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[$EZE ] [Pk RIS (anaplastic lymphoma kinase, ALK ) J&IF/NJIEffi ( non-small cell lung cancer, NSCLC )
HH LR B IR S 22— FREATRILIENH17 (tyrosine kinase inhibitor, TKI) fEALKENE 3 BAMEAINSCLC # 4 Hh1y
B TS RITROR, AR B RS TR =AM 256 . SRAER o F A 240 2, WALKIEEHEZEAE | ALKSEH P
ORI e S B IO A, R ALK NSCLCHE [RIAITRCR AV BN 2 . RAPEAY ALK Y 25 28 28 B EL Ao S T T A
Rt —ACEEIFH AR (next-generation sequencing, NGS) BIARKIEAL KM K, ALK-TKIMTH 25 58 48 152 i e, 1 H3k
M 25 ] e sh Bk . Bk, XL B TARTKIAY Y R WS 4k & ALK 24 1 58 A8 AR s 988 R & 0 2920%
B HR TR B A7 DT SRR YT R U B2 9828, DAL1196M ., G1269A . Cl1156YHIF1174L 3, %5 —ARTKI (4% F K
e, B . iR BRI )5 MM R A R EiE50%, HZRE LR, FIIG1202R/del, F1174C/V Al
IL171T/N/SE . AR T o e, 45 AU TKIR ALKSEEAT 00 i A3 R RCR , W a5 KER /- ALK 25587, {HG1202R/
delbRsh. BFFEA L, BRGI202RJE T WSS —ARTKIMI 251 582851, F1174C/LAIT1TIN/S/T43 5l ZE 52 Jé A2 Je iy
FEMmM 2GS, GI269AFE1210KSZ BV e FEEMI 255848 i i HR, 58 ZACTKIR 25 )5 ALK AR 5878 F o™ Lefsil
RN, S EANTKISS R RN 2 5 LT YA B 65978, I HiM 2R B s . BRE R M1 7 IN-BUE 58748 K G 1202R- 3L
AR i, G1202R+L1196M AL S48 ik 7 H % A5 ALK-TKIfG &5 BEfit 25 . ivah, P2 RALK-TKIATF i RE, BA
Mt 2 A AR Ak, PRI LN Th e, TG HLHI T RE S G 4. Hal, e Jemi e, P s A =R TR
TR o 255848 TisE —ARTKUAYF RIS, lad 7 B A A AR TKIS SRR Je ik BRI AR o X7 [ 1 (4 v 1)
R IXIRZEAE, S5 R R XTG1202RZEZEA & AMHI R, Mixd o7 hi R JE i 25 AL 1 198F 2875 J2 L1198 F- AUk 2875 i o e ¢
JE PR, HE AT A5 AR TKIBURR, Q111 7IN+L1196MFII17IN+G1269AZAR , K &R 4 i 25 522841k K 30
AR . A B AR TPX-013 1FINVL-6557E I PR AT 256 i LRI AL S Mg st JUH R AR se IRA LK A5 i 25 5%
A5 ARG ARG A BE . PUNALK-TKIA ST 25 28 A8, SRR H s TKIA Y7 2R MR b . A
SCRABET AT ALK 2581, RELER T ALKIHEP T 555 S 25 1) ¢ 2 F ALK -TK It 24 58 A58 AGy 7
SEmg . [T, PR R R A R R AN TR ALK 58 718 L K S R e SR 7 SR B T,
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[ Abstract ] Anaplastic lymphoma kinase (ALK) is one of the common oncogenic driver genes in non-small cell lung cancer
(NSCLCQ). Tyrosine kinase inhibitors (TKIs) have achieved excellent therapeutic effects in patients with ALK fusion positive NSCLC.
However, patients will eventually develop resistance to TKIs. Acquired molecular drug resistance mechanisms, such as ALK kinase
domain mutation, ALK gene amplification and abnormal activation of bypass, are important drug resistance mechanisms affecting the

