TIL> 1) 5 8E 30mg
T7IL2 T 5 EE 90mg

[CEH9T 5&EF

FERCERSNBRICRSIEINRVAROHE T, RBEMTEERXSHIC
RERTSLOTHY. 4RBHEEEFERALUNOEFEMICHATIZLIETE
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1.5 BEEXEREOEBREUVRAROER
151 BEXERROEE

TNFF=T (BT, &FD) 3, REES TEMRESHORESTFEETH S KE ARIAD
Pharmaceuticals, Inc. (ARIAD #1) {2 &9, (LS EIC LIRYBHTZF v b 73— 0%
AWT X 0EA»OERR ALKEEA & 22 X 5 SEMIZAI I, FlEnTF oy
xR F—FHEA (TKD THH, FFNL, ALK BABEFEAEOMBRRELET - B0
Fe/hfafEE (NSCLC) BHEICx L TE&FINRREEDR. Thbbm W EEAENR L&
BV T L, D OBEREHENERDEE L O H0 R MBITHE 2 M 2 il
ALK-TKI (ALK BEFIZ2WTHLN TO AEHOMHEEREZ A HETEARAD £ LT
BB,

152 REOFRERVAR
1.5.2.1 ALK & BETF BT NSCLC DiFHE

P8 VAR . NS & NSCLC I KB B8, £ ABNBDIENSCLC TH Y
2O 85%% SHTWALRIBlL. ALK X 2 HEREF Lica—-RFahTnaFui -
FH—EThHU, FICRABRIZESE L, RATORRLIIEV[4], NSCLC THRDIZFER
SN ALK BEF O BFEHRERIL. echinoderm microtubule-associated protein-like 4 (EML4) #{s
FL ALK FairFF—ERAAL L OREEET LD TH 73], EML4-ALK Bl&iHE T
OIERTZRLREIL . EML4A-ALK @l ElET 28 A L fo~ 7 ABRHESEMNE 2 By = iR s
[3]1%° EML4-ALK S S METFEME LEERHICBEETL N AV ooy I v T RICES
IR DFAE[S)C & W iER &z, FhLiskE, NSCLCIZBWT ALK @A LTRERY S
TARELEEZSIZE T LELDNABETHN 2PHEIN TV B6][7].

NSCLC BE 2 TO ALK Bl OMBEEIL 2%~7% L HEE SR TR Y [8][9]. 2017 £ IK
E, REXRCIEOBESED ) ORBERD BHEE S BARAD ALK @A BET Bk
NSCLC B3 2,800~10,000 il & 72 5, ALK BREAIT, FBBMNIREOBE, JERER
W ONE R AR AR T % & E (EGFR) & v-Ki-ras2 Kirsten rat sarcoma viral oncogene
homologue (KRAS) RHFEROBEFTLVEI HALND[4],

ALK &R T Bt NSCLC BB D 3 5™ 1 25 ALK-TKI #1E GRS Mg R s+ &7
HEWMEENRTWA10], F7/2. NSCLC BHEDRKK 50% TEBRORIBRICMIER AL L,
DFER, EFEOE (QOL) MET L, EFMMICEEL E X TW A1), RIGEOMIES R
EEATHEEFOATFYHE (FRE) H1~25ATHBEHEENTWAB[12][13]. LA
2T, ALK BEE BB F B NSCLC OB BV TIRERRES - be—A$ 5 2 LIk
BILEEREETHD,

1522 ALK BB TIB{E NSCLC D&HE

ALK-TKI X, ENTINECIL4A| (ZVV/F=7, 7LvoF=7, ®)F=7 L5
F=7) BERIZESNTWVWS, 20535, —RBEE LTERBSRTWD O 3H (7Y
VF=T, T F=7 v VF=T) ThH, ALK-TKIZRMNeiREREom L2 L7256
Licbon, < DEFTHELAON, E 1K (7Y /5F=7) oLz, F2iR/
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(TLvrF=7, 2)F=7) KUEIHMKR (aArFF=7) & ALK-TKIIC L 2685
B ALK FF—ERFAA L (KD) LICTHEERBELAZ EBRHFESRTWAS,

JYVF=TOMWMEERD 1 >THD L1196M ik, ALK-TKI ~D s 4 5HE4 5 45—
FH——BEFERE L TH LI, EGFR-TKI TEEETH D TTOOM (IZEHE LTS, 7
Ly FoZ 2V YF=T, P F2TOTICHTAMEERE LTabild GI1202R 2
B, FOME ) F =707 Ly Fo il T A ER GEERE SR TV A[14][15], £
7o, O ERKBBEICBNT, a7 Fo 70 R R4 B8 & LT L1256F RN S
SIIIED, GI202RHLII96M & WV o T 4 FEEOEREREFIC 2V TH o T F =7 ~0Dfit
MG ENE[16]. £, 7V Y FoT TR A RARBOEM(L, LRMEER: VI
L OMERELCD Z ERREINTRBY[17]. BAOR+H2EBITHEIC L SMEZS A5
NHZZENBELEORERBE L 2> TWVH[18],

20124E 3 AIZERBENAZZ U V' F =71, ALK Bl& B EFEM NSCLC o4 A8 H72 i
PRI CIER DIRIE(LFHRIE & O TR ERREom EE2 L6 Lz, LaL, KD
BED 1 ELRIZEIT L, ALKKD LOFMHER, H5W k2 ) YV F =7 OFRS43 20817
PEASTRHED EREE & L CORE S TW 5H119]120],

T Fo T M CORBICRIL > TERN T 2014 5 7 BICKRE SN LERERELH
T 5 ALK Bl &R FIBME NSCLC %8 L L% 12 8RB O ENSRBENT, Y9
I EFRERBREF TOEGERECESEICET A FERAB LN T o 2 Eh b,
LEFRERBRRBEENB L L, 2V Y F=T7 2w BE L5 3 AR5 J-ALEX R &
L0, FERUESEE R L Z[21].

TV F=F, 12 ) Y F =7 CRHE I ARME O ALK Bl &85 Bt o UM fE 2 i
17 - BROENHAME] 2200 R E Uiz TRIBHIE S LT 201643 BICRBENT,
T D%, ALFEFERO RV ALK fl &85 T NSCLC BF &xi& b U, {bEfkL B e
LBl 2 B L, —WIGHEE L LT 2017 £ 9 BlTRBE I his,

BAFF=TIE, 1 P A D ALK-TKI BHEED 5 ALK B 6385 F 151 NSCLC
Fabdel LIoEBRRSE 12 BRBORRPR2)1L Y. TALK Fr o3 F—FHERICER
PE AR O ALK fl& 8 EFEHEOBIRTRERET - BROIE/NHRRE) 228k 25
E LT 2018 8 9 AICHRMEFEBRMABHECESE VAZ/ERFHCEBTALI_LELE
o REE S,

H AN ORI 2 Ko LT, 50 2019 FERREZEN 1 R34 > Tid, ALK
TGRS GERFELEE) o—WiEHE LT, performance status (PS) 0-1 DIEE DVEHE
W, T 2F =7 HEROBE 1, 2EFr20ME A, LTRLE) . 20 V=7 (2A) .
U F=7 (2B) BHEINT, PS24DHEA. TL/F=T (10) BB SN, KB
FREAE & LT, —IRIEPE ALK-TKI MHE USRS O PS 0-2 1o Dl nigfi L LT, #
B ALK-TKI A7 U S F =T OF/IE, 7L 7F=7 (10) BB ESh, EFEROMEIC
HFhbT, aAFF=7 2C) XiFkVF=7 (20) PHEEENLTVWA[23],

1523 XKEOREES
ALK @A G T B NSCLC OBFEIE, ALK-TKIBEAXNEZ L TELJEELELD
D, FERRENIZIZIEE A EOBRE R ALK-TKI O —HRISFE#R T L, Y8l E o 83 chis
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BEERET, ZOLIRPHBRRESOBINE., BEO QULIZHLER LTS, —kiE
BRI KD > TR0 ALK-TKI BSMERFEETH DM, R TH RIEES L
T ALK-TKI D5 5% 5 BEORER | FRB LAV BIZETT S, ZhE TR
ALK-TKI 25 2 EEREVMHME S BEEOH 5 ALK BEFOREENEEREESATEY
FNODMHEERRE LS &, ALK-TKI W X BB RIICKD 5,

ZH LI EBERBE TR, TWEBKEE LT, £ T 0O ALK-TKI 1854 12 B4 5k
AT D7 BRI & L ¢, B4 ALK ZIRERMKRIZH T 550 R ERE
ExE L, 2F0LRHEEDR. Thobb, BOEFRAEDE (ORR) LEHINEDERL,
POMREZEEAREDR L b O T+ BB ITHE 2 A /il ALK-TKI (ALK #{mFi
DNTHOLNTWHEEDTMHERZFECHE TERHAD) MLBELENTWS, WA T,
JRfEIR ALK ZiRZEERMEITe LIEEEEZ BT 5 ALK-TKI 2 —RIGHICHERATA 2L ©, &
FEOTFHORBICDBNBBLEBIOND, TNETICZRBETELNEZTF—&1T, H 21
D ALK-TKZ 03 B FHE OB T IC ALK OFHE R ERICLA D THDLZ L &RL
TWa, FICEERT—F L LT, E2HA0 ALK-TKI Tlid, BRTFTHEITLI-EBED S
HIEITHREAR C ALK O ZIRE RN & B2 BE L S0%BIc0iE5[28], 20k 512, Ftt:
THRERICRLTHREZATIE RO ALK-TKI 2 —RBFICEAT S = 20380 f
FRURMAH S, FLTEBERI LK, METREREZRART 3 LRI, EENEEOL
WERE LI REBENRESE LD Z L&, HAVILELEDH E VD A THEED
WWEHENSREETOZENRETH D, 3L, (LEFREOHREROBFEICHID LS
(ALK-TKI & LC— B THIP2F OMEMEIEERE L LT RIBETH IS,
DoT) AMEERTIELLETHAS,

IO X DA IREER A T I SV, ALK B MR BRME NSCLC B3I BIT 5
FHOKIBREEBIZ BB EE2 LR,

1.5.3 FFOBHE
AEO, BHE., EEFERBECEHERBRIESHEEOREEFE 1531 KR LT,

1531 28

A F 30 mg FER TN 90 mg SEDIRM R UREB T B, ERE,. BECENEE, REERR
DREFEETe y POFRERTEONC HEELROBBREUCRBHFEOREICHOWVT)  (FERK 13
5 A1 Bf EEFREFESRST) RV HASHSEREESO > LA ORESIZET
HHARZAZONTICERIFE6 R 23 BF HEFES9E . FRISECH 24 8 B
EERE 0624001 B —H&E. ERISFETAI AN HAEEFE 07030048 —HRE)
CESERELE, B, BELERBFEICOWTIR, HFAAYF—va 2 ElL, &
ALEBRBREAURBRFENZYTHH L 2#ME L, £, RBRAFBERSCHEELRNE
SR ARERFO@E|, HWARBREUC—ERARERICHER L,

ETOEEEA G0mg R0 mg £2) 1%, BEHEEREE (30°C/75%RH - 36 #» H) &
UIEERER (40°C/7T5%RH - 6 # A) 2BV T, WTFhORBER LERBRICESL. EETH

=T,
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LEEMRBOMR LD KRITRHEFRE, ERERBICBVL TRN2ELEIZE
AMERERNWI Lind, TRERT—# OFEICET IV FF 40 (ER 1S 6 A3 A
EEEFFERE 0603004 5) ITETE, ThFETCHELNAEREERET—F 55, 30 mg FERT 90 mg
HEOEIRTOEDIMEZ, ThEN36 B E L,

1.5.3.2 FEERFR 5B
1.5.3.2.1 ERRER
AL, ALK ZHE TS L 3 ICAENICRF SN EF oo —ElERITHS, 7V
TF =T, inviro EWinvivo 7 vy EAIZBWT, ALKOBED Y Bk L, STATI 28D
ALK TRy 7T NEEEEO) Vb RET S, 7V 7F=713, EML4-ALK B
NPM-ALK Bl & E A £ E T A HBEERD in vitro $FELME| L, = 7 X{iTB 5 EML4-ALK
BB NSCLC EfERHE R OB % HEETFHICIH T 5, 7V 7 F=7BREICL - T, ALK
BRMEEMAETEENIIBRE L T R BWT, FUEETESE & AFHETEESE LR
B, ZYTF=2TNE, 7V F T REPIGEST LTS BE O NSCLC BB TREESR
% L1196M. G1202R R U DOMOERE T T 5O NERE EML4-ALK 2% LT,
in vitro B W invivo i&FMEERT, TV FF =703, 7 VY F=7 X0 ALK 2349 ARED)
FABPKIBICE W, TV FF=70180mg 1 B | BHEEZIL ALK RERO e 7 7 A LV EE
L. MR CERTRERRE (F 12 HRRTEREFRBWTERRECTER SN RE LT
BE) T, ZUYVF=T, TLrsF=TF ) Fo TR ABEERAMNE & OBER S LR
5 L1196M, I117IN, VI1180L, GI202R 2 D 17 L TOERE ALK 2HETZ - LM
T&ED, 7V T7F=7, 7V 7F=27 L0 b EBERFRRESEENTELCIKI VW ETHIX
o, 7V IFF=TDEETHLIRMEORBH TH S AP26123 @, ALK, IGF-1R, INSR
BEUOERB EGFRIZHTBHE, 7V FF=7 0 H ki LCRBETHL . bTn
ARV, FERREEMEERBRICBWT, 7V 7F=7It L2 BBR T B R (FigaEe
B®BT) . DIERCHT HER (OHEERCIGESMEOEL) | WRERIESTHEH (I
WHHEI) BB L MR TND,

1.5.3.2.2 W THAEHER

FHROTIL, S, B R U (ADME) 23812, VA, Ty FEGH AL
BT D —ED in vitro IR K U in vivo BRERF LR L 7=,

TN FF T A Pgp RRBCRP A FOHEM b T AR F—BHTHBIC LT, M
EPOOREEE -7, 7V FF=7 357 v PRUOTAIZBWT K7 U TS5 R %
AL, FMEMITFEE, 12 ZFEEXEE >, 7 PR AEBIT AL LT
AT EYT 4 IZPEE (8 40%~53%) Tholz, Invitro TOT Y FFoTd DT A, T
b, PAROE FMEAKESRIITEE (64.1%~73.0%) T, FME~OWRFENRLSEE S
mH oo,

In vitro RS DR E, CYP2C8 RN CYP3A4IZ7 ) FF =7 REHZE 535 =74 CYP
FFET, CYPIAS OFEEFBEMTH L LB 26N, ZOED, CYP2CS HTFCYP3A4/S
FEA R URERL, 7))V F =7 ORGUEICRES RIETEAREERS S,
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['*C] brigatinib 2 F v ROV AR ARE LEL 20T ) FF =T ORI a7 7 A
M, BESICERRTH o7, NEA FAAIZ LB AP26123 (M36) OAERRT Y FF=7D
ERFARBE Th o/, 7 ) 7 F =7 OREED MIEE EFKS T TRA O 75%~84.1%TH Y |
AP26123 13 10%3#K5 T o 7=,

Z v RO I B[C) brigatinib D PR IIHEBER TH o7 (5 v b : 87.64%.
P 166.48%) . 7 v B RBY AFEROREETERERFEROZ I EN55.74% K T 14.58%
Thol, Fv ROV ARPOREMBIZESHFEREDFNEH 5.18% KT 5.02% T,
F w MEH R TR ER S ED 2.89% TH o7,

7N 7F = 7% CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6 X i CYP3A4/5
ECLDHBEEEOEHMEERTELRZVEHEEINRDS, b MFHIEE 0.25~20 tmol/L
OWETTY FF =T R T 5 L CYPIA2 R U CYP2BG iEHER TN CYP1A2 @ mRNA B4
PERTEIIZIET L, CYP2B6 mRNA iR (F CYP3A4/S FEMEIZ DV T, ~b i o PRI
B LN, 7V ZF =711 2.5 umol/L AT O E T CYP2B6 OFWHERATH -7, 7
UZF=T &Y CYP3A4 D mRNA BlTHEERFMNICHEM L, RAFEMEAIL 1 pmol/L X
13 2.5 ymol/L TRH LAV, NIV EHAETH, BEEENMETL, L= il
PRy o

7 ) 7 F =7 1L P-gp.BCRP e NOATPIA2 DEHE Tdh A4, 0ATPIB1, OATPIB3, OATP2B],
OAT1, OAT3, OCTI1, OCT2, MATEl, MATE2K, BSEP X3 NTCP MEHE TiLih -7,
7V FF =74 in vitro TEVVEMRE L EEIRMEETRT 2 LA b, P-gp, BCRP & TF OATP1A2
DIER T ) FF =T OENBEELE{L ST D EEERENEZEZBNRD, V) FF =T 1%,
in vitro T OATP1B1. OATPIB3, QATIl. OAT3. OCT2 XX BSEP DlfisiEtE iz x4~ S HE
TER S EMEEERFRE TG ENEEL NS, —~FTT Y FF =713 P-gp,
BCRP.MATE], MATE2K T OCT1 iZx T HBERZ R L. IC EIZFEN 1.76, 10.1,
0.832, 5.19 X F 6.49 umol/L THh o7z, 7V 7 F =74k P-gp, BCRP, OCTl, MATEI K}
MATE2K 5 & FE B B R B ER 2R 7 TR H 5,

15.3.2.3 R
RFOHMRE SR BT 2 7 7 A A EH BT 570, EREHE T in vivo B
REROVE—EOFEERBREZERE Lz, 7y FRG/ EY A 2BV —REERBTHED
A BRI O EAIIR 26.69-1 KR LE, ZRbOBEHERBBLRAEBEESE R
Lo BEBREICE =4 U 2/ WRE L HIIT S e, R DIRICRS 2 SEEHHEDIERIZ T v 1
DHTH LI, PATRADNRZP o/, TOM, FEERBICIHOTHER SN TV D8I
K. Ty MNERBRICE T BB S RBERE, BT v ME - BIRREER
BT BFRICES R - BBR BN H B,

ZFy AR AR RN —RESERICBNT, TEASESESOLESBEARECST
HREEHBERIT., 7V /T =T ORKEFEAR (180mg/B) 2t b (AKA) 5L
T2 & D AUCO-24 TH D 31,130 nghe/mL LT Th -7, —FH. F v MERRIZBWTE
KR (MTD) 53R & i MG O EBE . BRI AR ThH S 180 m/B & £

FLIE b (AARA) AUCO24 0F9 3 EORER T b, 50 mglke/ R REMHICHD b
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oM NEBRED LRIV REKEERAETH S 180mgBE2HE LE e H(AAA) AUCO-24
CEEDREETRD R,

Ty PR ERWE—REERBRE TR APGI2ZI B 7Y FF =T OEERBH TH Y,
Eio, VAMBETHESFORM I0%RBEDRETHD LVIFRICESE, REMEIIMEL
THREMOFE LM S LT,

B Long-Evans ¥ v b &AW RBERBICBOW T, 7V FF =71 3RBECGIRICNT 3
WHEEFRE L2 o7, BEBLN TV IHEEERUVEERIIBI2EE T 7 74 4, B
RCIREACRAWONS Z & E e MEEEEEOIERREIZ BT 5 ICHSO HA KT A >
o8, EBE BV EEREE, BSAFMERE R U JERE R BRI ER L <
Wil 5,

1.5.3.3 BERRER

AR OBRIL, BT ALK B R IBME NSCLC # &1 iTHEM EERE L8 L L
To 55 12 THRAER (AP26113-11-101 BER) % 2011 F 9 ANLRALE, T0#%, 2 VYV F=7
W & BTRTRPRICETIT A58 D ALK @G M5 F BB NSCLC B8 % 568 & L7955 2 #
B (AP26113-13-201 3B, ALTA BB MRUVALK-TKI I L A1RER 2 ALK &R
TFEEE NSCLC B E B L UTARIE 7 UV S F =7 2 T Bl E 3 3Rk
(AP26113-13-301 3Bk, ALTA-1L3Ek) Z=Blta L., FHEF TH B, T, EHEHEEERR
ELTZhETIZHENORBRET LTINS,

ARHE, BATRZ VYV F =T R~ REFREL LTELEbL T2 Enb ) VFa
TR U THERENRAMEOBRE 208 E L THERPZER L, BEEE 50 yESLLOHE - #
HTERBEIN TS, £, ALK-TKIC EAEREREO2WEFICS L TH, BEE30 »E
PAEDE - 3 CHARBINTWS, BRERNTE—REBERE LTET L2 F =R ob b
L fEPN TS, BRRT L7 F=7X@ 7 LvrF=7L s )/ F=7ox LTER
IR & 78 > T BFEERRIT, RBBEICESWAHRTOH CORIMERHRE LT
B 2 A% (Brigatinib-2001 35k, J-ALTA RER) £#3FE L., 201842 A L v BBss L1,
D% . ALTA-IL BB (301 RE) OFRYIOPRBENT BT, ZORERBE Thok Z
&G ALK-TKI IC L HTRER R WEBE ZHH L Uiz 34— % Brigatinib-2001 B8
i,

RHFHE T, 7 VY F =T RFEED ALK Bi&8E T BYE NSCLC BH x4 5 it & 574
L 7ciEst 58 2 #A3ER (AP26113-13-201 3BR) | BETF D ALK-TKI IREE O ALK & BT
£ NSCLC B Txhd 2 i & 50 L/~ EA S 2 4835 (Brigatinib-2001 #45) . ALK-TKI
RIGHID ALK B & -E T NSCLC BF & xS L Lot g 3 #8B (AP26113-13-301 3/
B) RURAEREOHRIE UT ALK BEBETFEYE NSCLC & e THIm B R E 23
8L U 12 F85BE (AP26113-11-101 3RBR) ZEEM&ER & L,

AR OEFHEROCREEEFRN LT EBRABROMEL L TICRT,
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(1) EWNE 2 83%: (Brigatinib-2001 BER) : 7L 7 Fo 7% 1 B3I L ED ALK-TKI &
ol

2001 REBEIL, TV 7F=7 (RETVIZF=7RU7 VS F=7) MBS ICHREME &
RolBE, RUEOMO ALK-TKI 251 | AILA EOBREROH 5 BE 041z, &5
0mgQD # 7 HHIEAHFKEDHE 180 mg QD #E 0% 5 (90mg QD — 180mgQD) L
TEROFDERVCRZEEZFEMU B TH D, ZORBRIIFTEENT (201949 4 26
A5 —%hy b47) TEBMZERL, WThOoBRFERICRHLTH, &8, BEEN
FEZMDOTHENICEROSAHUGEEZRLAER, MESDOBOAL I5HFAD B,
RNZITPD E T UBRD LN TWERIL 6 BlICBE > TH Y, DOR OFEELITIE
BEREHMS R+ Thot, FOH, EEMTHICEBMAER (2020851 8 22 B
F-&hy b A7) #EBLUE, 0BT T, 2 ToMFE2ERa2ens LT
Ehi L7, LT TIE. R0 20 R0 BT O R LR L.

FEFEMTHBET LI F =T (MEF VL IF=T ROV F=7) BEERICIERE
Lo B3 47 P COERR A OIEFEIRHERUE (RECIST) 5 1.1 BUCE-S< flsr
E§FEMERS (IRC) HFEIL L BTE ORR O SHEEMIE. FTEHTICIVT 30.6%

{H1-minimax 0 2 A5 — LI L A FR%EH, 14/47 B, 95% Cl: 16.530,44.165) T Y .
BRERINCEROHDBRHERGE LN & & HIT, 95% C1 O FREESTETICHEE LM
TS 15%z LE-TEY, #FEMCERRERAELNE, 2B, BINET T
34.0% (16/47 B, 95% CI : 20.864,49.313) Thoi, T, IRCHEDFHER 2 ha—
N (DCR) X 78.7% (37/47 181, 95% CI : 64.336, 89.297) & &<, Z4#R (DOR)
0 Kaplan Meijer #&THEZE U7c P fli 11.8 # A (95% CI: 5.5, 16.4, BEEREHE o
RAEZ 1240 4 ) Thots,

E4RC, WEBHEICHT 5884 B IRCHEDEBNEHAEYE (IORR) 1T

25.0% (2/8 #. 95% CI : 3.185,65.086) , BRFEWNHEHE =1 h—3 (IDCR) (% 87.5%
(778 151, 95% CI: 47.349,99.684) & W TN HERMICERZDH AEHRET DCR 115
B, MEEAFHE (PFS) O REDHEEMIX 73 » H (95%Cl:3.7,93) . B
PEREATERI (iPFS) OO EEIIARE (95% Cl: 9.2, ki) Thol,

1 LA B> ALK-TKY VEFR B ICIEPTE ISR MAE & o 2 8F 72 6 T0 IRC HEIZ &
AHETE ORR 1 31.9% (23/72 {5, 95% CI:21.442, 43.986) . IRC ¥ > DCR 1 73.6% (53/72
ffil. 95% CI : 61.897, 83.305) Cd o7z, DOR ¢ Kaplan Meier /& CHEE L /- h i 16.4

(95% CI: 5.6, R, BT OFLMEIL 13.65 v H) Thot, TOHEATY A
A AR — b EEMRICHIER RIS 2 F O 2 1TV, IRC HIE D iORR i
21.4% (3/14 {7, 95% CI:4.658, 50.798) | iDCR I 92.9% (13/14 {5, 95% CI:66.132, 99.819)
LOTNLBEROCEROHAEYDREVCDCR B E LN, ZOEHTIL, PFS @ik
EDHEFEMIZ 7.5 » A (95% CI:5.5,9.3) | iPFS O REOHEEMEITHE (95% CI: 15.5,
FiE) Thol,

BRI B 7ot 7 7 L — TP RRA T XL BTTRIR O ALK-TKI OEIE R AR havb
LY —B L TEDHANPED NI,

7o, KRR G R OMEBRSESE LN ALK-TKI MEOHEFER (ZRER) R
ENTZ A FITOFEDEERF L E 2 A, 1441 72 IRC #)E THEE PR BREDS
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(2)

(3)

i, FEE PR B3O HALZERORERIZ, 1T17IN (122 #1) | 111718 (/1 ) . VI180L

(171 §5) . L1196M (3/3 )} . G1202del (1/1 f5l) . G1202R (1/3 f5l) Tdr -7~ (L1196M
B G1202del DEEEREZEFT D 1 HETe)

ARRBTHONIEARNOLEENET o 7 7 A ME IR ETINEBNRBTHLL LR - T
WAEEEET R T 7 A NERBTHY, HEREEE LOBEBEOBRAERD Lo
1Zs

LAk, Brigatinib-2001 BB OERN L, RFNIT L7 F =T IEREBEOBEE UL TED
T D, »ofhd ALK-TKI DERICHOAENTH A L E 2 6N, £, A3l 90 mg QD
— 180mg QD DHEIZ B EFAABEFIIBWTLARTHETH 12,

