IERER 1 ik hr Ak
Je . HSER e -l T—2R3A 7 BRAF V6005845 ki i A4 k6 3 i
TR R B R R

HZ34EJE (Encorafenib) BE A L5252 (Binimetinib)
W FE P H—E 19T, PHAROSHIFFEISE — IR T chs
BRI, DAL TSR JE Bk & L6 B e /E BRAF V600E
RAFIEFEIENS CLCHRE YT R %W 5L A 98] i
= (SollwNR, 3otlaR) , Hd AL A& A28 03 79 il
10%., 459 B /R, WIAZHAIORRA75% (95%Cl: 62%-85%) ,
ZEVRH H46% (95%CI: 30%-63%) ; v 55 55 5% fiff 1) ]

(duration of response, DOR) 3 HNEF6.71H (95%Cl:

7.4-NE) ; T PESATIIANE 9.3 H (95%Cl: 6.2-NE) .



12 of [ il 2 2025 4E 1 H 28 B 45 1 )

Chin ] Lung Cancer, January 2025, Vol.28, No.1

ISR, B AR RN L35 e I BRAF V600
FRAFIINSCLCEE h8 il G IF MR8, Hr A4 s ilibt
g s R4 A2 BT R, B MR
Zib iR HITCR M) , FRILKHCRELPR,
HE#F22 I XTBRAF V600R T HINSCLCRN ¥ #5 BE, FIEEIAHL
FEREAEHEERATT (20 .
3.3 MR BT, BTHRNEITRIAR S, JOTE ST
(IR R A B NS CLCAN RS AL A MR PR EHHER, 47
R HAR GO S A RS HE R SRS Y HE B, B EAR T8 4340
BEFA (IR FIPHME B CREIZ T ) 25 BURY )
FHLCBR K BAPE B 5 U A ar s, 45 TAMRE AR
()T T (B g, T ELE AT AR, A AR AR B ki
HAIRI e OIS IR B REa AR A AT REE . D38k, Y
e A b BB PR SR BB, FARYIBR IR SE LA AT LA
B, AT, ANBFF AR SENSCLCHN 54 RS 455 iR YT Y %2
LR AT, B T AT D G A P o 5 DR R 2 XL
Wz, 3 AT T R AR — 776 f5INSCLCHEMmF4 1%
R B A SR 509 R B, ANEF AN T (4 3 oL
AAE 26,251, ERTIUEZBOTEE (14.491
H, P<0.001) o XL AT BTG A kAT I8 B CR
(R e A% R S S L ARARA TANBHT T, i AT B Y
W, (HE X TR 25607 I I ek i Jie HLAT SR 9 A
H, WEAETF T AR ECE AR MGk A, XA e Rkt i1 7
Sy FRRELA ARG, 155 N — A0, b, A s s
7N, WOREAT GRS, Pt DTBR S B8 988 5 P T i vl Jt & i
JAVIBR LR BIRYT, Wi — s A

I, PMEAHEE TR 25 BhHe, 70 PG
BERAREMF AP LS. LLA, SN N S A
WG RS IR IT T 35 25 57, TORBE A A T4 = e TN
R BB L AL RN L KA B B R AR AR
S, A W IR SRR IR AR R, (H AR
TEHM ARG —; AR A AHEFF R SNCCN, ASCO-SNO-
ASTRO, EANO-ESMOS54 i I AHSCHERZ T I0 22 57, AN
RN
HE23 I FHEGYATEREB TR AEERNES,
AEEFMFARRELAEEFRA, WHFEBILHITSYF
REBZRN, 18ST—FiRIT (2D) .
3.4 JJT AHHCWBRTIM, TR BRI 54 7% 38 10 70 7
AR 2 WG, STARRE IS IRYT (stereotactic radiation
therapy, SRT) JFARTEIG IR S, A RUGAR 1R 7RIFER]
B X T IR S 3 K B M A NSCLC I 6 #% 2 25, BT sy As
B2 T RE PRI RAIF S UE B, 0 ARAT IR A 2R P 9K 3 35 R PR

SERITRAMAT SRR, PSR A TS
NSCLCTE A fili % 7% e BB IR

3.4.1 NSCLCHNHERE U FIE N UE WIHTHTA, XFFICAEMR Y
NSCLCHi R84, Ry il LAE )G, f FHTKIsf5 13
G S S R A R P s BT AR FH R i 7 sel, 1k
Hb, BAREFENSTHRIR, AESMRHIIBRIN %A% 88 I A T 7 T LA
MR & K LT 32, SO AR G O 1E 22
Ko
3.4.2 T TR e R RS R ity Oy N3
H PR WBRTHIHE AR5 HEISRT, SRTX ST M FAIKKISRS
FZ PR ISRT, FiIE 8 R R i R, 57—
M A16-30 Gy, Ja# il H 7E3-SIRZ B4 T.

T 7 PR 3 B T R TR Bl . KV IVRIG )
Aiis

TERR IR |, Z IR BB G s 160 A T
WBRTHL 7 SRS 55 5L i HISRSTE fiki 5 B 988 (£ FENSCLC)
BEPRITRL, X T E A T -3 I R R R
H, K I, R WBRTIEE A SRS AT AMGE /i N 1 ,
TEFHARBGE AR MR, WBRT RIS H 2N aEY
BRI TG BT B AAR DGO FETF I, BMEALA X T
FRILRERIFHEHERBN (13N R
NSCLCHi#ERS R, B UCRHISRSESRTIAYT 7% M
SRR T I 28, BRTA 0, PMEH LR
HEFE(L FHWBRT, #4430 Gy/10 Fil37.5 Gy/15 El63164; {H
o R BRI B> S mm H U Ar>40H, 05181 15
PiAr, - [EIF I 26 A WINATTUes); QiR IC 2 i vl =% 1
KA SRS/SRT. Xf T4-10 AL kL B FHOT 7 %, Aok
PR B AT LA FHSRS/SRTO,

TEFERSIRAM RN |, X T B AR <4 em H 0By 1 2k ZH N
4548, HEFFA TSRSIAYT, (HIMRE IR HAREE 13 e SRS
RER AR R AR i SRS T Il boel, HLAAR
WFRATTR o XFF 7= U A BRIV i34 em 5
I, DA BB T, G TMD T e, 17 FARYIER.
WERFAARTLT, A FHSRT (27 Gy/3 FEk30 Gy/S F) o SRSl
HAHELE, AR BRI 25 5y ' BUBU PSR FE ARy 3
PRI,

TERERS TR oA L, 0 SR 2 % 6 ik <08 o 2 filg 20 21 245
P Ui+, sE X)) , HEFEATSRTOO70) | A% 2127
Gy/33 K 125-35 Gy s3SItk T,

AN, X TR A TAMEE AR, HERE FIR I b7
SRS/SRT. AR MR s (4 FR i) 2 SRS HCYT 7 o), LA
WS,
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* 4 IRPERFEH BRI R K EE S ESRSHITHIF B #E
Tab 4 Dosage recommendations for SRS radiotherapy based on
the maximum diameter of brain metastatic lesions

=5 RIBEBIEIRIREIE SRSHUT RO S 7=
Tab 5 Dosage recommendations for SRS radiotherapy based on
tumor cavity volume

R EERER BT HIEHER R KR BITHIEHR
<2.0cm 24 Gy 4.2 cm? 20 Gy
2.1-3.0cm 18 Gy 4.3-79 cm? 18 Gy
3.1-4.0cm 15 Gy 8.0-14.3 cm? 17 Gy
SRS : SL{KE IS oMEL 14.4-19.9 cm? 15 Gy
20.0-29.9 cm? 14 Gy
W24 W FRERBINSCLCR R B B, KRBT AIILE >30.0 BB K EEZ<5 cm 12 Gy

& XERTKIsSEHE NS Bt RN BERKOBREREE, #
HEREFERRHRIT (A)  BIrARMEREBIURT#%
BH#E. X% (1A) .
3.4.3 HOTIARIBESARSLAl FITK s 7507 18], I RS
W EAT A TR SE TR IsYAY T (AT B2, IS5 TK s
A ol AR 22 A MO AR 78 53, — IR IE TG R A
ST /R, WBRTIRIA ISR R AU 32 M KL 4T, 1A WLEE 2118
INp ek, BIJCHRHE 2 D4k DL R s n 070,
BT L FIERMIE R R, HET# I WBRTZ(SRS/SRT
16I7 B4k £ TKIsIAYT, [HWBRT+SRS/SRTHL A TKIsH
IR o X —STUATY 5 B 2 TS PRI 52 k48 I R,
KR E AL TR s 5 HOFF B A7 1
3.5 XPREAYT BREhHEP FAPENSCLCRN 55 7 5 HoAth i 4 7%
SR ARIEY T BN — 2, AL FEER /K I, B30 s L iR B
TR ISR AL PR A H R A PO L OO A L AL T
Fek, WIS H MNP m it T2y, A48 B AR
JANSCLCH % F /K I A 3