effect of targeted therapy for ALK NSCLC. Acquired ALK kinase domain resistance mutations have become the focus of attention.
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With the deepening and popularization of next-generation sequencing (NGS), the drug resistance mutation spectrum of ALK TKI
is becoming clearer, and acquired drug resistance may change dynamically. First, after the treatment failure of the first (G1)/second
generation (G2) TKI, the secondary ALK kinase domain resistance mutation is mainly a single point mutation. About 20% of patients
develop drug resistance mutations after failure of treatment with crizotinib, mainly L1196M, G1269A, C1156Y and F1174L. The
incidence of point mutations following drug resistance to second-generation TKIs (including alectinib, ceritinib, brigatinib and
ensartinib) is as high as 50%, and the types are more abundant, such as G1202R/del, F1174C/V and 11171T/N/S. In preclinical trials,
compared with crizotinib, the G2 TKI has a higher inhibitory effect on ALK kinase and can cover most ALK resistance mutations,
except G1202R/del. In addition to G1202R, F1174C/L and I1171N/S/T are the main drug-resistant mutations of ceritinib and alectinib
respectively, and G1269A and E1210K are the main drug-resistant mutations of ensartinib. Secondly, the proportion of ALK double
mutation and "off target" increase significantly following the resistance to the G2 TKIs. Following resistance to third generation
(G3) TKI lorlatinib, almost all of them are compound mutations, and the degree of resistance is higher. I1171N double mutation
and G1202R double mutation spectrum have been found. Among them, G1202R+L1196M double mutation shows high resistance
to all ALK TKIs. In addition, after the progress of sequential multi-generation ALK TKI treatment, the original drug resistance sites
change, the ratio of wild-type is increased, and the drug resistance mechanism may be more complex. At present, sequential G2/G3
TKIs can inhibit most drug-resistant mutations after crizotinib resistance. After the treatment progress of G2 TKI, the tumor inhibition
effect can be achieved by sequential use of other G2 TKI or lorlatinib. For stubbern solvent frontier region mutation, lorlatinib has
a significant inhibitory effect on G1202R mutation, while the lorlatinib resistant L1198F mutation and L1198F double mutation can
be resensitized to crizotinib. Some compound mutations are sensitive to G2 TKIs, such as [117IN+L1196M and 1117IN+G1269A
mutations. Most compound drug-resistant mutations have not found effective inhibitors. The new generation TPX-0131 and NVL-
655 show excellent antitumor effect in preclinical experiments, especially can overcome ALK compound drug resistance mutation,
however, they still need to be verified by clinical trials. Identifying the kinase domain resistance mutation spectrum of ALK TKI and
selecting sensitive and efficient TKIs treatment are the research hotspots in recent years. This paper focused on the mechanism of
acquired ALK kinase domain resistance, and systematically summarized the relationship between ALK gene background and kinase
domain resistance, ALK TKI kinase domain resistance mutation spectrum and treatment strategies. At the same time, repeated biopsy
after tumor progression is very important for identifying ALK kinase domain mutations and selecting the most effective treatment
strategy.

[ Key words ] Non-small cell lung cancer; Anaplastic lymphoma kinase; Kinase domain; Mutation; Drug resistance

B (S5 ISE M SV AL ) DA R A Bl R A
(EGFR. KRASFITP53%% ) 7%, A ERMHET
ALK 2558 A3 HR R 5 B2I1R T T S RN X AW

(8] A% PE M L W ( anaplastic lymphoma
kinase, ALK ) s23E/NAfEfti% ( non-small cell
lung cancer, NSCLC ) H WL A0 SR Sl £E A