HEAME 2 FERBR (AP26113-13-201 RER) @ 27 VU V' F =7 V5%

201 RBRIE, 7V YV F o T IRRRRICEE L o o BE R BRICAKFH 90 mg QD —
180 mg QD 2 %5 LR ESHMREURLEE M LAERBR TH 5,

ZORERTO IRC HEIC L AFEFE ORR 13 56.4%., IRC ¥ > PFS O ffE O EM 1T
167 # A (95% CI: 11.6,21.4) Tdh o', 7. O PFS L, MOBEED ALK-TKI (7
LoF=Td, BVF=T aATF=T) @2 ) FoFEEERE A RS L Uit BER
BTHELRTWSPFS LR L T, LR LEW,

R— AT A CRETRELRMEBRE & H T 5 8E Gl L7 IRC ¥ EIZ L 5 iORR
1% 66.7% (12/18 $, 95% CI : 41.0, 86.7) . iPFS M REDOHEEEIL 18.5 » H (95% CI :
4.9, KiE) Thole, TOIZ b, FRENIFABNFAETICH L THEE & REOEE
BIMEER 2832 2 & BRI s,

7o AEBUTIR A 222 F 5 17 A5 & FRAT R RE A KR ST O IS S B bR, =
RERFTZDOH 46 Clriashiz, ZRERSHBEI SN 4 6149 3 FIZFEE PR 23R
BHHIL, PIERIE G1202R (1 #) . L1196M (1 1) . F1174L (1 ) Th o7,

BB THONEEEE T o 77 A A0 BbEER O, RSN EIY B
HEES (EOPE) . BEVHILIEOMgE, ROBMEThH2, FAOREE T 7 7
ANME, FANC L DIERTHELNA SR T v PR LEES, AR TH -,

HESME 3 HIRRER (AP26113-13-301 3BR) : ALK-TKI RIBHE

301 RBRIE, ALK-TKI OVEFRE DRV ALK Bl A #HE T BB NSCLC 88 2 18I R4
90mg QD — 180 mg QD 2 E L RO HF /R VL REEZ I V /F=T7 L kit 5,
F o H AMEEERBE TH A,

EEFMIER TH D BIRC HEIZL D PFS 12 1 @B QPR TR ELE (A —
NEE : 0.49; p<0.001) . 2EIE QPRSI I BE O PRI E—B LERRENES
., Eio, BRORRT 4 v PORBGENTENTE, 2 E ORI TOoNY— R
IR U< 049 THAIBENTEY (95% CI: 0.35,0.68, p<0.0001) . &FIARZ U/ F=
TEHANTPD £ EOY R &2 SINBET XD & &R L, 2 EBOSEART
TD BIRC HITFEIZ L B PFS O IAIIAKIBET 240 » A (95%CI: 185, NE) , 210
FoTHETI05A (95%Cl: 9.2,129) Thot,
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BIRC H[FEIZ K% PFS OH 77N —FRITOF R, EER2Y 77— TlR—BL T
HBEFETIZ Y S F=TBHLOLPFS AN Y AT EDRoT, FiZ, BEILVE
HEEBDONWOIRN—RFA S THERFEE2F T ABER TRIFZEERE O, R—
ATA L THERBHELZE LBEHTORAEE 2 )Y F =7 EDOPFS O — FiE
1£0.25 (95%CIL: 0.14,0.46) THY, X—RTF A ' THEBFEDORN-FEBEHTO
PFS O F— FHTH B 0.65 (95% Cl: 0.44,0.97) [CH~_NTHEIZBIFTh o, T,
TOTANEFETOTAEFRB USRS, TOTATOREBEL Y U S F=7HDPFS @
AP — FECIE 0.38 (95% C1:0.22,0.65) TH O, FET7 PT7 ATO Y — FH 0.54 (95% CI -
0.36,0.83) ITHLRTRHFTH- T,

FETE ORR %, B EFRBE T VY Fo2BIV a7 (KA 73.7%., 7V
F = TBE 61.6%., FE L pli=0.0342) , M T, AFHOEPDHENIIHEO A2V VT
=7 L0 b Rbo, KABROBDAO I B, 24 » ARETA R FOBREDENRI -
REFOHEITSINTHY, 2 VY FoTHOEDH TR 29.6%Th o7, KK
ENOFEHETLZ VY Fo7 L0 b RIBICERTEY 2 THIHEN ORR 1T AHIH
T VY F=THID G 3~4 FEM- 7, BERFEMZT ¢4 <, EORTC QLQ C30 TH
ToBEWMEICL SR EHEEE QOL b FABE TV YV FoTHIV LRI Th-o
7=

FRBETIE, 7YV F=THTPD &hofBEDEL (61 #) A PDEICIEBREN
FHEFICESWTABIBEICBIT Lis, 2 B B ORhEBTeELT, £FHE (08) oF—
FIIRAOBRETHY ., FETIEIAFEETIIFA, 7)YV Fo2oBHTTHIcRmOLNE,
BATIC X B78HE & ALK Bl &S EF B NSCLC OMENER L TWABRR 2T 25 L.,
LV RHOBHFHELT oL LTH, FEBFED OS BEATVWAZ ENREND T
EIZEWEEZEZ NS, LALARMBEL, PFS TIIFRHBPICEE» SHEENICEROH D
TERPR LI, EERUEHENTOEV ORR KUDOR Lo TV Z & A5 ALK @l
BBET B NSCLC 23§ A —IRIBHE D ALK-TKI ORIREE & L T OARF O &
T4y MR ERNT,

FRBTHZICEER ) R IBESRT, B2MET a7 7 4 A OBEDBER
TELNTZHOE—E L TUE,
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154 FETHHEXTHE. AZRUBE
FE. EEERUHEERBEBRLEE A, R 1.54-1 ISRTOEEHR. BREEVAHEER
TEEMMERFAERFELITO L L L,

#1541 MEREFHR. AERUVAR

FRIE T Y U EE 30 mg, FIEE 90 mg

FHES EFEREES () HEIRSSHFEER

PR UHE ALK B S ME T IR O WMBTRER T - BROIE/NMIERE

HEEURE BE, RAREIVSF=E LTCIRIEOmg 2 7 AREORESICL DEREL,
T, HFEELTIA 1B IS0meg 2B 0HE4 5, 28, BEOWRIECLHEE
BT 2,

1.5.5 ABEHRFORR
RANOBIICE L, LT ORENS 217> 72,

O || GEEEEnvIEeh FA Bl EREZcar
N =)
J 52 1 11 | |
I | R Y - O I
M Z oW THREZITV., TREEE,
N || EEREEEar St Ed bR EREGcard |
)
- 4 1 3 1 ] |
. -
WTHRS BT, TEARREE,

1.5.6 XEOHHREUEHHE
(1) TV o F=THRREOERDOHE

ANERNT Lo F =T OHTH-RBEIIRE LZEE, FHOFEE ORR 13 30.8%
(12/39 5], 95% CI : 17.020,47.569) THV, v FFo7 THREIN TV BHEE[24]
ERIETHT,

AT F=TORBICB T, ARBEOFEERGHMIT M8 s B/ CEHeR (7 L
TF=TOH, T T LI Farer ) VF =) 20 -RBETOFMORERITE
Dol ELIAWEEZXLNLSBEERTOFRMERE L. 2018 £ American
Society of Clinical Oncology (ASCO) Annual Meeting TREINAZOATF =T OE 2
RBRICBFINBEOI L EHORIEERT V2 F =7 Thoz 62 FIOFHIEDRE
RHR51EARDEREW 7S, RBIZBRREHZLO0, urTFF =7 0O RHE
{25 ORR 13 40.3% (95% C1: 28.1,53.6) ThH Y. AFDOFEE ORR UBINAEH : 34.0%
(95% CI1:20.864, 49.813) . EEHHT (Hl-minimax O 2 A F— D0 X AHER) 130.6%
(95% CI: 16.530,44.165) ] & I~2% &EE LITARAINEL o723, DOR (i) iz
DNTHEBRAZF=TD 5.6 78 (95%Cl: 4.2,24.4) I8 LCHEATIZ I8 3 A (95%
Cl:55,164) , PFS (MRfl) oW TikrAsF=7D55 5 A (95%Cl: 4.1,7.1)
Wt UTARAITIE 73 # A (95%C1:3.7,9.3) L DTN LEE LITEFIOFRNE» o,
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(2) 7V F =T IafREORF DR HR

(3)

7 UV F T RSO ALK A BT 5% NSCLC Z2x8 & Ui ZikigiL: L ToARSl,

BVF =T, RUT LI F o7 OEMNTENZ~ v F o 7 BRI L
(matching-adjusted indirect comparison, MAIC) # AW TEEE L -8R, A&k ) F=

T L LTS E VL PFS R UROS, T L F =T bl U THESEYIZ BV PRS 48
TRENGONDEREEN TR I N,

aNFFoT DY F =T ERE (EXP2-3A cohort, only prior crizotinib +
chemotherapy) DIEFERHE[25]1% . AHID ALTA BB O 90 mg QD — 180 mg QD B F
— & LI Ui R PFS O P REOHEEIZaALTF =T A 111 5 A (95% Cl1:8.2,
E) . FAIH 167 # B (95%CL:11.6,21.4) THYO, FHEEEZRHOFHBEN -, =
MIZE D, 7)Y F=7F%O ALK-TKI & LT, FEIXaAFF=7 L Hlik LTt
BNV PFS 395 i B ATREE SR X iz,

ALK-TKI Tt TIRE R 28 ¥ 5 BE o x4 3 R#5 0 2h #

Brigatinib-2001 FER T, AFHR S RTOMEEHEM b ZIRERBBH I 14 H5 7 5
T IRC HIFEIZ X BHEE PR 3880 DL M S ZRERFOMRIE 171N (172 #1) |
111718 (/1 @) . V1I8oL (1/1 ) | L1196M (2/2 ) . L1196M+G1202del (1/1 {5)) .
GI1202R (13 l) Th oz, #iZ, 7o F=7, 7 UVSF=7, wIVF=7DLTIT
MY HMWHERL LTHLND GI22RERL, T LI F =T RUT VI F =7 Otk
ZRELTHMOND NTIN RO VIISOL & LZBE T, IRC HE THEE PR 2558
bivic, F£72. ALK-TKI ~OMHH IR 2 FHEST 25— b ¥ —"—lEFEREL L THDS
NDLINOM ERZHF L7 BE T, 3 FlBEfCIRCHFEIC L AHE PR BB LN
T

ALTA BR T, & 222 #lth 17 fflH S FREFT4E 22 A B R S/ O EERE IS O, =
RERITIIOI L A4FITHRH SN, ZRERSBRB &N 4 5% 3 FIZHEE PR B
W B L, MERIE GI202R (1 #1) . L1196M (1 4F)) | F1174L (1 ff) T o7,

FEREERBRIZEB VT, AFNIEES O ALK-TKI Ot BEE+ 5 “REBRIZSWT, &
FLIC 1TFRIEE TEEAICHEE Lo, i, B U GI202R ° 1117IN.VI180L, L1196M
BREROWTNITH L THMAREEEREF L, 2055, VIISOL ~OMHE/ERAL=
NFF =T TREFEFIHL TV,

PLEORERED b, ALK-TKIfiftED I EREZH 35 NSCLC BFICHLTE, &
HOFDMEPEFTE D Z ERREINT,

1T F = TR ORR DR

BRI CEEME £ 41T 5 Expanded Access Program (EAP) 1284 T, ALK-TKI O#ii&H
FEDHLBEHEICH L THRIAPRBEENATEY, TOPTrATFoT7OERERHLH
FH 3T FRBEEN TV B, ADECONTOF—FZENR, ERREORT ETOH
[8 T BL7= Time to treatment discontinuation (TTD. ZEERERICIST 28GR CRAE N EH KR E
DR RPFON DAL R BEEL LT B ELRARBE L FRA M) 1175
# A (95%CIL: 447, 3R#E) THo7[26)[27]. Zhid, AL EAP CRET L7 F =7
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L% D TTD (95% CI) @ 8.72 » A (7.50, 14.93, N=111) R U V) F =7 5% D[FE 10.33
# A (8.13,13.62, N=249) LU L THEL LTECRENLOD, uATF =72l
D ALK-TKI B EZRIFEONDZ I L E2BETHE AT FoTREZOTEECE VWA
FETHSTHHENICEREOHLAFHENBLNAEEZ LN,

Fio, HEBEERETAVICBVWTCaA S F = ICMEE2RTERE LT LI25S6FER
PEE SNIED, GI202R+L1196M Lo - IR EHESEEIC>WThar T F
=7 ~OmERRE S, 2O 55, 1117IN+LI256F H 5 i GI202R+G1269A 72 K
DEBERMEICK L THRAOBEEEEIRE INE6], TN b0BEBEEREIIHTS
ARDOEEFBEER . AT F =7 EFOEFED ALK-TRUCEFME L 2o - BEFICHT 5
BRI BRI KB SN S AR H 5,

(5) —¥IEPRE L COERBDHE

BTE, ALK @& METFEBME NSCLC BEFICHT D —RBME LT, 2V VF=7, 7L
IF=T, BV FTOIERELTEEINTNS, 20357 Ly Foi3ElHos
FAERBRTI )V F =TSR E L T—BE L THEWENER PSS EZR LTS,
Eh. WEZEVA P74 O#RLHY, AR TR T LI F=TRmREHEEREN T
B[29]. Z VY F2TERBLELET LI FoT7OBAEIERBTHS ALEX RBOEE
AT (7 L7 F=THOEHRENE 186 » B) Tk, TEFHEEE Th 5 BRTEEEM
FIEO PFSIZBWT, 2 V)V F 2 L _THFELRENRDONIZ OO, hfEidskiET
Hole, BIRFEMEE Th 2 MIEGFMER S (IRC) FED PFS X7 L7 F =7 8T 25.7
HA. ZIVVFTHEHTI04 5 ATHoT (AP — Kb 1 0.53) [29][30]. ALEX B ¥
DOHE T, BRI TEERMBMEDOPFS L, TV I/ FoT8H T8 A, J U VF=THT
109 % ATHY (PF—Fik:043) | IRCHIFED PFS oW TIREH STV AV[31], 301
BB WT, —RIERE LTORFOFHERT LI/ F =T L RABELEL b, 7=,
TV F=TLEORBIZBOTE, ) F o7 BRERB TS LNy ) VF =
T TRZRLALFRIETH Y o, HECKBHESBERBR CHOWAZHETH D 750mg QD
16 450mg QD ICTFH LA TEY, ZOEARETOZET ARSLianinit, &
UARFNIEEENE < QOL DHEB L MHFETE D 2 &0 s, AT ) F=7 11 LG
WWEAINEEEZ NS,

Pl, RFUET L7 F =T HRREOCEA L LTE2ERUCREAREONTFRICH LTHLEE
FRENCEROBHADEERL, 7 VYV F=FHBERBEZBS O TEMO AKL-TKI £ 0 $—8
LTEWPFS A ohiz, £/, oW Fho ALK-TKI H#5% Th - TH—8 U THHRAEY
KEBROHIDRZTRTEZELXOLND, X5CBEFO ALK-TKI IZW#E %577 G1202R,
L1196M, I1171N, V1180L &\ o7z ALK @RF O IR ERZE 4 A NSCLC BEIZH LT
FAIDHF IR YFETE S, £/, ALK-TKIRBBEOBREIZBWTYS, 7 U VF=7 L ik
LTARBEN A —RERETHL Z EWNRENTE, BEMOBEATH, A TRD LS
BUEHDIZE A LIZEEFETHY, BRATHLARETETH- M,
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IHNEDERDRER_RATZ 4 v b~ DRI Ta 7y A NICESE  KE % ALK BHEEE
FREMEOEIBRAEE 21T « B3O NSCLC BAE T - 2Rk & LTERRIEZ
RETHIILERERLLDILEELD,

1.5.7 BEEHAI, BFEMRELUA TORRIRR
BIE., ROS! Bl & B ETFBIMEOBEE (NSCLC &) X2l LAEMEERBRIENT
EigEhTinad,
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HKEEMTE#E{SH

18 NEICETLERREEFICHTEEH

(1) HETOHETEUERRR
TYTF=7 (LUF. AR X, 2020 4 8 AKREAT, BOES 34 OFE XIIHIER T, ALK

RRE AT

Tind, Eiz,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ALUNBRIG safely and effectively. See full prescribing information

for ALUNBRIG.

ALUNBRIG® {brigatinib) tablets, for oral use
Initial U.S. Approval: 2017

eememmnmamamemansnsaanasssRECGENT MAJOR CHANGES —emememememmmeemmeemnee

Indications and Usage (1} 05/2020
Dosage and Administration {2} 05/2020
Warnings and Precautions (5) 05/2020

anmmememnnsamnenneneneeeeANDICATIONS AND USAGE

ALUNBRIG is a kinase inhibitor indicated for the treatment of adult
patients with anaplastic lymphoma kinase {ALK}-positive metastatic
non-small cell lung cancer {(NSCLC) as detected by an FDA-approved

test. {1, 2.1)

—mmmemeeeereeenn - DOSAGE AND ADMINISTRATION ---remmemeemmm e
90 mg orally once daily for the first 7 days; then increase to 180 mg

orally once daily. May be taken with or without food. (2.2)

eeememeenenenann DOSAGE FORMS AND STRENGTHS --eremememenmeemeemee

Tabtets: 180 mg, 90 mg, or 30 mg. (3)
CONTRAINDICATIONS

None. (4)

e eeee WWARNINGS AND PRECAUTIONS -snverermrasnsensnnsnnss

« |nterstitial Lung Disease (ILDYPreumaonitis: Monitor for new or

worsening respiratory symptoms, particularly during the first week of
freatment. Withhold ALUNBRIG for new or worsening respiratory

symptoms and promptly evaluate for ILD/pneumaonitis. Upon
recovery, either dose reduce or permanently discontinue
ALUNBRIG. (2.3, 5.1)

» Hypertension: Monitor blood pressure after 2 weeks and then at
least monthly during treatment. For severe hypertension, withhold
ALUNBRIG, then dose reduce or permanently discentinue, (2.3, 5.2)

« Bradycardia: Monitor heart rate and blood pressure regularly during
treatment. If symptomatic, withhold ALUNBRIG, then dose reduce or

permanently discontinue. (2.3, 5.3)
Visual Disturbance: Advise patients to report visual symptoms.

Withhold ALUNBRIG and abtain ephthalmologic evaluation, then
dose reduce or permanently discontinue ALUNBRIG. (2.3, 5.4)

Creatine Phosphokinase (CPK) Elevation: Monitor CPK levels

regularly during treatment. Based on the severity and with muscle

pain or weakness, withhold ALUNBRIG, then resume or reduce
dose. (2.3, 5.5)

= Pancreatic Enzymes Elevation: Monitor lipase and amyiase levels
regularly during treatment. Based on the severity, withhold
ALUNBRIG, then resume or reduce dose. (2.3, 5.6)

» Hyperglycemia: Assess fasting serum glucese prior 1o starting
ALUNBRIG and regutarly during treatment, If not adequately
controlled with optimal medical management, withhold ALUNBRIG,
then consider dose reduction or permanently discontinue, based on
severity. (2.3, 5.7)

« Embrvo-Fetal Toxicity: Can cause fetal harm. Advise females of
repraductive potential of the potential risk to a fetus and to use a
non-hormonal method of effective contraception. (5.8, 8.1, 8.3)

ADVERSE REACTIONS
The most commen adverse reactions (225%) with ALUNBRIG were
diarrhea, fatigue, nausea, rash, cough, myalgia, headache,
hypertension, vomiting, and dyspnea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceutical Company Limited at 1-844-A-1POINT (1-844.217-
6468) or FDA at 1-800-FDA-1088 or www_fda.gov/medwatch.

DRUG INTERACTIONS

+ CYP3A Inhibitors: Avoid coadministration of ALUNBRIG with strong
or moderate CYP3A inhibitors, If coadministration of a strong or
moderate CYP3A inhibitor is unavoidable, reduce the dose of
ALUNBRIG. (2.4, 7.1}

» CYP3A Inducers; Avoid coadministration of ALUNBRIG with strong
or moderate CYP3A inducers. if coadministration of a moderate

CYP3A inducer is unavoidable, increase the dose of ALUNBRIG.
(2.5, 7.1)

memmmmemmnenacesnanss JSE IN SPECIFIC POPULATIONS-----~rrrenrsmmasmsannen
« Hepatic Impairment: Reduce the dose of ALUNBRIG for patients
with severe hepatic impairment. (2.6, 8.6)

+ Renal impairment: Reduce the dose of ALUNBRIG for patients
with severe renal impairment. (2.7, 8.7)

» Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient fabeling.

Revised: 05/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
ALUNBRIG is indicated for the treatment of adult patients with anaplastic lymphoma kinase (ALK)-
positive metastatic non-small cell lung cancer (NSCLC} as detected by an FDA-approved test [see
Dosage and Administration (2.1)].

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection
Select patients for the treatment of metastatic NSCLC with ALUNBRIG based on the presence of ALK
positivity in tumor specimens [see Clinical Studies (14)].

Information on FDA-approved tests for the detection of ALK rearrangements in NSCLC is available at
http://iwww.fda.gov/CompanionDiagnostics.

2.2 Recommended Dosage
The recommended dosage for ALUNBRIG is:

+ 90 mg orally once daily for the first 7 days; then increase the dose to 180 mg orally once daily.
Administer ALUNBRIG until disease progression or unacceptable toxicity.

If ALUNBRIG is interrupted for 14 days or longer for reasons other than adverse reactions, resume
treatment at 90 mg once daily for 7 days before increasing to the previously tolerated dose.

ALUNBRIG may be taken with or without food. Instruct patients to swallow tablets whole. Do not
crush or chew tablets.

If a dose of ALUNBRIG is missed or vomiting occurs after taking a dose, do not administer an
additional dose and take the next dose of ALUNBRIG at the scheduled time.

2.3 Dosage Modifications for Adverse Reactions
ALUNBRIG dosage reductions for adverse reactions are summarized in Table 1.

Table 1: Recommended ALUNBRIG Dosage Reductions

Dosage Reduction
Dosage First Second Third
: . permanently *
90 mg once daily 60 mg once daily discontinue N/A
180 mg once daily 120 mg once daily 80 mg once daily 60 mg once daily

* Not applicable

Once reduced for adverse reactions, do not subsequently increase the dosage of ALUNBRIG.
Permanently discontinue ALUNBRIG if patients are unable to tolerate the 60 mg once daily dose.

Reference ID: 4612836
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Recommendations for dosage modifications of ALUNBRIG for the management of adverse reactions
are provided in Table 2.

Table 2: Recommended ALUNBRIG Dosage Modifications for Adverse Reactions

Adverse

Reaction Severity Dosage Modifications

* If new pulmonary symptoms occur during the
first 7 days of treatment, withhold
ALUNBRIG until recovery to baseline, then
resume at same dose and do not escalate to
180 mg if ILD/pneumonitis is suspected.

Grade 1 « If new pulmonary symptoms occur gfter the
first 7 days of treatment, withhold
ALUNBRIG until recovery to baseline, then
resume at same dose.

« If ILD/pneumonitis recurs, permanently
Interstitial Lung discontinue ALUNBRIG.

Disease (ILD) » if new pulmonary symptoms occur during the

{Pneumonitis first 7 days of treatment, withhold

[see Warnings ALUNBRIG until recovery to baseline.

and Resume at next lower dose (Table 1) and do

Precautions not dose escalate if ILD/pneumonitis is

(5.1)] suspected.

* If new pulmonary symptoms occur after the
first 7 days of treatment, withhold
ALUNBRIG until recovery to baseline. If
ILD/pneumonitis is suspected, resume at
next lower dose (Table 1); otherwise,
resume at same dose,

« If ILD/pneumonitis recurs, permanently
discontinue ALUNBRIG.

Permanently discontinue ALUNBRIG for
ILD/pneumonitis.

Grade 3 hypertension |« Withhold ALUNBRIG until hypertension has

Grade 2

Grade 3 or4

(SBP greater than or recovered to Grade 1 or less (SBP less than
equal to 160 mmHg or 140 mmHg and DBP less than 90 mmHg),
Hypertension DBP greater than or then resume ALUNBRIG at the same dose.
[see Warnings | equal to 100 mmHg, « Recurrence: withhold ALUNBRIG until
and medical intervention recovery to Grade 1 or less, and resume at
Precautions md;_cated, more thanone |  Laovt lower dose (Table 1) or permanently
(5.2)] antihypertensive drug, of | giscontinue treatment.

more intensive therapy
than previously used
indicated)

Reference 1D: 4612836
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Table 2: Recommended ALUNBRIG Dosage Modifications for Adverse Reactions

Adverse

K Tl g .
Reaction Severity Dosage Modifications

« Withhold ALUNBRIG until recovery to
Grade 1 or less, and resume at next lower
; dose (Table 1) or permanently discontinue
(life-threatening ( Jorp ity

treatment.
consequences, urgent . .
intervention indicated) « Recurrence: permanently discontinue

ALUNBRIG for recurrence of Grade 4
hypertension.

» Withhold ALUNBRIG until recovery to
asymptomatic bradycardia or to a resting
heart rate of 60 bpm or above.

+ If a concomitant medication known to cause
bradycardia is identified and discontinued or
dose-adjusted, resume ALUNBRIG at same
dose upon recovery to asymptomatic

Symptomatic bradycardia or to resting heart rate of

bradycardia 60 bpm or above.

« if no concomitant medication known to cause
) bradycardia is identified, or if contributing
Bradycardia concomitant medications are not

(HR less than discontinued or dose-adjusted, resume

60 bpm) ALUNBRIG at next lower dose (Table 1)
[see Warnings upon recovery to asymptomatic bradycardia

Grade 4 hypertension

and or to resting heart rate of 60 bpm or above.

Precautions - ) .

(5.3)] e Permanently discontinue ALUNBRIG if no
contributing concomitant medication is
identified.

« |f contributing concomitant medication is
Bradycardia with identified and discontinued or dose-adjusted,
life-threatening resume ALUNBRIG at next lower dose
consequences, urgent (Table 1) upon recovery to asymptomatic
intervention indicated bradycardia or to a resting heart rate of
60 bpm or above, with frequent monitoring
as clinically indicated.
» Recurrence: permanently discontinue
ALUNBRIG.

Visual . Withhold ALUNBRIG until recovery to Grade 1

Disturbance 3;?3&2&3 visual or baseline, then resume at the next lower

[see Warnings dose (Table 1).

and Grade 4 visual

Precautions i '

5.4 disturbance Permanently discontinue ALUNBRIG.

Creatine » Withhold ALUNBRIG until recovery to Grade

Phosphokinase | Grade 3 or 4 CPK

(CPK) Elevation | €levation (greater than 5 1 or less (less than or equal to 2.5 x ULN)

Refererice 1D: 4612835
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Table 2: Recommended ALUNBRIG Dosage Modifications for Adverse Reactions

Adverse
Reaction

Severity*

Dosage Modifications

[see Warnings
and
Precautions

(5.5)]

x ULN) with Grade 2 or
higher muscle pain or
weakness

CPK elevation or to baseline, then resume
ALUNBRIG at same dose.

¢ Recurrence: Withhold ALUNBRIG until
recovery to Grade 1 or less (less than or
equal to 2.5 x ULN) CPK elevation or to
baseline, then resume ALUNBRIG at the
next lower dose (Table 1).