Fras A K b 2 PR A e RS X IR T RO LT, R R
Se N FHME R B R, i8] B AP IAS A i 24 BB 15 )
PREY (H EE BRI R o B BT R (2R b FERAL)
A FAARG I 4558 35 P, B45mBBBAY SE R, A B T8 ik
Jip072 A TCREAR 4 S5 R A H RN, PR H i k=
FEUEHE, BT 2 0 s K b, T T 8 b ZE K
ATREAT TRl 7, 25 A h 2 o BERREAR, A 5k
i O R B R kEPE R D RERE IS AE, FISE4 T
Tar ) () L ZEKHA10 mg, Z )5 LA8-16 mg/diEELf, FI/H1-21K
B2, FREIEIRER, WHAG TR, MR
UAFFIHEEAT2-4 mg/d™, - FVEGEAESR A K b i) & A L
RAFEEEAE, A A 259 AR ER 5 TA B Tz
7K i Ce7s) o A B FR B B R s, DU R
BB R R T R B E R,

BEAR, B2 e, NSCLCHN AL i B i
fik1mAa L, (venous thromboembolism, VTE) 177 H 3Kz

PRIBH M £ 35 1) A 23 ol e T B A 00780 PRIk, F ot A e
fE AR SR B PENS CLC il A AR ER ISRV TEff 25, b
B A TR R YT

HEF25 | XK B S A A S ERINSCLC R 5 B, MR
RFUER RS R HEELT, LENESNLEERAGY
FSEMRRE, LUREBRER (10) .

4 RTEMR

PMELLB S LA 48 FE B 7L DB AH OGS i g &
FHEIBHE I RIRT 2%, (URRIMEA R L1 L2
55, AFE R TP EEEOGE T 9K 33 PR B NS CLC i S
RS, AN F T A it A I 5L A2 98 . ANFE e i)
PEFEAN L Ry 58 2 B 24 A, WA Bk — B A
FIBRIETR ST Fllm RS BE I, SRR R L FHEE A2 1Y
A ST HFIWT, BEEIEUE BE2F P R, BriEdE nl e S e AR
TRE RS B AoE AT RCHERUR ML, A4S m T
5 RIS (2024410 H IR TPubMed 1 AHIE SCHR) 7T
RETCIE R RSB TGIE

Competing interests

The authors declare that they have no competing interests.

2 E XM

1 Wagqar SN, Samson PP, Robinson CG, et al. Non-small-cell lung cancer
with brain metastasis at presentation. Clin Lung Cancer, 2018, 19(4):
€373-e379. doi: 10.1016/j.cl1c.2018.01.007

2 Barnholtz-Sloan JS, Sloan AE, Davis FG, et al. Incidence proportions
of brain metastases in patients diagnosed (1973 to 2001) in the
Metropolitan Detroit Cancer Surveillance System. J Clin Oncol, 2004,
22(14): 2865-2872. doi: 10.1200/JC0O.2004.12.149

3 London D, Patel DN, Donahue B, et al. The incidence and predictors
of new brain metastases in patients with non-small cell lung cancer

following discontinuation of systemic therapy. ] Neurosurg, 2022,



.14 .

10

11

12

13

14

15

16

17

o [ fili 0 24 7520254 1 45 284 45 1 )

Chin ] Lung Cancer, January 2025, Vol.28, No.1

137(2): 544-554. doi: 10.3171/2021.9.JNS212150

Kim M, Suh CH, Lee SM, et al. Diagnostic yield of staging brain MRI
in patients with newly diagnosed non-small cell lung cancer. Radiology,
2020,297(2): 419-427. doi: 10.1148/radiol.2020201194

Zhao W, Zhou W, Rong L, et al. Epidermal growth factor receptor
mutations and brain metastases in non-small cell lung cancer. Front
Oncol, 2022, 12: 912505. doi: 10.3389/fonc.2022.912505

Guerin A, Sasane M, Zhang J, et al. Brain metastases in patients with
ALK+ non-small cell lung cancer: clinical symptoms, treatment patterns
and economic burden. ] Med Econ, 2015, 18(4): 312-322. doi: 10.3111/1
3696998.2014.1003644

Zhou Y, Xiang Z, Lin W, et al. Long-term trends of lung cancer incidence
and survival in southeastern China, 2011-2020: A population-
based study. BMC Pulm Med, 2024, 24(1): 25. doi: 10.1186/
s12890-024-02841-0

Tatineni V, O’Shea PJ, Rauf Y, et al. Outcomes of BRAF, MET, RET,
and ROSI mutated non-small cell lung cancer with brain metastases
(NSCLCBM). Int J Radiat Oncol Biol Phys, 2021, 111(3): 804-81S. doi:
10.1016/j.ijrobp.2021.05.125

Wang Y, Chen R, Wa Y, et al. Tumor immune microenvironment and
immunotherapy in brain metastasis from non-small cell lung cancer.
Front Immunol, 2022, 13: 829451. doi: 10.3389/fimmu.2022.829451
Ouyang W, Yu J, Zhou Y, et al. Risk factors of metachronous brain
metastasis in patients with EGFR-mutated advanced non-small
cell lung cancer. BMC Cancer, 2020, 20(1): 699. doi: 10.1186/
s12885-020-07202-8

Sperduto PW, Mesko S, Li J, et al. Survival in patients with brain
metastases: summary report on the updated diagnosis-specific graded
prognostic assessment and definition of the eligibility quotient. J Clin
Oncol, 2020, 38(32): 3773-3784. doi: 10.1200/JC0.20.01255

Karlsson AT, Hjermstad MJ, Aass N, et al. Overall survival after
radiotherapy for brain metastases according to ECOG status-A
prospective study of 294 NSCLC patients. Cancers (Basel), 2024, 16(8):
1486. doi: 10.3390/cancers16081486

Kepka L, Cieslak E, Bujko K, et al. Results of the whole-brain
radiotherapy for patients with brain metastases from lung cancer: the
RTOG RPA intra-classes analysis. Acta Oncol, 2005, 44(4): 389-398.
doi: 10.1080/02841860510029699

Ahn M]J, Kim DW, Cho BC, et al. Activity and safety of AZD3759
in EGFR-mutant non-small-cell lung cancer with CNS metastases
(BLOOM): a phase 1, open-label, dose-escalation and dose-expansion
study. Lancet Respir Med, 2017, S(11): 891-902. doi: 10.1016/
$2213-2600(17)30378-8

De Carlo E, Bertoli E, Del Conte A, et al. Brain metastases management
in oncogene-addicted non-small cell lung cancer in the targeted therapies
era. Int ] Mol Sci, 2022, 23(12): 6477. doi: 10.3390/ijms23126477

Soria JC, Ohe Y, Vansteenkiste J, et al. Osimertinib in untreated EGFR-
mutated advanced non-small-cell lung cancer. N Engl ] Med, 2018,
378(2): 113-128. doi: 10.1056/NEJMoal713137

Cho BC, Ahn MJ, Kang JH, et al. Lazertinib versus gefitinib as first-line

18

19

20

21

22

23

24

25

26

27

28

29

30

treatment in patients with EGFR-mutated advanced non-small-cell lung
cancer: Results from LASER301. J Clin Oncol, 2023, 41(26): 4208-4217.
doi: 10.1200/jc0.23.00515

ShiY, Chen G, Wang X, et al. Furmonertinib (AST2818) versus
gefitinib as first-line therapy for Chinese patients with locally advanced
or metastatic EGFR mutation-positive non-small-cell lung cancer
(FURLONG): a multicentre, double-blind, randomised phase 3
study. Lancet Respir Med, 2022, 10(11): 1019-1028. doi: 10.1016/
§2213-2600(22)00168-0

Yang JCH, Kim SW, Kim DW, et al. Osimertinib in patients with
epidermal growth factor receptor mutation-positive non-small-cell lung
cancer and leptomeningeal metastases: The BLOOM study. J Clin Oncol,
2020, 38(6): 538-547. doi: 10.1200/JC0.19.00457

Xu Z, Hao X, Wang Q, et al. Intracranial efficacy and safety of
furmonertinib 160 mg with or without anti-angiogenic agent in advanced
NSCLC patients with BM/LM as salvage therapy. BMC Cancer, 2023,
23(1): 206. doi: 10.1186/s12885-023-10676-x

Cho BC, Lu S, Felip E, et al. Amivantamab plus lazertinib in previously
untreated EGFR-mutated advanced NSCLC. N Engl J Med, 2024,
391(16):1486-1498. doi: 10.1056/NEJMoa2403614