KRN N 5%, WIT WML LrEmER o

(OIS AERY M51% ) | U B,
5 —ARALKEE Z R VAR 1 71 ( tyrosine kinase
inhibitors, TKI) (fLifEvems)e . Zme |
B e . e . BB Mo hiEe ) 1
ALK& R FHPERINSCLC B & TP 4 BUS T4k
SARITRCR o AR MR R R, TKUF
BURYT RE R TR B M i R AR AR, ALK
AR Bt 62 4 R
MYRTTIT AR 3, B AN Ry = AR Ak
HYEMZE . ALKEE A P BITENSCLC B #1Y
i 25 HL R AL AR ALK 5 % Sl % (ALKHED]
PIGFPE A ) | AR ALKSS 55 558

ALKEFEE RS

ALKFEPAL T4 iR 2p23 47 i, IEH AR
AT W] Y i 37 1A T S B2 AR ( receptor tyrosine
kinase, RTK ) . RTKA & =#r45t, RI40
MK (F2Z 5N ES ) | SR R T AR N Y
NREAS N, ALK FEAEIRIG I Rk (&
WAEAD) , REMERENET, Rt AR
BRRAS 1) ALKIENAS S (ISR R4S .
SASFNIEN 1S ) P BOMBEE R RS, AR
PIVEALKAG S, P AR s A i,
H P B AR PE A UK 2983 (anaplastic large cell
lymphoma, ALCL ) . RAEMENUEF 4k 41 e
(inflammatory myofibroblastic tumor, IMT ) &
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NSCLCEE LR ™) . FENSCLCHY, ALKRlG
ARSI B VLS 2R | DU S A A G
FEHFEE T4 (echinoderm microtubule associated
protein like 4, EML4 ) -ALK@ & HE, 4
85%, HABFEAR/FHFEKIFSB, HIP1, GCC2
&PLBl% [10-13] 5

ALK 53 9878 F L 4 14 02 S BUNSCLC XS
ALK-TKITM 25 1 FEZEHLH] . Pr A 232 TKITR YT Y
BFELEMI 2 5 R RE R MALKIEH -4 (0]
RATENGRE IR, R BT
68 20 M0 TR 25 B 15 000 T i ' o ALKSE A
(R UL €78 167 15 T RTK A Y e A ek, 278
Jo FE R R IERR WS, EEARAR A,
TR Zs mAiBH, THTKISH S a4, S8R
Bmzg e 7

T e & R ) S T, ALK R 5845 )
BRI EEmE L Y wk, B
RTKIVA YT 2 MU ALK HE P (T 245 78 S D) 2 s
RAF R E ., 2120% 0 B FH 25— TKIRYT
vERJE B 25278, IL1196M ., G1269A .
CII56YMIF1174L K ¥ 55 —ACTKIM 24 )5 A 2%
A R R (>50%) , RAFEFRE, fF
WMG1202R/del . F1174C/VFII1171T/N/S% 14 15
200k, A AR TKIMN 24 5 ALK W i 5845 Hl
CPRHLT o R T Y S = AR TR 25
JEILVEF¥INE A4, JFAmMREE R, W
G1202R+L1196M ', ZfLALK-TKIVA YT ik
Je . RN 200N & AR AL, B AR R LA Tt
w5, MZEHLRI AT REE A 4 L
1.1 ZFhEHBRE

EML4-ALKE S5 S8 52 W AR A5 P i 24 11%) 222
HZE, CHEP 22 R, V3 RER Rk
PEMH 25 9828 ME SR8 TV, V2, 88288 K
A AR ARG 25 PR o v . SRR, WITEV3IH
TLIALKZE 78 2=C1156Y . F1174C/V. G1269A.
I1171T. L1152R/VFAIG1202R, TMiL1196M%
AEVIZESERPERE . JTH, G1202RE
V3SR & RBEVIZRIKE (32% vs
0%, P=0.001) "*', %FG1/G2 ALK-TKI*
W5k ) BE TR 25 1, A o5 b R e o H Ak R

