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[ 1 ] Camidge®5 LA TAi NG JE (brigatinib) XL e J8 (crizotinib) AL (AR Mk R A (anaplastic lymphoma
kinase, ALK) #IfI55)vA 97 HIBE ALK EH P AE /NI il (non-small cell lung cancer, NSCLC) & T 3. %W 7T 45
E20184F 1 iy K 2> (World Conference on Lung Cancer, WCLC) k<> FEBEA, FHRIMIHEL K ELE Coocts L
FeE (New England Journal of Medicine, NEJM) ) . WFRGRER, {EHZANGEEITREEY, Tt s
(progression-free survival, PFS) BIEH K [ (FKFiL (not reached, NR) ws 9.81MH) 1, 124 APFSEN67% vs 43%,
SR Z (objective response rate, ORR) N71% vs 60%, HXFA74EM 55 58 B Va7 SOR EL, filNORRANT8% vs
29%, il H A7 PFSINR vs 5.6 H .

HRX T A LR TR R © REIRTT B A0 M e A v i 5 8 5 50 0 e BUE T 1R AU L 0,55, 1
ALEXHF 70 A1 35 8 Je ol LU 5 e 5 JB XU L 2R0.47 . @) EATIN 85 8 51 R IR = 30 Bl 7 J IR RS IR AR % 861%, L
ALEXHT L3R B R IR (41%) 80 1720%.
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TERZIRITALKBHENSCLC B 1) — 207 b, A0 i e Sl S84 B2 AR oe M 5 JE il W ALK BH PENSCLC 38 5 1) — £k
I7ik, AT RS R URE e RO IR YT IR R, B TSR A E T

AWy R 20184F9 H 25 H IR 4k & R 7
CHroits 22 ¢4 & ( New England Journal of
Medicine, NEJM) ) L JALTA-LIF5E A% —
KRBT A S ALTA-L1#F9E 2 XF BE1E R AT
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ALKHIHIFNAST (9 ALK FEAEE /N8 (non—
small cell lung cancer, NSCLC ) W FHAfInEJe
('brigatinib ) XJ L FEMEERJE (crizotinib ) Y T
FEHLXT BRI AR5 ( randomized controlled trial
RCT)
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1 HRE=

(0] 75 A A O g v it (anaplastic lymphoma
kinase, ALK ) i ) 555 6 fL & NSCLC Y # #
Fow L o ALKGHE P& Y 53 16 A 2 8 i ALK HE K]
KRG 5EAE , BVEOR A E o 5 Rl G R
SEEARKIENEN . FEMN KA Exon205M i1 |
FIRE SRR SR EMLA, HAB R RS FEAR L A
WHKIFSB, TFG, KLC1FIPTN3%:, ALKIELH
PRI A 104027 (Exon 20-29) , Hi
RIMALKIE A 27 Ml 58 20, DRI AG: DU sy
it W DR 3k BE Rl o7 LR AR T TR B 5, A
WA 20 ALK S A9 ATP 3 4 1 s 2 R Vi1
ikl (‘tyrosine kinase inhibitor, TKI ) n] 5EMIA4-
ALKSZARH I ATPIX BZE 4, se 4Pl ATPZY
G, PETUMREE R . HJR IR S A 2 e 2
Yk NALKTEPEN SRR RE ), 2GRk, 3
M2 . —ARALKIPHIF A RE ST . —fRALKH
il 70 e s 2, R R IR E I T B N
TKI, (HIRNAHR P USERAL, ABEE 5
BE L AR ALK R A LR B R
(alectinib ) . MM JE . Axe e fE V&2
(ensartinib ) , AU —CIEfL2= G R Esin T
BEA, AR, IXRE ST ) a7 Aok i G R B
=ARlorlatinib, J& T&REMHIF], JLF-XFFrA it
0 AR ALK 25 P 32 S35 44 J7
M. D ALKUREHSAk & T 2558748, 4k & i 2558
AN R AEAE21-255 M F b, SRlG IR E
BEEREAR2000 BT FA TR, @ ALKELEG AL
PRIPE DUB 3 o DL R ALK (5 L 48 & 1
Mif 2457, AT LA B A R0 5 AR ALK 5]
A UL BT 25 JEEAT . L1196M (SF[]5 %
A7) . C1156Y. F1174L. L1153R. D1203N,
S1206Y ., G1260A ., G1269A . 1151Tins &2G1202R
&, BAVRZEHEE R B AATER, B ABA
JUIEE, ALK Y 2L S A, B 57
PR D B PRV, K e PRI e Sy A e
KR In 259 . @ bRz Biefl, T8 ks
e s Lt

il 68 A L K575 18 55 A LUR I RS e 2%
ARG, L INSCLCINS% " AR
T W AR Y R ) IR R 58

A, AR, RS b R LAY LA
K TR IFREARKBEFZIK (epidermal growth
factor receptor, EGFR ) FH s KRASHEAS , HH
T IX S HE A EAE B AR, RUARSRAT ALK 7E