Guyatt GH, Oxman AD, Vist GE, et al. GRADE: an emerging consensus
on rating quality of evidence and strength of recommendations. BMJ,
2008, 336(7650): 924-926. doi: 10.1136/bm;j.39489.470347.AD

Okuno T, Isobe T, Tsubata Y. Current pharmacologic treatment of brain
metastasis in non-small cell lung cancer. Clin Exp Metastasis, 2024,
41(5): 549-565. doi: 10.1007/s10585-024-10276-4

Maschio M, Maialetti A, Giannarelli D, et al. Impact of epilepsy and its
treatment on brain metastasis from solid tumors: A retrospective study.
Front Neurol, 2022, 13: 967946. doi: 10.3389/fneur.2022.967946

Le Rhun E, Guckenberger M, Smits M, et al. EANO-ESMO Clinical
Practice Guidelines for diagnosis, treatment and follow-up of patients
with brain metastasis from solid tumours. Ann Oncol, 2021, 32(11):
1332-1347. doi: 10.1016/j.annonc.2021.07.016

Tsuchiya K, Aoki S, Shimoji K, et al. Consecutive acquisition of time-
resolved contrast-enhanced MR angiography and perfusion MR imaging
with added dose of gadolinium-based contrast agent aids diagnosis of
suspected brain metastasis. Magn Reson Med Sci, 2013, 12(2): 87-93.
doi: 10.2463/mrms.2012-0069

Chakrabarty N, Mahajan A, Patil V, et al. Imaging of brain metastasis
in non-small-cell lung cancer: indications, protocols, diagnosis, post-
therapy imaging, and implications regarding management. Clin Radiol,
2023,78(3): 175-186. doi: 10.1016/j.crad.2022.09.134

Ellingson BM, Bendszus M, Boxerman J, et al. Consensus
recommendations for a standardized brain tumor imaging protocol
in clinical trials. Neuro Oncol, 2015, 17(9): 1188-1198. doi: 10.1093/
neuonc/nov095

Barajas RF Jr, Cha S. Metastasis in adult brain tumors. Neuroimaging
Clin N Am, 2016, 26(4): 601-620. doi: 10.1016/j.nic.2016.06.008

Mayo ZS, Halima A, Broughman JR, et al. Radiation necrosis or tumor

progression? A review of the radiographic modalities used in the



o R 2 52025 4E 1 452855 1)

Chin J Lung Cancer, January 2025, Vol.28, No.1

15«

31

32

33

34

35

36

37

38

39

40

41

42

43

diagnosis of cerebral radiation necrosis. ] Neurooncol, 2023, 161(1):
23-31.doi: 10.1007/s11060-022-04225-y

Ahn SJ, Kwon H, Yang JJ, et al. Contrast-enhanced T1-weighted image
radiomics of brain metastases may predict EGFR mutation status
in primary lung cancer. Sci Rep, 2020, 10(1): 8905. doi: 10.1038/
$41598-020-65470-7

Ren X, Zhang X, Lei X, et al. Comparison of clinical and MRI features of
brain metastases between ALK+ and ALK- NSCLC. Cancer Med, 2024,
13(11): €740S. doi: 10.1002/cam4.7405

Schoenmaekers J, Hofman P, Bootsma G, et al. Screening for brain
metastases in patients with stage III non-small-cell lung cancer, magnetic
resonance imaging or computed tomography? A prospective study. Eur J
Cancer, 2019, 115: 88-96. doi: 10.1016/j.ejca.2019.04.017

Kruger S, Mottaghy FM, Buck AK, et al. Brain metastasis in lung cancer.
Comparison of cerebral MRI and "F-FDG-PET/CT for diagnosis in
the initial staging. Nuklearmedizin, 2011, 50(3): 101-106. doi: 10.3413/
Nukmed-0338-10-07

Kim M, Suh CH, Lee SM, et al. Development of brain metastases in
patients with non-small cell lung cancer and no brain metastases at initial
staging evaluation: Cumulative incidence and risk factor analysis. AJR
Am J Roentgenol, 2021, 217(5): 1184-1193. doi: 10.2214/ajr.21.25787
Horky LL, Hsiao EM, Weiss SE, et al. Dual phase FDG-PET imaging of
brain metastases provides superior assessment of recurrence versus post-
treatment necrosis. ] Neurooncol, 2011, 103(1): 137-146. doi: 10.1007/
$11060-010-0365-8

Chernov M, Hayashi M, Izawa M, et al. Differentiation of the radiation-
induced necrosis and tumor recurrence after gamma knife radiosurgery
for brain metastases: importance of multi-voxel proton MRS. Minim
Invasive Neurosurg, 2005, 48(4): 228-234. doi: 10.1055/5-2005-870952
Hatzoglou V, Yang TJ, Omuro A, et al. A prospective trial of dynamic
contrast-enhanced MRI perfusion and fluorine-18 FDG PET-CT in
differentiating brain tumor progression from radiation injury after cranial
irradiation. Neuro Oncol, 2016, 18(6): 873-880. doi: 10.1093/neuonc/
nov301

Chao ST, Suh JH, Raja S, et al. The sensitivity and specificity of FDG PET
in distinguishing recurrent brain tumor from radionecrosis in patients
treated with stereotactic radiosurgery. Int ] Cancer, 2001, 96(3): 191-197.
doi: 10.1002/ijc.1016

Brenner AW, Patel AJ. Review of current principles of the diagnosis and
management of brain metastases. Front Oncol, 2022, 12: 857622. doi:
10.3389/fonc.2022.857622

Tonse R, Rubens M, Appel H, et al. Systematic review and meta-
analysis of lung cancer brain metastasis and primary tumor receptor
expression discordance. Discov Oncol, 2021, 12(1): 48. doi: 10.1007/
§12672-021-00445-2

Riely GJ, Wood DE, Ettinger DS, et al. Non-small cell lung cancer, version
4.2024, NCCN Clinical Practice Guidelines in Oncology. J Natl Compr
Canc Netw, 2024, 22(4): 249-274. doi: 10.6004/jnccn.2204.0023
Multidisciplinary Committee of Oncology, Chinese Physicians Association

Lung Cancer, Expert Committee of National Cancer Quality Control Center

44

45

46

47

48

49

S0

S1

52

S3

54

Clinical guidelines for targeted therapy of rare variants in primary lung
cancer in China (2024 edition). Zhongguo Zhongliu Linchuang Yu Kangfu,
2024, 31(5): 265-295. ["PEEEITPI & E Z2ERHS r Lol Z b, [
SRR By Lo i B & KR s JRUR M e 2 DL A R A )
EIT ARG R T 48 B (20240 T ER G R S HEE, 2024, 31(5):
265-295.] doi: 10.13455/j.cnki.cjcor.113494-2024-2024-0127

Chinese Society of Clinical Oncology Guidelines Working Committee.
Chinese Society of Clinical Oncology (CSCO) guidelines for diagnosis
and treatment of small cell lung cancer. 1** ed. Beijing: People’s Health
Publishing House, 2024: 7-9. [ i R IR =415 TAEZ R4
[ R IR 2723 (CSCO) AR /NN T2 1R . SRR Jbat: AR
T, 2024: 7-9.]

Ma C, Yang X, Xing W, et al. Detection of circulating tumor DNA from
non-small cell lung cancer brain metastasis in cerebrospinal fluid samples.
Thorac Cancer, 2020, 11(3): 588-593. doi: 10.1111/1759-7714.13300

Wu YL, Ahn MJ, Garassino MC, et al. CNS efficacy of osimertinib in
patients with T790M-positive advanced non-small-cell lung cancer: Data
from a randomized phase I1I trial (AURA3). J Clin Oncol, 2018, 36(26):
2702-2709. doi: 10.1200/JC0.2018.77.9363

Solomon BJ, Liu G, Felip E, et al. Lorlatinib versus crizotinib in patients
with advanced ALK-positive non-small cell lung cancer: 5-year outcomes
from the phase III CROWN study. J Clin Oncol, 2024, 42(29):
3400-3409. doi: 10.1200/JC0.24.00581

Zhou C, Solomon B, Loong HH, et al. First-line selpercatinib or
chemotherapy and pembrolizumab in RET fusion-positive NSCLC. N
Engl] Med, 2023, 389(20): 1839-1850. doi: 10.1056/NEJMo0a2309457
Song Y, Lin S, Chen J, et al. First-line treatment with TKI plus brain
radiotherapy versus TKI alone in EGFR-mutated non-small cell lung
cancer with brain metastases: a systematic review and meta-analysis.
BMC Cancer, 2023,23(1): 1043. doi: 10.1186/s12885-023-11548-0
Qian J, He Z, Wu Y, et al. Analysis of the efficacy of upfront brain
radiotherapy versus deferred radiotherapy for EGFR/ALK-positive non-
small cell lung cancer with brain metastases: a retrospective study. BMC
Cancer, 2024, 24(1): 117. doi: 10.1186/s12885-024-11868-9