Lipase/Amylase
Elevation

[see Warnings
and

Grade 3 lipase or
amylase elevation
(greater than 2 x ULN)

« Withhold ALUNBRIG until recovery to Grade
1 or less (less than or equal to 1.5 x ULN) or
to baseline, then resume ALUNBRIG at
same dose.

« Recurrence: Withhold ALUNBRIG unitil
recovery to Grade 1 or less (less than or
equal to 1.5 x ULN) or to baseline, then
resume ALUNBRIG at next lower dose

[see Wamnings
and
Precautions

(5.7)]

Grade 3 (greater than
250 mg/dL. or
13.9 mmol/L) or 4

g%(j?uﬂons (Table 1).
Grade 4 lipase or Withhold ALUNBRIG until recovery to Grade 1
amylase elevation or less (less than or equal to 1.5 x ULN) or to
(greater than 5 x ULN) baseline, then resume ALUNBRIG at next
lower dose (Table 1).
Hyperglycemia If adequate hyperglycemic control cannot be

achieved with optimal medical management,
withhold ALUNBRIG until adequate
hyperglycemic control is achieved and resume
at the next lower dose (Table 1) or
permanently discontinue ALUNBRIG.

Other

Grade 3

» Withhold ALUNBRIG until recovery to
baseling, then resume at same dose.

¢ Recurrence: withhold ALUNBRIG until
recovery to baseline, then resume at next
lower dose or discontinue ALUNBRIG
(Table 1).

Grade 4

« Withhold ALUNBRIG until recovery to
baseline and resume at next lower dose
(Table 1) .

¢ Recurrence: Permanently discontinue
ALUNBRIG.

bpm = beats per minute; DBP = diastolic blood pressure; HR = heart rate; SBP = systolic blood pressure;

ULN = upper limit of normal
* Graded per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.0

(NCI GTCAE v4).

Reference 1D: 46128358
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2.4 Dosage Modifications for Strong or Moderate CYP3A Inhibitors

Avoid coadministration of strong or moderate CYP3A inhibitors during treatment with ALUNBRIG [see
Drug Interactions (7.1), Clinical Pharmacology (12.3)]. If coadministration of a strong CYP3A inhibitor
cannot be avoided, reduce the ALUNBRIG once daily dose by approximately 50% (i.e. from 180 mg
to 90 mg, or from 90 mg to 60 mg). If coadministration of a moderate CYP3A inhibitor cannot be
avoided, reduce the ALUNBRIG once daily dose by approximately 40% (i.e. from 180 mg to 120 mg,
120 mg to 90 mg, or from 90 mg to 60 mg). After discontinuation of a strong or moderate CYP3A
inhibitor, resume the ALUNBRIG dose that was tolerated prior to initiating the CYP3A inhibitor.

2.5 Dosage Modifications for Moderate CYP3A Inducers

Avoid coadministration of moderate CYP3A inducers during treatment with ALUNBRIG fsee Drug
Interactions (7.1), Clinical Pharmacology (12.3)]. If coadministration of a moderate CYP3A inducer
cannot be avoided, increase the ALUNBRIG once daily dose in 30 mg increments after 7 days of
treatment with the current ALUNBRIG dose as tolerated, up to a maximum of twice the ALUNBRIG
dose that was tolerated prior to initiating the moderate CYP3A inducer.

After discontinuation of a moderate CYP3A inducer, resume the ALUNBRIG dose that was tolerated
prior to initiating the moderate CYP3A inducer.

2.6  Dosage Modifications for Patients with Severe Hepatic Impairment

Reduce the ALUNBRIG once daily dose by approximately 40% (i.e. from 180 mg to 120 mg, 120 mg
to 80 mg, or from 90 mg to 60 mg) for patients with severe hepatic impairment (Child-Pugh C) fsee
Use in Specific Populations (8.6), Clinical Pharmacology (12.3)].

2,7 Dosage Modifications for Patients with Severe Renal Impairment

Reduce the ALUNBRIG once daily dose by approximately 50% (i.e. from 180 mg to 90 mg, or from 90
mg to 60 mg) for patients with severe renal impairment [creatinine clearance (Clcr) 15 to 29 mL/min
by Cockcroft-Gault] [see Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

» 180 mg: oval, white to off-white film-coated tablets with “U13” debossed on one side and plain on
the other side

» 90 mg: oval, white to off-white film-coated tablets with "U7” debossed on one side and plain on the
other side

« 30 mg: round, white to off-white film-coated tablets with “U3” debossed on one side and plain on the
other side

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Interstitial Lung Disease (ILD)/Pneumonitis
Severe, life-threatening, and fatal puimonary adverse reactions consistent with interstitial iung
disease (ILD)/pneumonitis have occurred with ALUNBRIG.

In Trial ALTA 1L, ILD/pneumonitis occurred in 5.1% of patients receiving ALUNBRIG.
ILB/pneumonitis occurred within 8 days of initiation of ALUNBRIG in 2.9% of patients, with Grade 3 to
4 reactions occurring in 2.2% of patients.

In Trial ALTA, ILD/pneumonitis occurred in 3.7% of patients in the 90 mg group (90 mg once daily)
and 9.1% of patients in the 90—180 mg group (180 mg once daily with 7-day lead-in at 80 mg once
daily). Adverse reactions consistent with possible ILD/pneumonitis occurred within 9 days of initiation

Reference 1D: 4612836
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of ALUNBRIG (median onset was 2 days) in 6.4% of patients, with Grade 3 to 4 reactions occurring in
2.7%.

Monitor for new or worsening respiratory symptoms (e.g., dyspnea, cough, etc.), particularly during
the first week of initiating ALUNBRIG. Withhold ALUNBRIG in any patient with new or worsening
respiratory symptoms, and promptly evaluate for ILD/pneumonitis or other causes of respiratory
symptoms (e.g., pulmonary embolism, tumor progression, and infectious pneumonia). For Grade 1 or
2 ILD/pneumonitis, either resume ALUNBRIG with dose reduction according to Table 1 after recovery
to baseline or permanently discontinue ALUNBRIG. Permanently discontinue ALUNBRIG for Grade 3
or 4 ILD/pneumonitis or recurrence of Grade 1 or 2 ILD/pneumonitis fsee Dosage and Administration
(2.3), Adverse Reactions (6.1)].

5.2 Hypertension
In ALTA 1L, hypertension was reported in 32% of patients receiving ALUNBRIG; Grade 3
hypertension occurred in 13% of patients.

In ALTA, hypertension was reported in 11% of patients in the 90 mg group who received ALUNBRIG
and 21% of patients in the 90— 180 mg group. Grade 3 hypertension occurred in 5.9% of patients
overall.

Control blood pressure prior to treatment with ALUNBRIG. Monitor blood pressure after 2 weeks and
at least monthly thereafter during treatment with ALUNBRIG. Withhold ALUNBRIG for Grade 3
hypertension despite optimal antihypertensive therapy. Upon resolution or improvement to Grade 1,
resume ALUNBRIG at the same dose. Consider permanent discontinuation of treatment with
ALUNBRIG for Grade 4 hypertension or recurrence of Grade 3 hypertension fsee Dosage and
Administration (2.3), Adverse Reactions (6.1)].

Use caution when administering ALUNBRIG in combination with antihypertensive agents that cause
bradycardia fsee Warnings and Precautions (5.3)].

5.3 Bradycardia
In ALTA 1L, heart rates less than 50 beats per minute (bpm) occurred in 8.1% of patients receiving
ALUNBRIG. Grade 3 bradycardia occurred in 1 patient (0.7%).

In ALTA, heart rates less than 50 beats per minute (bpm) occurred in 5.7% of patients in the 80 mg
group and 7.6% of patients in the 90—180 mg group. Grade 2 bradycardia occurred in 1 (0.9%)
patient in the 80 mg group.

Monitor heart rate and blood pressure during treatment with ALUNBRIG. Monitor patients more
frequently if concomitant use of drug known to cause bradycardia cannot be avoided fsee Warmnings
and Precautions (5.2)].

For symptomatic bradycardia, withhold ALUNBRIG and review concomitant medications for those
known to cause bradycardia. If a concomitant medication known to cause bradycardia is identified
and discontinued or dose adjusted, resume ALUNBRIG at the same dose following resolution of
symptomatic bradycardia; otherwise, reduce the dose of ALUNBRIG following resolution of
symptomatic bradycardia. Discontinue ALUNBRIG for life-threatening bradycardia if no contributing
concomitant medication is identified [see Dosage and Administration (2.3)].

5.4 Visual Disturbance

In ALTA 1L, Grade 1 or 2 adverse reactions leading to visual disturbance including blurred vision,
photophobia, photopsia, and reduced visual acuity were reported in 7.4% of patients receiving
ALUNBRIG.

in ALTA, adverse reactions leading to visual disturbance including blurred vision, diplopia, and
reduced visual acuity, were reported in 7.3% of patients receiving ALUNBRIG in the 90 mg group and

Reference |D: 4612836
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10% of patients in the 90—180 mg group. Grade 3 macular edema and cataract occurred in 1 patient
each in the 90—180 mg group.

Advise patients to report any visual symptoms. Withhold ALUNBRIG and obtain an ophthalmologic
evaluation in patients with new or worsening visual symptoms of Grade 2 or greater severity. Upon
recovery of Grade 2 or Grade 3 visual disturbances to Grade 1 severity or baseline, resume
ALUNBRIG at a reduced dose. Permanently discontinue treatment with ALUNBRIG for Grade 4
visual disturbances fsee Dosage and Administration (2.3), Adverse Reactions (6.1)].

5.5 Creatine Phosphokinase (CPK} Elevation

In ALTA 1L, creatine phosphokinase (CPK) elevation occurred in 81% of patients who received
ALUNBRIG. The incidence of Grade 3 or 4 CPK elevation was 24%. Dose reduction for CPK
elevation occurred in 15% of patients.

In ALTA, CPK elevation occurred in 27% of patients receiving ALUNBRIG in the 90 mg group and
48% of patients in the 90 mg—180 mg group. The incidence of Grade 3-4 CPK elevation was 2.8% in
the 90 mg group and 12% in the 90—180 mg group.

Dose reduction for CPK elevation occurred in 1.8% of patients in the 80 mg group and 4.5% in the
90—180 mg group.

Advise patients to report any unexplained muscle pain, tenderness, or weakness. Monitor CPK levels
during ALUNBRIG treatment. Withhold ALUNBRIG for Grade 3 or 4 CPK elevation with Grade 2 or
higher muscle pain or weakness. Upon resolution or recovery to Grade 1 CPK elevation or baseline,
resume ALUNBRIG at the same dose or at a reduced dose as described in Table 2 [see Dosage and
Administration (2.3), Adverse Reactions (6.1)].

5.6 Pancreatic Enzymes Elevation

In ALTA 1L, amylase elevation occurred in 52% of patients and Grade 3 or 4 amylase elevation
occurred in 6.8% of patients. Lipase elevations occurred in 59% of patients and Grade 3 or 4 lipase
elevation occurred in 17% of patients.

In ALTA, amylase elevation occurred in 27% of patients in the 30 mg group and 39% of patients in
the 80— 180 mg group. Lipase elevations occurred in 21% of patients in the 90 mg group and 45% of
patients in the 90—180 mg group. Grade 3 or 4 amylase elevation occurred in 3.7% of patients in the
90 mg group and 2.7% of patients in the 90—180 mg group. Grade 3 or 4 lipase elevation occurred in
4.6% of patients in the 90 mg group and 5.5% of patients in the 90—180 mg group.

Monitor lipase and amylase during treatment with ALUNBRIG. Withhold ALUNBRIG for Grade 3 or 4
pancreatic enzyme elevation. Upon resolution or recovery to Grade 1 or baseline, resume ALUNBRIG
at the same dose or at a reduced dose as described in Table 2 [see Dosage and Administration (2.3),
Adverse Reactions (6.1)].

5.7 Hyperglycemia

In ALTA 1L, 56% of patients who received ALUNBRIG experienced new or worsening hyperglycemia.
Grade 3 hyperglycemia, based on laboratory assessment of serum fasting glucose levels, occurred in
7.5% of patients.

In ALTA, 43% of patients who received ALUNBRIG experienced new or worsening hyperglycemia.
Grade 3 hyperglycemia, based on laboratory assessment of serum fasting glucose levels, occurred in
3.7% of patients. Two of 20 (10%) patients with diabetes or glucose intolerance at baseline required
initiation of insulin while receiving ALUNBRIG.

Assess fasting serum glucose prior to initiation of ALUNBRIG and monitor periodically thereafter.
Initiate or optimize antihyperglycemic medications as needed. If adequate hyperglycemic control
cannot be achieved with optimal medical management, withhold ALUNBRIG unti adequate

hyperglycemic control is achieved and consider reducing the dose of ALUNBRIG as described in
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Table 1 or permanently discontinuing ALUNBRIG [see Dosage and Administration (2.3), Adverse
Reactions (6.1)].

5.8 Embryo-Fetal Toxicity

Based on its mechanism of action and findings in animals, ALUNBRIG can cause fetal harm when
administered to pregnant women. There are no clinical data on the use of ALUNBRIG in pregnant
women. Administration of brigatinib to pregnant rats during the period of crganogenesis resulted in
dose-related skeletal anomalies at doses as low as 12.5 mg/kg/day (approximately 0.7 times the
human exposure by AUC at 180 mg once daily), as well as increased post-implantation loss,
malformations, and decreased fetal body weight at doses of 25 mg/kg/day (approximately 1.26 times
the human exposure at 180 mg once daily) or higher.

Advise women of the potential risk to a fetus. Advise females of reproductive potential to use effective
non-hormonal contraception during treatment with ALUNBRIG and for at least 4 months following the
final dose. Advise males with female partners of reproductive potential to use effective contraception
during treatment and for at least 3 months after the last dose of ALUNBRIG [see Use in Specific
Populations (8.1, 8.3), Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the prescribing
information:

Interstitial Lung Disease (ILD)/Pneumonitis [see Warnings and Precautions (5.1)]
Hypertension [see Warnings and Precautions (5.2)]

Bradycardia [see Warnings and Precautions (5.3)]

Visual Disturbance [see Warnings and Precautions (5.4)]

Creatine Phosphokinase (CPK) Elevation fsee Warnings and Precautions (5.5)]
Pancreatic Enzymes Elevation [see Warnings and Precautions (5.6)]
Hyperglycemia [see Warnings and Precautions (5.7)]

e & & o & 0

6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

Advanced ALK-positive NSCLC Without Prior ALK-targeted Therapy

tn ALTA 1L, the safety of ALUNBRIG was evaluated in 136 patients with advanced ALK-positive
NSCLC who had not previously received an ALK-targeted therapy fsee Clinical Studies (14)]. The
median duration of treatment with ALUNBRIG when administered as 90 mg orally once daily for the
first 7 days; then increased to 180 mg orally once daily, was 24.3 months. A total of 106 (78%)
patients were exposed to ALUNBRIG for greater than or equal to 6 months including 92 (68%)
patients exposed for greater than or equal to 1 year. The median relative dose intensity was 97% for
ALUNBRIG.

The study population (N = 275) characteristics were: median age 59 years (range: 27 to 89), age less
than 65 years (68%), female (55%), White (59%), Asian (39%), Stage |V disease (93%), NSCLC
adenocarcinoma histology (96%}, never smoker (58%), ECOG Performance Status (PS) 0 or 1
(95%), and CNS metastases at baseline (30%) [see Clinical Studies (14)].

Serious adverse reactions occurred in 33% of patients receiving ALUNBRIG. The most common
serious adverse reactions were pneumonia (4.4%), ILD/pneumonitis (3.7%), pyrexia (2.9%), dyspnea
(2.2%), pulmonary embolism (2.2%}), and asthenia (2.2%). Fatal adverse reactions occurred in 2.9%
of patients and included pneumonia (1.5%), cerebrovascular accident (0.7%), and multiple organ
dysfunction syndrome (0.7%).
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In ALTA 1L, 13% of patients receiving ALUNBRIG permanently discontinued ALUNBRIG for adverse
reactions. The most frequent adverse reactions that led to discontinuation were ILD/pneumonitis
(3.7%) and pneumonia {2.2%).

In ALTA 1L, 38% of patients required a dose reduction due to adverse reactions. The most common
adverse reaction that led to dose reduction was increased creatine phosphokinase (15%), increased
lipase (6.6%), increased amylase (4.4%), increased aspartate aminotransferase (2.2%),
ILD/pneumonitis (2.2%) and hypertension (2.2%).

Table 3 and Table 4 summarize the common adverse reactions and laboratory abnormalities
observed in ALTA 1L.
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Table 3: Adverse Reactions in 210% (Al Grades*) or 22% (Grades 3-4) of Patients by Arm in ALTA 1L (N = 273)

ALUNBRIG Crizotinib
N=136 N =137
All Grades Grades 3-4 All Grades Grades 3-4
Adverse Reactions (%) (%) (%) (%)

Gastrointestinal Disorders

Diarrhea 53 2.2 57 29

Nausea 30 2.2 58 29

Abdominal pain® 24 0.7 33 3.6

Vomiting 21 0.7 44 2.2

Constipation 18 0 42 o

Stomatitis* 13 0.7 8.8 0

Dyspepsia 8 0 16 0.7

Gastroesophageal reflux disease 0.7 0 11 0
Skin And Subcutaneous Tissue Disorders

Rash$ 40 2.9 17 0

Pruritus? 20 0.7 5.8 0.7
Respiratory, Thoracic And Mediastinal
Disorders

Cough 35 0 20 0

Dyspnea* 25 2.9 229 3.6

|ILB/Pneumonitis 5.1 2.9 2.2 0.7

Pulmonary embolism 2.2 2.2 5.8 29
Vascular Disorders

Hypertension® 32 13 8 29
General Disorders And Administration Site

Fatiguef 32 1.5 40 2.2

Edema? 18 0.7 48 0.7

Pyrexia 15 0.7 15 0]
Musculoskeletal And Connective Tissue
Disorders

Myalgia¢ 28 0 23 0

Back pain 21 0.7 17 1.5

Arthralgia 14 0 12 0

Pain in extremity 5.1 0 15 0.7
Nervous System Disorders

Headache?® 22 2.2 17 0

Dizziness 15 0.7 20 0.7

Peripheral neuropathy® 11 0.7 18 0

Dysgeusia 2.9 0] 14 0
Investigations

Increased Blood cholesterol? 13 0 0.7 0
Cardiac Disorders

Bradycardia® 12 0.7 23 0
Infections and Infestations

Pneumonia® 158 5.1 6.6° 2.9

Upper respiratory tract infection®® 12 0 10 0

Nasopharyngitis 8 0 11 0
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Urinary tract infection 5.9 0.7 8.8 2.2
Metabolism And Nutrition Disorders

Decreased Appetite 8.8 0.7 19 2.9
Eye Disorders

Visual Disturbance®® 7.4 0] 53 0.7

* Per National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE) version 4.03

T Includes abdominal discomfort, abdominal distension, abdominal pain, abdominal pain lower, abdominal pain
upper, and epigastric discomfort

* Includes aphthous ulcer, mouth ulceration, oral mucosal blistering and stomatitis

§ Includes dermatitis, dermatitis acneiform, dermatitis bullous, dermatitis contact, drug eruption, erythema, palmar-plantar
erythrodysesthesia syndrome, rash, rash erythematous, rash macular, rash maculo-papular, rash papular, rash pruritic,
rash pustular, toxic skin eruption, urticaria

Tincluded pruritus, allergic pruritus, and generalied pruritus
* Include dyspnea and exertional dyspnea

P Includes hypertension and systolic hypertension

# Includes asthenia and fatigue

# Includes angioedema, eye swelling, eyelid edema, face edema, generalized edema, lip swelling, peripheral edema,
periorbital edema, peripheral swelling, skin swelling, swelling and swelling face

¢ Includes muscle spasms, muscle twitching, musculoskeletal discomfort, musculoskeletal pain, and myalgia
% Includes headache and migraine

¢ Includes burning sensation, dysesthesia, hyperesthesia, hypoesthesia, neuralgia, peripheral neuropathy, paraesthesia,
peripheral sensory neuropathy and polyneuropathy

¥ Includes blood cholesterol increased, hypercholesterolaemia

£ Includes bradycardia, heart rate decreased, sinus bradycardia

¥ Includes lower respiratory tract infection, lung infection, pneumonia, aspiration pneumonia, and cryptococcal pneumonia
OF Includes upper respiratory tract infection and viral upper respiratory tract infection

°® Includes cataract, glaucoma, hypermetropia, night blindness, papilloedema, photophobia, photopsia, blurred vision,
reduced visual acuity, visual field defect, visual impairment, and vitreous floaters

® Includes Grade 5 events
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Table 4: Laboratory Abnormalities in 220% (All Grades*) of Patients by Arm in ALTA 1L (N = 273)
ALUNBRIG Crizotinib
N = 136** N =137+
All Grades Grades 3-4 All Grades Grades 3-4
Laboratory Abnormality (%) (%) (%) {%)
Chemistry
Increased creatine phosphokinase 81 24 68 4.8
Increased aspartate aminotransferase 72 4.5 70 5.2
Increased lipase 59 17 36 0.8
Hyperglycemiat 56 7.5 37 3.7
increased alanine aminctransferase 52 5.2 77 13
Increased amylase 52 6.8 25 3
Decreased phosphorous 41 3.7 39 8
increased alkaline phosphatase 36 3 49 1.5
Increased creatinine 25 0 33 g
Potassium increased 24 1.5 31 3.7
Increased calcium 22 0 1.5 0
Decreased magnesium 21 0 6.9 0
Decreased albumin 15 0.8 52 3.7
Decreased calcium 15 0 67 1.5
Hematology
Hemoglobin decreased 41 2.3 36 1.5
Lymphocyte count decreased 42 9.3 30 5.4
Neutrophil count decreased 12 0] 34 6.8

* Per CTCAE version 4.03

** Denominator for each laboratory parameter may vary and is defined as the number of patients who had both, baseline and post-
baseline test

1 Elevated blood insulin was also observed in both arms

ALK-positive Advanced or Metastatic NSCLC Previously Treated with Crizotinib

The safety of ALUNBRIG was evaluated in 219 patients with locally advanced or metastatic ALK-
positive NSCLC who received at least 1 dose of ALUNBRIG in ALTA after experiencing disease
progression on crizotinib. Patients received ALUNBRIG 90 mg once daily continuously (30 mg group)
or 90 mg once daily for 7 days followed by 180 mg cnce daily (30—180 mg group). The median
duration of treatment was 7.5 months in the 90 mg group and 7.8 months in the 90180 mg group. A
total of 150 (68%) patients were exposed to ALUNBRIG for greater than or equal to 8 months and 42
{19%) patients were exposed for greater than or equal to 1 year.

The study population (N=222) characteristics were: median age 54 years (range: 18 to 82), age less
than 65 years (77%), female (57%), White (67%), Asian (31%), Stage |V disease (98%), NSCLC
adenocarcinoma histology (97%), never or former smoker (95%), ECOG Performance Status (PS)
0 or 1 (93%), and CNS metastases at baseline (69%) [see Clinical Studies (14)].

Serious adverse reactions occurred in 38% of patients in the 90 mg group and 40% of patients in the
90—180 mg group. The most common serious adverse reactions were pneumonia (5.5% overall,
3.7% in the 80 mg group, and 7.3% in the 80—180 mg group) and ILD/pneumonitis (4.6% overall,
1.8% in the 90 mg group and 7.3% in the 90—180 mg group). Fatal adverse reactions occurred in
3.7% of patients and consisted of pneumonia (2 patients), sudden death, dyspnea, respiratory failure,
pulmonary embolism, bacterial meningitis and urosepsis (1 patient each).
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In ALTA, 2.8% of patients in the 80 mg group and 8.2% of patients in the 90—180 mg group
permanently discontinued ALUNBRIG for adverse reactions. The most frequent adverse reactions
that led to discontinuation were ILD/pneumonitis (0.9% in the 90 mg group and 1.8% in the
90—180 mg group) and pneumonia (1.8% in the 90—180 mg group only).

In ALTA, 14% of patients required a dose reduction due to adverse reactions (7.3% in the 90 mg
group and 20% in the 90—180 mg group). The most common adverse reaction that led to dose
reduction was increased creatine phosphokinase for both regimens (1.8% in the 90 mg group and
4.5% in the 90~»180 mg group).

Table 5 and Table 6 summarize the common adverse reactions and laboratory abnormalities
observed in ALTA.
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Table 5: Adverse Reactions in 210% (All Grades*) or 22% {Grades 3-4) of Patients by Dose Group in ALTA

{N=219)
90 mg once daily 90180 mg once daily
N =109 N =110
All Grades Grades 3-4 All Grades Grades 3-4
Adverse Reactions (%) (%) (%) {%)

Gastrointestinal Disorders

Nausea 33 0.9 40 0.9

Diarrhea 19 0 38 0]

Vomiting 24 1.8 23 0

Constipation 19 0.9 15 0

Abdominal Paint 17 0 10 0
General Disorders And Administration Site
Conditions

Fatigue* 29 1.8 36 0

Pyrexia 14 0 8.4 0.9
Respiratory, Thoracic And Mediastinal
Disorders

Cough 18 0 34 0

Dyspnea$ 27 2.8 21 1,88

ILD/Pneumonitis 3.7 1.8 9.1 2.7

Hypoxia 0.8 0 27 2.7
Nervous System Disorders

Headache! 28 0 27 0.9

Peripheral Neuropathy® 13 0.9 13 1.8
Skin And Subcutaneous Tissue Disorders

RashP 15 1.8 24 3.6
Vascular Disorders

Hypertension 11 5.5 21 6.4
Musculoskeletal And Connective Tissue
Disorders

Muscle Spasms 12 0 17 0]

Back pain 10 1.8 15 1.8

MyalgiaP 9.2 0 15 0.9

Arthralgia 14 0.9 14 0

Pain in extremity 11 0 3.6 0.9
Metabolism And Nutrition Disorders

Decreased Appetite 22 0.9 15 0.9
Eye Disorders

Visual Disturbance? 7.3 0 10 0.9
Infections

Pneumaonia 46 2.8¢ 10 5.5%
Psychiatric Disorders

Insomnia 11 0] 7.3 0

* Per National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE) version 4.0

T Includes abdominal distension, abdominal pain, and epigastric discomfort

¥ Includes asthenia and fatigue
§ Includes dyspnea and exertional dyspnea
TIncludes headache and sinus headache

* Includes peripheral sensory neuropathy and paresthesia
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? Includes acneiform dermatitis, exfoliative rash, rash, pruritic rash, and pustular rash
# Includes musculoskeletal pain and myalgia

? Includes diplopia, photophobia, blurred vision, reduced visual acuity, visual impairment, vitreous floaters, visual field
defect, macular edema, and vitreous detachment

& Includes one Grade 5 event

Table 6: Laboratory Abnormalities in 220% (All Grades*) of Patients by Regimen in ALTA (N = 219)
90 mg once daily 90—130 mg once daily
N=109 N=110
All Grades Grades 3-4 All Grades Grades 3-4
Laboratory Abnormality {%) (%) {%) (%)
Chemistry
Increased aspartate aminotransferase 38 0.9 65 0
Hyperglycemia® 38 3.7 49 3.6
Increased creatine phosphokinase 27 2.8 48 12
Increased lipase 21 46 45 5.5
Increased alanine aminotransferase 34 0 40 2.7
Increased amylase 27 3.7 39 2.7
Increased alkaline phosphatase 15 0.9 29 0.9
Decreased phosphorous 15 1.8 23 3.6
Prolonged activated partial
thromb%plastin time P 22 18 20 0.9
Hematology
Anemia 23 0.9 40 0.9
Lymphopenia 19 2.8 27 4.5

* Per CTCAE version 4.0
1 Elevated blood insulin was alse observed in both regimens

Other Adverse Reactions from Multiple Clinical Trials

In a pooled clinical trial population consisting of three studies with 274 patients treated with
ALUNBRIG at the recommended dose, the following adverse reactions and laboratory abnormalities
were reported: white blood cell count decreased (28%), hyponatremia (20%), hypokalemia (19%),
decreased platelet count (10%), dry skin (4.7%), pain (3.3%), and musculoskeletal stiffness (1.1%).

