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[ Abstract ] Lung cancer is one of the most common malignancies with the highest incidence rate and mortality
rate worldwide, and non-small cell lung cancer (NSCLC) accounts for about 85%. Only 5% NSCLC patients are anaplastic
lymphoma kinase (ALK) rearrangement positive NSCLC, but the prognosis of these patients is poor, and treatment is urgent.
Ensartinib (X-396), a next-generation ALK tyrosine kinase inhibitor (ALK-TKI), has shown greater potency on inhibiting
ALK activity and controlling brain metastases than crizotinib, which is indicated for the treatment of crizotinib-resistant, ALK-
positive NSCLC patients. Several phase I to III clinical trials included both healthy volunteers and NSCLC patients have been

conducted both in China and abroad. In this review, we briefly summarized the results of these trials, and preliminary efficacy,

safety, pharmacology and pharmacokinetics/pharmacodynamics of ensartinib were discussed.
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A3 Bk I o (112478 70N (R 257.26/10JTN )
FET R 1 2963.175 (FET-#45.87/10 1N ) o MR
P FRE Y, il g w] 23 g AR /N LT 988 (non-small cell
lung cancer, NSCLC) FI/NHJEfifi#E: (small cell lung cancer,
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SCLC) MR, HNSCLCA il 85%, NSCLCH#H
[ SARLEAERAN LI N 10%-15% 0 LIS 25 Bk it ) fL 97
S SV RO WP P R E N RG2S ELEY/E S NI /S
Je TR B A NS CLCIY T 23R T 7 5 W UL i
IKEHE R f 45 9% B A=A 752 14 (epidermal growth factor
receptor, EGFR) . [B)A5PE bR LRI 7 (anaplastic lymphoma
kinase, ALK) . c-ros)iJ JE R 1 % S B2 4 (C-ros oncogene
A paIa) Sk B e AL A
(c-mesenchymal-epithelial transition receptor, c-MET ) 5.
Ak g AR TR 52 A s 2L Yt 41 1 590 (EGFR-tyrosine
kinase inhibitor, EGFR-TKI) Z &, £ %A LKREI-G & H Ayl
SIZSYIE R CINS CLCHLIAT sk i M sl PR, ASC

1 receptor tyrosine kinase, ROSI) .
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FEXTER R VDR JE I $ER P ALK Rl LR PR UNSCLC
el M L (S NI DA S | EE V€ N SV iR
EVEPHN B TERA

1 ALKt S EERALK-TKEETTEHIMZA40 5

ALKSE— M5 32 (R I 2 B2 Ve, J& Tl R 2 1A
F . TENSCLCH, £93%-79% R EAFEALKILHEL G, L
ALK Z R B DX 5 0 R s iU 456 28511 (echinoderm
microtubule associated protein-like 4, EML4) Sy {2544 {4,
TREE RS b A B0 BT i S R il e i % W, o BR TEML4-
ALKZ Ak, SALKEER KAz il i HA ZE R A 46 TFG AN
KIFSBA54, ALKPH: 22 WA AN KR ol 8 BE WA | Lok | 4%
B2 (<504 ) | BRI R s HAVEA EGFR, ROSIZR
AFHINSCLCE A . HFTH HIRR I A 3G 2 6 I 2448
(fluorescence in situ hybridization, FISH) % R | e f% 5362
Al 2 v (reverse transcription-polymerase chain reaction,
RT-PCR) ¥, :1&{'}““?&7'( (next-generation sequencing,
NGS) FfilfE 414k (immunohistochemistry, IHC) 356, 5
—fRALK-TKITEMEERE (crizotinib) +2& 35 FE £ 5 245 Wi BF
& J51 (Food and Drug Administration, FDA) HtUERIEE—
KALK-TKI, {HA ARG, ZE0ALKIITENSCLCHE#
T2 MR R IRIT I UE 24 N S R AT 2y, BT
WA S 37 2ok L 5 P R DRI, IR | R A R AR R
A4t (central nervous system, CNS) & & i J& [ 15 i A5
Z UL e e T 25 AL 32 B4 H5 A LRYR K Va2 58 7%
(37%) FIZZERB0E . Hirb, ALK LVETZ598 78 Al o
ALKBEIX IR RASALKFER Y 3. ALKIEGX K
RAFEIFELI196M, L1152R, G1202R, G1269A., 1151Tins
$1206Y, C1156Y, F1174CAHID1203N%E, M4l XX FIALK 5
P THZ5HLH, 26 ARALK-TKIXFALKRlA SR A Z Fh
S WA ST 24 5 70 P41 HL A B i A R P A s B S e
FEH XS ARt 2 R R It HAT BT Y7 A% SR AR
25145 H B BURAL GRS AR, €508 JE (Ceritinib ) HU%
PN 24558 78 HE 5 L 1196M . G1269A., S1206Y,, 11171T4,
XFG1202R ., F1174 CAEUE; Bk )e (Alectinib) AT 0]
SLMRRR SR SRAFIETN 24598 A8 AU FFL1196M , C1156Y, F1174L
R1275Q%, fHX}G1202R ., V1180L . 11171 T ANHUS%; A hn
)2 (Brigatinib) XfF1174C . L1196M, S1206R. E1210K,
F1245CAETi 25 A i B A H M 16 4%, (HAXTL1198F
S1206C/ YK MHZ, HIR —AR25¥55418 )¢ (Lorlatinib)
AE TR A2 A G 1202 R T 24 L K 1f ik 3% 11221