Wang C, Lu X, Lyu Z, et al. Comparison of up-front radiotherapy and
TKI with TKI alone for NSCLC with brain metastases and EGFR
mutation: A meta-analysis. Lung Cancer, 2018, 122: 94-99. doi: 10.1016/
j-lungcan.2018.05.014

He ZY, Li MF, Lin JH, et al. Comparing the efficacy of concurrent EGFR-
TKI and whole-brain radiotherapy vs EGFR-TKI alone as a first-line
therapy for advanced EGFR-mutated non-small-cell lung cancer with
brain metastases: a retrospective cohort study. Cancer Manag Res, 2019,
11:2129-2138. doi: 10.2147/CMAR.S184922

Yang JJ, Zhou C, Huang Y, et al. Icotinib versus whole-brain irradiation
in patients with EGFR-mutant non-small-cell lung cancer and multiple
brain metastases (BRAIN): a multicentre, phase 3, open-label, parallel,
randomised controlled trial. Lancet Respir Med, 2017, 5(9): 707-716. doi:
10.1016/52213-2600(17)30262-X

Yang Z, Zhang Y, Li R, et al. Whole-brain radiotherapy with and without

concurrent erlotinib in NSCLC with brain metastases: a multicenter,



« 16«

SS

56

57

S8

59

60

61

62

63

64

65

66

67

b [ fili i 24 75202 54F 1 45 284 45 1 )

Chin ] Lung Cancer, January 2025, Vol.28, No.1

open-label, randomized, controlled phase III trial. Neuro Oncol, 2021,
23(6): 967-978. doi: 10.1093/neuonc/noaa281

Gu Y, Xu Y, Zhuang H, et al. Value and significance of brain radiation
therapy during first-line EGFR-TKI treatment in lung adenocarcinoma
with EGFR sensitive mutation and synchronous brain metastasis:
Appropriate timing and technique. Thorac Cancer, 2021, 12(23):
3157-3168. doi: 10.1111/1759-7714.14169

Vogelbaum MA, Brown PD, Messersmith H, et al. Treatment for brain
metastases: ASCO-SNO-ASTRO guideline. J Clin Oncol, 2022, 40(5):
492-516. doi: 10.1200/JC0O.21.02314

Gondi V, Bauman G, Bradfield L, et al. Radiation therapy for brain
metastases: An ASTRO clinical practice guideline. Pract Radiat Oncol,
2022, 12(4): 265-282. doi: 10.1016/j.prro.2022.02.003

Tallet AV, Azria D, Barlesi F, et al. Neurocognitive function impairment
after whole brain radiotherapy for brain metastases: Actual assessment.
Radiat Oncol, 2012, 7: 77. doi: 10.1186/1748-717X-7-77

Sperduto PW, Wang M, Robins HI, et al. A phase 3 trial of whole brain
radiation therapy and stereotactic radiosurgery alone versus WBRT
and SRS with temozolomide or erlotinib for non-small cell lung cancer
and 1 to 3 brain metastases: Radiation Therapy Oncology Group 0320.
Int J Radiat Oncol Biol Phys, 2013, 85(5): 1312-1318. doi: 10.1016/
j.ijrobp.2012.11.042

Kowalczyk A, Jassem J. Multidisciplinary team care in advanced lung
cancer. Transl Lung Cancer Res, 2020, 9(4): 1690-1698. doi: 10.21037/
tler.2019.11.33

Robichaux JP, Le X, Vijayan RSK, et al. Structure-based classification
predicts drug response in EGFR-mutant NSCLC. Nature, 2021,
597(7878): 732-737. doi: 10.1038/541586-021-03898-1

Mok TS, Wu YL, Ahn MJ, et al. Osimertinib or platinum-pemetrexed
in EGFR T790M-positive lung cancer. N Engl ] Med, 2017, 376(7):
629-640. doi: 10.1056/NEJMoal612674

Shi YK, Wang L, Han BH, et al. First-line icotinib versus cisplatin/
pemetrexed plus pemetrexed maintenance therapy for patients with
advanced EGFR mutation-positive lung adenocarcinoma (CONVINCE):
a phase 3, open-label, randomized study. Ann Oncol, 2017, 28(10):
2443-2450. doi: 10.1093/annonc/mdx359

Remon J, Besse B, Aix SP, et al. Overall survival from the EORTC
LCG-1613 APPLE trial of osimertinib versus gefitinib followed by
osimertinib in advanced EGFR-mutant non-small-cell lung cancer. J Clin
Oncol, 2024, 42(12): 1350-1356. doi: 10.1200/JC0.23.01521

Zhou Q, YuY, Xing L, et al. First-line zorifertinib for EGFR-mutant non-
small cell lung cancer with central nervous system metastases: The phase
3 EVEREST trial. Med, 2024: $2666-6340(24)00344-1. doi: 10.1016/
j.medj.2024.09.002

Janne PA, Planchard D, Kobayashi K, et al. CNS efficacy of osimertinib
with or without chemotherapy in epidermal growth factor receptor-
mutated advanced non-small-cell lung cancer. J Clin Oncol, 2024, 42(7):
808-820. doi: 10.1200/jc0.23.02219

Reungwetwattana T, Nakagawa K, Cho BC, et al. CNS response to
osimertinib versus standard epidermal growth factor receptor tyrosine

kinase inhibitors in patients with untreated EGFR-mutated advanced

68

69

70

71

72

73

74

75

76

77

78

79

non-small-cell lung cancer. J Clin Oncol, 2018: JCO2018783118. doi:
10.1200/jc0.2018.78.3118

Lu S, Dong X, Jian H, et al. Aumolertinib activity in patients with CNS
metastases and EGFR-mutated NSCLC treated in the randomized
double-blind phase III trial (AENEAS). J Clin Oncol, 2022,
40(16_suppl): 9096. doi: 10.1200/JC0.2022.40.16_suppl.9096

Shi Y, Chen G, Wang X, et al. Central nervous system efficacy of
furmonertinib (AST2818) versus gefitinib as first-line treatment for
EGFR-mutated NSCLC: Results from the FURLONG Study. J Thorac
Oncol, 2022, 17(11): 1297-1305. doi: 10.1016/j.jtho.2022.07.1143

Lu S, Zhou J, Jian H, et al. Befotertinib (D-0316) versus icotinib as
first-line therapy for patients with EGFR-mutated locally advanced
or metastatic non-small-cell lung cancer: a multicentre, open-label,
randomised phase 3 study. Lancet Respir Med, 2023, 11(10): 905-915.
doi: 10.1016/S82213-2600(23)00183-2

Colclough N, Chen K, Johnstrém P, et al. Preclinical comparison of
the blood-brain barrier permeability of osimertinib with other EGFR
TKIs. Clin Cancer Res, 2021, 27(1): 189-201. doi: 10.1158/1078-0432.
CCR-19-1871

Li X, Zhang L, Jiang D, et al. Routine-dose and high-dose icotinib in
patients with advanced non-small cell lung cancer harboring EGFR
exon 21-L858R mutation: The randomized, phase II, INCREASE trial.
Clin Cancer Res, 2020, 26(13): 3162-3171. doi: 10.1158/1078-0432.
Ccr-19-3064

Planchard D, Jinne PA, Cheng Y, et al. Osimertinib with or without
chemotherapy in EGFR-mutated advanced NSCLC. N Engl ] Med, 2023,
389(21): 1935-1948. doi: 10.1056/NEJMoa2306434

Hartmaier RJ, Markovets AA, Ahn M]J, et al. Osimertinib+savolitinib
to overcome acquired MET-mediated resistance in epidermal growth
factor receptor-mutated, MET-amplified non-small cell lung cancer:
TATI'ON. Cancer Discov, 2023, 13(1): 98-113. doi: 10.1158/2159-8290.
Cd-22-0586

Li W, Che G, Zhao J, et al. MA12.11 Vebreltinib plus PLB1004 in EGFR-
mutated, NSCLC with MET amplification or MET overexpression
following EGFR-TKI. J Thorac Oncol, 2024, 19(10 Suppl): S105-S106.
doi: 10.1016/j.jtho.2024.09.190

Wu YL, Guarneri V, Voon PJ, et al. Tepotinib plus osimertinib in
patients with EGFR-mutated non-small-cell lung cancer with MET
amplification following progression on first-line osimertinib (INSIGHT
2): A multicentre, open-label, phase 2 trial. Lancet Oncol, 2024, 25(8):
989-1002. doi: 10.1016/51470-2045(24)00270-5

Watanabe H, Ichihara E, Kayatani H, et al. VEGFR2 blockade augments
the effects of tyrosine kinase inhibitors by inhibiting angiogenesis and
oncogenic signaling in oncogene-driven non-small-cell lung cancers.
Cancer Sci, 2021, 112(5): 1853-1864. doi: 10.1111/cas.14801