7 DRUG INTERACTIONS

7.1  Effect of Other Drugs on ALUNBRIG

Strong or Moderate CYP3A Inhibitors

Coadministration of ALUNBRIG with a strong or moderate CYP3A inhibitor increased brigatinib
plasma concentrations, which may increase the incidence of adverse reactions [see Clinical
Pharmacology (12.3)]. Avoid coadministration of ALUNBRIG with strong or moderate CYP3A
inhibitors. If coadministration of strong or moderate CYP3A inhibitors cannot be avoided, modify dose
as recommended fsee Dosage and Administration (2.4)].

Strong or Moderate CYP3A Inducers

Coadministration of ALUNBRIG with a strong or moderate CYP3A inducer decreased brigatinib
plasma concentrations, which may decrease the efficacy of ALUNBRIG [see Clinical Pharmacology
(12.3)]. Avoid coadministration of ALUNBRIG with strong or moderate CYP3A inducers. If
coadministration of moderate CYP3A inducers cannot be avoided, modify dose as recommended
[see Dosage and Administration (2.5)].
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7.2  Effect of ALUNBRIG on Other Drugs

CYP3A Substrates

Brigatinib may decrease the concentrations of sensitive CYP3A substrates. Coadministration of
ALUNBRIG with CYP3A substrates, including hormonal contraceptives, can result in decreased
concentrations and loss of efficacy of sensitive CYP3A substrates [see Use in Specific Populations

(8.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on its mechanism of action and findings in animals, ALUNBRIG can cause fetal harm when
administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no clinical data on
the use of ALUNBRIG in pregnant women. Administration of brigatinib to pregnant rats during the
period of organogenesis resulted in dose-related skeletal anomalies at doses as low as

12.5 mg/kg/day (approximately 0.7 times the human exposure by AUC at 180 mg once daily) as well
as increased post-implantation loss, malformations, and decreased fetal body weight at doses of

25 mg/kg/day (approximately 1.26 times the human exposure at 180 mg once daily) or greater (see
Data). Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

In an embryo-fetal development study in which pregnant rats were administered daily doses of
brigatinib during organogenesis, dose-related skeletal (incomplete ossification, small incisors) and
visceral anomalies were observed at doses as low as 12.5 mg/kg/day (approximately 0.7 times the
human exposure by AUC at 180 mg once daily). Malformations observed at 25 mg/kg/day
(approximately 1.26 times the human AUC at 180 mg once daily) included anasarca (generalized
subcutaneous edema), anophthalmia (absent eyes), forelimb hyperflexion, small, short and/or bent
limbs, multiple fused ribs, bent scapulae, omphalocele (intestine protruding into umbilicus), and
gastroschisis (intestines protruding through a defect in the abdominal wall) along with visceral
findings of moderate bilateral dilatation of the lateral ventricles.

8.2 Lactation

Risk Summary

There are no data regarding the secretion of brigatinib in human milk or its effects on the breastfed
infant or milk production. Because of the potential for adverse reactions in breastfed infants, advise
lactating women not to breastfeed during treatment with ALUNBRIG and for 1 week following the final
dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating ALUNBRIG [see Use in
Specific Populations (8.1)].

Contraception
ALUNBRIG can cause fetal harm {see Use in Specific Populations (8.1)].

Females
Advise females of reproductive potential to use effective non-hormonal contraception during
treatment with ALUNBRIG and for at least 4 months after the final dose. Counsel patients to use a
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non-hormonal method of contraception since ALUNBRIG can render some hormonal contraceptives
ineffective [see Drug Interactions (7.2)].

Males

Because of the potential for genotoxicity, advise males with female partners of reproductive potential
to use effective contraception during treatment with ALUNBRIG and for at least 3 months after the
final dose [see Nonclinical Toxicology (13.1)].

Infertility
Based on findings in male reproductive organs in animals, ALUNBRIG may cause reduced fertility in

males [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use
The safety and effectiveness of ALUNBRIG in pediatric patients have not been established.

8.5 Geriatric Use

Of the 359 patients enrolled in the ALTA 1L ALUNBRIG arm and in ALTA, 26.7% were 65 and older
and 7.5% were 75 and older. No overall differences in safety or effectiveness were observed between
patients 265 years and younger patients.

8.6 Hepatic Impairment

No dose adjustment is recommended for patients with mild hepatic impairment (Child-Pugh A) or
moderate hepatic impairment (Child-Pugh B). Reduce the dose of ALUNBRIG for patients with severe
hepatic impairment (Child-Pugh C) [see Dosage and Administration (2.6), Clinical Pharmacofogy
(12.3)].

8.7 Renal impairment

No dose adjustment is recommended for patients with mild or moderate renal impairment [creatinine
clearance (Clcr) 30 to 89 mL/min by Cockcroft-Gauit]. Reduce the dose of ALUNBRIG for patients
with severe renal impairment (Clecr 15 to 29 mL/min) {see Dosage and Administration (2.7), Clinical
Pharmacology (12.3)].

11 DESCRIPTION

Brigatinib is a kinase inhibitor. The chemical name for brigatinib is 5-chloro-N4-[2-
(dimethylphosphoryl)phenyll-N2-{2-methoxy-4-[4-(4-methylpiperazin-1-yl)piperidin-1-
yllphenyl}pyrimidine-2,4-diamine. The molecular formula is C2sH39CIN7O2P which corresponds to a
formula weight of 584.10 g/mol. Brigatinib has no chiral centers. The chemical structure is shown

below:
cl
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Brigatinib is an off-white to beige/tan solid. The pKas were determined to be: 1.73 + 0.02 (base),
3.65 £ 0.01 (base), 4.72 + 0.01 (base), and 8.04 £ 0.01 (base).

ALUNBRIG is supplied for oral use as film-coated tablets containing 180 mg, 90 mg or 30 mg of
brigatinib and the following inactive ingredients: lactose monohydrate, microcrystalline cellulose,
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sodium starch glycolate (Type A), magnesium stearate, and hydrophobic colloidal silica. The tablet
coating consists of talc, polyethylene glycol, polyvinyl alcohol, and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Brigatinib is a tyrosine kinase inhibitor with in vitro activity at clinically achievable concentrations
against multiple kinases including ALK, ROS81, insulin-like growth factor-1 receptor (IGF-1R), and
FLT-3 as well as EGFR deletion and point mutations. Brigatinib inhibited autophosphorylation of ALK
and ALK-mediated phosphorylation of the downstream signaling proteins STAT3, AKT, ERK1/2, and
S6 in in vitro and in vivo assays. Brigatinib also inhibited the in vitro proliferation of cell lines
expressing EML4-ALK and NPM-ALK fusion proteins and demonstrated dose-dependent inhibition of
EML4-ALK-positive NSCLC xenograft growth in mice.

At clinically achievable concentrations (<500 nM), brigatinib inhibited the in vitro viability of celis
expressing EML4-ALK and 17 mutant forms associated with resistance to ALK inhibitors including
crizotinib, as well as EGFR-Del (E746-A750), ROS1-L2026M, FLT3-F691L, and FLT3-D835Y.
Brigatinib exhibited in vivo antitumor activity against 4 mutant forms of EML4-ALK, including G1202R
and L.1196M mutants identified in NSCLC tumors in patients who have progressed on crizotinib.
Brigatinib also reduced tumor burden and prolonged survival in mice implanted intracranially with an
ALK-driven tumor cell line.

12.2 Pharmacodynamics
Brigatinib exposure-response relationships and the time course of the pharmacodynamic response
are unknown.

Cardiac Electrophysiology
The QT interval prolongation potential of ALUNBRIG was assessed in 123 patients following once

daily ALUNBRIG doses of 30 mg (0.16 times the recommended dose of 180 mg) to 240 mg (1.3
times the recommended dose of 180 mg). ALUNBRIG did not prolong the QT interval to a clinically
relevant extent.

12.3 Pharmacokinetics

The geometric mean (CV%) steady-state maximum concentration (Cmax) of brigatinib at ALUNBRIG
doses of 90 mg and 180 mg once daily was 552 (49%) ng/mL and 1452 (60%) ng/mL, respectively,
and the corresponding area under the concentration-time curve (AUCo.tau) was 8165 (45%) ng-h/mL
and 20276 (62%) ng-h/mL. After a single dose and multiple dosing of ALUNBRIG, systemic exposure
of brigatinib was dose proportional over the dose range of 60 mg (0.3 times the recommended dose
of 180 mg) to 240 mg (1.3 times the recommended dose of 180 mg) once daily. The mean
accumulation ratio after repeat dosing was 1.9 to 2.4.

Absorption
Following administration of single oral doses of ALUNBRIG of 30 mg to 240 mg, the median time to

peak concentration (Tmax) ranged from 1 to 4 hours.

Effect of Food

Brigatinib Cmax was reduced by 13% with no effect on AUC in healthy subjects administered
ALUNBRIG after a high fat meal (approximately 920 calories, 58 grams carbohydrate, 59 grams fat
and 40 grams protein) compared to the Cmax and AUC after overnight fasting.

Distribution

Brigatinib is 91% bound to human plasma proteins and the binding is not concentration-dependent.
The blood-to-plasma concentration ratio is 0.69. Following oral administration of ALUNBRIG 180 mg
once daily, the mean apparent volume of distribution (VzF) of brigatinib at steady-state was 307 L.
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Elimination
Following oral administration of ALUNBRIG 180 mg once daily, the mean apparent oral clearance
(CL/F) of brigatinib at steady-state is 8.9 L/h and the mean plasma elimination half-life is 25 hours.

Metabolism

Brigatinib is primarily metabolized by CYP2C8 and CYP3A4 in vitro. Following oral administration of a
single 180 mg dose of radiolabeled brigatinib to healthy subjects, N-demethylation and cysteine
conjugation were the two major metabolic pathways. Unchanged brigatinib (92%) was the major
circulating radioactive component.

Excretion

Following oral administration of a single 180 mg dose of radiolabeled brigatinib to healthy subjects,
65% of the administered dose was recovered in feces and 25% of the administered dose was
recovered in urine. Unchanged brigatinib represented 41% and 86% of the total radioactivity in feces
and urine, respectively.

Specific Populations
Age, race, sex, body weight, and albumin concentration have no clinically meaningful effect on the
pharmacokinetics of brigatinib.

Patients with Hepatic Impairment

Foliowing a single dose of ALUNBRIG 90 mg, unbound brigatinib systemic exposure (AUCo.nF) was
37% higher in subjects with severe hepatic impairment (Child-Pugh C) compared to subjects with
normal hepatic function. Unbound brigatinib systemic exposure (AUCo.nr) was similar between
subjects with mild (Child-Pugh A) to moderate (Child-Pugh B) hepatic impairment and subjects with
normal hepatic function {see Dosage and Administration (2.6)].

Fatients with Renal Impairment

Foliowing a single dose of ALUNBRIG 90 mg, unbound brigatinib systemic exposure (AUCo.nF) was
86% higher in subjects with severe renal impairment [creatinine clearance (ClLcr) 15 to 29 mL/min]
compared to subjects with normal renal function.

Based on a population pharmacokinetic analysis, brigatinib exposures were similar among 125
subjects with mild renal impairment (CLcr 60 to 89 mL/min), 34 subjects with moderate renal
impairment (ClLcr 30 to 59 mL/min) and 270 subjects with normal renal function (CLcr 280 mL/min)
[see Dosage and Administration (2.7)].

Drug Interaction Studies

Clinical Studies

Effect of Strong and Moderate CYP3A Inhibitors on Brigatinib:

Coadministration of 200 mg twice daily doses of itraconazole (a strong CYP3A inhibitor) with a single
90 mg dose of ALUNBRIG increased brigatinib Cmax by 21% and AUCo.inF by 101%, relative to a

90 mg dose of ALUNBRIG administered alone [see Dosage and Administration (2.4), Drug
Interactions (7.1)]. A moderate CYP3A inhibitor is predicted to increase the AUC of brigatinib by
approximately 40%.

Effect of Strong CYP2C8 Inhibitors on Brigatinib:

Coadministration of 600 mg twice daily doses of gemfibrozil (a strong CYP2C8 inhibitor) with a single
90 mg dose of ALUNBRIG decreased brigatinib Cmax by 41% and AUCo-ine by 12%, relative to a

90 mg dose of ALUNBRIG administered alone. The effect of gemfibrozil on the pharmacokinetics of
brigatinib is not clinically meaningful and the underlying mechanism for the decreased exposure of
brigatinib is unknown.

Effect of Strong and Moderate CYP3A Inducers on Brigatinib:
Coadministration of 600 mg daily doses of rifampin (a strong CYP3A inducer) with a single 180 mg
dose of ALUNBRIG decreased brigatinib Cmax by 60% and AUCo-ine by 80%, relative to a 180 mg
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dose of ALUNBRIG administered alone [see Dosage and Administration (2.5), Drug Interactions
(7.1)]. A moderate CYP3A inducer is predicted to decrease the AUC of brigatinib by approximately
50%.

In Vitro Studies

Effect of Brigatinib on CYP Enzymes:

Brigatinib, at clinically relevant plasma concentrations, induced CYP3A via activation of the pregnane
X receptor (PXR). Brigatinib may also induce CYP2C enzymes via the same mechanism at clinically
relevant concentrations.

Brigatinib did not inhibit CYP1A2, 2B6, 2C8, 2C8, 2C19, 2D6, or 3A4/5 at clinically relevant
concentrations.

Effect of P-glycoprotein and BCRP Inhibitors on Brigatinib:

Brigatinib is a substrate of the efflux transporters P-glycoprotein (P-gp) and breast cancer resistance
protein (BCRP). Given that brigatinib exhibits high solubility and high permeability in vitro, P-gp and
BCRP inhibitors are uniikely to increase plasma concentrations of brigatinib.

Effect of Other Transporters on Brigatinib:

Brigatinib is not a substrate of organic anion transporting polypeptide (OATP1B1, OATP1B3), organic
anion transporter (OAT1, OAT3), organic cation transporter (OCT1, OCT2), multidrug and toxin
extrusion protein (MATE1, MATEZ2K), or bile salt export pump (BSEP).

Effect of Brigatinib on Transporters:

Brigatinib is an inhibitor of P-gp, BCRP, OCT1, MATE1, and MATEZ2K in vitro. Therefore, brigatinib
may have the pofential to increase concentrations of coadministered substrates of these transporters.
Brigatinib at clinically relevant concentrations did not inhibit OATP1B1, OATP1B3, OAT1, OAT3,
OCT2 or BSEP.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been performed with brigatinib.

Treatment with brigatinib resulted in chromosomal damage in an in vivo mammalian erythrocyte
micronucleus in the rat, but was not mutagenic in the Ames or in vitro mammalian chromosome
aberration tests.

Dedicated animal fertility studies were not conducted with brigatinib. Testicular toxicity was observed
in repeat-dose animal studies at doses resulting in exposure as low as 0.2 times the exposure in
patients at the 180 mg dose. In rats, findings included lower weight of testes, seminal vesicles and
prostate gland, and testicular tubular degeneration; these effects were not reversible during the 2
month recovery period. [n monkeys, findings included reduced size of testes along with microscopic
evidence of hypospermatogenesis; these effects were reversible during the recovery period.

14  CLINICAL STUDIES

TKl-naive Advanced ALK-positive NSCLC (ALTA 1L Study)

The efficacy of ALUNBRIG was demonstrated in a randomized (1:1), open-label, multicenter trial
(ALTA 1L, NCT02737501) in adult patients with advanced ALK-positive NSCLC who had not
previously received an ALK-targeted therapy. The study required patients to have an ALK
rearrangement based on a local standard of care testing. Eligible patients were aliowed to have up to
1 prior regimen of chemotherapy in the locally advanced or metastatic setting and were required to
have an ECOG Performance Status of 0-2. Neurologically stable patients with treated or untreated
central nervous system (CNS) metastases, including leptomeningeal metastases, were eligible.
Patients with a history of interstitial lung disease, drug-related pneumonitis, or radiation pneumonitis
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were excluded. The major efficacy outcome measure was progression-free survival (PFS) as
evaluated by a Blinded Independent Review Committee (BIRC) according to Response Evaluation
Criteria in Solid Tumors (RECIST v1.1). Additional efficacy outcome measures as evaluated by the
BIRC include confirmed overall response rate (ORR), duration of response (DOR), intracranial ORR,
and intracranial DOR.

A total of 275 patients were randomized to receive ALUNBRIG 180 mg orally once daily with a 7-day
lead-in at 90 mg once daily (n=137) or crizotinib 250 mg orally twice daily (n=138). Of the 275
enrolled patients, 239 had positive results using the companion diagnostic test, the Vysis ALK Break
Apart FISH Probe Kit; central results were negative for 20 patients and unavailable for 16 patients.

Randomization was stratified by CNS metastases (present vs absent) and prior chemotherapy use for
locally advanced or metastatic disease (yes, no).

Baseline demographic characteristics of the overall study population were: median age 59 years
(range: 27 - 89, 32% 65 and over), 59% White and 39% Asian, 55% female, 39% ECOG PS 0 and
56% ECOG PS 1, and 58% never smokers. The disease characteristics of the overall study
population were: 93% with Stage [V disease; 27% received chemotherapy in the locally advanced or
metastatic setting; 14% had received CNS radiation; 31% had bone metastases; and 20% had liver
metastases. CNS metastases were present in 35% (n=96) of patients; 41 of those patients had
measurable CNS lesions.

ALTA 1L demonstrated a statistically significant improvement in PFS by BIRC. Efficacy resuits from
this study are described in Table 7 and Figure 1.

At the data cutoff point overall survival data was not mature.

Table 7: Efficacy Results by BIRC Assessment in ALTA 1L
. ALUNBRIG Crizotinib
Efficacy Parameters N = 137 N =138
Progression-free survival
Number of Events, n (%) 63 (46%) 87 (63%)
Median {months) (95% CI) 24.0 (18.5, NE) 11.0 (9.2, 12.9)
Hazard ratio (95% Cl) 0.49 (0.35, 0.68)
p..va|ue=l= <.0001
Tumor Responses
Confirmed Overall Response Rate, % 74% 62%
(95% ClI) (66, 81) (53, 70)
p-value* 0.0342
Complete Response, % 15% 9%
(95% CI) (9, 22) (5, 15)
Partial Response, % 59% 53%
{95% CI) (50, 67) (44, 61)
Duration of Response
Number of Confirmed responders n=101 n =85
Median (months) (85% CI) NR (19.4, NE) 13.8(9.3,20.8)
Response duration 224 months 51% 30%

Cl = Confidence Interval, NR=Not Reached, NE=Not Estimable

* Stratified by presence of iICNS metastases at baseline and prior chemotherapy for locally advanced or
metastatic disease for log-rank test and Cochran Mantel-Haenszel test, respectively
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Figure 1: Kaplan-Meier Plot of Progression-Free Survival by BIRC in ALTA 1L
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BIRC assessment of confirmed intracranial ORR and intracranial DOR according to RECIST v1.1in
the subgroup of 41 patients with measurable CNS metastases (210 mm in longest diameter) at
baseline are summarized in Table 8. Duration of infracranial response was measured from date of
first intracranial response until intracranial disease progression (new lesions, intracranial target lesion
diameter growth 220% from nadir, or unequivocal progression of intracranial nontarget lesions) or

death.

ALTA 1L

Table 8: Intracranial Overall Response in Patients with Measurable CNS Metastases in

Efficacy Parameter

ALUNBRIG
(N = 18)

Crizotinib
(N =23)

Confirmed Intracranial Overall Response Rate,

78% (52, 94)

26% (10, 48)

(95% CI)
Complete Response, % 28% 0
(95% CI) (10, 53) (0, 15)
Partial Response, % 50% 26%
(95% Cl) (26, 74) (10, 48)
Duration of Intracranial Response
Number of Confirmed Responders n=14 n==6
Intracranial Response Duration 224 months 64% NE

Cl = Confidence Interval; NE = Not Estimable
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ALK-positive Advanced or Metastatic NSCLC Previously Treated with Crizotinib

The efficacy of ALUNBRIG was demonstrated in a two-arm, open-label, multicenter trial (ALTA,
NCT02094573) in adult patients with locally advanced or metastatic ALK-positive non-small cell lung
cancer (NSCLC) who had progressed on crizotinib. The study required patients to have a
documented ALK rearrangement based on an FDA-approved test or a different test with adequate
archival tissue to confirm ALK arrangement by the Vysis® ALK Break-Apart fluorescence in situ
hybridization (FISH) Probe Kit test. Key eligibility criteria included an ECOG Performance Status of
0-2 and progression on crizotinib. Neurologically stable patients with central nervous system (CNS)
metastases were permitted to enroll. Patients with a history of interstitial lung disease or drug-related
pneumonitis or who had received crizotinib within 3 days of the first dose of brigatinib were excluded.
The major efficacy outcome measure was confirmed overall response rate (ORR) according to
Response Evaluation Criteria in Solid Tumors (RECIST v1.1) as evaluated by an Independent
Review Committee (IRC). Additional efficacy outcome measures included Investigator-assessed
ORR, duration of response (DOR), intracranial ORR, and infracranial DOR.

A total of 222 patients were randomized to receive ALUNBRIG either 30 mg once daily (90 mg arm;
n=112) or 180 mg once daily following a 7-day lead-in at 90 mg once daily (80—180 mg arm; n=110).
Randomization was stratified by CNS metastases (present vs absent) and best prior response to
crizotinib (complete or partial response vs any other response/unevaluable).

Baseline demographic characteristics of the overall study population were: median age 54 years
(range 18 to 82, 23% 65 and over), 67% White and 31% Asian, 57% female, 36% ECOG PS 0 and
57% ECOG PS 1, and 95% never or former smokers. The disease characteristics of the overall study
population were: Stage |V disease in 98%, adenocarcinoma histology in 97%, prior systemic
chemotherapy in 74%, CNS metastases in 69% (61% had received prior CNS radiation), bone
metastases in 38%, and liver metastases in 26% of patients. Sixty-four percent of patients had an
objective response to prior crizotinib.

The median duration of follow-up was 8 months (range: 0.1-20.2). Efficacy results from ALTA are
summarized in Table 9.

Table 9: ALTA Efficacy Results
IRC Assessment Investigator Assessment
90 mg 90180 mg 90 mg once | 90-180 mg
once daily once daily daily once daily
Efficacy Parameter (N=112) (N =110) (N=112) (N =110)
Overall Response Rate (95% Cl) | 48% (39,58) 53% (43,62) 45% (35,54) | 54% (44,63)
Complete Response, n (%) 4 (3.6%) 5 (4.5%) 1(0.9%) 4 (3.6%)
Partial Response, n (%) 50 (45%) 53 (48%) 49 (44%) 55 (50%)
Durattri]on of Response, median in 138 13.8 138 11.1
months
(gg% ol (7.4,NE) {(9.3,NE) (5.6,13.8) (9.2,13.8)

Cl = Confidence Intervai; NE = Not Estimable

IRC assessment of intracranial ORR and intracranial DOR according to RECIST v1.1 in the subgroup
of 44 patients with measurable CNS metastases (210 mm in longest diameter) at baseline are
summarized in Table 10. Duration of intracranial response was measured from date of first
intracranial response until intracranial disease progression (new lesions, intracranial target lesion
diameter growth 220% from nadir, or unequivocal progression of intracranial nontarget iesions) or
death.
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Table 10: Intracranial Overall Response in Patients with Measurable CNS Metastases in ALTA
IRC Assessment
90 mg once daily | 90—-180 mg once daily
Efficacy Parameter (N = 26) (N=18)
Intracranial Overall Response Rate, (95 % Cl) 42% (23,63) 67% (41,87)
Complete Response, n (%) 2(7.7%) 0
Partial Response, n (%) 9 (35%) 12 (67%)
Duration of Intracranial Response
Number of Responders 11 12
Intracranial Response Duration 26 months 7 (64%) 6 (50%)
Intracranial Response Duration 212 months 4 (36%) 3 (25%)

Cl = Confidence Interval

16 HOW SUPPLIED/STORAGE AND HANDLING
180 mg tablets: oval, white to off-white film-coated tablets with “U13” debossed on one side and plain
on the other side; available in:

Bottle of 23 tablets NDC 63020-180-23

Bottle of 30 tablets NDC 63020-180-30

90 mg tablets: oval, white to off-white film-coated tablets with “U7" debossed on one side and plain on
the other side; available in:

Bottle of 7 tablets NDC 63020-090-07

Bottle of 30 tablets NDC 63020-090-30

30 mg tablets: round, white to off-white film-coated tablets with “U3" debossed on one side and plain
on the other side; available in:

Bottle of 30 tablets NDC 63020-113-30

90 mg / 7 count tablets (NDC 63020-090-07) and 180 mg / 23 count tablets (NDC 63020-180-23) are
also available in a single carton as a one-month initiation pack:

One carton containing one NDC 63020-198-30
bottle of 90 mg tablets

(7 count) and one bottle of
180 mg tablets (23 count)

Store at controlled room temperature 20°C to 25°C (68°F to 77°F); excursions permitted between
15°C to 30°C (59°F to 86°F) (see USP).
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling {(Patient Information).

Interstitial Lung Disease (ILDYPneumonitis

Inform patients of the symptoms and risks of serious pulmonary adverse reactions such as
ILD/pneumenitis. Advise patients to immediately report any new or worsening respiratory symptoms
[see Warnings and Precautions (5.1)].

Hypertension
Advise patients of risks of hypertension and to promptly report signs or symptoms of

hypertension [see Warnings and Precautions (5.2)].

Bradycardia
Advise patients to report any symptoms of bradycardia and to inform their healthcare provider about

the use of heart and blood pressure medications [see Warnings and Precautions (5.3)].

Visual Disturbance
Advise patients to inform their healthcare provider of any new or worsening vision symptoms
[see Warnings and Precautions (5.4)].

Creatine Phosphokinase (CPK) Elevation

Inform patients of the signs and symptoms of creatinine phosphokinase (CPK) elevation and the need
for monitoring during treatment. Advise patients to inform their healthcare provider of any new or
worsening symptoms of unexplained muscle pain, tenderness, or weakness fsee Warnings and
Precautions (5.5)].