[, (HJERTRE 235 ) VZ ICNS R, R, AT A i
TFR—FO AT 7 U L2 1 R 4P AALK-TKT,
PAREXS se e SR 24, s g ANBE R 32 348 —fRALK-TKI
2RIV IR R B R AT 1B F

2 HEF5EEF

LR BV R Je 2 (ensartinib hydrochloride capsule,
X-396, R4 DISEAN™ ) J&ph DA 2l A BR A | (fRjFRDLIA
2l ) FE - vl 56 [ X covery 2[RI A& B 4 T AR R —AX
SR R FEMEALK-TKI, 7E7r TP b, MALKR 2R
T %) 2 B BE (509 inhibitory concentration, ICSO)
240.16 nmol /L, BUDE: e XFALKEFAE Y e 17 NA LKA
AU PGS B 45 R o, 3R VD Je X AT AL
ALK GALTIBAT BRI HIVE], 1C, 35/5F4 nmol/L,
Horpot B A AU A LKA R4k & F1174 . C1156Y, L1196M,
S1206R ., T11S15F 57 i st 1 s LA IR VR, 1€
H/NF 0.4 nmol/L; 1M % G120258 A5 (A 40 il 6 77 I AH it
55, 1C fH43.8 nmol/L. BRALKZAF, b e it %)
ROSI, JRNUBREE 132 A J40 (tropomyosin receptor kinase,
TRK) %4 U BRI HIAE ) (IC <1 nmol/L)

2 il K- (EML4-ALKRl-G 5 DR BH A i 9 240 Bt bk
H3122) b, BT I ALKBERR fL , A REA X~
T 55 A AR VY B 1 (extracellular signal-regulated
kinase, ERK ) F1& FH#{§B (protein kinase B, PKB) [/
o BB X I Tg 20 A A R A VR A i e 25 2R ) (i
7N, RS AN R ALK R G 2 1 0 g 2 i, 5 H 312205
FAZAAR . H2228 s A IR . SU-DHL- 1R LR M i ik
SYSY Mz BEA M Al ik b, BUME e IR REFIHTIY
FEEE, MRIVERR SR 1 10F5 LA L, AnTEH3 122005
YRR, %@%E*ﬂﬁ%%EE@ICSOﬁ%UWIS nmol/LF
180 nmol/L, {HEVPH e Xf #54 MET R 7L FIMKN-45 B I
B A A AR P e Je 59, BT XTA LKA 46
VEF RIS B Fo e JE J o IAh, SRV Je %o e nae 2%
JETH 2540 22 U1Ba/F3-EML4-ALK M) & Ba/F3-EML4-
ALK iy A A I8 i s th— 2 A A, JEac
4351125106 nmol/LF148 nmol/L, $/nEh e BB e A7 v ik
SRS SR 2598 A8 T 1o M7 J5 1T, SH-SYS Y/
PN R 1 4 SR IR, ER R VD JE A 2 vk B
65 nmol/L, JEANHIEML4-ALK P g A K it ik 2 1) 5
Rk b