Zhou Q, Xu CR, Cheng Y, et al. Bevacizumab plus erlotinib in Chinese
patients with untreated, EGFR-mutated, advanced NSCLC (ARTEMIS-
CTONGI1509): A multicenter phase 3 study. Cancer Cell, 2021, 39(9):
1279-1291.e3. doi: 10.1016/j.ccell.2021.07.005

HARMON:i-A Study Investigators. Ivonescimab plus chemotherapy in

non-small cell lung cancer with EGFR variant: A randomized clinical



rp [ R e 52025 4E 1 A 528 1)

Chin J Lung Cancer, January 2025, Vol.28, No.1

e 17

80

81

82

83

84

85

86

87

88

89

90

91

trial. JAMA, 2024, 332(7): 561-570. doi: 10.1001/jama.2024.10613
Yang Y, Wang Y. Targeting exon 20 insertion mutations in lung
cancer. Curr Opin Oncol, 2023, 35(1): 37-4S. doi: 10.1097/
¢c0.0000000000000919

Man X, Sun X, Chen C, et al. The current landscape, advancements,
and prospects in the treatment of patients with EGFR exon 20 insertion
mutations warrant scientific elucidation. Front Oncol, 2024, 14:
1367204. doi: 10.3389/fonc.2024.1367204

Wang M, Fan Y, Sun M, et al. Sunvozertinib for patients in China with
platinum-pretreated locally advanced or metastatic non-small-cell lung
cancer and EGFR exon 20 insertion mutation (WU-KONG®6): single-
arm, open-label, multicentre, phase 2 trial. Lancet Respir Med, 2024,
12(3): 217-224. doi: 10.1016/s2213-2600(23)00379-x

Pizzutilo EG, Agostara AG, Oresti S, et al. Activity of osimeRTInib
in non-small-cell lung Cancer with UNcommon epidermal growth
factor receptor mutations: retrospective Observational multicenter
study (ARTICUNO). ESMO Open, 2024, 9(6): 103592. doi: 10.1016/
j-esmoop.2024.103592

Le X, YuY, Zhao Y, et al. PL04.07 FURTHER: A global, randomized
study of firmonertinib at two dose levels in TKI-naive, advanced NSCLC
with EGFR PACC mutations. ] Thorac Oncol, 2024, 19(10 Suppl): S$5-S6.
doi: 10.1016/j.jtho.2024.09.019

Shaw AT, Kim DW, Nakagawa K, et al. Crizotinib versus chemotherapy
in advanced ALK-positive lung cancer. N Engl ] Med, 2013, 368(25):
2385-2394. doi: 10.1056/NEJMoal214886

Solomon BJ, Mok T, Kim DW, et al. First-line crizotinib versus
chemotherapy in ALK-positive lung cancer. N Engl ] Med, 2014, 371(23):
2167-2177. doi: 10.1056/NEJMoal408440

Wang L, Wang W. Safety and efficacy of anaplastic lymphoma kinase
tyrosine kinase inhibitors in non-small cell lung cancer (Review). Oncol
Rep, 2021, 45(1): 13-28. doi: 10.3892/0r.2020.7851

Johnson TW, Richardson PF, Bailey S, et al. Discovery of (10R)-7-
amino-12-fluoro-2,10,16-trimethyl-15-0x0-10,15,16,17-tetrahydro-2H-
8,4-(metheno)pyrazolo[4,3-h][2,5,11]-benzoxadiazacyclotetradecine-
3-carbonitrile (PF-06463922), a macrocyclic inhibitor of anaplastic
lymphoma kinase (ALK) and c-ros oncogene 1 (ROSI) with preclinical
brain exposure and broad-spectrum potency against ALK-resistant
mutations. ] Med Chem, 2014, 57(11): 4720-4744. doi: 10.1021/
jmS500261q

Horn L, Wang Z, Wu G, et al. Ensartinib vs Crizotinib for patients with
anaplastic lymphoma kinase-positive non-small cell lung cancer: A
randomized clinical trial. JAMA Oncol, 2021, 7(11): 1617-1625. doi:
10.1001/jamaoncol.2021.3523

Camidge DR, Kim HR, Ahn M]J, et al. Brigatinib versus crizotinib in ALK
inhibitor-naive advanced ALK-positive NSCLC: Final results of phase 3
ALTA-1L trial. J Thorac Oncol, 2021, 16(12): 2091-2108. doi: 10.1016/
jjtho.2021.07.035

Peters S, Camidge DR, Shaw AT, et al. Alectinib versus crizotinib in
untreated ALK-positive non-small-cell lung cancer. N Engl J] Med, 2017,
377(9): 829-838. doi: 10.1056/NEJMoal704795

92

93

94

95

96

97

98

99

100

101

102

103

104

Solomon BJ, Bauer TM, Mok TSK, et al. Efficacy and safety of first-line
lorlatinib versus crizotinib in patients with advanced, ALK-positive
non-small-cell lung cancer: Updated analysis of data from the phase 3,
randomised, open-label CROWN study. Lancet Respir Med, 2023, 11(4):
354-366. doi: 10.1016/S2213-2600(22)00437-4

Costa DB, Kobayashi S, Pandya SS, et al. CSF concentration of the
anaplastic lymphoma kinase inhibitor crizotinib. J Clin Oncol, 2011,
29(15): e443-e445. doi: 10.1200/jc0.2010.34.1313

Shi YK, Chen J, Yang R, et al. 1278P Update of the INSPIRE study:
Iruplinalkib versus crizotinib in ALK TKI-naive locally advanced or
metastatic ALK+ non-small cell lung cancer (NSCLC). Ann Oncol, 2024,
35: §815. doi: 10.1016/j.annonc.2024.08.1335

Yang Y, Min J, Yang N, et al. Envonalkib versus crizotinib for treatment-
naive ALK-positive non-small cell lung cancer: a randomized,
multicenter, open-label, phase III trial. Signal Transduct Target Ther,
2023, 8(1): 301. doi: 10.1038/541392-023-01538-w

Attili I, Fuorivia V, Spitaleri G, et al. Alectinib vs. lorlatinib in the front-
line setting for ALK-rearranged non-small-cell lung cancer (NSCLC):
A deep dive into the main differences across ALEX and CROWN
phase 3 trials. Cancers (Basel), 2024, 16(13): 2457. doi: 10.3390/
cancers16132457

Mok T, Camidge DR, Gadgeel SM, et al. Updated overall survival and
final progression-free survival data for patients with treatment-naive
advanced ALK-positive non-small-cell lung cancer in the ALEX study.
Ann Oncol, 2020, 31(8): 1056-1064. doi: 10.1016/j.annonc.2020.04.478
Camidge DR, Kim HR, Ahn M]J, et al. Brigatinib versus crizotinib in
advanced ALK inhibitor-naive ALK-positive non-small cell lung cancer:
Second interim analysis of the phase III ALTA-1L trial. J Clin Oncol,
2020, 38(31): 3592-3603. doi: 10.1200/JC0.20.00505

Li MS, Ou SI. Iruplinalkib (WX-0593), the seventh ALK tyrosine kinase
inhibitor approved in People’s Republic of China with more to come. J
Thorac Oncol, 2024, 19(6): 855-857. doi: 10.1016/j.jtho.2024.02.004
Chen J, Yang R, Wu H, et al. Update of the INSPIRE study: Iruplinalkib
versus crizotinib in ALK TKI-naive locally advanced or metastatic ALK+
non-small cell lung cancer (NSCLC). Ann Oncol, 2024, 35(suppl_2):
1278P. doi: 10.1016/annonc/annoncl602

Wolf J, Helland A, Oh IJ, et al. Final efficacy and safety data, and
exploratory molecular profiling from the phase IIT ALUR study of
alectinib versus chemotherapy in crizotinib-pretreated ALK-positive
non-small-cell lung cancer. ESMO Open, 2022, 7(1): 100333. doi:
10.1016/j.esmo0p.2021.100333

Besse B, Solomon BJ, Felip E, et al. Lorlatinib in patients (Pts) with
previously treated ALK+ advanced non-small cell lung cancer (NSCLC):
Updated efficacy and safety. ] Clin Oncol, 2018, 36(15_suppl): 9032. doi:
10.1200/JC0O.2018.36.15_suppl.9032

Lu S, Zhou Q, Liu X, et al. Lorlatinib for previously treated ALK-positive
advanced NSCLC: Primary efficacy and safety from a phase 2 study in
People’s Republic of China. J Thorac Oncol, 2022, 17(6): 816-826. doi:
10.1016/j.jtho.2022.02.014

Felip E, Shaw AT, Bearz A, et al. Intracranial and extracranial efficacy



.18«

105

106

107

108

109

110

112

113

114

115

116

b [ fili i 24 75202 54F 1 45 2845 45 1 1)