Pancreatic Enzymes Elevation
Inform patients of the signs and symptoms of pancreatitis and the need to monitor for amylase and
lipase elevations during treatment fsee Warnings and Precautions (5.6)].

Hyperalycemia

Inform patients of the risks of new or worsening hyperglycemia and the need to periodically monitor
glucose levels. Advise patients with diabetes mellitus or glucose intolerance that antihyperglycemic
medications may need to be adjusted during treatment with ALUNBRIG [see Warnings and
Precautions (5.7)].

Females and Males of Reproductive Potential

Embryo-Fetal Toxicity

Advise females and males of reproductive potential that ALUNBRIG can cause fetal harm
[see Warnings and Precautions (5.8), Use in Specific Populations (8.1)].

» Advise females of reproductive potential to inform their healthcare provider of a known or
suspected pregnancy and {o use effective non-hormonal contraception during treatment with
ALUNBRIG and for at least 4 months after the final dose [see Use in Specific Populations
{8.3)].

» Advise males with female partners of reproductive potential to use effective contraception
during treatment with ALUNBRIG and for at least 3 months after the final dose [see Use in
Specific Populations (8.3)].

Lactation
Advise females not to breastfeed during treatment with ALUNBRIG and for at least 1 week following
the final dose [see Use in Specific Populfations (8.2)].

Infertility
Advise males of reproductive potential of the potential for reduced fertility from ALUNBRIG [see Use
in Specific Populations (8.3), Nonclinical Toxicology (13.1)].
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Drug Interactions

Advise patients to inform their healthcare provider of all concomitant medications, including
prescription medicines, over-the-counter drugs, vitamins, and herbal products. Inform patients to
avoid grapefruit or grapefruit juice while taking ALUNBRIG [see Drug Interactions (7)].

Dosing and Administration

Instruct patients to start with 90 mg of ALUNBRIG once daily for the first 7 days and if tolerated,
increase the dose to 180 mg once daily. Advise patients to take ALUNBRIG with or without food
[see Dosage and Administration (2.2)].

Missed Dose
Advise patients that if a dose of ALUNBRIG is missed or if the patient vomits after taking a dose of
ALUNBRIG, not to take an extra dose, but to take the next dose at the regular time [see Dosage and

Administration (2.2)].

Manufactured for:
Takeda Pharmaceutical Company Limited
40 Landsdowne Street, Cambridge, MA 02139-4234

ALUNBRIG® is a registered trademark of ARIAD Pharmaceuticals, Inc., a wholly owned subsidiary of
Takeda Pharmaceutical Company Limited.

©2017-2020 ARIAD Pharmaceuticals, Inc. All rights reserved.
ABG346 R3
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PATIENT INFORMATION
ALUNBRIG (uh-lun-brig)
{brigatinib)
tablets
What is the most important information | should know about ALUNBRIG?
ALUNBRIG can cause serious side effects, including:

« Lung problems. ALUNBRIG may cause severe or life-threatening swelling (inflammation) of the lungs any
time during treatment, and can lead to death. These lung problems happen especially within the first week of
treatment with ALUNBRIG. Symptoms may be similar to those symptoms from lung cancer. Tell your healthcare
provider right away if you have any new or worsening symptoms, including:

o trouble breathing or shortness of breath o cough with or without mucus
o chest pain o fever

+ High blood pressure (hypertension). ALUNBRIG may cause high blood pressure. Your healthcare provider will
check your blood pressure before starting and during treatment with ALUNBRIG. Tell your healthcare provider right
away if you get headaches, dizziness, blurred vision, chest pain or shortness of breath.

¢ Slow heart rate (bradycardia). ALUNBRIG may cause very slow heartbeats that can be severe. Your healthcare
provider will check your heart rate during treatment with ALUNBRIG. Tell your healthcare provider right away if you
feel dizzy, lightheaded, or faint during treatment with ALUNBRIG. Tell your healthcare provider if you start to take
or have any changes in heart rate or blood pressure medicines.

+ Vision problems. ALUNBRIG may cause vision problems. Your healthcare provider may stop ALUNBRIG and
refer you to an eye specialist if you develop severe vision problems during freatment with ALUNBRIG. Tell your
healthcare provider right away if you have any loss of vision or any change in vision, including:

o double vision o light hurting your eyes
o seeing flashes of light o new or increased floaters
o blurry vision

» Muscle pain, tenderness, and weakness (myalgia). ALUNBRIG may increase the level of an enzyme in your
blood called creating phosphokinase (CPK), which may be a sign of muscle damage. Your healthcare provider will
do blood tests to check your bloed levels of CPK during treatment with ALUNBRIG. Tell your healthcare provider
right away if you get new or worsening signs and symptoms of muscle problems, including unexplained muscle
pain or muscle pain that does not go away, tenderness, or weakness.

+ Inflammation of the pancreas (pancreatitis}). ALUNBRIG may increase enzymes in your blood called amylase
and lipase, which may be a sign of pancreatitis. Your healthcare provider will do blood tests to check your
pancreatic enzyme blood [evels during treatment with ALUNBRIG. Tell your healthcare provider right away if you
get new or worsening signs and symptoms of pancreatitis, including upper abdominal pain that may spread to the
back and get worse with eating, weight loss, or nausea.

+ High blood sugar (hyperglycemia). ALUNBRIG may increase your blood sugar levels. Your healthcare provider
will do blood tests to check your blood sugar levels before starting and during treatment with ALUNBRIG. Your
heaithcare provider may need to start or change your blood sugar medicine to control your blood sugar levels. Tell
your healthcare provider right away if you get new or worsening signs and symptomns of hyperglycemia, including:

o feeling very thirsty o feeling sick to your stomach
o needing o urinate more than usual o feeling weak or tired
o feeling very hungry o feeling confused

See “What are the possible side effects of ALUNBRIG?” for information about side effects.

What is ALUNBRIG?
ALUNBRIG is a prescription medicine used to treat adulis with non-small cell lung cancer (NSCLC):

e that has a certain type of abnormal anaplastic lymphoma kinase (ALK) gene, and
» that has spread to other parts of your body

It is not known if ALUNBRIG is safe and effective in children.

Before you take ALUNBRIG, tell your healthcare provider about all of your medical cenditions, including if you:
+ have lung or breathing problems

= have high blood pressure

+ have a slow heartbeat

Reference 1D: 4612836



Page 29 of 30

+ have any vision problems

¢ have or have had pancreatitis

+ have diabetes mellitus or glucose intolerance
* have liver problems

¢ have kidney problems or are on dialysis

s are pregnant or plan to become pregnant. ALUNBRIG can harm your unborn baby. Your healthcare provider will
determine whether or not you are pregnant before you start treatment with ALUNBRIG. Tell your healthcare
provider right away if you become pregnant during treatment with ALUNBRIG or think you may be pregnant.

o Females who are able to become pregnant should use effective non-hormonal birth control during treatment
with ALUNBRIG and for at least 4 months after the final dose of ALUNBRIG. Birth control pills {oral
contraceptives) and other hormonal forms of birth control may not be effective if used during treatment with
ALUNBRIG. Talk to your healthcare provider about birth control choices that are right for you during treatment
with ALUNBRIG.

o Males who have female partners that are able to become pregnant should use effective birth control during
treatment with ALUNBRIG and for at least 3 months after the final dose of ALUNBRIG.

* are breastfeeding or plan to breastfeed. It is not known if ALUNBRIG passes into your breast milk. Do not
breastfeed during treatment with ALUNBRIG and for 1 week after the final dose of ALUNBRIG.

Tell your healthcare provider about all the medicines you take, including prescription medicines, over-the-counter
medicines, vitamins, or herbal supplements,

How shouid | take ALUNBRIG?

» Take ALUNBRIG exactly as your healthcare provider tells you to take it. Do not change your dose or stop taking
ALUNBRIG unless your healthcare provider tells you to.

= Your healthcare provider will start you on a low dose (90 mg) of ALUNBRIG for the first 7 days of treatment. If you
tolerate this dose of ALUNBRIG well, your healthcare provider may increase your dose after the first 7 days of
treatment.

* Your healthcare provider may change your dose, temporarily stop, or permanently stop treatment with ALUNBRIG
if you develop side effects.

» Take ALUNBRIG 1 time each day,

s Take ALUNBRIG with or without food.

» Swaliow ALUNBRIG tablets whele. Do not crush or chew tablets.

» If you miss a dose of ALUNBRIG, do not take the missed dose. Take your next dose at your regular time,

» If you vomit after taking a dose of ALUNBRIG, do not take an extra dose. Take your next dose at your regular time.
What should | avoid while taking ALUNBRIG?

« Avoid eating grapefruit or drinking grapefruit juice during treatment with ALUNBRIG. Grapefruit may increase the
amount of ALUNBRIG in your blood.

What are the possible side effects of ALUNBRIG?
ALUNBRIG may cause serious side effects, including:

* See "What is the most important information | should know about ALUNBRIG?"
The most common side effects of ALUNBRIG include:

+ diarrhea s cough e high blood pressure
« fatigue + muscle pain e vomiting

* nausea + headache o difficuity breathing

* rash

ALUNBRIG may cause fertility problems in males. This may affect your ability to father a child. Talk to your healthcare
provider if you have concerns about fertility.

These are not all of the possible side effects of ALUNBRIG.
Call your doctor for medical advice about side effects. You may report side effecis to FDA at 1-800-FDA-1088.

How should | store ALUNBRIG?
+ Store ALUNBRIG at room temperature between 68°F to 77°F (20°C to 25°C).
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Keep ALUNBRIG and all medicines out of the reach of children.

General information about the safe and effective use of ALUNBRIG.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
ALUNBRIG for a condition for which it was not prescribed. Do not give ALUNBRIG to other people, even if they have
the same symptoms you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about ALUNBRIG that is written for health
professionals.

What are the ingredients in ALUNBRIG?

Active ingredient: brigatinib

Inactive ingredients: lactose monohydrate, microcrystalline cellulose, sodium starch glycolate (Type A), magnesium
stearate, and hydrophobic colloidal silica. The tablet coating consists of tale, polyethylene glysol, polyvinyl alcchol, and
titanium dioxide.

Manufactured for: Takeda Pharmaceutical Company Limited, 40 Landsdowne Streef, Cambridge, MA 02139-4234. ALUNBRIG® is a registered trademark of ARIAD
Phasmaceuticals, Inc., a wholly owned subsiciary of Takeda Pharmaceutical Company Limited. ©2017-2020 ARIAD Pharmaceuticals, Inc. Al} rights reserved.

For more information, go to www.alunbrig.com or cali 1-844-A-1PDINT {1-B44-217-5468).
This Patient Information has been approved by the U.S. Food and Drug Administration Revised: May 2020
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* BEaL

BIERICEUVBELIESE. EORKFORSBEZERBLANC L, BEN 60mgD 1 8 1 @E
FIZMA ohG@WEEF. KRZEELITPIET LI &,
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EMEREED-OOFADBERGICHET HHREEFEER 2I2FT,

#z2: BIFAICH L THESIHh S ALUNBRIG O AR ERHS

BI{EMR

BiERE"

PR

Pl B 1 A 2B
(ILD) .~ il 2
[EERUEFLE
DEE (51) &
)

gL K1

o R ERRE 7 BLURICH-AMERISRKE
L=BalE, "—AS5A/4 IZhETIET
FEOBREFHHL, TORBELEETE
E#ERL. WD /MEXFEDLNZBEE
180 mg [CHEEB LA &,

o« MERMMNS 7 BEBRICH - AERA
FERLEZESE, N—X5/0 (2@ ET 5
EFTCHRBFOBRE#DHL. TORELEE
THRE5EEETH &,

o LD/ XS BRLI-EBE. FHERLIC
hikd5 &,

JL—F2

o MEREMND 7 BEAIZIH-LMERAR
HLEEBEESEE, R—XSMIC@ETHE
TAREOEREXDET S &, ILD.filg#
NEEHLISESIT. —BREENEE &F 1)
THREZHRAL, BELAGWLI &,

o RERLA S 7 BEBBICH - A IER A
ERLEEBEE, A—XS A vICAEET S
FCAFOBREZDNT 52 &, ILD/HhfE
KNELWLABEE., —BEEVNEETE
AL (F 1), TALUNDOBSEECHET
BEEZERTLH L.

o LD/ RABRLI-ES. RREELIC
BIET DI &,

TL—F3XIL4

ILD/HhigRDBE. FEIFFTLIChIET S
&0

=T

[BEER OEH L
DEE (5.2) F
#]

FL—F30FMmnE
(UR#E#A M =

160 mmHg Bl EXIE¥5
SREAME 100 mmHg LA
. REMNEEREET
5., BHOBEFIXIZL
AIEALTWVE=E0&Y
o LI AREEY
%)

eEmMEMNSTL—F 1 LF (INFEHmMFE A
140 mmHg k7. #EEEMES 90 mmHg %
W) ICRETLETEREDOEB/SEFEL.
TREERCHEETCARHOREZBHAYT S C
Eo

cHE :JL—F 1 LTIZAET2ETERH
DE5EPEL., —BREEVHE (F1) T
BEE5EHETIH. BRICHLET S,

HL—F4DOsH0F
(EDHEENT. BREN

e JL—F 1 DTIZRETHETEAAORE
L. —BREEVHE (& 1) THRE%E
BHYT L. ERICHPET L L,
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F2: BIERAICH L THBE SIS ALUNBRIG ) FH B B3

Bl{ER

B

R

BEET D)

e HE :JL—F4O0BMENERLB
B, AR ETH L,

#AR (DdE%
60 bpm F )
[EER VAL

DEE (8.3) &F
£

fE I T AR AR

o BAEMR &0 5HTHELIBELY 60 bpm Ll L
CHETIETEHAAOREEZHEH TS
&

e RURZSIERITCEAMONA T EEH
EXBESHh, BEPLEXZAERS %
To88. BERELIZHBLEHES
60 bpm LLEICEEXRE, FEEZRLCHET
BREFERTLHIE,

s RIRESIZTRIT O EAMOATWAHE
EhFEIhGdh o1z, XIFFEREH D
REOHRSDUERLHBAGETHELN-
FBE., BEBRELELIARHHORBRES
60bpm LI EICEERE., —EREEVEE

(F1) THRAEOHREEZERTSZ &,

amEEML. RBOE
EEY SRR

s REAEGIHBAENFESALTVEEIE,
AH|FFELITHLET D &,

e RELGTAHAHMAENEESH, BEDIEX
THRERTET 8BS, BEEELLH
LEEDARD 60 bpm LIEIZEEXRE. —
EBEELAEER (1) TXHOBELXEH
L. BRMIZBETHNITEEICE=S4 Y
TTEIE,

s BE  ARlZxE2IZHIETH L,

HEEE 2L
UEHFFDEE
(65.4) 8]

FJL—F2RE30H
REE

TL—F 1 RER—-ZXS5A VZEHTIET
FEOBRSEHEHL, TOR—BREBEVVAE
TREZBHETEHE (&F1),

HL—F4DREEE

FHEE2ICHIET S &,

9 LT7FURANR
F+—+ (CPK)
¥&hn
[BEER UEF L
DEE (5.5) #
]

FL—F2HULtDHA
BRIEHREAEES T L—
F3Xi&4 D CPKEM
(ULN @ 5 {Z#8)

e JL—F 1 LT (UN® 25 ELT) @
CPK IR EA—ZRS5A IZEETHET
AKEOESESHL., TORELHAETHE
EZBRT A&,

s FH: :JL—F1LTFT (UN® 25 &L
T) @ CPK #MXEA—R5 4 IzEET
DETHFOESEZhHL., FOB—ERE
BORAETHRSZBETASCE (F1),
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F2: BIEAIcH L CHSE S 5 ALUNBRIG O BB

Bl 1E A

EERE

FA R AR

J\—+t 73
S —EH#8hn
[EER FEH L
DEE (65.6) &
i)

SL—F3ny—€
RIE7 2 S—HEm
(ULN @ 2 {Z#8)

e SL—F 1T (ULN @ 15 LT R
AR T4 IZEETHIETCERIDES %
hrL., TOHBLHEEBECKEREZENT S
— &,

s HE:JL—F 1 LUTFT (ULN ® 1.5 &1L
T) RFA—ZAS5A4 VizEET HETEKE
DEFEEERHL, FOE—-BREEVEAEST
BREEERTIZE (F1),

TL—FK4m) 85—
/7 25 —EEm
(ULN @ 5 {=#8)

JL—FK 1 LTF (ULN @ 1.5 ELUT) XIiZ
R—RAZA VIZEETLIETAFOREZ D
L., TO&—-BREENHEHBTRSELEMT
BT & (F1),

EmnE [EERY
EHELDEE
(6.7) BIE]

ZL— F 3 (250 mg/dL
XiE 13.9 mmol/L #8) X
(34

REBELCEZEMNEECTSChEa Y O —)L
RELAGVEEE., +obmiEay Fo—
LABLNLSETEKEOBREZdRHL, — B
WENHE (£ 1) THREZBEHT L., =
£ChtT5I &,

T Db

TJL—F3

s R—RSA VICEBTHETCERIDEZEE
hEL., TOHRALABTREZBRI S
.

s BE R—XASA4AVIZEETIETERHOD
BEEFdEL, " BEREVNVAECERSEZE
B3 dh. xFOH/REEFIETE (F1),

JL—F4

¢ AN—RSAVIZHET HFETEHA LR
L. ZOR—EBEENAE (1) TRE%E
BRETHC &,

« B FFlZmEICHIETHI &,

bpm : 1A/%>. DBP : $#E3EEAME, HR : (A%, SBP : INHEHAME. ULN : EE{E LR
* HEEIEMERORERER A BEAERE K HS>TT L —FsRE L=, F 4.0k (NCICTCAEV4)

24 BRAXRIGPEED CYPIABEEHICHT 5 REH

AENDRERIE, BRAOXIGPEED CYPIA HEROHBERITL & [FYHEMERF (71) ., B
FEE (12.3) &M . N5 CYPSAHEROHANETSALZMERIE. FFO 1B 1 ARESE
) 50%BET AL (180mg A5 90mg XL 90 mg ™5 60mg) » HIEED CYP3A BERID
GrALEIT SN WVERIE. XAEO 1B 1ERSEEH 40%BET S L (180 mg A5 120 mg.
120 mg Mo 90 mg XL 90 mg Hh o 60 mg) ., SRARIIhIEED CYPIAREROHRE Fhik L-%&.
CYPIAHEHR DI SMBIICRAEEIAROON-AFORETCHREZERTA 2 &,
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25 hiEED CYP3ABHA I 2B

AEOEREDRIE, FREED CYPIA FHAOGKRHEERITEI & [EYHEEHEF (71) . BFEEE
(12.3) £4E] . BIEED CYP3A FHEHAOHEANAE T O ALWMESE. RITHETARF 7 HEER

5 L1z%. RERENEOLNDIBYERFO 1 H 1 EE5E% 30mg T©o#8 L. HEED CYP3A

FHAHOERSHBICETENROON-FFOBREOERKR 2EETIBET L&,

HIEED CYPIA FHADFTEZPIEL-#. CYPIA ZFEFORSHBRICEREAED A=K
RIORETHREZEZBRT S &,

26 EFEOHFEEEEICHITIAEBAD

EEDEE (Child-Pugh 4248 C) EFIZOWVWTIE. X¥D 1 B 1 ABREE41 40%EET S
(180mg M5 120mg. 120mg M5 90 mg Xid 90mg MH 60 mg) [HRLEZLF~DEE
(8.6) . BEFEFEIE (12.3) #HE] ,

27 EEXEOREERFICHTLHERE

EEOEMEE [Cockeroft-Gault RIZK BV LT7F_o9)F 3R (Clen) 15~29 mLis] BFIC

DT, XD 1B 1 EARESEEH 50%HRT S (180 mg i 5 90 mg Xid 90 mg A 5 60 mg)
[BHLEEEF~DERE (8.7) . BFEE (12.3) 8] .

3 HiE-&R

e 180mg : AE~FDHRT4 FOBAFBO T ¢ L LAI— FMET, FEIC TU13) OREAHY ., £ 5
BEICIXZENL L,

«90mg: BB~FIHRIA FOBEABDO T« N La—FET. BEIC TU7) OHEAHY ., 538
EICIERIENASE LY,

«30mg: BB~FIHRIA FOABEDG T 1L LD— FET, FEIZ TU3) OZIMAHY. £355E
[ZIEHIEAA AR LY,

4 E=E
L,

5 EERUERLOZE

51 [MBEMEREE (ILD) /Hligs

AHITIE, MEEMHES (D) A HREICLIEENDEGZENTHAWNLMOBERANFRE L
TLvd,

ALTA 1L TIE. ILD/FBEAS KB DBREEZIT-EED 5.1%ITHB L=, BED 2.9%(2kF
DERERRE S HURNIZ ILD/HBAEMNRIEL. 2.2%I25 L— K3 XL 4 OEIEEARKEL -,

ALTA i{B& (ALTA) TId. ILD-Ffifg#A 90 mg 3 (90mg 1 B 1 @RE) ® 3.7%. 90—-180 mg
B O0mg 1B 1EEBET7 HHOZEAMEZRIT-180mg 1 B 1EHEBE) @ 9.1%DEHFIZHKA
Lize BED 6.4%ICHFFIOZSERE O HELAIC ILD /IR OO HLEMERNARE L (F
BT R{EE20) . 27%IS5L—F3XIE4 ORHERARE L=,

BICKREIORSHEKE 1 BREIE. FRFER (FREH. XL OFEREXEELOFEC
DVWTEZFINTTEHC L, FRFBEKRKOHBEREVIBEABOHOAEBESIE, FHOBEL S
BrL. ILD/FfXOBEXIFRFBEROTOMOER (HERE. BEET. BREEMxR )

[CDOWTEDMIFTET A&, FL—F1RIET 20 ILD/HHRADIERIZ. R—R54 vic@ER.
F1IH-TCHAZERBELTCAREIORELZERT S0, ZRICPLETEHIE, FL—F3XIFT40



30—

LD/ AAFEB LIESO. JL—F 1 XE 2 0 LD/ ASBERLEBEE. K ERELIC
Mibd 52 & [ - FE (23) . FIERE 6.1) FHT

52 W®WmE

ALTA 1L EHERICHB LT, BNFITAROEBSEZHRLEED 32%ICHEshi-, FL—F 3 O5Mn
FIZEED 13%ICHKIB L.

ALTAHERRICE VT, SIMEFAFOREEXF - 00 mgBEOERED 11%. 90—-180 mg BOEED
21%ICHE SNz, FL—FIDFMEIIBREFLED 5.9%IZHRL -,

FRIOFERMICMEEZI > FAO—LTEHIE, FROBREFRF, 2 BFERTThUBREDGE LS
A1EHOEZE=FU2TTH2¢E, BEGREREET>TLIL—F 3 OFMENFER LB
Bl FElZHIHT LS L, BIEXEITL—F 1 CBRLEZHRAT, AFZRLCHAEBCHEMTSZ
Lo JL—F 4 OBMEXEFSL—F 3 OENECERSASH oNIBEE. REREORELSD
WEBREST D& [FE - HE 2.3) . FIfEF 6.1) F4] .

REAEZMMESISRCITREREHRIIBEIITBT L L [(BFERURHALOZE (5.3) &
I .

53 &k

ALTA 1L RERTIE. 50 /% (bpm) REODBELERBIOBREEZITI-EED 8.1%ICHERL -,
JL— R 3DOBIRANABEE 14 (0.7%) IZRB L,

ALTA BB TIE, 50 $8/9 (bpm) DAY 90 mg BD 5.7%. 90—180 mg BHD 7.6%DEE
[ZECE, FL—RK2O®EA 90 mgBED 146 (0.9%) IZHB L=,

FHRESPIEMIRRUVMEZEMICE=2 ) 5952 L, RIRESISRITIEAMOATL
SEAOHRVEITONBTWVERIE, FYBRICEEEZE-2Y L ITH L [BERVUFHLDZE
& (5.2) ] .

EIRMERIROEBE., FFZRIL. RIRZSISEC T EANOATWAHARERRTIZ L, &

RESIZECT ZEAMAMONATWAHAENMBEESh, REPUEXSHERT SNBSS, ERER

IROEERICFHZR CHETREEZBHET S, RREEGHHAESER SN, XFERERIZ
THAERNMREPUEREAERH SNBSS, ERERROBERICKAINOEEZHET S, £&
EENTHRIKICH LT, FEEGHGHFAESBESNGEVER]F, FEZEDPILT I L [FX - HF
(2.3) £ .