Eﬁ\‘jg [18, 22] 5
12 EARREWMHBHREE
TEALKRA L FHYEINSCLCE E T, &%
UL R 242 2 i 25 1 P53 ((tumor protein
P53, TP53) HEEZA (>20%) 27, Lk
if HA TP53%€48 ( TP53-mutant, TP53-MUT )
BERPAEAEFD (median overall survival,
mOS ) B &S TTP53FF A FIphyE ( TP53-wild
type, TP53-WT) W&EHE (441 H vs 621,
P=0.018) "' TP533L5875 i 3 (1) 52 45 71 fif
( tumor mutation burden, TMB ) i & T84
MHE (7.07+1.25 vs 3.204+0.33, P=0.003) ,
HIN 2578 1 e 3l i TTPS3BF A RU AR, 3R
Bl TPS323 7% nl G B b Ml ThBe 2 41, 3%
M S PR A Ra e v, (RIE SR EfL, k2

gy 12
2 ALK-TKIZR B ALK Be i3 it 25 #L #0548 77
REE

ALKFE DRIt ¥ 3k P A /N NIRRT A2 K B €
PR, ER BRI BEEE Y ATP G50
SATTFNIRRICHRZ 18], BAFRRE 3 (P 3R) [
Fh . ALK-TKL#E Y ALKIAEEEE I Y ATPZ,
B SRR A A BB AL 0 L ALK
WAL 228 1] 43 S SA IS X 3. (D ATPZS A3
( ATP-binding pocket) ; @ WAL G 14X
1% (ribose binding pocket ) ; @ o -CHRHEAINEL
B{CE (N/C-terminal to the o C-helix ) ; @ [
EEEEIX. (solvent front ) ; (5 DFGHLFF ( Asp-Phe-
Gly) "' UL HAT B 2 5 A8 0 5 S
‘I /Y L1196, IR G1202FIL 1198 L)
J¢DFG HFHHERY G1269%:
2.1 e RmtthiE

Wiz VS R, PR (crizotinib ) &
ST RIBE , 30% ~45%M g 2 s MR Je iR Y7 e
e S ALK X JE DX S8 A8 K 4 18 . 2010
4E, Chio% PV E R AEMLII96M ., C1156Y M)
AR, I HA I Fo e JE A T 25 ML . ALK-
1196 L K T ATPZE A B ICHR, J& “I'14" %
HOLE, SRR AR, R0 2 S s
SEA, R TTMRER ISR YT N R R L B TR 2 5
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A U R A S Ak ) A T A S T 24 4 geAp () BHENGSHFE AR BITRE A, ALK-TKIfY
R R A B, T 254 AN SRS PEL1196M 58 M 245 A A WiV W, L1152R/P. F1174L/V .,
AR A EMLA-ALKFER a9+ DL Ekan, $Em3k G1269S. DI1203N. I1171T. S1206Y }1151Tins
PR 25 nl e SR sh A RE, ¥ AR Y B AT SEMT R A A B (1) .

£ BRAEIRE th ALK B i 25 e T it

Tab.1 Previously reported drug resistant mutations spectrum in ALK kinase domain

Mutation Site Resistance Partner Referance

G1123S ATP-binding pocket Crizotinib, ceritinib EML4-ALK [32]

G1128A ATP-binding pocket Crizotinib EML4-ALK [33]

T1151K/M N-terminal to the o C-helix Crizotinib, ceritinib EML4-ALK [34]

1151Tins N-terminal to the a C-helix Crizotinib, ceritinib, alectinib EML4-ALK [35-36]

L1152R/P N-terminal to the o C-helix Crizotinib, ceritinib EML4-ALK [37-38]

C1156Y N-terminal to the a C-helix Crizotinib, ceritinib EML4-ALK [17,31,39-40 ]

I1171T/N/S C-terminal to the o C-helix Crizotinib, alectinib, brigatinib EML4-ALK [22,41-42 ]

F1174L C-terminal to the « C-helix Crizotinib, ceritinib RANBP2-ALK [ 17, 40, 43 |