BB e RIS 25 i T s 2 IR 1. oM e 2
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— TP EIRAAT PS4 N3], HAFE TS ROHALK,
METHIROSIMM, 5 sgmh A, 2R e e ATP5a 4+
PEFDHR, XTALKEH0HITE A2 ve e e 20 £5 121, B LA
ALKHIRY TR AL, 2858 JE XTTGE-1IR  INSRFISTK22D
SRR A S A R R R e B R 1 —
TR B0 —ACALKIN G, © ik A X RETHIE
P16, A7 IR e S ALK/ROSURUHE s A, XA LK 410
VR 2 ve M e A 1245 07 0s) ) S5 e —Riog B/ N7y
TATPFE PPN, Ok ve e Je inf 24 28 Hh BT 2
ALKHIROSIFENZALHR BAT i R0 UM JEIEALK,
MET, ROSI, AXLAYZHE SR, A5 IESEALKAD
G T MR SR 1 345 - 10450

BEHAE ST AU R, TESD R0 dE & 420 H
P, 20 mg/kg. 40 mg/kgHI80 mg/ kgl iE 43 AR MM
GRS RI O BEME RO, PR R Je -l e
FliEE L A80 mg/kgo FENST I H T, A AT WL B PN 2 2
7 (alanine aminotransferase, ALT) IPNREE et
A4 (aspartate aminotransferase, AST ) T, iR/ NF
509",

*1 B BRREXRGMERER
Tab 1 Targets of ensatinib and similar drugs

ALK-TKI Targets IC;, or Ki " (nmol/L) Ref.
Ensartinib ALK 1.7 [9]
ROS1 19
MET 1.8
AXL 35
Crizotinib ALK 0.69 [10,11]
ROS1 N.D.
MET 4
Ceritinib ALK 0.15 [12-14]
IGF-1R 8
INSR 7
STK22D 23
Alectinib ALK 1.9 [15,16]
RET 4.8
Brigatinib ALK 0.6 [17,18]
ROS1 1.9
FLT3 2.1
EGFR L858R 1.5
Lorlatinib ALK 1.3 [19]
ROST1 <0.02

ALK-TKI: anaplastic lymphoma kinase-tyrosine kinase inhibitor;
IC,,: 50% inhibitory concentration; EGFR: epidermal growth factor
receptor; ‘Ki and IC values by in vitro enzymatic studies.

3 HYENF

FESH YRR, Y e F B0 T AR A B R v
P, R AR EXTALKRYR S 1 X bl 28 R G R 0 ER R R
WERRA NG5, fe i E M EML4-ALKIHM: AR/
o A SR AR BRI Y EM L 4-A LKF 7Lt 245 5 725 g A ph 28 B2
R R AR N RS R I AR o [R50 K7 T, SRR LY
BJE e s 2 = T SO JE . Paolo % RO A
ERIR VDR JE AT LA 2 4R = 5 P EML 4-ALKP 4L 255848
R A 28 B 240 e AR B P A7 TR B I, 17 o e e T it
PG5 VDR JE i kP J2 TR EML4- ALK FH P g 2
KRR SATLAL, 1 s e R 44%, $ERER R 1A
VR E T LB AN HA TR 1

4 HRIAE

I R AT 2540 B F12 (pharmacokinetics, PK) W55 &2
N, BB TER NIRRT ] (T ) 0.5 h- 4 h, 252455100
HAHBRE R (T, ) 792.8 h-7.8 ho BV RJR B 425K N
FEEE R WAL R 455 3R, 25 mg-100 mg R
VR JE/INERE T 2 WIS Wi, PN IR B 43 ) oA ol 3R vk B Y
13%71209%-34% 5 JET PN MR 2 Ay Il HEVE BE Y 1748 -32.4% 0200,