BB 2 FAB SRS B ) 948 AT REVE LU/ ANRTT
TG 2%, XS FANBURS;  ALKIIHRIFRG 7 ACR
1%, BWMZEMF (objective response rate, ORR)

FT0%; [ MR ARELRELE (anaplastic large
cell lymphoma, ALCL) . #VENLEF4EB): 40 e
(inflammatory myofibroblastic tumor, IMT ) &5y,
FAAEA/ MBI ALK B PE B

FTFPROFILE 1014FPROFILE 1029455
o e R, R E LG RIEM 4% (National
Comprehensive Cancer Network, NCCN ) e I
FEXTF ALK E HE FHE R NSCLC Y — 23R 77 R fifi
AR ZARA LK i 57 17 A& AL )7 . ORRAY
MK T74%F145% ( PROFILE 10148F5F ) , 87%
f46% ( PROFILE 102985% ) 5 JCikJ@/E A7
( progression—free survival, PFS) 410.91H#17.0
A~A (PROFILE 1029857 ) 127,

A Je & —ACALK-TKI, #HEH),
A ALK . ROST, BB RMAKE T 12K
(insulin-like growth factor 1 receptor, IGF-1R) .
FLT-3VA MEGFRRALFZ A . T ALK
(L1196M ) /EGFR (T790M ) XUHLSIATTF. Si5he
AEPeplEHIREYY, Wi

SO JE T 2 )5 1 1T EABFSEALTAWTSE R
2224 IV ALK BHE NS CLC & 10 o e 5 Je
R, HZ1: TRENL P, AZH R R Ol
e 90 mg qd, BZH 45T 0 A g Je
180 mg qd. ZHFFE BB L RSB 3 PEAG 1Y
ORR, miflit4dl ORRiLH|54%, PFSik#|16.74
A, BATER (overall survival, 0S) 15%34.1
MH o SN TR BT, MINORRA
67% , Fi NI FI2R (disease control rate,
DCR) #83% """,

2 WARFAE

M FE R TP bR 28 A BT IR Ik PRI
ERMIFEL KL AL H R B2 ERIPFS (5
ALEXANIR ) 5 REMFTL i HF5TE ALY
PFS. ORRAIOS; pJRHER: &6 B4 N
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ZAGER T b S PR 22 51 230 € [ PFS,
Z DRI A R4, SREE MRS
HiJ5) ( Food and Drug Administration, FDA ) HJ4H
KHER o X T LAPFSHE M HIFFT & 5 T
FDAZER S AT BE MR HIOUH B3t o X T IF
AR RIBIESE 2 2R A S PP 2 L 23 PEAG
PFSYER M5 2 T 808 2/ R B s 4
Mo XFRGEMRSE, W] LR IS4l I PRSHE
J FEFEA S VAN B R TE M 2H 2 ] 5 —
PEA (B B 08152 5 7 >4 7] LA T Fiig] h (7 PES 5 2
WE

FEAC TR 0T A T AL PFS 104
H, g nT UE K PFSEI164 H (HR=0.625,
@=0.05, Power=90% ) , 2 FH{THCH198, Frp
AEWUIA 40T, —38 3 Wt HHEAEAE
Hﬂ‘{ﬁﬁﬁGroup—Sequentialﬁﬂ‘o 3T, w1k

FETES0% M F A K AR T, 55 2 RTET5%H)
F L AERIEAT, 53 WREAE100% M 514 &4
AT, BT 2660 E, 194k
Ao 3R HTIofE 73 512£0.003 . 0.0187F10.044
ORI Tt Bk B T RME, 58] T YRS
B, DA SCR BT 1 A A B B 45 SRR G
o
3 #R

ZHF9E20164F4 1 —20174E8 F A4 1 48R4k
W, JEHE2756 B E AT, IR dl 13741,
XTHEAL 1386, A LR [ Hoal. E£E
IR EEMEL ( Eastern Cooperative Oncology
Group, ECOG) PF4r. FDAHLUER ALK 7
2 BRAE R AT 1 Dl SO AT 1 Fe A B g 17
o] PRI, 2750 rh IR LA I i R 1 A
81, iXHGLH }29%, X} M30% (F1) .