Chin ] Lung Cancer, January 2025, Vol.28, No.1

of lorlatinib in patients with ALK-positive non-small-cell lung cancer
previously treated with second-generation ALK TKIs. Ann Oncol, 2021,
32(5): 620-630. doi: 10.1016/j.annonc.2021.02.012

Haratake N, Toyokawa G, Seto T, et al. The mechanisms of resistance to
second- and third-generation ALK inhibitors and strategies to overcome
such resistance. Expert Rev Anticancer Ther, 2021, 21(9): 975-988. doi:
10.1080/14737140.2021.1940964

Schenk EL. Narrative review: immunotherapy in anaplastic lymphoma
kinase (ALK)+ lung cancer-current status and future directions. Transl
Lung Cancer Res, 2023, 12(2): 322-336. doi: 10.21037/tlcr-22-883

Shaw AT, Ou SH, Bang Y], et al. Crizotinib in ROSI-rearranged non-
small-cell lung cancer. N Engl ] Med, 2014, 371(21): 1963-1971. doi:
10.1056/NEJMo0al406766

Nakamura T, Yoshida T, Takeyasu Y, et al. Distinct metastatic spread and
progression patterns in patients treated with crizotinib for ROSI- and
ALK-rearranged non-small cell lung cancer: A single-center retrospective
study. Transl Lung Cancer Res, 2023, 12(7): 1436-1444. doi: 10.21037/
tler-23-10

Drilon A, Chiu CH, Fan Y, et al. Long-term efficacy and safety of
entrectinib in ROSI fusion-positive NSCLC. JTO Clin Res Rep, 2022,
3(6): 100332. doi: 10.1016/j.jtocrr.2022.100332

Drilon A, Siena S, Dziadziuszko R, et al. Entrectinib in ROS1 fusion-
positive non-small-cell lung cancer: Integrated analysis of three
phase 1-2 trials. Lancet Oncol, 2020, 21(2): 261-270. doi: 10.1016/
$1470-2045(19)30690-4

Lin JJ, Drilon AE, Cho BC, et al. Intracranial and systemic efficacy of
repotrectinib in advanced ROSI fusion-positive (ROSI+) non-small
cell lung cancer (NSCLC) and central nervous system metastases (CNS
mets) in the phase 1/2 TRIDENT-1. J Clin Oncol, 2023, 41(16_suppl):
9017. doi: 10.1200/JC0O.2023.41.16_suppl.9017

Lu S, Pan H, Wu L, et al. Efficacy, safety and pharmacokinetics of
unecritinib (TQ-B3101) for patients with ROSI positive advanced non-
small cell lung cancer: A phase I/II trial. Signal Transduct Target Ther,
2023, 8(1): 249. doi: 10.1038/s41392-023-01454-2

Li W, Xiong A, Yang N, et al. Efficacy and safety of taletrectinib in
Chinese patients with ROSI+ non-small cell lung cancer: The phase II
TRUST-I study. J Clin Oncol, 2024, 42(22): 2660-2670. doi: 10.1200/
jc0.24.00731

Liu G, Yang N, Choi CM, et al. MA06.03 Efficacy and safety of
taletrectinib in patients with ROSI+ non-small cell lung cancer: The
global TRUST-II study. ] Thorac Oncol, 2024, 19(10 Suppl): $72-S73.
doi: 10.1016/j.jtho.2024.09.131

Tremblay G, Groft M, Iadeluca L, et al. Effectiveness of crizotinib versus
entrectinib in ROSI-positive non-small-cell lung cancer using clinical
and real-world data. Future Oncol, 2022, 18(17): 2063-2074. doi:
10.2217/fon-2021-1102

Yun MR, Kim DH, Kim SY, et al. Repotrectinib exhibits potent antitumor
activity in treatment-naive and solvent-front-mutant ROSI-rearranged
non-small cell lung cancer. Clin Cancer Res, 2020, 26(13): 3287-3295.
doi: 10.1158/1078-0432.Ccr-19-2777

117

118

119

120

121

122

123

124

12§

126

127

128

129

130

Fischer H, Ullah M, de la Cruz CC, et al. Entrectinib, a TRK/ROS1
inhibitor with anti-CNS tumor activity: differentiation from other
inhibitors in its class due to weak interaction with P-glycoprotein. Neuro
Oncol, 2020, 22(6): 819-829. doi: 10.1093/neuonc/noaa0s2

Lin JJ, Tan DSW, Kummar S, et al. Long-term efficacy and safety of
larotrectinib in patients with tropomyosin receptor kinase (TRK) fusion
lung cancer. J Clin Oncol, 2023, 41(16_suppl): 9056. doi: 10.1200/JCO.
2023.41.16_suppl.9056

Cho BC, Chiu CH, Massarelli E, et al. Updated efficacy and safety of
entrectinib in NTRK fusion-positive non-small cell lung cancer. Lung
Cancer, 2024, 188: 107442. doi: 10.1016/j.lungcan.2023.107442
Gillespie CS, Mustafa MA, Richardson GE, et al. Genomic alterations
and the incidence of brain metastases in advanced and metastatic
NSCLC: A systematic review and meta-analysis. ] Thorac Oncol, 2023,
18(12): 1703-1713. doi: 10.1016/j.jtho.2023.06.017

FengJ, LiY, Wei B, et al. Clinicopathologic characteristics and diagnostic
methods of RET rearrangement in Chinese non-small cell lung cancer
patients. Transl Lung Cancer Res, 2022, 11(4): 617-631. doi: 10.21037/
tler-22-202

ChengY, Loong HH, Zhou C, et al. Efficacy and safety of 1L selpercatinib
in RET fusion-positive NSCLC: LIBRETTO-431 East Asian subgroup
analysis. ] Clin Oncol, 2024, 42(23_suppl): 214. doi: 10.1200/
JC0O.2024.42.23_suppl.214

Zhou Q, Zhao J, Chang J, et al. Efficacy and safety of pralsetinib in
patients with advanced RET fusion-positive non-small cell lung cancer.
Cancer, 2023, 129(20): 3239-3251. doi: 10.1002/cncr.34897

Tsui DCC, Kavanagh BD, Honce JM, et al. Central nervous system
response to selpercartinib in patient with RET-rearranged non-small cell
lung cancer after developing leptomeningeal disease on pralsetinib. Clin
Lung Cancer, 2022, 23(1): eS-e8. doi: 10.1016/j.cl1c.2021.06.00S

Zhou Q, Meng X, Sun L, et al. Efficacy and safety of KRAS G12C inhibitor
IBI351 monotherapy in patients with advanced NSCLC: Results from
a phase 2 pivotal study. ] Thorac Oncol, 2024, 19(12): 1630-1639. doi:
10.1016/j.jtho.2024.08.005

LiZ, Song Z, Zhao Y, et al. D-1553 (Garsorasib), a potent and selective
inhibitor of KRAS (G12C) in patients with NSCLC: Phase 1 study results.
J Thorac Oncol, 2023, 18(7): 940-951. doi: 10.1016/j.jtho.2023.03.015

Li Z, Dang X, Huang D, et al. Garsorasib in patients with KRAS G12C-
mutated non-small-cell lung cancer in China: an open-label, multicentre,
single-arm, phase 2 trial. Lancet Respir Med, 2024, 12(8): $89-598. doi:
10.1016/52213-2600(24)00110-3

McFall T, Trogdon M, Guizar AC, et al. Co-targeting KRAS G12C and
EGFR reduces both mutant and wild-type RAS-GTP. NPJ Precis Oncol,
2022, 6(1): 86. doi: 10.1038/541698-022-00329-w

Gregorc V, Gonzilez-Cao M, Salvagni S, et al. KROCUS: A phase II
study investigating the efficacy and safety of fulzerasib (GFH92S) in
combination with cetuximab in patients with previously untreated
advanced KRAS G12C mutated NSCLC. J Clin Oncol, 2024,
42(17_suppl): LBA8S11. doi: 10.1200/JCO.2024.42.17_suppl. LBA8SI11
Hu H, Mu Q, Bao Z, et al. Mutational landscape of secondary



o R 2 52025 4E 1 452855 11

Chin J Lung Cancer, January 2025, Vol.28, No.1

« 19«

131

132

133

134

135

136

137

138

139

140

141

142

glioblastoma guides MET-targeted trial in brain tumor. Cell, 2018,
175(6): 1665-1678.¢18. doi: 10.1016/j.cell.2018.09.038

Zheng X, AnJ, HuaY, et al. P2.09-36 Efficacy and safety of Furmonertinib
160 mg as first-line therapy for EGFR-mutated advanced NSCLC patients
with CNS metastases. ] Thorac Oncol, 2023, 18(11 Suppl): $348. doi:
10.1016/j.jtho.2023.09.609