54 HAMMER

ALTA 1L AR TIX. TR, =B, ARE. EHETLLOREEECE 5L~ F 1 XIE 2 DE|
RN, REDBREERITI-BED 74%I2HB L1,

ALTA BB TIE. BH. 8. SHETHEORREZTCE-BlERN., FHORS S+
90 mg ¥ TI& 7.3%. 90—180 mg H Tl 10%DEBEFICHEE iz, 90180 mg BTl FL—FK 3
DOEVFERVABNELSE 1 BITHB LI,

BEERERET AL IEEZEETEH L, FL—F 2 L ELOREFEROHBRBNLE LIS
Hoh-BEICOVWTIE, XFlZdEL, BROTEHZTS 2L FL—F 2 (T L—F 3 0R
REFNTL—F 1 RER—XASAVICEHERE. FFEZRELTCERT S, FL—F 4 OBREE
ERBOHOSNEBEEIXRRNERSICHhETEE [FE-BE 2.3) . BIfEH 6.1) 57 .
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55 JULF7PFURAFREFF—E (CPK) #in

ALTA 1L RERTlE. RFOBEER 1T 81%DEEIZI LT FURAREF—F (CPK) EASE
HLf, FJL—F 3R 40 CPKEMOHEREL 24%Tho1-, CPKENIZLYESELHEL
-BEDEESIX15%TH -1,

ALTA BB Cld, RFDH/EER (1T 90 mg BED 27%. 90 mg—180 mg ED 48%DEEIZ CPK i
MAFER Lz, FL—F 3~4 0 CPKEMDFEHREL, 90 mg BT 2.8%., 90—-180 mg HT 12% T
Hof,

CPK EEMIZLYBRERBEHEBLI-BEFOEAE. 90mg BT 1.8%., 90180 mg BT 45%TH»
f=o

FRTEOHAM. ERXTHEAVRBOONERIIHRETELSIEEEEHT I L, AFF SR
3 CPKEZE=AYTTH L, FL—F 2 ULOFRABRIIRAZES T L—F3XE4 D
CPKIEMARD SN-BRIE. KFIFDRWT D&, YL—F 10 CPKEMXEA—~ZS 4 VIizEH
BRE. R 2 ITEBHLELSC. ALABRIIHEEL-BETCEKINORS2BRTLIE [F% -
BE (2.3) . FIfE/F (6.1) £45] ,

5.6 [EERFEEM

ALTA 1L B TIE, BED 52%IC7 35 —FENARERLE, FL—F3XT 407 I5—FiEm
ITEED 6.8%ITHR L, BED 59%ICY /A—FEMAKE L, YL—F3X(F4DY i —F1
MTBED 17%IZHB LI,

ALTA HEETIE, 90 mg BD 27%. 90—-180mg D 39%DEFIC7 I S—EEMARBE L, V)
\—EHEINIE 90 mg D 21%. 90—-180 mg BD 45%NDEH(CHEBL -, FL—F3XT407=
Z—E 8% 90 mg 3D 3.7%. 90180 mg HD 2.7%DBHFICHERLE, FL—F3X(EZ4nY
A—H ML 90 mg #D 4.6%. 930—180 mg BD 5.5%DEEIZHE L 1=,

KEOFE PRI IR—ERUVTIST—EFEEZAYUITTEIE, FL—F 3 Xit 4 OBEEREN

BROONE-EBEIT., AREFRHEITEHE, F—F 1 RIER—ASAVIZEERE. £ 2 232
Lfz&51C. ACHAEXIEHEL-BETARIOBREE*HRATL L [FHE - FHE (2.3) . FIEH
(6.1) £H8] ,

57 HIniE

ALTA 1L BB TClE, REDKREEZZIT-E2ED S6%ICENEOHFBRRBRITELAS O, T
BEME T FOfEOREREEICESE, FL—F30EMENBED 75%I2BH -,
ALTASERTIZ., FBOBREAX2H-2F0 43%cEMBOHBERBNIELLAH LN, THEXND
B FOHEEOCRKREEICEIE., FL—F 3 OFMEREED 3.7% RO A=, R—2 354
VEICERBXILTERESARO SN 20 Hid 2 6] (10%) AEFO/ESRIZS X)) VOB
FWHEL LT,

AFEOREARETCEEFMET FOBELZAEL, TOREIEHMICE=4) U FTE L, BE
[CIECTh#EETELZREBT M., BRELTAZE, BELEEMNEETHAAMEa Y rOo—LAs
BFonGWEEEF, +2GAEIL FO—LLABLIDIETEHAEZRHL, X 1 (CERLELSIC
AEORBERITTHH, BRICHIET B E [FE-FE 2.3) . GIfEF (6.1) 6] ,

58 W -RKRREM

AEOERBF LM TRONUMEN S, KR ZFRICRET HEBEICERERTAGEELAH S,
HIRIIH T 5AFOERICEAT SBERT -4 &0, BERRBOIFIRS v M brigatinib 850
Tz&CA, 125mglkg/H (ERZ180mgZ 1 H1EIBSELELEEZDODAUCBEEDON 07 &) OHE
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ENCHBRENCEREENZRDON, 25mgkg/H (ERIZ180mg 2 1 B 1 EBRSLEELEED
BREEON 1262 LEORBTHEKRERLCEOEM, FEAVKREFEORIAEZDH LN,

JBRADEEH AVZICONTREICHNSE S I &, BIRTEEAXEIZIE, FEOBSHRURERKRIE
E#Da<ED 4 » ARBEALECRIUN O ERTEEZERTELOBETH &, HiRTHE
BRENA= TS BHICE. FHDBEPRUVERIRSERDLGEED 3 » ARIEHR AR
ERERRATALIBHUT I & [BREEFEFDRE (81, 83) . BHEFEE (121) $4] .

6 ElEH

UTORBMERIZOWVWTIE, BAXEBEOZTOMOECHAICERT S,
FE%ES (ILD) ~iigs [FERUVEHELDZE 5.1) 5]

alE [BERUEHLDZE (5.2) HHE]

Bk [BEERUEFLDEE (5.3) 8]

AREE [FERURELOZEE (5.4) B8]

L7 FUoRARFTF—H (CPK) 18 [BLERURELDZTE (5.5) H4E]
[EREFEIN [EERREFLDZEE (5.6) £HE]

S [FERURHFLDZIE (65.7) £HE]

6.1 [REEEE

FRRHEBIZHEELETTERREINDS O, HOIEFOEKRRBRTEDON-BERORRELD
FROBRKRARBRTREOON-RIRELBEEREITAIZLETEY, BRRETHEOOA-REEXER
L TWVEVETEEES B B,

ALK IRBGEHEBD LI ETTALK BB NSCLC

ALTA 1LEERTIE. FRHOREEIT ALK RRARED L ULETT ALK 131, NSCLC O EE 136 fil & xt

SIZEHE L1 [EEREA (14) ] . BYO 7 ARIEAFI OO mg# 1 B 1 BEQHEL., F0#

180mg ® 1 B 1 BEORSICEELESORSHMObREL 243 hATH- =, 5 106 5
(78%) N6 HALLE, 5% 924 (68%) (T 1FELULXFID/RELZF -, FHOBENARRED

hdfBIL 97% TH > 7=,

HERER (275 ffl) O, FEEdhR{E 50 % (§EE : 27~89 &) . 65 HEKE (68%) . i
(55%) . BA (59%) . ZVTFTA (39%) . AT—L IV EHE (93%) . NSCLC BiEiE#HH
(96%) . BMERL L (58%) . ECOG NT74#—T U RARTFT—HR R (PS) 0 Xi% 1 (95%) B

R—ZAS5 A4 VD CNS 8538 (30%) T T [BEFERF (14) HHET .

BELGEMERTAROBRE LS - BUOEEFIZRKE L, BRLSHEECRBLE-TESBERIL
ffige (4.4%) . ILD7E6RE2¢ (3.7%) . R (2.9%) . WREL (2.2%) . HERE (2.2%) RU
EAE (22%) THoT=, BTITE-SFBIERIL 29%0BECEH L. NRITME (1.5%) .
fUMEFRE (0.7%) RUSHBEERLSEER (0.7%) THoT-.

ALTA 1L BT, FEOREERMT2 13%DBENBUERIC L YRFIZTL(Chib Lz, ikl
E-o-IGHEICHER LEMERRI LD /MMig# (3.7%) RUM#E (22%) TH-ol,

ALTA 1L HERTIE. BED 3B%MEMERIZLVBRERBOREEZVHEL LI, BEICE-LBLiEHE
EICEBRLEBERE. 9L 7FoRRRFF—FEM (15%) . U/A—EEm (66%) . 73
S—CHEM (44%) . PRARSKEUEBPI/ FSUoRT75—E8M (22%) . ILD/HiE%
(2.2%) RUM% (22%) TH-o1-,

ALTA IL BB TEO ORI SHEEICEBE LR RAVEEREREEREZ R 3 RUK 4 1CEHY
TH,
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#£3: ALTAILBROBERINICH-BED 10%E (£2FL—F* X 2%BE (FL—F3~4) 2%RA LB

B (2738
ALUNBRIG BYJF=F
136 ) 137 4
eJL—F HFL—E3~4| £4L—F FL—F3~4
BitEH (%) (%) (%) (%)

R e

TH# 53 2.2 57 2.9

B 30 2.2 58 2.9

Rz s 24 0.7 33 3.6

UG At 21 0.7 44 2.2

B 18 0 42 0

omt 13 0.7 8.8 0

EIETRR 8 0 16 0.7

BEE Rt S 0.7 0 11 0
BEME VR T

5> 40 29 17 0

Z S FEED 20 0.7 5.8 0.7
FRORSE, FOURE UAHESRREEE

T 35 0 20 0

. 0f% B ™ 25 2.9 227 36

(LD, Bt 2 5.1 29 2.2 0.7

i ZE4RAE 2.2 2.2 5.8° 2.9
B

EE 32 13 8 29
—i - SHRBEE CREBLORE

i 32 15 40 2.2

SRR 18 0.7 48 0.7

B 15 0.7 15 0
HERARBRUESESEE

FEPE 28 0 23 0

HiE 21 0.7 17 1.5

BRI 14 0 12 0

Da % 5.1 0 15 0.7
R EE

BB ° 22 2.2 17 0

FHEHEN 15 0.7 20 0.7

=2 —O/AF—° 11 0.7 18 0

HER 2.9 0 14 0
ERERHE

meD L RFO-—jLim Y 13 0 0.7 0
DR

#&RIR 12 0.7 23 0
BHES L UTERE

R s 157 5.1 6.6" 2.9

& OF 12 0 10 0

FIEEE S 8 0 11 0
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R B& B 59 0.7 8.8 2.2
RERUREEE

BARIE 8.8 0.7 19 2.9
B

1R IREE °° 7.4 0 53 0.7

*
t
t
§

LUN < v =1

FEBRZEREFOFEFEHBAEHRE (CTCAE) v4.03 [ZHEHL

RESITIREE. MSWA. M. THRIE. LMSERUVCLERTREL L,

TS, DEAGERRE., ORBEKERERVAORRLEE,

R, THEREL, KEEERKE, EMESL. 5. 8. F5 - EERFONTEEE. %5, IHER
T, BRRE., BBRESRES. ESMHEE. T58M%ES. BAKES. dEEESRUVERSL S,

TIHEE. TLLSE 25 EERULERETSEREL L,

PEOR R U R R A L.

ESHERCIEEELESLR Y,

BENERVRFTEL,

mERE. REIEE. RIREIE. EEEE. 2BMFE. OBER. RESETE. EEEERE. KEER, KEHE
BR. MERRR UBEMEREARE &

M. M. BEETRE. HEERRUBARL L,

BREUREELE.

B, RERE. MERE., BUHE, HEE. KEt-a—0RF—, S#ERE REEEE - 2 —DnRF—RU
EE_a—/RF—E,

M LATO—LIEMENEDI LATO— LEERE,

®iIR. BERLRURIERIRE &,

TROBEBS, MM, ffide, REMMARUGI VT ravh AEMEE L,

ESGEBR RS A ERERELR S,
Ezm,ﬁmﬁ\ﬁﬁ‘ﬁg\ﬁﬁﬁﬂﬁﬁﬁxﬁﬁ\%ﬁﬁy%ﬁ‘ﬁﬁﬁ?,mﬁk%\ﬁﬁM%ﬁwm%Wﬁ
Wi L.

TL—K5DERLE,
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T4 ALTAILEBORERINICAHBEHOD 20%LLE (25 L—F) BT 3EBEREERYE 27346

ALUNBRIG BYJxr=J
136 {B)** 137 &>
e5L—FK L | 3~4 2J5L—F | YL—F3~4
BERREERE (%) (%) (%) (%)
{LFEREE
L7 FoRARyF—EiEn 81 24 68 4.8
FRISSEXVUEBFTE/ PRI S— 72 4.5 70 5.2
i
1) A—Hhn 59 17 36 9.8
= i T 56 7.5 37 37
FSZUTE/ TR T5—HHM 52 52 77 13
7 25— 52 6.8 25 3
LA 41 3.7 39 6
FILAHYKRRA T 74 —E 0N 36 3 49 1.5
S LT F = 25 0 33 0
F31) 75 L0 24 1.5 31 3.7
St AN 22 0 1.5 0
E&ZE ST EN - 1) 21 0 6.9 0
FILT I VRS 15 0.8 52 37
HIL Lo LED 15 0 67 1.5
ik 220 E

~ESFOE vigd 41 2.3 36 1.5
1 2 BRI D 42 9.3 30 5.4
Y ch BRI 12 0 34 6.8

*  CTCAE v4.03 {Z#E40

* BEERENASA—AOSBIEIELOEFRHY., A—2ATS UBRUR—ASA L EOVNThOBREDL ST BEH
EEBT D,

Tl Ry LiENEERSRTRO LRI

DY IFo Tk BBBEDD SEFTRILEBHEALK BENSCLC

AFOREMIE. U VFJIC&5BBEPIEREOETARDONRICALTARR TR OBS
# 1 ERLEZ2H-BRETXIEERYE ALK B NSCLC mESE 219 A RIZFFEM L=, &H
Omg® 1B 1EEHKIRES (0mgE) XiZ0mgn1H 1@ 7 BHEHZE%. 180mgd 1B 1 EE
E##To7- (90180 mg 3%) . BREHAMOPR{EIL 90 mg BM 7.5 n B, 90180 mg BN 7.8 »
ATh-ot=. 51504 (68%) M6 ARABLE, 424 (19%) M 1ELEAFOESEZ I,

HEREMR (222 ) OFEIZ. FBPRIE 54 % (BHE : 18~82 &) . 65 BERE (77%) . i
(57%) . BA B67%) . T AN (31%) . AF—2 IV EE (98%) . NSCLC IBE0O BT
(97%) . BRIEREA L RILTEEE (95%) . ECOG M7+ —TVARAF—4R (PS) 0 X[ 1
(93%) BUR—XS A UED CNSE®R (69%) ThoT- [BEEALE (14) 58] ,

EETEMERIX 90 mg B£D 38%. 90—180 mg M 40%DEFICHKREBE L=, L SHEECHKERELS
FEGEMERL. Wik (2KTE 55%., 90 mg # 3.7%., 90—-180 mg B¥ 7.3%) . ILD.“Hif#® (£
A TIE4.6%. 90mg B 1.8%. 0-180 mg B 7.3%) THot=, BTICESHBIERIE 3.7%DEE
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[SEH LN, ARIEME (2 ) . BRI, FFREE. MFRTE. MELE. BHEMEHELRURE
HERmE (& 16D THo1 -,

ALTA ERERTid., 90 mg B D 2.8%. 90—180mg # D 82%DEENBIERIZL Y KFEZLITdiE

Lize PUIZE->LRELSHEECEB L-ERE. ILD /A% (90 mg # 0.9%. 90180 mg B
1.8%) . ffiZ (90—-180 mg HEDH 1.8%) THo7 =,

ALTA HEBRTE, BF O 14%PEIFEBICLYBEROBEFLNESL LT (90mg B 7.3%.
90—180 mg B 20%) . BMBICE>-RELSHEEICERLALEMEAE. WThoBESRTELILTF
URARFF—CEMTH > (90 mg Bf 1.8%. 90180 mg # 4.5%) o

ALTARBTRO o -HLEHEICER L-AFARUVBRKREEREER 5 RUK 6 ITEHNT 5,
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#£5: ALTA HBORBBINCHLBED 10%LL (£TL—F T 2%BE (FL—F 3~4) ZRRALEHER

(219 )
90mg18 1H 90—180mg1 8 1@
109 % 110 45
&4 L—F FL—F 3~4 2TL—FK L~ K 3~4
iilii (%) (%) (%) (%)
BIBEE
E 33 0.9 40 0.8
T 19 0 38 0
g At 24 18 23 0
EE5) 19 0.9 15 0
s 17 0 10 0
~ % - BRER CREBHOHKE
EHT 29 138 36 0
8 14 0 6.4 0.9
FROGSE, FERRE U4 RmHE
I 18 0 34 0
AR OF, BRI S 27 2.8 21 1.8°
ILD.~ il % 3.7 1.8 9.1 27
{EEL SR 0.9 0 2.7 27
AERNE
ETr 28 0 27 0.9
TR 1 — S 13 0.9 13 1.8
Bl B UK T MRS
FiE P 15 1.8 24 3.6
il £
= I E 11 55 21 6.4
B BERE U S A RE
ERiEHR 12 0 17 0
AR 10 18 15 1.8
FAAoE 9.2 0 15 0.9
RB &% 14 0.9 14 0
Pk dE 11 0 3.6 0.9
BB UEEER
HAURE 22 0.9 15 0.9
AR E
W 2 7.3 0 10 08
B
2% 48 2.8° 10 5.5°
i i g
FIRE 11 0 7.3 0
* REECEWEFTOEEBERLBEAERE (CTCAE) v4.0 I8N
TS, BERUOESTREL S,
PEmhERVERA Y,
S rRUREREER U TR R L,
T BEEERUBIRERICESTEELEE.
ORI D 2 —RSF R U REE S Y,
;‘ THEHEEL, ARERS. 2. FOEMKSRUBERESH Y,

FEBEEUHBRELE.
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? #FR, FB. B8, BAHET. |HEE. BT EEED. HERE. SHEERUEFEEEL S
¢ HL—F50ER 14X

£6: ALTARBOLUAVIICHEEED 20%L L (7L—FY BT 2BEREMERE (2194)

90mgi1BE1HE 90180 mg 1 85 1[E
109 I 110 ]
£FL—F JTL—F3~4 2FL—F | FL—F3~4
BRI EERY (%) (%) (%) (%)
{EFRRE
zg;};7¥y§i7a/ FSURATTT— 38 0.9 65 0
& It 38 3.7 49 3.6
L7 FUoRARFF—FHm 27 2.8 48 12
1)/ —BHEN 21 4.6 45 5.5
FSZU7PE/ FSURT75—EHEM 34 0 40 2.7
F 2S5 —BH#m 27 3.7 39 2.7
FILAYRAT 72 —HH0 15 0.9 29 0.9
IRV Z 15 1.8 23 36
EHELESS PO RIS AF UBMER 22 1.8 20 0.9
ik 3=t S
A1 23 0.9 40 0.9
) s SERR A 19 2.8 27 45

*  CTCAE v4.0 I8
ol R Y UEMEEL A L TES B

BEROBRABRTEO o - T DMDEI{ER

HERABRTARRDOREERT-EE 274 flexRe Lz 3 BN S LM SBKREABER CIL. Bl
ERRUVBRKRBREBRER & L TanBRERLD (28%) . BEF U LME (20%) . EH Y DA
fE (19%) . DU/DMRBOEA (10%) « RIGRIE (4.7%) . &M (3.3%) RUBGEBEBEE (1.1%) A
#&%éhf:o

7  EYHEEEA

7.1  ALUNBRIG 2T 5O EROEE

SN IEHIRED CYP3A HEH

ARIERAGRITPIERED CYP3A HERLHHAREY S &, brigatinb OMBRRENALRE L, &
FRAOEBES LR T DARMENSH D [BFAEE (123) ] . REERNREHEED CYP3A
EEFEHALEN &, BAXITHEED CYPIA BEFOHALSRT SNGNSEZ. HERS
SRS S & [AE - HE (24) FHE .

sEARISPIEED CYP3A FEH|

FEERDGERILHBED CYP3A FHH L HRAKRS T H &, brigatinib OMBRRENMET L.

ALUNBRIG OEMMEMET T LR8N H D [BEFE (12.3) FHE] . REEBHXIEFERED
CYP3A BREHIELHALLGWI L, PREED CYPIA ZFEAOHBAE#TONTIMESE, HERE
SRS S & [AE-FE 25) FFE] .
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7.2 {hFI<HT S5 ALUNBRIG OFE

CYP3AEE

brigatinib &, BREMEDE CYPIA EBOREFZETIRIZLNH D, RLEVEHEELED
CYP3A £HE LFFOHAREIZLY, BIEMOEL CYPA HREOREMNMETL. HMEEMNETS
S ENHD [(FHEGEFZEFDEE 8.3) 8] ,

8 RBRLCBEREA~OES

8.1 BE@H~OKRE

)R DEH

FEIOERAMF LB THRONEHNRENS ., FEERFIIRETLLRRICERERITRNELHD
[BERFEEE (12.1) SF] . BRICHTH5FFOFERICET IBET—2 T4, [BEBRYOITIR
T T brigatinib 50L& A, 125mgkg/H (ERIZ 180mg # 1 H 1 BREL-EED
AUC BEBOH 07 %) ORBEILBAERENEEHREENED LN, 25mgkg/ B (E Iz
180mg # 1 H1BRELE-EZOBTEDH 126 15) DEOBRB TERERTEQOEM,. TRE
UVIRRAEORODRBD oMt (F—2DEEHE) . BREADEBEN AZIZTOVTIERICHOES
&

KEO—BEHATHE., BERMICBEIN-HECSTI3ERLERERBREEOKES2)RY
[F. EhER 2~a%R U 15~20%TH B,

T—4

BYhr—=

BERBORRT v M brigatinib #EB%S LT - BREEICEAT 3BT, 12.5 mg/kg/B
(ERZ180mgZ 1B 1EHTELI-LEEZD AUCBEEDHN 072 ORELN O BEBKENLEE
2E (Fx2EFk. /MIE) RUNBEESBOHLNT-, 25 mgkg/BE (E 2 180mg % 1 B 1
EiERS L& &M AUC DH 1.26 fF) TlE. EELHZFE (2BHETEE) | SEkR (BECHEE) |
BIRODBIER. WEORE. EEAU/ XILEH, SXUEMERS. ERETMH, BEE~L=7 (5
(T|HLAB) . BREEN (BEEORENLSRELEZE SEOFELARDHOA., NRBE TIEHA
HEODFEEDILRNBH N,

8.2 #HBHB~OBRE

R DEH

B FEL D brigatinib @5l CITREL B DOELIR XL brigatinio AEAEEICRIFTSZEICEY
HTF—HEGEV, BEATOIRICEHERNAERT RN D S0, FHOBERRUVBKRIBSE
1 BRI LAWK S ISHEET 52 &,

8.3 4MEWEELEXR

PRI

RRDOEE BT HETIC. FIRFTRELGLEOFTIRREEZRE T LI & [HELEFLEHDRE
(8.1) HH] .

id Ay

AFNIBRICEEZRIJEEN S D [HFREEZEEL~DRE 8.1) B .
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MEIRTIREE XEICE. FRIDRSPRURRBRERDTCES 4 1 ARIEFRILE VEILSAOFED L
BHEAEERT AL OEBET S &, FFICK Y —BORILE S BIEENBMCLELHTRESSH D7
O, RLEVRAOBIEREERT O OBEBICUMET S & [EYHEEERL (7.2) 3] .

Ft
BEEEOTREESH S0, EIRFTREL X/ A— FF—ALEBEICHE. FAFHOBREDRUREE
5% L3 AREMRNTREEEERTHILIBETEH L [FH (13.1) 5] .

Tz
BYMOBEBERTORRICEDE, FHTHOERHET LI TR TTRMENHD [FH (13.1)
B .

84 /IZNR~DEE
NWNRBEIZHETHREOREERUEDEIEIENTULEL,

8.5 ®WRE~OES

ALTA 1L REBOXRFIRSBER D ALTA FEBRICEHEIN-EH 359 D35, 26.7%H 65 HLET
7.5%D% 75 BUETH -1, 65 BUEDEBE - EEFEF ORI TREURUEDEIZ2ENAGEL
73:75\'31-:..'.0

8.6 KHEFEF~OES

BEEOMESE (Child-Pugh 238 A) XIZSFEOEE (Chid-Pugh 4% B) 289 5&FI2xd
HPRABHEMIERIA TG, EEOFEE (Chid-Pugh 448 C) 287 2EFICHLTIE., K
BlERBTAIE [FHE - FHE (2.6) . BFEEE (12.3) #85] ,

87 EHERE~OES

BERIDEEODEEESRE [Cockeroft-Gault IZ&B35 LFFv2 732X (Cler) A 30~
89 mlL/n] ITHERENZHERE I TWVEL, EEOTEE (Cler A 15~20mL/%) HTLHEEFIC
LTIk, ZBRERBETSE [FHE-FE 27) ., BFEEE (12.3) 845 .

11 #R - K

brigatinib 1% ¥+ >+ — £ BB F & T &% % . brigatinib ® 1 %2 & & . 5-chloro-N*[2-
(dimethyiphosphoryl)phenyI]~Nz-{2-methoxy-4-[4-(4-methylpiperazin~1 -yl)piperidin-1-
yllphenyl}pyrimidine-2,4-diamine TH 5., B F & CpHCIN/OP ThH Y., ThiZLEE
584.10 g/mol ICHEHT B, brigatinib [ZIZF S WL FMIE L, EEEEFLUTIZRY,

l -
HN N NH O
/O~ i
®
)
N
I

1l
I

brigatinib (A 7R 7 A b~ R_R—D a2 /EBBEODERKRTH D, pKes (&, 1.7320.02 (EAH|) .
3.65+0.01 (&AD . 4.72+0.01 (EH) . 8.04:0.01 (&EH) LREShi=,
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BORASZRICTHLARFIEL. brigatinib180 mg, 90 mg Xik 30mg &. FMHFIE LTSS b—A—KH
M. EReLO—X, FoFoF)a— LB r)D L (B4 TA)  AFT7) VBT RV AR
VEKEDOS FRVYAESETE 74 0L0—F 14 U5 EELTHEENS, GBROI—F 1>
JElZ, 2L, RUZFLLTYa—ib, RUEZALTLIA—- LRV ZEEFEUNLHED,

12 ERPREEE

121 FR#F

brigatinib [&. ALK, ROS1, 4 VX J U#RERF-1 FEE (IGF-1R) RV FLT-3 2&8L#EHO+
F—H, WGIZ EGFRDREEUVAERIZH LT, BRERMISERETRELRE T in vitro EH &R T F
AL oxF—EREFITHS, brigatinib (X, in vitro R in vivo SBRIZE T, ALK DBER 1) LB L
WK ALK BNET B TRV TFTIEEERE THS STAT3. AKT, ERK 172 RU S6 D 1) EEE
#FBE LT=, brigatinib [FE =, in vitro T EML4-ALK R U NPM-ALK S ELE R ET 528D
MEHBEL. ¥TORATIE EML4-ALK 814 NSCLC REBEFOMEL BAEkEMIZAEd A L
MEFTENT-,

FEPR CRIETREGRE (500 nmolL BLUR) T. brigatinib (& in vitro T EML4-ALK BRUS ) YF =T
HED ALK FHERICHT 2MitEICEET S 17 BEOLERAFELUIZ EGFR-Del (E746-A750) .

ROS1-L2026M. FLT3-F691L R U FLT3-D835Y #HIAT MDD EFEEE L 1=, brigatinib [£. %
) JF Tk DREPIETARDO - NSCLC EEDIEE CRE S AT- G1202R BT L1196M
FEFEEL 4HEBEOLERE EMUA-ALK (ZH L. in vivo THIBEEMEZR L=, £, brigatinib i
ALK HEDESHMGFEZAICBELEIDRIZBEVWTEEEL RIS ¢., EEHHEEEL-.,

12.2 Ehe
brigatinib DIREE & RIGOBREUVENEMRICOBENERITHATH S,

DISES AR

AHIO QT FIRERDEEEMEIZDLNTIE, 30 mg (HEAE 180 mg @ 0.16 &) M5B 240 mg (IR
AE180mgd 13 ORETI1HE1EHRELE-123B80BEEZNRICEML . KRR
EELQTRROERZ L IzoT ZLEh o1,

12.3 YR

AFIZ Omg BV 180mg DAET 1A 1 AFELIZESOEREKEIZE TS brigatinib DEERE
(Crmax) DOFEMITIE (CV%) (. FhEH 552 (49%) ng/mL BT 1452 (60%) ngiml. THY.
HMETLH2BRE-HFHBETEE (AUCura) ITEFNFH 8165 (45%) ngh/mL B U 20276
(62%) nghimL TH-T=, FEIOERKERURERERD brigatinib OLBHIREZEE(L. 60mg
(#EFBE 180mg M 0.318) ~240mg (HERE180mg D 1315 1B 1 BOHESHETHSRIC
EFLTW -, REBRSEOFESERLILE 1.9~24 TH-T=,

DR
AF| 30 mg~240mg OEEFENERER., B EEIEERE (Tha OPREF 1~4 BREITH - .