*1 EMmEMEEM (intention to treat, ITT ) SITEABFHEEIER

Tab.1 Baseline patient characteristics in the intention-to-treat (ITT) population

Characteristics

Brigatinib (N=137)

Crizotinib (N=138) Total (N=275)

Agelyear
Median 58
Range 27-86
Female n(%) 69 (50)
Race n(%)
Non-Asian 78 (57)
Asian 59 (43)
ECOG performance-status score (%)
Oorl 131 (96)
2 6 (4)
History of tobacco use n(%)
Never smoked 84 (61)
Former smoker 49 (36)
Current smoker 4(3)
Stage of disease at trial entry n(%)
I 8(6)
v 129 (94)
Histologic type n(%)
Adenocarcinoma 126 (92)
Adenosquamous carcinoma 3(2)
Squamous-cell carcinoma 4(3)
Large-cell carcinoma 2(1)
Other 2(1)
?1%% status assessed lgcally with the use of 123 (90)
-approved test n(%)
Brain metastases (%) 40 (29)
Previous radiotherapy to brain n(%) 18 (13)
Previous chemotherapy in patients with locally 36 (26)

advanced or metastatic disease n(%)

60 59
29-89 27-89
81 (59) 150 (55)
89 (64) 167 (61)
49 (36) 108 (39)

132 (96) 263 (96)

6(4) 12 (4)
75 (54) 159 (58)
56 (41) 105 (38)

7(5) 11(4)

12 (9) 20 (7)
126 (91) 255 (93)
137 (99) 263 (96)

1(1) 4(1)

0 4(1)

0 2(1)

0 2(1)
112 (81) 235 (85)

41 (30) 81 (29)

19 (14) 37 (13)

37 (27) 73 (27)
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PFSAAE], MR e d4ih9.81H (HR=0.45, (Eﬁf?;'}) z;;;yzag

P=0.000 1) , filn&Jed14FPFSN67%, ey, o

BRHAN43% (K1) o MM RA1FOSE R 10:"1‘"“‘“’ 98 (9.0-129) 43 (32-53)

85%, TEMBERIEL N86% ., WL MHTH, FFE I S 9]

AT T AT AL (F62) 22 %
Wi2HL I ORRAN MR 19688 [60% , £k iTAY £1 o

ORRAIHIAT6%TT3%, 2R E . X Tk é; e

R 1 585 4 ORR & Z UK PTAG ORR 43531 K 78 % Al E 0] pegey O Cmm

29%, 83%M33%, iAINAI I WAEE . JELA M % 3 & 5 © 5 B 2

R 1 BB VAR T N 2R R 53 301 R 67 % 121 % _— tmonth

(%) - e 1 1 B B 1
OSZE R AT F] . TTT A v 2H HAg 344

TS, AERALTH (12%) , s edf 1 TEHRLEPFSERAGITEEY

176 (12% ) . 14AFOSZEAINE R 41 H85%, Fig.1 Primary end point PFS showed statistically significant

differences between brigatinib group and control group

MR TR L 86%, WA AF AR E

Subgroup analysis
Subgroup No. of patients Hazard ratio for disease progression or death (95% CI)
Brigatinib  Crizotinib

Overall 137 138 —. ! 0.49 (0.33-0.74)
Agelyear !

18-64 93 95 — I 0.44 (0.26-0.74)

=65 44 43 S — 0.59 (0.30-1.18)
Gender !

Female 69 81 — | 0.44 (0.24-0.84)

Male 68 57 — ! 0.49 (0.28-0.85)
Race I

Non-Asian 78 89 — | 0.54 (0.33-0.90)

Asian 59 49 — | 0.41 (0.20-0.86)
History of tobacco use |

Never smoked 84 75 I 0.47 (0.27-0.84)

Former smoker 49 56 R ——1 0.51 (0.27-0.97)
ECOG performance-status score !