AT 2 E TG RAFF 52 HP A PR BT 25 R R W, A H —
KIIR BV ER JE 50 mg-225 mg e, LK 24406k (c_)#i
e FE-F R AR 2R T T A (area under curve, AUC) FEF T34 N
3G, Wil fE>225 mg qdPRSHIN R FHLMEXR; £
KBRS R RG22 W, B IR EES 25 vk
SR ORE Ao AT FE225 mgi k4L, T, }33.2h-37.7 h,
T, 3.1 h-3.6 h, EYRREYPEERRICL B2 [
PUYIIR RAF T, RE 2 1B IR BV S, 7150 mg-250
mg Il ETLE N, TTIe PR AL Z IR G2, & 4
BT }2.67 h-Sh, VT, H21.0 h-36.4 h, LA,
8-1S KRNk FE TR BIFRAS RY PRIFFE BT /s VD
JeqdZ5 2 )T R

s ImARAFFIEMN

BUb R e B 7R E AN T 20 AR 5%, 96 55 il
S BRI SR | AR A AR R A 2 AR R, B0 T
JEWVFFERIEAF B BZET, Wik,
s 1 THAIG IR BF 98 BV B e o ik R I K 3 56
(NCT01625234) 822340 A BEFE 89 45 3% ALK-TK 15X,
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C 2l 24697 19701 M SE A i %, fEE
9 13 Z B 5 Fh O 2 i AT R S S F 5T (369 ) FNg”
RAHBETE Ceofil ) o GBI B TRV EE
25 mg-250 mg qdiRYT, 7£200 mg qd 41250 mg qd 7l
5 20 430l L 22 2150 1 BR il 14 B P (dose-limiting toxicity,
DLT) , RN 3ZOB AR 57 F13 9% K 95 41405 fi T
773 (maximum tolerated dose, MTD) ARiAF|, fx &I
#4771 & (recommended phase IT dose, RP2D) & 4225 mg
qdo PR AR B 2: TR 2225 mg qdFFEHRYT.
BRI R, 9% (92%) ANSCLCHEFH, 80fil (82%) %
H B2 o AR R GBI G T, fAR T
FIALK-TKI, 35/ (36%) 31X & LG IAFENIFEH
ARG IR, SRR A RIS 1k, 86%
(83/97) W32 K Az i AN R SO0, d e UL A AS RS
NP (56%) Bl (36%) | HEFE (28%)  MKHE (26%)
HIBESF (22%) , FERERABIN W19%-250: 3 UL AR
B R A= 023% (22/97) , EEREE (12%) FlEEE

%2 HREDERRECSHRMIGKRAR
Tab 2 Clinical study progression for ensartinib

(59 ) 5 0 JA AL SR FH 200 & AR 15% (15/97H1)) o
IR R BN, 6017 AT PEA ALK FHYENSCLC R
Hh, 360 R B MER 4> 2%/ (partial response, PR) , 1353
IR Fa 7 (stable disease, SD) , I 5 & 2H 95 % 2%
ﬁ?% (objective response rate, ORR) 7’?60%, ﬁﬁﬁﬂ?ﬂ%

(disease control rate, DCR) “}81.7%, FR AN G i3 R A A

(median progression-free survival, mPFS) FlIH 3/ % WL 5%
fifrF 22T A (median duration of response, mDOR ) 437l
9.2 (95%CI: 5.6-11.7) F112.8 1] (95%CI: 5.6-24.4) .
WA PN, BB AEVIAALKHYENSCLC B
W7 R, 1SHIRETE R EIRITALKBHIENSCLCHRE Y,
ORR}80%, DCR486.7%, mPFSFHImDORS 5 426.24
H (95%CI: 9.2-NR) F124.4 1] (95%CI: 7.6-NR) ; 295|R%
A 32 3o s MR JE R T I R 5, ORRW69%, DCRAY
96.6%, mPFSFImDORS N9 1] (95%Cl: 5.6-11.7) 7.4
M (95%CI: 3.7-12.9) 5 16 BRAT 2252 123 e 25 Je Fn — AR
ALK-TKIIAIT AT, ORRA25%, DCRAS0%, mPESH