BEDEE

AEESBFE (920 h0Y—, mAK{EH 589, IEM 599, ZAE 40g) ERM L -RELHEE
Clk, —BEEE B B0 Crax BT AUC & B LT, brigatinib @ Craeld 13%IETF L. AUC (28
BiIHohighot,
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brigatinib @& FMEEEEESEL 91%THY. BEERCBEREFEHIIRO 5L, MK MmiEf
RELX 069 THS. £FI180mg # 1 B 1 EREAHZRE L&, EEREIZH TS brigatinib @ B H
(FDRTEE (V,F) OFEHEI07LTH> T
XK 180mg % 1 B 1 @ROBE L&, EBREIZHITS brigatinib EMTORKOIYTFTS R
(CUF) Fi9{EIL 8.9 L/h, Mg EEF M TYEIL 25BMTH 1=,

1t

brigatinib (& in vitro TEIZ CYP2C8 RU CYP3A4 [T L UBian 5, @ELHHERE IS brigatinib DR
SHERERR 180 mg #EEROK/ELFLEZA, NRAFIERVSCAT A U ERZ>OTERH
BRTH o1z, BREMDOELHEEER 5L brigatinib OFREILE (92%) TH-o 1=,

/%4

REETHERE T brigatinib QST EIERK 180 mg ZBEERZORE L-EZA. B5B O 65%A %t
TEIRENL, BEEO 25% R RBTRIRE Wiz, BHEEEICxT S brigatinib DFRELEDEE 1L,
WhTA41%, FRPT 8% TH-T=.

R B EEE
Fhn. AFE. Al RERUTILITZ VREL, brigatinib OEMEREICH L TEHREMNICEKOSLHD
HEERIFESEM o1,

rEEEE

AE| 90mg OEEREH®. EEOIFEE (Child-Pugh #7458 C) #8528 E CIL, HlENES
GWEBRE LB L T, EHEESE vrigatinib OLBBES (AUCouns) M 37%Eh -1, ERBSH
brigatinib O£ SBRER (AUCone) 1&. BE (Child-Pugh 248 A) AL LHEE (Child-Pugh 448
B) OMBEEZA T HHRE LITMEA LR G HERECREBETH - [FX - FHEF (2.6) #H] .

FEFEEE

A#F 0mg OERKZER, BEEOBEE [V LT7F-7) 752X (Clar) 15~29mU4] %8
THMBRETIE., BHENERLGHEBRE LB L T, EHESE brigatinib OLBBESR (AUCune)
M 86%mMm o1,

R EMERERENTIZL S &, brigatinib OBBREE, BEOEEE (Cler A 60~89mL/%) £F
T EHWEE 1250, hEEDBES (Cler A 30~59 mL/5y) 28 ¢ 3BE 34 fIRUVESLBEH
fE (ClerM o0 mU/SLLE) BT 2WBRE 270 TCRBETCH 1= [FE - FHE 2.7) &5,

EWIEE FRASER
BEHER

BARUBIRED CYP3A FAEH|A brigatinib (CRIZTHE -

A +ZaFV—JL B&FH%H CYPIATEEH]) 200mg @ 1 B 2 B 5 & K& 90 mg QEEHRE % #H
L,T:i%'%s Kﬁﬂ a0 mg @ﬁ-ﬁi?ﬁ%tttﬁi{ LT. brigatinib @ Crax & 21%. AUCQ-]NF[i 101%i§ﬂﬂ L=
[ - FHE (2.4) . ZWHEEER (7.1) £HE] . REED CYP3A BEEHIIL, brigatinib @ AUC

HFA0%BMESE5LFEEN D,

387 CYP2C8 [HEHIAS brigatinib I & IiX 4 5% -
SLT74702) BRI CYP2CEEEH]) 600mg @ 1 B 2 RS &A% 90 mg DEEIRE %4
LSS, FH 90 mg OBEMES & B L T, brigatinib 0 Chax (3 41%. AUConre L 12%8i4 L
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feo LT 4 TRTILH brigatinib OEMEREIZ R IFTEEICERRIZEEA <. brigatinib DIRE
ERLOOMFIITETHD,

AR U hIEED CYP3A FEAIA brigatinib (2R F 4 824

o7 EY BEH4 CYP3A FHEHA 600 mg DERIZE & KK 180 mg OBEEIRSLHE L8
'él'-. :‘tﬁ“ 180 mg @ﬁﬁ!?ﬁ'—i—ttbiﬁbfs brigatinib @ Cmax = 60%. AUCO_|NF =¥ 80%“&1‘7 L= [ﬁ
2 FE (25) . BYEEMFAE (7.1) S . RIEED CYP3A FHE|L, brigatinib ® AUC ##§5
50%ETsE5&FHEENS,

In vitro G5

brigatinib 23 CYP BRI R IFT 958 .

brigatinib &, EERERFICEOH oM HMBPPRETIE. FLIT 2 X Z28E (PXR) OEMEEIZE
Y CYP3A Z:H8 L=, F7=. brigatinib [ZEREMERABFICEO LI LBET, RLHEFEIZKY CYP2C
BEREZFEITLI LD D,

brigatinib 1%, ERREHBICEHONDRBET CYP1A2, 2B6, 2C8, 2C9, 2C19. 2D6 R UL 3A4/5
#HELAEM DT,

P-#E R U BCRP JHEHIA brigatinib (CRIZFTEE .

brigatinib (F#th FS U RAR—E—TH D P-#EBE (P-gp) RV breast cancer resistance protein
(BCRP) OEBTH 5, brigatinib (& in vitro THWERELIEESAEEZRTIENDL, Pgp RD

BCRP MEEE#IA brigatinib OMEHREEZ LF S L HEERITENEEZLRS,

FOMD kT RR—4 —H brigatinib IZRIF T BE

brigatinib [£. organic anion transporting polypeptide (OATP1B1. OATP1B3) . organic anion
transporter (OAT1. OAT3} . organic cation transporter (OCT1. OCT2) . multidrug and toxin
extrusion protein (MATE1., MATE2K) XIZ bile salt export pump (BSEP) OEE Tlditly,
prigatinib MW k5 U AR—F—ZRIFTEE .

brigatinib . in vitro T P-gp. BCRP, OCT1. MATE1 BU MATE2K OEEFITHD, FOH.
brigatinib (oD FS Y AR—2—~ORBEELHATIHE. TOREORBEX#LFIHZEM
H 5, brigatinib 1L, EERERFICEO LN HEET OATP1B1, OATP1B3. OAT1. OAT3. OCT2
U BSEP ZBE LM o7,

13 &

131 MNARMK, TRFRYE. T2%ET
AE DL AEHREBRIEEN L TV,

brigatinib ¥ &EIZk Y. Tv FEAW in vivo BELEFOER/NEHB TREEBENEDH D h =A%,
Ames HERX (T in vitro LR EAREREHR CTEERFERIIESH M o1z,

brigatinib OFZEEEICET SEMARIER L TOVEL, BYEZAVERESSRBICBE VN THEAS
RO ONF-BEIE. 180mg ZRELE-BFIZBTIBEED 02 ELWLWSENVREETHHT-,
Sy hTHEH, BE, BERUVINIBOEER LA VICKRBAEEEARO LN, ChoOEEL
2 n AROBEPEADPICEELAENM 2Tz, YILTIE., BREOB/NRUBETREETOEMEMFRREA
BHohfz, ChoOEEIEREHAMPIZEEL =,
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14 BRERRCHR

TKI £REZDE{T ALK BB NSCLC (ALTA 1L BEE)

ALK BEHAEEO L NVETT ALK BTE NSCLC OBABE xR E L-EEAL (111) . IE5ER. 2
FEER L EIEER (ALTA 1L. NCT02737501) 2HWLWT., ARIOEPDHEEINET S, KRB TIL, 18
HMOEEAEREICESE, ALK BEIAZEH N -EEEZHAANT-, BREBRZIZOVTIEE
FrETXITEBIZHT S5 1 EAEFTOLEREEAHD L, ECOGIR T~V VAR F—R AN 0~
2THEZEE LT, MBEESBLZSOTREAERR (CNS) BEBOABEOEEEZN LY. #EEMIC
RELTWHBELZEE L Lz, MEEMESR. ERMMEBAREINSHEHBAOREEZE T 585
(FBRA L1z, TEEDHTMEBE L. BRSADRBRDRHEDEHOH A K54 > (RECIST vi.1)
IZEDOE, ERTHRIBAEESS (BIRC) MFHEL -EEELHFHR (PFS) & L1, BIRC A ¥I%E
LE-tTOMmOENEMEEB X, BELE-2£FUE (ORR) . BHMEM (DOR) . EERN ORR &
UEEZRN DOR & L1-.

275 BIOBELAKI 90 mg 1 B 1 ER5 T 7 BEOEALIMKIC 180 mg 1 H 1 EHROFE (137
B XigH/UVF=TJ 250 mg 18 2@EE (13846) OLTFhMIEESLLSh, BRERE 275
BIDS5E, TN F UEEHBRE Vysis ALK Break Apart &3 in situ A TYEFA4E— 30

(FISH) ZFo—TJF%w bokY 230 BlISBHENEH bl PRIZEHEOHER TIL 20 HIHTERE.
16 BINAFEFRATH 1=,

BAERBLICHY. CNS &8 (HYXNEL) RUBFMETXIIEBHERBISHT 2LEEEE (F
) TRl

ABREREEOA—RT 4 O ANOFEHEREMEL. EEBPRES 59 & (§EH : 27~89 &. 32%
MNE5ELUE) . AA59%. 7PT A 38%. X 55%. ECOG PS 04 39%. ECOG PS 14 56%.
BHERET LA 8% TH -1z, ABRNFEMSEOKREFEE. XT—2 VA 93%. BT XIZER
BIoHT BIEEFEEN 27%. CNS KEHREBHEMN 14%., BEBS 31%. FEEA 20%ThH - 1=,
EBED 35% (96 ) IZ CNSEEHBMAFZH LN, FTO I35 41 HIHIERIEEL CNS BEAEH I,

ALTA 1L SREECIL. BIRC IZ& 5 PFS [CHFTEMFELGRENEDH o=, ALTA 1L EEBROEDE
DEBRERTRUR1IZEEHT S,

T—R2HAY b TDOHRT., 2EFPRT —23+5E 0 TE AN o1,
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% 7: ALTAIL BB BIRC HIBI- L 3 HMEOHE

o ALUNBRIG QUJF=7J
mIELEFLMN
EREH. n (%) 63 (46%) 87 (63%)
hRiE (R#) (95%CD 24.0 (18.5,NE) 11.0 (9.2,12.9)

0.49 (0.35,0.68)

NF— K (95% CI)

p{E* <.0001
EHEL
BEEHE, % 74% 62%
(95% Cl) (66,81) (53,70)
p {&* 0.0342
STEED. % 15% 9%
(95% CI) (9,22) (5,15)
EaEH. % 59% 53%
(95% ClI) (50,67) (44,61)
XA
B TE B2 EhA 5K 101 181 85 5|
hdiE (A% (95% CI) NR (19.4 NE) 13.8 (9.3,20.8)
Ehiif 24 n AL E 51% 30%

Cl: {EHER. NR: REZE. NE : HER G

*R—=RTA D ICNS EBRUBMETRIIEGESMEEBRICHNT AEEEEROFEIZLYEIMEL., OF
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ANNEX

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See
section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Alunbrig 30 mg film-coated tablets

Alunbrig 90 mg film-coated tablets

Alunbrig 180 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Alunbrig 30 mg film-coated tablets
Each film-coated tablet contains 30 mg of brigatinib.

Excipient with known effect
Each film-coated tablet contains 56 mg of lactose monohydrate.

Alunbrig 90 mg film-coated tablets
Each film-coated tablet contains 90 mg of brigatinib.

Excipient with known effect
Each film-coated tablet contains 168 mg of lactose monohydrate.

Alunbrig 180 mg film-coated tablets
Each film-coated tablet contains 180 mg of brigatinib.

Excipient with known effect
Each film-coated tablet contains 336 mg of lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Alunbrig 30 mg film-coated tablets
Round, white to off-white film-coated tablet of approximately 7 mm in diameter with debossed “U3”

on one side and plain on the other side.

Alunbrig 90 mg film-coated tablets
Oval, white to off-white film-coated tablet of approximately 15 mm in length with debossed “U7” on

one side and plain on the other side.

Alunbrig 180 mg film-coated tablets
Oval, white to off-white film-coated tablet of approximately 19 mm in length with debossed “U13” on

one side and plain on the other side.



4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Alunbrig is indicated as monotherapy for the treatment of adult patients with anaplastic lymphoma
kinase (ALK)-positive advanced non-small cell lung cancer (NSCLC) previously not treated with an

ALK inhibitor.

Alunbrig is indicated as monotherapy for the treatment of adult patients with ALK-positive advanced
NSCLC previously treated with crizotinib.

4.2 Posology and method of administration

Treatment with Alunbrig should be initiated and supervised by a physician experienced in the use of
anticancer medicinal products.

ALK-positive NSCLC status should be known prior to initiation of Alunbrig therapy. A validated
ALK assay is necessary for the selection of ALK-positive NSCLC patients (see section 5.1).

Assessment for ALK-positive NSCLC should be performed by laboratories with demonstrated
proficiency in the specific technology being utilised.

Posology

The recommended starting dose of Alunbrig is 90 mg once daily for the first 7 days, then 180 mg once
daily.

If Alunbrig is interrupted for 14 days or longer for reasons other than adverse reactions, treatment
should be resumed at 90 mg once daily for 7 days before increasing to the previously tolerated dose.

If a dose is missed or vomiting occurs after taking a dose, an additional dose should not be
administered and the next dose should be taken at the scheduled time.

Treatment should continue as long as clinical benefit is observed.

Dose adiustments

Dosing interruption and/or dose reduction may be required based on individual safety and tolerability.
Alunbrig dose reduction levels are summarised in Table 1.

Table 1: Recommended Alunbrig dose reduction levels

Dose Dose reduction levels
First Second Third

90 mg once daily reduce to 60 mg once permanently not applicable

(first 7 days) daily discontinue

180 mg once daily reduce to 120 mg once | reduce to 90 mg once reduce to 60 mg once
daily daily daily

Alunbrig should be permanently discontinued if patient is unable to tolerate the 60 mg once daily dose.

Recommendations for dose modifications of Alunbrig for the management of adverse reactions are
summarised in Table 2.




Table 2: Recommended Alunbrig dose modifications for adverse reactions

Adverse reaction

Severity*

Dose modification

Interstitial lung
disease
(ILD)/pneumonitis

Grade 1

if event occurs during the first 7 days of treatment,
Alunbrig should be withheld until recovery to
baseline, then resumed at same dose level and not
escalated to 180 mg once daily.

If ILD/pneumonitis occurs after the first 7 days of
treatment, Alunbrig should be withheld until
recovery to baseline, then resumed at same dose
level.

If ILD/pneumonitis recurs, Alunbrig should be
permanently discontinued.

Grade 2

If ILD/pneumonitis occurs during the first 7 days of
treatment, Alunbrig should be withheld until
recovery to baseline, then resumed at next fower
dose level as described in Table 1 and not escalated
to 180 mg once daily.

If ILD/pneumonitis occurs after the first 7 days of
treatment, Alunbrig should be withheld until
recovery to baseline. Alunbrig should be resumed at
next lower dose level as described in Table 1.

If ILD/pneumonitis recurs, Alunbrig shouid be
permanently discontinued.

Grade3 or4

Alunbrig should be permanently discontinued.

Hypertension

Grade 3 hypertension
(SBP > 160 mmHg or
DBP = 100 mmHg,
medical intervention
indicated, more than
one anti-hypertensive
medicinal product, or
more intensive therapy
than previously used
indicated)

Alunbrig should be withheld until hypertension has
recovered to Grade < 1 (SBP < 140 mmHg and
DBP < 90 mmHg), then resumed at same dose.

If Grade 3 hypertension recurs, Alunbrig should be
withheld until hyperiension has recovered to

Grade < 1 then resumed at the next lower dose level
per Table 1 or permanently discontinued.

Grade 4 hypertension
(life threatening
consequences, urgent
intervention indicated)

Alunbrig should be withheld until hypertension has
recovered to Grade < 1 {SBP < 140 mmHg and
DBP < 90 mmHg), then resumed at the next lower
dose level per Table | or permanently discontinued.
If Grade 4 hypertension recurs, Alunbrig should be
permanently discontinued.

Bradycardia (Heart
Rate less than
60 bpm)

Symptomatic
bradycardia

Alunbrig should be withheld until recovery to
asymptomatic bradycardia or to a resting heart rate
of 60 bpm or above.

If a concomitant medicinal product known to cause
bradycardia is identified and discontinued, or its
dose is adjusted, Alunbrig should be resumed at
same dose upon recovery to asymptomatic
bradycardia or to a resting heart rate of 60 bpm or
above.

If no concomitant medicinal product known to
cause bradycardia is identified, or if contributing
concomitant medications are not discontinued or
dose modified, Alunbrig should be resumed at the
next lower dose level per Tabie 1 upon recovery to
asymptomatic bradycardia or to a resting heart rate
of 60 bpm or above.




Adverse reaction

Severity*

Dose modification

Bradycardia with
life-threatening
consequences, urgent
intervention indicated

If contributing concomitant medicinal product is
identified and discontinued, or its dose is adjusted,
Alunbrig should be resumed at the next lower dose
level per Table 1 upon recovery to asymptomatic
bradycardia or to a resting heart rate of 60 bpm or
above, with frequent monitoring as clinically
indicated.

Alunbrig should be permanently discontinued if no
contributing concomitant medicinal product is
identified.

Alunbrig should be permanently discontinued in
case of recurrence.

Elevation of CPK

Grade 3 or 4 elevation
of CPK (= 5.0 x ULN)
with Grade > 2 muscle
pain or weakness

Alunbrig should be withheld until recovery to
Grade <1 (<2.5 x ULN) elevation of CPK or to
baseline, then resumed at the same dose.

If Grade 3 or 4 elevation of CPK recurs with
Grade > 2 muscle pain or weakness, Alunbrig
should be withheld until recovery to

Grade < 1 (£2.5 x ULN) elevation of CPX or to
baseline, then resumed at the next lower dose level
per Table 1.

Elevation of lipase
or amylase

Grade 3 elevation of
lipase or amylase
(> 2.0 x ULN)

Alunbrig should be withheld until recovery to
Grade <1 (< 1.5 x ULN) or to baseline, then
resumed at same dose.

If Grade 3 elevation of lipase or amylase recurs,
Alunbrig should be withheld until recovery to
Grade < I (< 1.5 x ULN) or to baseline, then
resumed at the next lower dose level per Table 1.

Grade 4 elevation of
lipase or amylase
(= 5.0x ULN)

Alunbrig should be withheld until recovery to
Grade < 1 (< 1.5 x ULN), then resumed at the next
lower dose level per Table 1.

Hepatotoxicity

Grade = 3 elevation
(> 5.0 x ULN) of
either alanine
aminotransferase
(ALT) or aspartate
aminotransferase
(AST) with bilirubin
<2 x ULN

Alunbrig should be withheld until recovery to
baseline or less than or equal to 3 x ULN, then
resumed at next lower dose per Table 1.

Grade = 2 elevation
(>3 x ULN}of ALT
or AST with
concurrent total
biiirubin

elevation > 2 x ULN
in the absence of
cholestasis or

Alunbrig should be permanently discontinued.

haemolysis
Hyperglycaemia For Grade 3 (greater s [f adequate hyperglycaemic control cannot be
than 250 mg/dL or achieved with optimal medical management,
13.9 mmol/L) or Alunbrig should be withheld until adequate
greater hyperglycaemic control is achieved. Upon recovery,

Alunbrig may either be resumed at the next lower
dose per Table 1 or permanently discontinued.




Adverse reaction

Severity*

Dose modification

Visual Disturbance

Grade 2 or 3

Alunbrig should be withheld until recovery to
Grade 1 or baseline, then resumed at the next lower
dose level per Table 1.

Grade 4

Alunbrig should be permanently discontinued.

Other adverse
reactions

Grade 3

Alunbrig should be withheld until recovery to
baseline, then resumed at the same dose level.

if the Grade 3 event recurs, Alunbrig should be
withheld until recovery to baseline, then resumed at
the next lower dose level as per Table 1 or
permanently discontinued.

Grade 4

Alunbrig should be withheld until recovery to
baseline, then resumed at the next lower dose level
as per Table 1.

If the Grade 4 event recurs, Alunbrig should be
withheld until recovery to baseline, then resumed at
the next lower dose level as per Table 1 or
permanently discontinued.

bpm = beats per minute; CPK = Creatine Phosphokinase; DBP = diastolic blood pressure; SBP = systolic blood pressure;
ULN = upper limit of normal

*Graded per National Cancer Institute Common Terminology Criteria for Adverse Events, Version 4,0 (NCI CTCAE v4).

Special populations

Elderly patients

The limited data on the safety and efficacy of Alunbrig in patients aged 65 years and older suggest that
a dose adjustment is not required in elderly patients (see section 4.8). There are no available data on
patients over 85 years of age.

Hepatic impairment

No dose adjustment of Alunbrig is required for patients with mild hepatic impairment (Child-Pugh
class A) or moderate hepatic impairment (Child-Pugh class B). A reduced starting dose of 60 mg once
daily for the first 7 days, then 120 mg once daily is recommended for patients with severe hepatic

impairment (Child-Pugh class C) (see section 5.2).

Renal impairment

No dose adjustment of Alunbrig is required for patients with mild or moderate renal impairment
(estimated glomerular filtration rate (¢GFR) > 30 mL/min). A reduced starting dose of 60 mg once
daily for the first 7 days, then 90 mg once daily is recommended for patients with severe renal
impairment (eGFR < 30 mL/min) (see section 5.2). Patients with severe renal impairment should be
closely monitored for new or worsening respiratory symptoms that may indicate ILD/pneumonitis
(e.g., dyspnoea, cough, etc.) particularly in the first week (see section 4.4).

Paediatric population

The safety and efficacy of Alunbrig in patients less than 18 years of age have not been established. No

data are available.

Method of administration

Alunbrig is for oral use. The tablets should be swallowed whole and with water. Alunbrig may be
taken with or without food.

Grapefruit or grapefruit juice may increase plasma concentrations of brigatinib and should be avoided

(see section 4.5).




4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Pulmonary adverse reactions

Severe, life-threatening, and fatal pulmonary adverse reactions, including those with features
consistent with ILD/pneumonitis, can occur in patients treated with Alunbrig (see section 4.8).

Most pulmonary adverse reactions were observed within the first 7 days of treatment. Grade 1.2
pulmonary adverse reactions resolved with interruption of treatment or dose modification. Increased
age and shorter interval (less than 7 days) between the last dose of crizotinib and the first dose of
Alunbrig were independently associated with an increased rate of these pulmonary adverse reactions.
These factors should be considered when initiating treatment with Alunbrig. Patients with a history of
ILD or drug-induced pneumonitis were excluded from the pivotal trials.

Some patients experienced pneumonitis later in treatment with Alunbrig.

Patients should be monitored for new or worsening respiratory symptoms (e.g., dyspnoea, cough, etc.),
particularly in the first week of treatment. Evidence of pneumonitis in any patient with worsening
respiratory symptoms should be promptly investigated. If pneumonitis is suspected, the dose of
Alunbrig should be withheld, and the patient evaluated for other causes of symptoms (e.g., pulmonary
embolism, tumour progression, and infectious pneumonia). The dose should be modified accordingly
{see section 4.2),

Hypertension

Hypertension has occurred in patients treated with Alunbrig (see section 4.8).

Blood pressure should be monitored regularly during treatment with Alunbrig. Hypertension should be
treated according to standard guidelines to control blood pressure. Heart rate should be monitored
more frequently in patients if concomitant use of a medicinal product known to cause bradycardia
cannot be avoided. For severe hypertension (> Grade 3), Alunbrig should be withheld until
hypertension has recovered to Grade 1 or to baseline. The dose should be modified accordingly (see
section 4.2).

Bradycardia

Bradycardia has occurred in patients treated with Alunbrig (see section 4.8). Caution should be
exercised when administering Alunbrig in combination with other agents known to cause bradycardia.
Heart rate and blood pressure should be monitored regularly.

If symptomatic bradycardia occurs, treatment with Alunbrig should be withheld and concomitant
medicinal products known to cause bradycardia should be evaluated. Upon recovery, the dose should
be modified accordingly (see section 4.2). In case of life-threatening bradycardia, if no contributing
concomitant medication is identified or in case of recurrence, treatment with Alunbrig should be
discontinued (see section 4.2).

Visual disturbance
Visual disturbance adverse reactions have occurred in patients treated with Alunbrig (see section 4.8).

Patients should be advised to report any visual symptoms. For new or worsening severe visual
symptoms, an ophthalmologic evaluation and dose reduction should be considered (see section 4.2).



Creatine phosphokinase (CPK) elevation

Elevations of CPK have occurred in patients treated with Alunbrig (see section 4.8). Patients should be
advised to report any unexplained muscle pain, tenderness, or weakness. CPK levels should be
monitored regularly during Alunbrig treatment. Based on the severity of the CPK elevation, and if
associated with muscle pain or weakness, treatment with Alunbrig should be withheld, and the dose
modified accordingly (see section 4.2).

Elevations of pancreatic enzvmes

Elevations of amylase and lipase have occurred in patients treated with Alunbrig (see section 4.8).
Lipase and amylase should be monitored regularly during treatment with Alunbrig. Based on the
severity of the laboratory abnormalities, treatment with Alunbrig should be withheld, and the dose
modified accordingly (see section 4.2).

Hepatotoxicity

Elevations of hepatic enzymes (aspartate aminotransferase, alanine aminotransferase) and bilirubin
have occurred in patients treated with Alunbrig (see section 4.8). Liver function, including AST, ALT
and total bilirubin should be assessed prior to the initiation of Alunbrig and then every 2 weeks during
the first 3 months of treatment. Thereafter, monitoring should be performed periodically. Based on the
severity of the laboratory abnormalities, treatment should be withheld, and the dose modified
accordingly (see section 4.2).

Hyperglycaemia

Elevations of serum glucose have occurred in patients treated with Alunbrig. Fasting serum glucose
should be assessed prior to initiation of Alunbrig and monitored periodically thereafter.
Antihyperglycaemic treatment should be initiated or optimised as needed. If adequate hyperglycaemic
control cannot be achieved with optimal medical management, Alunbrig should be withheld until
adequate hyperglycaemic control is achieved; upon recovery reducing the dose as described in Table 1
may be considered or Alunbrig may be permanently discontinued.

Drug-drug interactions

The concomitant use of Alunbrig with strong CYP3A inhibitors should be avoided. If concomitant use
of strong CYP3A inhibitors cannot be avoided, the dose of Alunbrig should be reduced from 180 mg
to 90 mg, or from 90 mg to 60 mg. After discontinuation of a strong CYP3A inhibitor, Alunbrig
should be resumed at the dose that was tolerated prior fo the initiation of the strong CYP3A inhibitor.

The concomitant use of Alunbrig with strong and moderate CYP3A inducers should be avoided (see
section 4.5).