F1174V C-terminal to the « C-helix Crizotinib, ceritinib EML4-ALK [ 22,40, 44 ]

F1174C C-terminal to the « C-helix Crizotinib, ceritinib EML4-ALK [ 40, 44 |

F11741 C-terminal to the a C-helix Crizotinib, alectinib EML4-ALK [22]

V1180L Gatekeeper mutation Crizotinib, alectinib EML4-ALK [ 45-46 ]

L1196M Gatekeeper mutation Crizotinib, alectinib EML4-ALK [17,22,31,39]

L1196Q Gatekeeper mutation Crizotinib, alectinib EML4-ALK [ 22,47 ]

L1198F Solvent front Crizotinib, ceritinib, alectinib, EML4-ALK [22,38,48 ]
brigatinib, lorlatinib

L1198P Solvent front Crizotinib EML4-ALK [43]

G1202R/del Solvent front Crizotinib, alectinib, ceritinib, EML4-ALK [ 22,29, 35, 40, 44 |
brigatinib, ensartinib

D1203N ATP-binding pocket Crizotinib, ceritinib EML4-ALK [43]

S1206Y/R Solvent front Crizotinib EMLA4-ALK [17,35]

E1210K Ribose binding pocket Crizotinib, ensartinib EML4-ALK [27,29 ]

F1245C Asp-Phe-Gly motif Crizotinib EML4-ALK [49]

L1256F ATP-binding pocket Crizotinib, lorlatinib EML4-ALK [22]

11268L Asp-Phe-Gly motif Crizotinib EML4-ALK [22]

G1269A Asp-Phe-Gly motif Crizotinib, ensartinib EML4-ALK [39]

G1269S Asp-Phe-Gly motif Crizotinib EML4-ALK [17,43]

R1275Q o AL-helix Crizotinib, ceritinib EML4-ALK [50]
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22 HZARALK-TKI

TE MR JETRIT RIS, L 70% ) A 1k
B2 S5 ICRALK-TKIEATIRYY, HkS it K AT
L MR TR e, 45 T ARALK-TKI (%
B e . BORERE . A e mE bR e ) Xt

ALK EA AR B KA E ( median
inhibition concentration, 1Cs,) , P m K&b4
ALK 2598748 (522 ) , IR B Lrng rhaix
M2 R 4: (central nervous system, CNS) 215

P (%)

R 2 ALKHEBEHHTZ REXTALK-TKIB R & & B
Tab.2 Response of drug resistant mutations in ALK kinase domain to ALK-TKI

Mutation Crizotinib Ceritinib Alectinib Brigatinib Ensartinib Lorlatinib
G11238 R R S S S S
T1151K/M R R S P u S
1151Tins R R R P u S
L1152R/P R R P S S S
Cl156Y R R S S S S
I1171T/N/S R S R S S S
F1174L R R S S S S
F1174V R R P P S S
F1174C R R S S U S
F11741 R u R P U u
V1180L R S R S P S
L1196M R S R S S S
L1196Q R S R S U S
L1198F S R R R R R
G1202R/del R R R R R S
DI1203N R R S P U S
S1206Y/R R S S S U S
E1210K R P P S R S
F1245C R S U S 8] U
L1256F R u S u U R
G1269A R S S S R S
R1275Q R R S u U u

R: Resistant; S: Sensitive; P: Possible; U: Uncertain.