Clinicaltrials ID Study title Country Sample Primary outcome
size
NCT01625234 Phase 1/2 study of X-396, an oral alk inhibitor, in patients u.s. 97 MTD
with ALK-positive NSCLC
NCT02959619 Ensartinib in NSCLC patients with positive ALK China 22 MTD, DLT, RP2D
NCT03510611 A study to investigate the food effect on the China 24 PKparameters, includingT__,C__,
pharmacokinetics of ensartinib capsules in Chinese AUC, ,AUC, , A, T,
healthy volunteers
NCT03536481 Bioequivalency study of ensartinib capsules China 74 PK parameters, including C__, AUC_,,
in healthy volunteers AUC, T T A,
NCT03804541 The absorption, metabolism and excretion of China 6 PK parameters, cumulative drug
[“Clensartinib in human excretion, metabolite identification
NCT03215693 X-396 capsule in patients with ALK-positive NSCLC China 160 ORR per RECIST 1.1 based on
previously treated with crizotinib independent radiology review
NCT03753685 X-396 (Ensartinib) capsules in ALK-positive NSCLC China 27 iORR based on investigator assessment
patients with brain metastases according to RNAO-BM
NCT03213652 Ensartinib in treating patients with relapsed or refractory U.s. 98 ORR
advanced solid tumors, non-hodgkin lymphoma,
or histiocytic disorders with ALK or ROST genomic
alterations (A pediatric match treatment trial)
NCT02767804 eXalt3: study comparing X-396 (Ensartinib) to Crizotinib Global 360 PFS assessed by independent

in ALK positive NSCLC patients

radiology review based on RECIST v.1.1

RECIST: Response Evaluation Criteria in Solid Tumors; MTD: maximum tolerated dose; NSCLC: non-small cell lung cancer; DLT: dose limited

toxicity; RP2D: recommended phase 2 dose; PK: pharmacokinetic; ORR: objective response rate; iORR: intracranial objective response rate; PFS:
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mDORF A9 (95%Cl: 1.7-5.7) Fl4.44-1 (95%Cl:
0.4-NR) . LU G LR, BUMRR e ik b 4 Ph i,
FERR RN RS AR RS, BRI T WA
IS RN 2 ALK FHPENSCLC A

— I IE 7 [ N TF R B PN VRS Je e P ALK BH
WINSCLCHRE itk S AR IE R TR T
I ARAESE (NCT02959619) U A 22451 35 (G|t i it
FEHP RADAVFFES 1161 o BrBEEF R4 R R, Ko
BF AR EREZ A AREIRYT (GG e e B 3 Bl e ) I
HEJERIT R  o A I B B 2h T VDR /2 150 mg-250 mg
qdiBYT, 150 mg-225 mgifl| & 41 B E IR e R R
U2 1, AHPLDLT. 78250 mg qd i 2H2 6 5 % A
TDLT, #3925 L, {UX225 mg qdFl it k1T 1
P RALRIGEREE ., BT 25 R R R A, 1461973
APAEALKBHYENSCLCR #E H, oI FRBAPR, 365K A
SD, BAKORR}64.3%, DCRHN85.7%. ¢4 Jr i, Firf
FHBE Pk 2 /D — PO g, Ferp il ke A3 DL EAS
RN, IR BB E WL (27.3%) o BUPE R E N 5T
L5 A 6 FE I — 34, fEPEALKIHPENSCLCH 3%
PR S 2 (R ORI B ) e A e, TUBIIRG R B0 4 4 7 it
5225 mg qd.