0 58 60 I 0.19 (0.06-0.55)

1 73 72 —a— 0.60 (0.37-0.98)
Brain metastases at baseline |

Yes 40 41 —— I 0.20 (0.09-0.46)

No 97 97 —— 0.72 (0.44-1.18)
Previous chemotherapy |

Yes 36 37 —e— | 0.35 (0.14-0.85)

No 101 101 : _I._ : | | 0.55 (0.34-0.88)

0.0 0.5 1.0 15 2.0
Brigatinib Better Crizotinib Better
B2 [HESH

Fig. 2 All subgroups preferred brigitinib to control group
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Tab. 2 Rates of systemic and intracranial objective response assessed by blinded independent review
Variable Brigatinib Crizotinib Odds ratio (95% CI)
Intention-to-treat population
No. of patients 137 138
Confirmed objective response
No. of patients 97 83
Percentage/% (95% CI) 71(62-78) 60(51-68) 1.59(0.96-2.62)
Complete response 7(%) 5(4) 7(5)
Partial response 7(%) 92(67) 76(55)
R(agtg(;zfcirll;racranial objective response at=1 assessment percentage/% 76(63-83) 73(65-80) 1.13(0.66-1.97)
Complete response 7(%) 9(7) 11(8)
Partial response 7(%) 95(69) 90(65)
Median duration (95% CI) of confirmed response #/month NR(NR-NR) 11.1(9.2-NR)
12-month rate (95% CI) of maintaining response 75(63-83) 41(26-54)
Patients with measurable brain metastases at baseline, as assessed by
blinded independent review
No. of patients 18 21
Confirmed intracranial objective response
No. of patients 14 6
Percentage/% (95% CI) 78(52-94) 29(11-52) 10.42(1.90-57.05)
Intracranial complete response 7(%) 2(11) 0
Intracranial partial response 1(%) 12(67) 6(29)
R(zgg ozf Cirllgracranial objective response at= 1 assessment percentage/% 83(59-96) 33(15-57) 9.29(1.88-45.85)
Intracranial complete response 7(%) 2(11) 0
Intracranial partial response 7(%) 13(72) 7(33)
Patients with any brain metastases at baseline, as assessed by blinded
independent review
No. of patients 43 47
Confirmed intracranial objective response
No. of patients 29 8
Percentage/% (95% CI) 67(51-81) 17(8-31) 13.00(4.38-38.61)
Intracranial complete response 7(%) 16(37) 2(4)
Intracranial partial response 7(%) 13(30) 6(13)
Rate of intracranial objective response at= 1 assessment percentage/% 79(64-90) 23(12-38) 16.30(5.32-49.92)
(95% CI)
Intracranial complete response 7(%) 19(44) 409)
Intracranial partial response 7(%) 13(35) 7(15)

A F B B LR AS RSO A i B
FILIF S Tt e BT, A e 3
PAERAS BN R AE R 61% , seMs B Je 40
55% . AT R 2 A A AN RSN AT JULIT
Thim . k. mfs . IREA TR, ST e
RSN B4 5 A A B g, A L L MK

BT RE. IBYS . ER . FEEKM ., fA BTt

L DL . e ke R (3R3) .

4 itig

4.1 HR#ME
SARHR=0.49, S e JE 4 FEAIK T

51% %9 o e AE T2 AR 5 BR A R AT1RY7 1Y
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Tab.3 Adverse events of any grade that differed by more than 5 percentage points in frequency between groups

[n(%) ]

Event Brigatinib (N=137) Crizotinib (N=138)

Any grade Grade=3 Any grade Grade=3
Any adverse event 132(97) 83(61) 137(100) 76(55)
Diarrhea 67(49) 2(1) 75(55) 3(2)
Increased blood creatinine kinase level 53(39) 22(16) 21(15) 2(1)
Nausea 36(26) 2(1) 77(56) 4(3)
Cough 34(25) 0 22(16) 0
Hypertension 31(23) 13(10) 10(7) 4(3)
Increased alanine aminotransferase level 26(19) 2(1) 44(32) 13(9)
Increased lipase level 26(19) 18(13) 16(12) 7(5)
Vomiting 25(18) 1(1) 54(39) 3(2)
Constipation 20(15) 0 57(42) 1(1)
Increased amylase level 19(14) 7(5) 9(7) 1(1)
Pruritus 18(13) 1(1) 6(4) 1(1)
Rash 14(10) 0 3(2) 0
Decreased appetite 10(7) 1(1) 27(20) 4(3)
Dermatitis acneiform 97) 0 2(1) 0
Dyspepsia 8(6) 0 18(13) 0
Epistaxis 8(6) 0 0 0
Bradycardia 7(5) 1(1) 17(12) 0
Peripheral edema 6(4) 1(1) 53(39) 1(1)
Dysgeusia 6(4) 0 26(19) 0
Upper abdominal pain 6(4) 1(1) 18(13) 2(1)
Pain in extremity 6(4) 0 17(12) 1(1)
Increased blood creatinine level 3(2) 0 19(14) 1(1)
Neutropenia 2(1) 0 12(9) 6(4)
Pleural effusion 2(1) 1(1) 97) 2(1)
Photopsia 1(1) 0 28(20) 1(1)
Gastroesophageal reflux disease 1(1) 0 12(9) 0
Visual impairment 0 0 22(16) 0
Deep vein thrombosis 0 0 8(6) 0

