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Fig.1. Schematic overview of the EML4-ALK fusion kinase protein.
CC, coiled-coil region; TM, transmembrane domain
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Fig.2. Representative drug-resistant on-target mutations among ALK-positive
specimens obtained from NSCLC patients progressing on various ALK inhibitors.
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BNTWB xR L. ALK BB NSCLC DAREEICKE R
EEHZBHTSLE L L LESEMET 5 L L1196M,
G1269AKTFC1156Y & W\ o 1= EFITHEZE EHA RN, BEDOB
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%t ALK BEZEH. ceritinib, alectinib K TF brigatinibl.
CNSADBITHEEZHRE L. BD crizotinib 4% BART 72
DICEFEINE LT, BTD alectinib IE=MHEEKRTE T
ALK B5ME NSCLC O #I[EIFAEEIC S W\ CEBELZHR (PFS) %
crizotinib AR THIBHERT 2 Z eHh RSN oo,
ALK M NSCLC #IEIBERE L TLESEHONTUVET,
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G1202R AT 11171IN/S/TZE RIF alectinib R 5% D IEEBIE
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HARRUE ZHARALKEZEEIT % RRY 2 7DICHARES
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TEONZEFWEZEGI202R % HE T T 2 H— DA
T, LHLAHNS, F—HAKRUPE_HAL ALK FBEH!
i = 13 L 7= BE (23X L TD lorlatinib 12 & 2 F K EED
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D aZ I TY, ILITIN/SZEC _EZRIK. BKRTA
{fEHNT W Balectinib & lorlatinib ICTitEZ R L £ 3%
FLT-3M 4 2 M B8 A MRS (AML) OaEE Y L TESREN
TWagilteritinibh T 5 —EZE % RIF S 7-Ba/F3 iz
DIETEZEMHI T2 Z CHRESNFE L7122, T ORZEERIZ.
ARDIZH E IFBEARZHALKICH L CRREZFSEZE T 310
ERF F—UEHEEFN ALK ZERC T3EEOKREICER
THHAEMETRERLTWET,

ZOMED SN TV T TO—FHERFALKBEH]
ZEICLIcZ YN ERiRFEE degrader DRIFEMZE T,
FATH brigatinib #\— X & L7z degrader Td % SIAIS117 &
G1202R = IR S 7-293THERZIZXT L T brigatinib & D81
TETEIEIZN R Z R LIc e RE SN E LY,
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BREELRSEFROREEYR— WL XY, BiE
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Tablel. ALK product list (GST-tagged/Biotinylated)

Wild Type Cl156Y

F1174L F1174L/G1202R
G1202R G1269A

[1171IN [1171N /L1198F
[1171S L1196M

L1196M / G1202R R1275Q
T1151_L1152insT L1198F

V1180L EML4-ALK
NPM1-ALK

X F—ERINTEHA
+ QuickScout Screening Assist® Mobility Shift Assay & b
CEMFETOT7 AN T AR —ER
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Table 2. ALK variant's sensitivity to 5 ALK approved
inhibitors (S, sensitive; R, Resistance) 592

ALK variant Crizotinib Ceritinib Alectinib Brigatinib Lorlatinib

Wild Type S S S S S
C1156Y R S S S S
F1174L R R S S S
F1174L/G1202R R R R R R
G1202R R R R R R,S
G1269A R S S S S
11171IN R S R S R,S
11171N/L1198F S R R R R
11171S R S R S S
L1196M R S R S R,S
L1196M/G1202R R R R R R
R1275Q S S S S S
T1151_L1152insT R R S S S
L1198F S R,S S S S
V1180L S S R S S
EML4-ALK S S S S S
NPM1-ALK S S S S S
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https://www.carnabio.com/japanese/product/search.cgi?mode=msa