AL, REVD A JE B 58 A 1 o A B T R B
O ER R VD e i 2548 3l 2 5 i i T I DR 1K
(NCT03510611) | 7 fg e ik S R PF Bk 1 e R 2 8L
TR I BER B . FFHL. PRI BRI | 3 7S
AR SRS T AW G EE (NCT03536481) DL
[“CLRVD e TE Hh I i e 1 A2 1 g A st R vtk
F LA | FRPRZE . BRI R T BFSY (NCT03804541) , fiff
5.2 TR RAFSE 36T R U0/ LU0 RS 56 (4 AU, 25
R, — I E TR S e 29 BT
Il PRAJF 58 22 F20184E5¢ A 4 (NCT03215693) , i Iifif
FETEVEAN BB e I TR YT se s JE T 25 i ALK B R
NSCLCH E W78 & %4 ERY A% 32 i B %225 mg
qd AR R BV e I R BIRYT, H RPN i R sl
3R AR o 5T 32 A TR B A PR R B PR AL Y
ORR. # 1% 20184F4 11 H, W5 E N A 160 HIREE L4
TERER S TG T B P T IV ALK FHIENSCLC
B, Hi1se iz i ik A4 4E (full analysis set,
FAS) . FASHMITE /R, 1501 (96% ) 52 i3 95 B A i
I, 151081 (979 ) FE35 My fitidea ATV A, B e e Je A1,
851 (54% ) ZZ 1R BRAE 32 14T, S5t (35% ) #4232 3:b ik

7, 230 (15%) 1% 10 R EGFR-T KIS 15 4F i 2454
A HABRE 35T I7 s SR R, 14749 ATk 7 T 2% 51
VPR s e i 24 52 1 5 1, ORRAS2%, DCR
}193%, mPESH9.6H (95%CI: 7.4-11.6) , H i B LA
(median overall survival, mOS) AR EH] (NHE17.3%) .
G, 14561 (91%) 2R FH & A B /D —IRAR .
L (CRAER>20%) AR N WS (56%) . A%
241t (alanine aminotransferase, ALT) THE (46%) . DEEFEE
it (aspartate transaminase, AST) T+ (41%) , FERELI1Z29%
. 3661 (23%) Z IR H R AZHAR N, FERNEZ
(6% ) FIALT T (6%) 5 RKAEARAR N . ARWFTEF
WD JRTRYT se M JE it 25 ALK FAPENS CL CY 7 4% i
#, 2RI, FT IO EIm AR IR 458, fp
J5 I I 5 24 it A B A 3 R 24 i v A U B S8 ND A I,
PTG BRAT 1232 120 oM 45 e I i () 38350 s e
JEANTHAZ ALK BT 4 R A S sl A% B MENSCLC A 4
— I RV R I IR TALK P NS CLCHE il %
BB E T RO AV R L R Z2 901Dl Im RIS
(NCT03753685) IEFEE NI, 11X A4 29271 ALKFH
PENSCLCH: A 22 /DA — Ab ] 0 95 k- 7 o s 5 26
FEL LRI ARANO (2SR IT ROTAT ) ARifEif
BRI PP A R e AR RPN L 2% % % (intracranial
objective response rate, iORR) . # 1 2220194F9/]24H, 17
B 273 A2 I 2 VDR R M S 203R 97 TR, #E 92
FEIFR AP BV RIRYT B & SO P S | IR
FEAT AR B B A LK/ROS 1L R 58 A8 [ 41 224 it S5 95 A 1T
W R#ESE OLBIMATCHIG RIS, NCT03213652) tHL7E
AT 2,
5.3 HIMAIGIRAFST —IBaML . FF. EBR 2 Fue AT
RIS (eXalt3fF5T, NCT02767804) R F20164E 6 J5h
HIF G ZEERE, BIEPEM BB e X} H va s Je i F
M ALKBHPENSCLC R H — S0 7 A Rt e 41 .
IR A e 2316101555, # 2 20184E8)], SLhR A4
29011, F2 A FRBR A A & A ST PES . BT
R ez AL, IEAERTT .
5.4 B XTALKBHTENSCLCE I Ik s 7 34 1097
R AE 3 I i VDR e B IR IR / T I IR i 55
(NCTO01625234) A AN 2901 B 5 FF M Fe A4 ALK
FAIPENSCLCH AW iR /B3 17 AUAS R i, 1445151
PO BT PEAG 1 324 5 R, 24038 31 58 2 22 (complete
response, CR), 7#liKB|PR, 4%|4SD, {L 145 APD; fHE )
iORR64.3% (914]) , fiNDCR (intracranial DCR, iDCR)
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4192.9% (13451]) o FLrh, ol i phy e g ik 21 9% fire 1) f 5 v,
3BIHALK-TRIVNA, SHIREAANIESZ i se e JeinyT, 1441
WEFE £ 52 1 so e BR e Il AR ALK-TRIIAYT, [RIA, B2l
BB #2321 2 K7 (whole brain radiation therapy,
WBRT) &b, HAr 7M1 835 T AR 2 A A BB T