YangJJ, Zhang Y, Wu L, et al. Vebreltinib for advanced non-small cell lung
cancer harboring c-Met exon 14 skipping mutation: A multicenter, single-
arm, phase I KUNPENG study. J Clin Oncol, 2024, 42(31): 3680-3691.
doi: 10.1200/JC0.23.02363

Wolf ], Seto T, Han JY, et al. Capmatinib in MET exon 14-mutated or
MET-amplified non-small-cell lung cancer. N Engl ] Med, 2020, 383(10):
944-957. doi: 10.1056/NEJM0a2002787

Wu YL, Zhao J, Hu J, et al. 388P Capmatinib in Chinese adults with
EGFRwt, ALK rearrangement negative (ALK-R-), MET exon 14 skipping
mutation (METex14), advanced NSCLC: Results from the phase II
GEOMETRY-C study. Ann Oncol, 2022, 33(Suppl 9): $1593. doi:
10.1016/j.annonc.2022.10.425

Thomas M, Garassino M, Felip E, et al. OA03.0S Tepotinib in patients
with MET exon 14 (METex14) skipping NSCLC: Primary analysis of the
confirmatory VISION cohort C. ] Thorac Oncol, 2022, 17(9): $9-S10.
doi: 10.1016/j.jtho.2022.07.024

Lu S, Fang J, Li X, et al. Once-daily savolitinib in Chinese patients with
pulmonary sarcomatoid carcinomas and other non-small-cell lung
cancers harbouring MET exon 14 skipping alterations: a multicentre,
single-arm, open-label, phase 2 study. Lancet Respir Med, 2021, 9(10):
1154-1164. doi: 10.1016/S2213-2600(21)00084-9

YuY, Zhou J, Li X, et al. Gumarontinib in patients with non-small-cell
lung cancer harbouring MET exon 14 skipping mutations: a multicentre,
single-arm, open-label, phase 1b/2 trial. EClinicalMedicine, 2023, 59:
101952. doi: 10.1016/j.eclinm.2023.101952

YuY, Guo Q, Zhang Y, et al. Savolitinib in patients in China with locally
advanced or metastatic treatment-naive non-small-cell lung cancer
harbouring MET exon 14 skipping mutations: results from a single-
arm, multicohort, multicentre, open-label, phase 3b confirmatory
study. Lancet Respir Med, 2024, 12(12): 958-966. doi: 10.1016/52213-
2600(24)00211-X

Uy NF, Merkhofer CM, Baik CS. HER2 in non-small cell lung cancer: A
review of emerging therapies. Cancers (Basel), 2022, 14(17): 4155. doi:
10.3390/cancers14174155

Li BT, Shen R, Buonocore D, et al. Ado-trastuzumab emtansine for
patients with HER2-mutant lung cancers: Results from a phase II
basket trial. J Clin Oncol, 2018, 36(24): 2532-2537. doi: 10.1200/
jc0.2018.77.9777

Li BT, Smit EF, Goto Y, et al. Trastuzumab deruxtecan in HER2-mutant
non-small-cell lung cancer. N Engl ] Med, 2022, 386(3): 241-251. doi:
10.1056/NEJMoa2112431

Zhou C, Li X, Wang Q, et al. Pyrotinib in HER2-mutant advanced lung
adenocarcinoma after platinum-based chemotherapy: A multicenter,

open-label, single-arm, phase II study. J Clin Oncol, 2020, 38(24):

143

144

145

146

147

148

149

150

151

152

1583

154

185

2753-2761. doi: 10.1200/JC0O.20.00297

Yang G, Xu H, Yang Y, et al. Pyrotinib combined with apatinib for
targeting metastatic non-small cell lung cancer with HER2 alterations:
a prospective, open-label, single-arm phase 2 study (PATHER2). BMC
Med, 2022,20(1): 277. doi: 10.1186/512916-022-02470-6

Le X, Girard N, Janne PA, et al. Safety and efficacy of BAY 2927088 in
patients with HER2-mutant NSCLC: Expansion cohort from the phase
I/I1 SOHO-01 study. Presented at the 2024 IASLC World Conference on
Lung Cancer; San Diego, CA, September 7-10,2024. PL04.03.

Opdam F, Heymach JV, Berz D, et al. MA12.10 Zongertinib (BI 1810631)
for HER2-positive solid tumors with brain metastases: Subanalysis of the
Beamion LUNG-1 trial. ] Thorac Oncol, 2024, 19(10 Supplement): S105.
doi: 10.1016/j.jtho.2024.09.189

Ruiter G, Tu HY, Ahn M], et al. PL04.04 Primary phase Ib analysis of
Beamion LUNG-1: Zongertinib (BI 1810631) in patients with HER2
mutation-positive NSCLC. J Thorac Oncol, 2024, 19(10 Supplement):
S4-SS. doi: 10.1016/j.jtho.2024.09.018

Mittapalli RK, Vaidhyanathan S, Dudek AZ, et al. Mechanisms limiting
distribution of the threonine-protein kinase B-RaF (V600E) inhibitor
dabrafenib to the brain: implications for the treatment of melanoma brain
metastases. ] Pharmacol Exp Ther, 2013, 344(3): 655-664. doi: 10.1124/
jpet.112.201475

Planchard D, Besse B, Groen HJM, et al. Phase 2 study of dabrafenib plus
trametinib in patients wth BRAF V600E-mutant metastatic NSCLC:
Updated S-year survival rates and genomic analysis. ] Thorac Oncol,
2022, 17(1): 103-115. doi: 10.1016/j.jtho.2021.08.011

Planchard D, Besse B, Groen HJM, et al. Dabrafenib plus trametinib in
patients with previously treated BRAF (V600E)-mutant metastatic non-
small cell lung cancer: An open-label, multicentre phase 2 trial. Lancet
Oncol, 2016, 17(7): 984-993. doi: 10.1016/51470-2045(16)30146-2
Tsakonas G, Grozman V, Ekman S. Primary CNS metastatic BRAF-
mutated lung adenocarcinoma with complete intracranial response to
BRAF/MEK inhibition. Clin Lung Cancer, 2020, 21(6): e544-e546. doi:
10.1016/j.cl1c.2020.05.006

Yamamoto G, Sakakibara-Konishi J, Ikari T, et al. Response of BRAF
(V600E)-mutant lung adenocarcinoma with brain metastasis and
leptomeningeal dissemination to dabrafenib plus trametinib treatment. J
Thorac Oncol, 2019, 14(S): €97-e99. doi: 10.1016/j.jtho.2018.12.027
Riely GJ, Smit EF, Ahn MJ, et al. Phase II, open-label study of encorafenib
plus binimetinib in patients with BRAF (V600)-mutant metastatic non-
small-cell lung cancer. J Clin Oncol, 2023, 41(21): 3700-3711. doi:
10.1200/jc0.23.00774

Niemantsverdriet M, Schuuring E, Elst AT, et al. KRAS mutation as a
resistance mechanism to BRAF/MEK inhibition in NSCLC. J Thorac
Oncol, 2018, 13(12): e249-e251. doi: 10.1016/j.jtho.2018.07.103

He X, Yin S, Liu H, et al. Upfront brain treatments followed by lung
surgery improves survival for stage IV non-small cell lung cancer patients
with brain metastases: A large cohort analysis. Front Surg, 2021, 8:
649531. doi: 10.3389/fsurg.2021.649531

Kumar A, Kumar S, Potter AL, et al. Surgical management of non-small



20

156

157

158

159

160

161

162

163

164

165

166

167

o [ fili 0 24 7520254 1 45 284 45 1 )

Chin ] Lung Cancer, January 2025, Vol.28, No.1

cell lung cancer with limited metastatic disease involving only the brain.
J Thorac Cardiovasc Surg, 2024, 167(2): 466-477.e2. doi: 10.1016/
j jtcvs.2023.04.034

Weickhardt AJ, Scheier B, Burke JM, et al. Local ablative therapy of
oligoprogressive disease prolongs disease control by tyrosine kinase
inhibitors in oncogene-addicted non-small-cell lung cancer. ] Thorac
Oncol, 2012, 7(12): 1807-1814. doi: 10.1097/JTO.0b013e3182745948
Mahajan A, Ahmed S, McAleer MF, et al. Post-operative stereotactic
radiosurgery versus observation for completely resected brain
metastases: a single-centre, randomised, controlled, phase 3 trial. Lancet
Oncol, 2017, 18(8): 1040-1048. doi: 10.1016/51470-2045(17)30414-x
Brown PD, Jaeckle K, Ballman KV, et al. Effect of radiosurgery alone vs
radiosurgery with whole brain radiation therapy on cognitive function in
patients with 1 to 3 brain metastases: A randomized clinical trial. JAMA,
2016, 316(4): 401-409. doi: 10.1001/jama.2016.9839