FEEGEEJE (ceritinib ) SALKHISE &0 &
M ECHEX . PP, a- CHRE IS PR A LA ATP
A AR, EERRWGIE AR AR S Y P
W %ME > . fEASCEND-4F5¢ ' i,
— 2k FE g 2 e Y P AL JC o A AF ) (median
progression-free survival, mPFS) I & T4k
57 (16.617H vs 10.61)], P<<0.001) ; 7E¥%

ARLCNSERM B LT, %EHE e mPFS
Kik26.3 1M H o XFHARST, smbR e kA 1/2
AT IR M B AT AR 8 D\ ZE B B e iR T AR
5 (BWZ 2%, overall response rate, ORR
42.6% vs 6.0% ) , mPFS (541 H vs 1.7 H)
B M R PR AT SERRER 2 REA SO
T O R UL AT 2 PSR AE , WIL1196M
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GI1269A . T1171TKS1206Y % 0  ji H.
L1196MAIT1171T/N/SZAR 15 & FE 5 B Je M RR ()R
JEr i Y, ALK F1245C%75 th Xt 230 %5 e 4k
HHUE P MC1156Y . 1151Tins, L1152R/P,
R1275Q. G1202R/del, F1174V/C/L. T1151K
K G 1123 S5 58748 23 52 i) € i 85 JE 19 245 5 o o5,
Fz:étﬁﬁ‘éjj [14, 32, 34, 40, 50] 5 /H:EP , G1202R ﬂl
F1174C/ L& 2 5m & Je 1697 R WUG 1Y) 35 22 245 28
ARRE A LB G1123S . TIIS1IKFIF1174C%E45
AL EPIR B Bl , A FE R B e RIP IR 2 [A]
SR AR IR, SR 2 e
iD1203. C1156. R1275. L1198 K% L1152%5%
A, R T FE g e S ALK S &
WEE, TSR E5 65 NN F 3 250 . ALK
T1151Sins 4 FHREX ERBE . FREEE
TR [ 28 d DO T 1A= [ 3 0

Bk JE (alectinib ) J& 284 AL 71 AH HAE
FH A KRS ATPES A 07 A5 ) e 35 B TK
5 WA RALKEZS & 07 5 E AR HE X . PR K
M gsH Y FEALEXBRSE T, Bk e 4in
mPFSH34.81H, BEMT M e4ny10.9
A~H (HR=0.43, P<0.000 1) , JFHEE®K
F#ORR 7 PR B HHTC A ALK 1 1]
NSCLCE & M —Zinyr Lo, X T roms
JeXMEIR MR E, RN ALK 25 58 A8 5L 52
M) S SFe 5 JE B3R T7 AR, A4 T T 24 298748 1) AR
FHHmPES (9.1 H vs 5.6 ) HIORR (45%
vs 35% ) HUHF O FEMRANSCEG B Rs e X
KR UL 25 R A B i M, WnC1156Y
F1174L. G1269A&%D1203N% 22 ) jij
gg U TR B, BR R JE R T S R i LAY
RARJEG1202RFII117IN/S/T, ALK G1202R/del/
KR 2 SR Rm251E 2 7 T
L1198, V1180, I117INFIL11964y i 548 25521
ATPESH AN D FVEEE X RIS A8 Ak, 5 SRR
JESALKZEf “Bidn” e KA . i
WEFp I TH” RAEVIISOL, ALK L1196M/QM
TI171T/N/SZEAE, XF Bl St 5 Je Fl v e J 341 25 7
A2, (HXTSERERE . AR e Ko7 hi ks e 5
JE AR gk 2 4 4T S

i e (brigatinib ) J&ALK/EGFR®E ]
57, XFALK L1196M%EAE FIEGFR T790M %748
IR ) ALTA-ILBEE O R, e
FImPFSIEF ek B e (24.00H vs 11.040H
P<0.001) . oMy em2y s g, fng
JEImMPES 16,70 A 1 L TEZERREE . PR
e B A 243697 ( £/02FALK-TKI) 1,
A IR JE AT AR REARAS 7 A BImPFS 1 | T
WL 1A Je A —RECH AL —RALK-TKIH i
JEIRIT HA o FEIG IR BTRS R , A s Je -+
ALK FIALK 4 M 25547 S5 g 0 ks ok, X T3
T 24 5 25 1 54 T S A 85Ty, XFG1202R%E
AR R EEAERIRE S Y o RAE X G1202RA i
PR, IR T70% M B TR 2 A I Je IR YT R S
KB K BIG1202R 578 1) L IR RBIFSE B
AN e S X 248 Kk ALK 5875 m H 4 i
JETEYE, fL4E L1196M ., F1174L/V. G1269A .
1117IN., L1198FF1 V1180L%:, Sl KRR L: i
ARET TG PEAR AL O o AR e T i
HALK-K1150, L1196, L1198HIE12105%3E=4:
AR, BEM A2 ATPES & AR (R AT ] B — 5%
A5 HGI202RERSM 1) L I T-G1202R AL (77
T, SPEURE XA INE R 28 FR P g R I
fiff ( neurotrophic tyrosine kinase, NTRK ) il
R R e 22, L, G1202REZE ] g4 T8
Finas e R & PR 2, L0 . s, A B
7N, S1206CHL 25 T8 Ik e i 2y .