T HA R F R A LT PR I R AE 52 L 0 A 97 31 3 %
B I RS I e TR 25 A ALK PHENSCLCHR Y, 40
] (419 ) RIHER ST PFHT 23 53 2 PEAG A N T 7 80 32 1
S WE A 2 32 BT, 320 K% Z T UHRYT . J7 AL
SRR, 280152 T ARG FIPR, 1151°4SD, 14°5PD;
iORRA70% (28f]) , iDCRHA98% (3941 ) , Hh{3; 2 2% fifk-bif
[ 1.3 H (95%CI: 1.2-1.4) , HPASLfili Y 5% i 15 22 Bf 1)Ky
8.6 11 (95%CI: 6.4-NR) . i, 8l Z Hii #5322 Ui iGyT
B AIIORRAS8% (7)) , 320 2 AL SZ 1 i AT 7R
HIIORRA66% (214) -

TEVRTP I 6 R 7 16, 36 FE L/ 1Y I R 9T 5 N T
SO U P i DR AR TS A 25 SR v 3, SR RV e XF
ALKATENSCLCH I i % 78 f8 #9758, iORRAT 3K
64.3%-70%; T, VDR E IR SO e T2 A
iORRH}62.5%-70% o FEHiHEIE . B e FnAi s Je — £k
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Tab 3 Efficacy of Ensatinib and similar drugs in the treatment of ALK-positive NSCLC
Drug ORR DCR mPFS (mon) DOR (mon) iORR iDCR
Second-line therapy
Ensartinib NCT01625234 69.0% 96.6% 9.0 74 62.5% 100.0%
NCT03215693 52.0% 93.0% 9.6 NA 70.0% 98.0%
Ceritinib ASCEND-1 56.0% 74.2% 6.9 8.3 36.0% 61.0%
ASCEND-2 38.6% 771% 5.7 9.7 45.0% 80.0%
Alectinib NP28761 48.0% 80.0% 8.1 13.5 75.0% 89.0%
NP28673 50.0% 79.0% 8.9 1.2 57.0% 83.0%
AF-002JG 55.0% 90.0% NA NA 52.0% 90.0%
Brigatinib NCT01449461 62.0% NA 13.4 NA 50.0% NA
ALTA (90 mg) 45.0% 82.0% 9.2 13.8 42.0% 85.0%
ALTA (90 mg—180 mg) 54.0% 86.0% 12.9 1.1 67.0% 83.0%
Lorlatinib NCT01970865 39.0%-73.0% NA NA 7-NR 46.0%-68.0% NA
First-line therapy
Ensartinib NCT01625234 80.0% 86.7% 26.2 24.4 100.0% 100.0%
Crizotinib PROFILE 1014/1029 74.0%-87.5% 91.2% 10.9-11.1 11.3 NA NA
PROFILE 1005/1007 NA NA NA NA 18.0%-33.0%  56.0%-62.0%
Ceritinib ASCEND-1 72.0% 89.0% 18.4 17.0 63.0% 63.0%
Alectinib ALEX 82.9% 88.8% 25.7 NR 85.7% NA
Brigatinib ALTA-1L 71.0% NA NR NR 78.0% NA

DCR: disease control rate; mPFS: median progression-free survival; DOR: duration of response; iDCR: intracranial disease control rate; NA: not

available; NR: not reached.
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Fig 1 Common adverse reaction for crizotinib.
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Fig 2 Common adverse reaction for second- and third-generation ALK inhibitors. Cr: creatinine; CK: creatine kinase; GGT: y-glutamyl

transpeptadase.
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