Chang EL, Wefel JS, Hess KR, et al. Neurocognition in patients with
brain metastases treated with radiosurgery or radiosurgery plus whole-
brain irradiation: a randomised controlled trial. Lancet Oncol, 2009,
10(11): 1037-1044. doi: 10.1016/s1470-2045(09)70263-3

Aoyama H, Shirato H, Tago M, et al. Stereotactic radiosurgery plus
whole-brain radiation therapy vs stereotactic radiosurgery alone for
treatment of brain metastases: A randomized controlled trial. JAMA,
2006, 295(21): 2483-2491. doi: 10.1001/jama.295.21.2483

Brown PD, Ballman KV, Cerhan JH, et al. Postoperative stereotactic
radiosurgery compared with whole brain radiotherapy for resected
metastatic brain disease (NCCTG N107C/CEC-3): a multicentre,
randomised, controlled, phase 3 trial. Lancet Oncol, 2017, 18(8):
1049-1060. doi: 10.1016/s1470-2045(17)30441-2

Yamamoto M, Serizawa T, Shuto T, et al. Stereotactic radiosurgery
for patients with multiple brain metastases (JLGK0901): a multi-
institutional prospective observational study. Lancet Oncol, 2014, 15(4):
387-39S. doi: 10.1016/S1470-2045(14)70061-0

Trifiletti DM, Ballman KV, Brown PD, et al. Optimizing whole brain
radiation therapy dose and fractionation: Results from a prospective
phase 3 trial (NCCTG N107C [alliance] /CEC.3). Int ] Radiat Oncol Biol
Phys, 2020, 106(2): 255-260. doi: 10.1016/j.ijrobp.2019.10.024

Tsao MN, Xu W, Wong RK, et al. Whole brain radiotherapy for the
treatment of newly diagnosed multiple brain metastases. Cochrane
Database Syst Rev, 2018, 1(1): CD003869. doi: 10.1002/14651858.
CD003869.pub4

Brown PD, Pugh S, Laack NN, et al. Memantine for the prevention of
cognitive dysfunction in patients receiving whole-brain radiotherapy: a
randomized, double-blind, placebo-controlled trial. Neuro Oncol, 2013,
15(10): 1429-1437. doi: 10.1093 /neuonc/not114

Shaw E, Scott C, Souhami L, et al. Single dose radiosurgical treatment
of recurrent previously irradiated primary brain tumors and brain
metastases: final report of RTOG protocol 90-05. Int ] Radiat Oncol Biol
Phys, 2000, 47(2): 291-298. doi: 10.1016/50360-3016(99)00507-6

Minniti G, Scaringi C, Paolini S, et al. Single-fraction versus

168

169

170

171

172

173

174

175

176

177

178

multifraction (3x9 Gy) stereotactic radiosurgery for large (>2 cm) brain
metastases: A comparative analysis of local control and risk of radiation-
induced brain necrosis. Int ] Radiat Oncol Biol Phys, 2016, 95(4):
1142-1148. doi: 10.1016/j.ijrobp.2016.03.013

Ernst-Stecken A, Ganslandt O, Lambrecht U, et al. Phase II trial of
hypofractionated stereotactic radiotherapy for brain metastases:
results and toxicity. Radiother Oncol, 2006, 81(1): 18-24. doi: 10.1016/
j-radonc.2006.08.024

Kanayama N, Tkawa T, Takano K, et al. Association of increasing gross
tumor volume dose with tumor volume reduction and local control in
fractionated stereotactic radiosurgery for unresected brain metastases.
Radiat Oncol, 2024, 19(1): 95. doi: 10.1186/s13014-024-02487-6
Remick JS, Kowalski E, Khairnar R, et al. A multi-center analysis of
single-fraction versus hypofractionated stereotactic radiosurgery for
the treatment of brain metastasis. Radiat Oncol, 2020, 15(1): 128. doi:
10.1186/s13014-020-01522-6

Olmez I, Donahue BR, Butler J§, et al. Clinical outcomes in extracranial
tumor sites and unusual toxicities with concurrent whole brain radiation
(WBRT) and erlotinib treatment in patients with non-small cell lung
cancer (NSCLC) with brain metastasis. Lung Cancer, 2010, 70(2):
174-179. doi: 10.1016/j.lungcan.2010.01.018

Kim H, Lee JM, Park JS, et al. Dexamethasone coordinately regulates
angiopoietin-1 and VEGF: a mechanism of glucocorticoid-induced
stabilization of blood-brain barrier. Biochem Biophys Res Commun,
2008, 372(1): 243-248. doi: 10.1016/j.bbrc.2008.05.025

Ryken TC, McDermott M, Robinson PD, et al. The role of steroids in the
management of brain metastases: A systematic review and evidence-
based clinical practice guideline. ] Neurooncol, 2010, 96(1): 103-114.
doi: 10.1007/s11060-009-0057-4

Kaal EC, Vecht CJ. The management of brain edema in brain
tumors. Curr Opin Oncol, 2004, 16(6): 593-600. doi: 10.1097/01.
€c0.0000142076.52721.b3

Gerstner ER, Duda DG, di Tomaso E, et al. VEGF inhibitors in the
treatment of cerebral edema in patients with brain cancer. Nat Rev Clin
Oncol, 2009, 6(4): 229-236. doi: 10.1038/nrclinonc.2009.14
Vredenburgh JJ, Cloughesy T, Samant M, et al. Corticosteroid use
in patients with glioblastoma at first or second relapse treated with
bevacizumab in the BRAIN study. Oncologist, 2010, 15(12): 1329-1334.
doi: 10.1634/theoncologist.2010-0105

Kumar V, Zhou X, Wu BS, et al. Venous thromboembolism incidence
and impact on survival in patients with brain metastases. Blood, 2020,
136(Supplement 1): 1. doi: 10.1182/blood-2020-136117

Liu Y, Wang W, Wu F, et al. High discrepancy in thrombotic events in
non-small cell lung cancer patients with different genomic alterations.
Transl Lung Cancer Res, 2021, 10(3): 1512-1524. doi: 10.21037/
tler-20-1290

(ki Hi: 2024-12-16)
(RS T )



o il e 2 2025 4F 1 B2 1) Chin J Lung Cancer, January 2025, Vol.28, No.1

RREREETRABRR
RS HEE LlEHRE R
XBii HASERRAE R IR EHERER AR R AL ORI R B
Eil B Rk e = B e duatReEbREERE
TR PEARE R ER
mE EEA PEEEREAB R R
B ACFOREE IR = e BEA L s TR Bl YA AT 7 T RIF TR A — R B
HERI IR N — Rk, AR A A L Bl 2 IR R e
ST T A R & TRER EHESERREM R R IR B B
Fhee  EAERDAMR L RO R BB e VU R A — W m B B
Wik LN RAR 7 B R e
BB (Bt KA F 47 ) P T HACHF R B
Wl RO = RRE ZE LA R e
= R MU NE S R b A (7R MR BB RIR - I 25 — e B
BRAAR bRt R e e Ryt HEFH LA R EEBE
Wrkzk  EEEROREMRAL U RIZ R ittty JRURSAS = R
s AR [RGB e B TR D < e SR AR = R B
W REREPREMRSE Bk s L BERIA B A R EE e
Bt rPEEEREE B R R FBRHE EAREERR MR AL SRR B B
MAREE EARER AR A R IR R B e JERTREAM R B B
W AR M A R e JHl itk a1 R e
1% T RAFCZE B = B JEiE AR N R R B AR PR B
[0 AR ML R B JEREA deRORE S =R
s RHERRSAIR R B g e R B
2[4 AEHTRAA R R B R JEROREA PR AR /A UR A2 R = R B
W LT RE B
AR AR BRI L R B B E)
MER e R Wt EEREMRAC TS R R B B
P EARERR S E B R FIE AP RO ZE R e g
FIEREL LR MR R IRFEH— Pt
AERE ACRUREE IR B e L s i MR B G e e ZEHk JeatEEpe

RRW  EESERRAERER

Cite this article as: Lung Cancer Medical Education Committee of Chinese Medical Education Association, Brain Metastasis
= Collaboration Group, Youth Specialists Committee of Lung Cancer of Beijing Medical Reward Foundation. Clinical practice guidelines
for the management of brain metastases from non-small cell lung cancer with actionable gene alterations in China (2025 edition)
Zhongguo Feiai Zazhi, 2025, 28(1): 121, [ IBEZT SR b A MAIE 2 B0 4l 3 2, I B I 4 S 2 145
BRE AL IMEL. b E K35 B B /N0 o e RS I RIS 4TS (2025080) - P I E 2k, 2025, 28(1):
1-21.] doi: 10.3779/j.issn.1009-3419.2024.102.42