B #: )8 (ensartinib ) & 3K FIRI7 70
e B SRR YT I HE R Y SN i 37 ) ALK BH M 19
Jer I el A PENSCLC R . TETKIVIA B
Frh, BV mPES (25.810H vs 12.7 4
H; P<<0.001) F112 4~ HCNSi#F R (23.9% vs
4.2%; P=0.001) LT rameBs g 17 fEvims
BlRMEGTERE D, BYERKmPFSHN .61
H, fiORRATA70% ") . FitH TCALKIKHEG
Wi 252878, RS E JE R I AHIYORR,, X
F1174L/V. C1156Y. T1151. G1123SHIL1198F
SARPURME R, Pk R R P B H L Y 4k &
P 255848 JEG1269A . G1202RAIE1210K, fij
G1269AX HAEE —ARINHIFIGER, G1202RX} 55
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FE e VA A R g T 2 8
23 % =AKALK-TKI

FHiEJE (lorlatinib ) J&5 ={CALK-TKI,
WA EESRCNSB SN, HalE ) 24 %o v ik
CLATR 251584 (2) . CROWNMBFSY ' i
N, SRR 124 H TCHRAAER (78% vs 39% )
FIORR (76% vs 58% ) WEL T ey Je . 7E ik
e BT, SFHE e ORRAT3% (95%
CI: 60%~84%) , mPFSH11.11H (95% CI:
8.2 MNH ~AKIBF) , 1 HICIE A7 AE ] A I
MIALKZRAS , BFHMORREEMBIE L 75 =48
ALK-TKIfH 2585 5 F, S50 e it g B 1 78
ANTAJA LK PR BRI 5 R AR T A 25 52
FeF A BRI 1 ALK PR 28 738 BH 1 2B % I ORR
(69% vs 27% ) MIPFS (11.04H vs 5.4 4~H )
W BALToASAvE R S P, 7N
Z/b—FPALK-TKIM B, X 2 2Lk T 7
UK RARA BN, ALKILPR 9872545 i ] e 4
TN RRE T Z ST R e WS R R AR RS R

57 P Je X LT BT A 2 &k BRI T 24 1 58
A RIFIRIT RO, 46T A i 25 R AR
1151Tins, G1202R. I117INHIF1174L% (&
2) o FEEXTALK-TKI it 25 i G1202R/
del, 7% e on B i A9 30l &5 2R, ORRATIA
#]57%, mPFSH82MH ' 2 ALK L1256F
SRR CT 25, AEIZ AT 5 % BT R e Uk
ARG . BLAh, i e 25 kA L1198F %
75 2 TN TR R AR Y BEAERF S L iR
KM, sihi et e EA S N E N Z EE
BRAR, g 5 AR/ AR TKIS &
PR, WVI1185L+L1196ME A 5578, KM%
1o ST 2450 ) B2 A SR AR MK SRA AN B A R,
GI202R+L1196M, XFPE G548 2 H Ao hi g e
TR e R T 252828 (1C50=1 000 nmol/L ) , X
A ALK-TKIER A ik 1 .
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