HR=0.55, BEAEATALIT 10 3 5 R IT10)7 1Y iR
HH2ZEREFE (HR=0.35) ; LA MER
R, T O A S ek ) R 2 S A W
(HR=0.20) ; BEL&IWHEBNEE, 258
i2#73 X (HR=0.72, P>0.05) .
42 ALEXAFR

ALEXHFE Y, ARG AR Je o0 Bk ve e
B . LR R B R N82.9%,
Ta R TR LA BCR N TS.5% o Xk T4 WH A i 5
kb, RBCINARCE NS %, TamEs
R B RBCRRAES0% (£4) o FEALEXHFFEIR)

Ja 8L it ot vh 3 AR e A I PFS S 34.8 1 H
SR R HAA 10440 12, ALTA-LIRFFE I
ALEX#FE T A LR LA . ALEX#FSEI
FEF A S & TR OPEFS, Z i efkyr
RHEIEM—ZN RS S, I B e s
ANREAE X o ALTA-LIBFE ) B 58 28 52l 5T
TR ZE USSR IOPES,, Z FiT il 47—k DL N 4k
¥7, DA RS AT X, HILEEHFA
SERRIE R A
43 Rt

WFFE S5 G 5 S:3R 7 1R ] BB S HOSIM 4
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Tab.4 Objective response rates in the intention-to-treat population and among patients with CNS lesions at baseline

Variable Crizotinib Alectinib
Intention-to-treat population
No. of patients n 151 152
Response

No. of patients n 114 126

Percentage/% (95% CI)
Complete response 1(%)
Partial response 7(%)
Stable disease 1(%)
Median duration (95% CI) #/month
Patients with measurable CNS lesions at baseline
No. of patients n
CNS response
No. of patients n
Percentage/% (95% CI)
CNS complete response 7(%)
Median duration of response (95% CI) #/month
Patients with measurable or non-measurable CNS lesions at baseline
No. of patients n
CNS response
No. of patients n
Percentage/% (95% CI)
CNS complete response 7(%)

Median duration of response (95% CI) #month

75.5(67.8-82.1)

82.9(76.0-88.5)

2(1) 6(4)
112(74) 120(79)
24(16) 9(6)

11.1(7.9-13.0) NE(NE)

22 21
11 17
50(28-72) 81(58-95)
1(5) 8(38)
5.2(2.1-17.3) 17.3(14.8-NE)
83(59-96) 33(15-57)
58 64
15 38
26(15-39) 59(46-71)
5(9) 29(45)
3.7(3.2-6.8) NE(17.3-NE)

NE: Not estimable

SRS, WIREHA IR U 2558
44 BHE

TEMRR JE B R AR S — SR T Y,
ARAM 550 B B 25 LA, 38— JF LRt b i
S 5 1) A LI 3] 590 S 2875 5 2 B4 00 SR R 1)
SRR 7 ALEXAIFSE FNJ-ALEXHF ST 55 A a1
TEAGH T —8WEE: FEREIRITIALKH
PENSCLCHY, —ZBUIRBE e TEITRUR & 2k 7 TH
WERT e e, il ERRATE B T,
NCCNHEm (2019.V2) F5 X TALKHEHEFH P&
HLIRYT, e mal—4aayrh, B
M —Z& ] 29t e . e . Uk
Bl e, E—Lipumziyh, RS

JEAENE TR, MR eI T o

5

it

mimEJe EALK (L1196M ) /EGFR
('T790M ) XUHE &R 254, I Hfi e 5 i o
g BEAE AR 98 255 — W MR CTH I 4
Mres e N PFSALE]vs 9.8 H (HR=0.45,
P=0.0001) , 14EPFSH67% vs 43%; 4= En] i
%, AR URERE . MRS ESFK
WIBETT AR, MEH R —Zn T B k2.
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