Fertility

Women of childbearing potential should be advised to use effective non-hormonal contraception
during treatment with Alunbrig and for at least 4 months following the final dose. Men with female
partners of childbearing potential should be advised to use effective contraception during treatment
and for at least 3 months after the last dose of Alunbrig (see section 4.6).

Lactose
Alunbrig contains lactose monohydrate. Patients with rare hereditary problems of galactose

intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this medicinal
product,



4.5 Interaction with other medicinal products and other forms of interaction

Agents that may increase brigatinib plasma concentrations

CYP3A inhibitors

In vitro studies demonstrated that brigatinib is a substrate of CYP3A4/5. In healthy subjects,
coadministration of multiple 200 mg twice daily doses of itraconazole, a strong CYP3 A inhibitor, with
a single 90 mg brigatinib dose increased brigatinib Cpax by 21%, AUC.ne by 101% (2-fold), and
AUCq.120 by 82% (< 2-fold), relative to a 90 mg brigatinib dose administered alone. The concomitant
use of strong CYP3A inhibitors with Alunbrig, including but not limited to certain antivirals (e.g.,
indinavir, nelfinavir, ritonavir, saquinavir), macrolide antibioctics (e.g., clarithromycin, telithromyein,
troleandomycin), antifungals (e.g., ketoconazole, voriconazole), and nefazodone should be avoided. If
concomitant use of strong CYP3A inhibitors cannot be avoided, the dose of Alunbrig should be
reduced by approximately 50% (i.e. from 180 mg to 90 mg, or from 90 mg to 60 mg). After
discontinuation of a strong CYP3A. inhibitor, Alunbrig should be resumed at the dose that was
tolerated prior to the initiation of the strong CYP3A inhibitor.

Moderate CYP3A inhibitors (e.g., diltiazem and verapamil) may increase the AUC of brigatinib by
approximately 40% based on simulations from a physiologically-based pharmacokinetic model. No
dose adjustment is required for Alunbrig in combination with moderate CYP3A inhibitors. Patients
should be closely monitored when Alunbrig is coadministered with moderate CYP3 A inhibitors.

Grapefruit or grapefruit juice may also increase plasma concentrations of brigatinib and should be
avoided (see section 4.2).

CYP2ZCS8 inhibitors

In vitro studies demonstrated that brigatinib is a substrate of CYP2CS. In healthy subjects,
coadministration of multiple 600 mg twice daily doses of gemfibrozil, a strong CYP2CS inhibitor,
with a single 90 mg brigatinib dose reduced brigatinib Crex by 41%, AUCo.nr by 12%, and AUCq.120
by 15%, relative to a 90 mg brigatinib dose administered alone. The effect of gemfibrozil on the
pharmacokinetics of brigatinib is not clinically meaningful and the underlying mechanism for the
decreased exposure of brigatinib is unknown. No dose adjustment is required during coadministration
with strong CYP2C8 inhibitors.

P-gp and BCRP inhibitors

Brigatinib is a substrate of P-glycoprotein (P-gp) and breast cancer resistance protein (BCRP) in vitro.
Given that brigatinib exhibits high solubility and high permeability, inhibition of P-gp and BCRP is
not expected to result in a clinically meaningful change in the systemic exposure of brigatinib. No
dose adjustment is required for Alunbrig during coadministration with P-gp and BCRP inhibitors.

Agents that may decrease brigatinib plasma concentrations

CYP3A4 inducers

In healthy subjects, coadministration of multiple 600 mg daily doses of rifampicin, a strong CYP3A
inducer, with a single 180 mg brigatinib dose decreased brigatinib Cpax by 60%, AUCq.mr by 80%
(5-fold), and AUCq.120 by 80% (5-fold), relative to a 180 mg brigatinib dose administered alone, The
concomitant use of strong CYP3A inducers with Alunbrig, including but not limited to rifampicin,
carbamazepine, phenytoin, rifabutin, phenobarbital, and St. John’s wort should be avoided.

Moderate CYP3A inducers may decrease the AUC of brigatinib by approximately 50% based on
simulations from a physiologically-based pharmacokinetic model. The concomitant use of moderate
CYP3A inducers with Alunbrig, including but not limited to efavirenz, modafinil, bosentan, etravirine,
and nafcillin should be avoided.



Agents that may have their plasma concentrations altered by brigatinib
CYP3A substrates

In vitro studies in hepatocytes have shown that brigatinib is an inducer of CYP3A4. Clinical drug-drug
interaction studies with sensitive CYP3A substrates have not been conducted. Brigatinib may reduce
plasma levels of coadministered medicinal products that are predominantly metabolised by CYP3A.
Therefore, coadministration of Alunbrig with CYP3A substrates with a narrow therapeutic index (e.g.,
alfentanil, fentanyl, quinidine, cyclosporine, sirolimus, tacrolimus) should be avoided as their
effectiveness may be reduced.

Alunbrig may also induce other enzymes and transporters (e.g., CYP2C, P-gp) via the same
mechanisms responsible for induction of CYP3A (e.g., pregnane X receptor activation).

Transporter substrates

Coadministration of brigatinib with substrates of P-gp (e.g., digoxin, dabigatran, colchicine,
pravastatin), BCRP (e.g., methotrexate, rosuvastatin, sulfasalazine), organic cation transporter

1 (OCT1), multidrug and toxin extrusion protein 1 (MATEL1), and 2K (MATE2K) may increase their
plasma concentrations. Patients should be closely monitored when Alunbrig is coadministered with
substrates of these transporters with a narrow therapeutic index (e.g., digoxin, dabigatran,
methotrexate).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing age being treated with Alunbrig should be advised not to become pregnant and
men being treated with Alunbrig should be advised not to father a child during treatment. Women of
reproductive potential should be advised to use effective non-hormonal contraception during treatment
with Alunbrig and for at least 4 months following the final dose. Men with female partners of
reproductive potential should be advised to use effective contraception during treatment and for at
least 3 months after the last dose of Alunbrig.

Pregnancy

Alunbrig may cause foetal harm when administered to a pregnant woman. Studies in animals have
shown reproductive toxicity (see section 5.3). There are no clinical data on the use of Alunbrig in
pregnant women. Alunbrig should not be used during pregnancy unless the clinical condition of the
mother requires treatment. If Alunbrig is used during pregnancy, or if the patient becomes pregnant
while taking this medicinal product, the patient should be apprised of the potential hazard to a foetus.

Breast-feeding

It is unknown whether Alunbrig is excreted in human milk. Available data cannot exclude potential
excretion in human milk. Breast-feeding should be stopped during treatment with Alunbrig,.

Fertility
No human data on the effect of Alunbrig on fertility are available. Based on repeat-dose toxicity

studies in male animals, Alunbrig may cause reduced fertility in males (see section 5.3). The clinical
relevance of these findings to human fertility is unknown.
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4,7 Effects on ability to drive and use mackines

Alunbrig has minor influence on the ability to drive and use machines. However, caution should be
exercised when driving or operating machines as patients may experience visual disturbance,
dizziness, or fatigue while taking Alunbrig.

4.8 Undesirable effects

Summary of the safetv profile

The most common adverse reactions (> 25%) reported in patients treated with Alunbrig at the
recommended dosing regimen were increased AST, increased CPK, hyperglycaemia, increased lipase,
hyperinsulinaernia, diarrhoea, increased ALT, increased amylase, anaemia, nausea, fatigue,
hypophosphataemia, decreased lymphocyte count, cough, increased alkaline phosphatase, rash,
increased APTT, myalgia, headache, hypertension, decreased white blood cell count, dyspnoea, and
vomiting.

The most common serious adverse reactions (> 2% reported in patients treated with Alunbrig at the
recommended dosing regimen other than events related to neoplasm progression were pneumonia,
pneumonitis, dyspnoea and pyrexia.

Tabulated list of adverse reactions

The data described below reflect exposure to Alunbrig at the recommended dosing regimen in three
clinical trials: a Phase 3 trial (ALTA 1L) in patients with advanced ALK-positive NSCLC previously
not treated with an ALK-inhibitor (N = 136), a Phase 2 trial (ALTA) in patients treated with Alunbrig
with ALK-positive NSCLC who previously progressed on crizotinib (N = 110), and a phase 1/2 dose
escalation/expansion trial in patients with advanced malignancies (N = 28). Across these studies, the
median duration of exposure in patients receiving Alunbrig at the recommended dosing regimen was
21.8 months.

Adverse reactions reported are presented in Table 3 and are listed by system organ class, preferred
term and frequency. Frequency categories are very common (= 1/10), common (= 1/100 to < 1/10) and
uncommon (= 1/1,000 to < 1/100). Within each frequency grouping, undesirable effects are presented
in order of frequency.

Table 3: Adverse reactions reported in patients treated with Alunbrig (per Cemmon
Terminology Criteria for Adverse Events (CTCAE) version 4.03) at the 180 mg regimen
(N=274)

System organ Frequency Adverse reactions’ Adverse reactions
class category all grades Grade 3-4
Infections and Very Pneumonia™®
infestations common Upper respiratory tract infection

Common Pneumonia®
Blood and Very Anaemia Lymphocyte count decreased
lymphatic | common Lymphocyte count decreased
system APTT increased
disorders White blood cell count decreased

Neutrophil count decreased
Common Decreased platelet count APTT increased
Anaemia
Uncommon Neutrophil count decreased
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System organ Frequency Adverse reactions’ Adverse reactions
class category all grades Grade 3-4
Metabolism and | Very Hyperglycaemia
nutrition common Hyperinsulinaemia®
disorders Hypophosphataemia
Hypomagnesaemia
Hypercalcaemia
Hyponatraemia
Hypokalaemia
Decreased appetite
Common Hypophosphataemia
Hyperglycaemia
Hyponatraemia
Hypokalaemia
Decreased appetite
Psychiatric Common Insomnia
disorders
Nervous system | Very Headache?
disorders common Peripheral neuropathy®
Dizziness
Common Memory impairment Headache®
Dysgeusia Peripheral neuropathy®
Uncommon Dizziness
Eye disorders Very Visual disturbance’
COmmon
Common Visual disturbance’
Cardiac Common Bradycardia® Electrocardiogram QT prolonged
disorders Electrocardiogram QT prolonged
Tachycardia"
Palpitations
Uncommon Bradycardia®
Vascular Very Hypertension’ Hypertension'
disorders common
Respiratory, Very Cough
thoracic and common Dyspnoea!
mediastinal Common Pneumonitis® Pneumonitis*
disorders Dyspnoeal
Gastrointestinal | Very Lipase increased Lipase increased
disorders common Diarrhoea
Amylase increased
Nausea
Vomiting
Abdominal pain'
Constipation
Stomatitis™
Common Dry mouth Amylase increased
Dyspepsia Nausea
Flatulence Abdominal pain'
Diarrhoea
Uncommon | Pancreatitis Vomiting
Stomatitis™
Dyspepsia
Pancreatitis
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System: organ Frequency Adverse reactions’ Adverse reactions
class category all grades Grade 3-4
Hepatobiliary Very AST increased
disorders common ALT increased
Alkaline phosphatase increased
Common Blood lactate dehydrogenase ALT increased
increased AST increased
Hyperbilirubinaemia Alkaline phosphatase increased
Uncommon Hyperbilirubinaemia
Skin and Very Rash"
subcutaneous common Pruritus®
tissue disorders | Common Dry skin Rash”
Photosensitivity reaction Photosensitivity reaction
Uncommon Dry skin
Pruritus®
Musculoskeletal | Very Blood CPK increased Blood CPK increased
and connective | common Myalgia®
tissue disorders Arthralgia
Common Musculoskeletal chest pain
Pain in extremity
Musculoskeletal stiffhess
Uncommon Pain in extremity
Musculoskeletal chest pain
Myalgia®
Renal and Very Blood creatinine increased
urinary common
disorders
General Very Fatigue?
disorders and common Oedema’
administration Pyrexia
site conditions | Common Non-cardiac chest pain Fatigue®
Chest discomfort
Pain
Uncommon Pyrexia
Oedema’
Non-cardiac chest pain
Investigations Common Blood cholesterol increased®
Weight decreased
Uncommon Weight decreased

T The frequencies for ADR terms associated with chemistry and haematology laboratory changes were determined based on
the frequency of abnormal laboratory shifts from baseline.
#Includes atypical pneumonia, pneumonia, pneumonia aspiration, pneumonia cryptococcal, lower respiratory tract infection,
lower respiratory tract infection viral, lung infection
b Includes Grade 5 events

¢ (rade not applicable

Includes headache, sinus headache, head discomfort, migraine, tension headache

¢ Includes paraesthesia, peripheral sensory neuropathy, dysaesthesia, hyperaesthesia, hypozesthesia, neuralgia, neuropathy
peripheral, neurotoxicity, peripheral motor neuropathy, polyneuropathy, burning sensation, post herpetic neuralgia
"Includes altered visual depth perception, cataract, colour blindness acquired, diplopia, glaucoma, intraocular pressure
increased, macular oedema, photophobia, photopsia, retinal oedema, vision blurred, visual acuity reduced, visual field defect,
visual impairment, vitreous detachment, vitreous floaters, amaurosis fugax

g Includes bradycardia, sinus bradycardia

"neludes sinus tachycardia, tachycardia, atrial tachycardia, heart rate increased

Hncludes blood pressure increased, diastolic hypertension, hypertension, systolic hypertension

JIncludes dyspnoea, dyspnoea exertional

*Includes interstitial lung disease, pneumcnitis

! Includes abdominal discomfort, abdominal distension, abdominal pain, abdominal pain lower, abdominal pain upper,
epigastric discomfort

™ Includes aphthous stomatitis, stomatitis, aphthous ulcer, mouth ulceration, oral mucosal blistering
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System organ Frequency Adverse reactions' Adverse reactions
class category all grades Grade 3-4

?Includes dermatitis acneiform, erythema, exfoliative rash, rash, rash erythematous, rash macular, rash maculo-papular, rash
papular, rash pruritic, rash pustular, dermatitis, dermatitis allergic, dermatitis contact, generalised erythema, rash follicular,
urticaria, drug eruption, toxic skin eruption

°Includes pruritus, pruritus allergic, pruritus generalised, pruritus genital, vulvovaginal pruritus

P Includes musculoskeletal pain, myalgia, muscle spasms, muscle tightness, muscle twitching, musculoskeletal discomfort

9 Includes asthenia, fatigue

"Includes eyelid oedema, face oedema, oedema peripheral, periorbital oedema, swelling face, generalised cedema, peripheral
swelling, angioedema, lip swelling, periorbital swelling, skin swelling, swelling of eyelid

® Includes blood cholesterol increased, hypercholesterclemia

Description of selected adverse reactions

Pulmonary adverse reactions

In ALTA 1L, 2.9% of patients experienced any Grade ILD/pneumonitis early in treatment {within
8 days), with Grade 3-4 ILD/pneumonitis in 2.2% of patients. There were no fatal ILD/pneumonitis.
Additionally, 3.7% of patients experienced pneumonitis later in treatment.

In ALTA, 6.4% of patients experienced pulmonary adverse reactions of any grade, including
ILD/pneumonitis, pneumonia and dyspnoea, early in treatment (within 9 days, median onset: 2 days);
2.7% of patients had Grade 3-4 pulmonary adverse reactions and 1 patient (0.5%) had fatal
pneumonia. Following Grade 1-2 pulmonary adverse reactions, treatment with Alunbrig was either
interrupted and then restarted or the dose was reduced. Early pulmonary adverse reactions also
occurred in a dose escalation study in patients (N = 137) (Study 101} including three fatal cases
(hypoxia, acute respiratory distress syndrome and pneumonia). Additionally, 2.3% of patients in
ALTA experienced pneumonitis later in treatment, with 2 patients having Grade 3 pneumonitis (see
sections 4.2 and 4.4).

Elderly

Early pulmonary adverse reaction was reported in 10.1% of patients > 65 years of age compared with
3.1% of patients < 65 years of age.

Hypertension

Hypertension was reported in 30% of patients treated with Alunbrig at the 180 mg regimen with 11%
having Grade 3 hypertension. Dose reduction for hypertension occurred in 1.5% at the 180 mg
regimen. Mean systolic and diastolic blood pressure, in all patients, increased over time (see

sections 4.2 and 4.4).

Bradveardia
Bradycardia was reported in 8.4% of patients treated with Alunbrig at the 180 mg regimen.

Heart rates of less than 50 beats per minute (bpm) were reported in 8.4% of patients at the 180 mg
regimen, {see sections 4.2 and 4.4).

Visual disturbance

Visual disturbance adverse reactions were reported in 14% of patients treated with Alunbrig at the
180 mg regimen. Of these, three Grade 3 adverse reactions (1.1%) including macular oedema and
cataract were reported.

Dose reduction for visual disturbance occurred in two patients (0.7%) at the 180 mg regimen (see
sections 4.2 and 4.4).
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Peripheral neuropathy

Peripheral neuropathy adverse reactions were reported in 20% of patients treated at the 180 mg
regimen. Thirty-three percent of patients had resolution of all peripheral neuropathy adverse reactions.
The median duration of peripheral neuropathy adverse reactions was 6.6 months, with a maximum
duration of 28.9 months.

Creatine phosphokinase (CPK) elevation

In ALTA 1L and ALTA, elevations of CPK were reported in 64% of patients treated with Alunbrig at
the 180 mg regimen. The incidence of Grade 3-4 elevations of CPK was 18%. The median time to
onset for CPK elevations was 28 days.

Dose reduction for CPK elevation occurred in 10% of patients at the 180 mg regimen (see
sections 4.2 and 4.4}.

Elevations of pancreatic enzvmes

Elevations of amylase and lipase were reported in 47% and 54% of patients treated with Alunbrig,
respectively at the 180 mg regimen. For elevations to Grade 3 and 4, the incidences for amylase and
lipase were 7.7% and 15%, respectively. The median time to onset for amylase elevations and lipase
elevations was 17 days and 29 days, respectively.

Dose reduction for elevation of lipase and amylase occurred in 4.7% and 2.9% of patients, respectively
at the 180 mg regimen (see sections 4.2 and 4.4).

Elevation of hepatic enzvmes

Elevations of ALT and AST were reported in 49% and 68% of patients treated with Alunbrig,
respectively at the 180 mg regimen. For elevations to Grade 3 and 4, the incidences for ALT and AST
were 4.7% and 3.6%, respectively.

Dose reduction for elevation of ALT and AST occurred in 0.7% and 1.1% of patients, respectively at
the 180 mg regimen (see sections 4.2 and 4.4).

Hyperglyeaemia

Sixty one percent of patients experienced hyperglycaemia. Grade 3 hyperglycemia occurred in 6.6% of
patients.

No patients had dose reductions due to hyperglycaemia.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important, It

4.9  Overdose

There is no specific antidote for overdose with Alunbrig. In the event of an overdose, monitor the
patient for adverse reactions (see section 4.8) and provide appropriate supportive care.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antineoplastic agent, protein kinase inhibitors, ATC code: LO1XE43

Mechanism of action

Brigatinib is a tyrosine kinase inhibitor that targets ALK, c-ros oncogene 1 (ROS1), and insulin-like
growth factor 1 receptor (IGF-1R). Brigatinib inhibited autophosphorylation of ALK and
ALK-mediated phosphorylation of the downstream signalling protein STAT3 in in vitro and in vivo
assays.

Brigatinib inhibited the in vitro proliferation of cell lines expressing EML4-ALK and NPM-ALK
fusion proteins and demonstrated dose-dependent inhibition of EML4-ALK-positive NSCLC
xenograft growth in mice. Brigatinib inhibited the in vitro and in vivo viability of cells expressing
mutant forms of EML4-ALK associated with resistance to ALK inhibitors, including G1202R and
L1196M.

Cardiac electrophysiology

In Study 101, the QT interval prolongation potential of Alunbrig was assessed in 123 patients with
advanced malignancies following once daily brigatinib doses of 30 mg to 240 mg. The maximum
mean QTcF (corrected QT by the Fridericia method) change from baseline was less than 10 msec. An
exposure-QT analysis suggested no concentration-dependent QTc interval prolongation.

Clinical efficacy and safety

ALTA IL

The safety and efficacy of Alunbrig was evaluated in a randomised (1:1), open-label, multicentre trial
(ALTA 1L) in 275 adult patients with advanced ALK-positive NSCLC who had not previously
received an ALK-targeted therapy. Eligibility criteria permitted enrolment of patients with a
documented ALK rearrangement based on a local standard of care testing and an ECOG Performance
status of 0-2. Patients were allowed to have up to 1 prior regimen of chemotherapy in the locally
advanced or metastatic setting. Neurologically stable patients with treated or untreated central nervous
system (CNS) metastases, including leptomeningeal metastases, were eligible. Patients with a history
of pulmonary interstitial disease, drug-related pneumonitis, or radiation pneumonitis were excluded.

Patients were randomised in a 1:1 ratio to receive Alunbrig 180 mg once daily with a 7-day lead-in at
90 mg once daily (N = 137) or crizotinib 250 mg orally twice daily (N = 138). Randomisation was
stratified by brain metastases (present, absent) and prior chemotherapy use for locally advanced or
metastatic disease (yes, no).

The major outcome measure was progression-free survival {PFS) according to Response Evaluation
Criteria in Sclid Tumours (RECIST v1.1) as evaluated by a Blinded Independent Review Committee
(BIRC). Additional outcome measures as evaluated by the BIRC include confirmed objective response
rate (ORR), duration of response (DOR), time to response, disease control rate (DCR), intracranial
ORR, intracranial PFS, and intracranial DOR. Investigator-assessed outcomes include PFS and overall
survival.

Baseline demographics and disease characteristics in ALTA 1L were median age 59 years old (range
27 to 89; 32% 65 and over), 59% White and 39% Asian, 55% female, 39% ECOG PS 0, and 56%
ECOG PS 1, 58% never smokers, 93% Stage IV disease, 96% adenocarcinoma histology, 30% CNS
metastases at baseline, 14% prior radiotherapy to the brain, and 27% prior chemotherapy. Sites of
extra-thoracic metastases include brain (30% of patients), bone (31% of patients), and liver (20% of
patients). The median relative dose intensity was 97% for Alunbrig and 99% for crizotinib.
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At the primary analysis performed at a median follow-up duration of 11 months in the Alunbrig arm,
the ALTA 1L study met its primary endpoint demonstrating a statistically significant improvement in
PFS by BIRC. A protocol specified efficacy analysis performed at a median follow-up duration of
24.9 months in the Alunbrig arm formed the basis for the results from this study (Table 4 and

Figure 1).

Table 4: Efficacy Results in ALTA IL (ITT Population)

(range: 0-34.1)

Efficacy Parameters Alunbrig Crizotinib
N=137 N =138
Median duration of follow-up (months) 249 15.2

(range: 0.1-36)

Primary efficacy parameters

PFS (BIRC)

Number of Patients with Events, n (%) 63 (46%) 87 (63%)
Progressive Disease, n (%) 56 (40.9%)° 82 (59.4%)°
Death, n (%) 7 (5.1%) 5(3.6%)

Median (in months) {95% CI) 24 (18.5,NE) 11(9.2,12.9)

Hazard ratio (95% CI) 0.49 (0.35, 0.68)

Log-rank p-value® <0.0001

Secondary efficacy parameters

Confirmed Objective Response Rate (BIRC)

Responders, n (%) 101 (73.7%) 85 (61.6%)
(95% CI) (65.5, 80.9) (52.9, 69.7)
p-value®¢ 0.0342
Complete Response, % 14.6% 8.7%
Partial Response, % 59.1% 52.9%
Duration of Confirmed Response (BIRC)
Median (menths) (95% CI) NE (19.4, NE) | 13.8 (9.3, 20.8)
Overall Survival
Number of Events, n (%) 33 (24.1) 37 (26.8)
Median (in months) (95% CI) NE (NE, NE) NE (NE, NE)

Hazard ratio (95% CI)

0.92 (0.57, 1.47)

Log-rank p-value!

0.7

710

BIRC = Blinded Independent Review Committee; NE = Not Estimable; Cl = Confidence Interval
*includes 2 patients with palliative radiotherapy to the brain
bincludes 8 patients with palliative radiotherapy to the brain
¢ Stratified by presence of iCNS metastases at baseline and prior chemotherapy for locally advanced or metastatic disease for
log-rank test and Cochran Mantel-Haenszel test, respectively

4 From a Cochran Mantel-Haenszel test

17




Figure 1: Kaplan-Meier Plot of Progression-Free Survival by BIRC in ALTA 1L
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BIRC assessment of intracranial efficacy according to RECIST vl1.1 in patients with any brain
metastases and patients with measurable brain metastases (> 10 mm in longest diameter) at baseline

are summarised in Table 3.

Table 5: BIRC-assessed Intracranial Efficacy in Patients in ALTA 1L

Patients with Measurable Brain Metastases at

Baseline
Efficacy Parameters Alunbrig Crizotinib
N=18 N=23
Confirmed Intracranial Objective Response Rate
Responders, n (%) 14 (77.8%) 6 (26.1%)
(95% CI) (52.4,93.6) (10.2, 48.4)
p-value™® 0.0014
Complete Response % 27.8% 0
Partial Response % 50% 26.1%
Duration of Confirmed Intracranial Response®
Median {months) (95% CI) NE (5.7, NE) | 9.2{3.9,9.2)

Patients with Any Brain Metastases at Baseline

Alunbrig Crizetinib
N =47 N=49
Confirmed Intracranial Objective Response Rate

Responders, n (%) 31 (66%) 8 (16.3%)
(95% CI) (50.7,79.1) (7.32,29.7)
p-value*? < (.0001
Complete Response (%) 44.7% 4.1%
Partial Response (%) 21.3% 12.2%
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Duration of Confirmed Intracranial Response®
Median (months) {95% CI) 24 (16.9, NE) 9.2 (3.9, NE)
Intracranial PFS¢
Number of Patients with Events, n {%) 21 (44.7%) 32 {65.3%)
Progressive Disease, n (%) 21 (44.7%)° 29 (59.2%)"
Death, n (%) 0 3 (6.1%)
Median (in months) (95% CI) 24 (13, NE) 5.6(3.7,7.5)
Hazard ratio (95% CI) 0.31(0.17, 0.56)
Log-rank p-value < 0.0001

C1 = Confidence Interval; NE = Not Estimable

? Stratified by presence prior chemotherapy for locally advanced or metastatic disease for log-rank test and Cochran
Mantel-Haenszel test, respectively

®From a Cochran Mantel-Haenszel test

¢ measured from date of first confirmed intracranial response until date of intracranial disease progression (new intracranial
lesions, intracranial target lesion diameter growth = 20% from nadir, or unequivocal progression of intracranial nontarget
lesions) or death or censoring

4 measured from date of randomisation until date of intracranial disease progression {new intracranial lesions, intracranial
target lesion diameter growth 220% from nadir, or unequivocal progression of intracranial nontarget lesions) or death or
censoring,

¢ includes 1 patient with palliative radiotherapy to the brain

fincludes 2 patients with palliative radiotherapy to the brain

ALTA

The safety and efficacy of Alunbrig was evaluated in a randomised (1:1), open-label, multicenter trial
(ALTA) in 222 adult patients with locally advanced or metastatic ALK-positive NSCLC who had
progressed on crizotinib. Eligibility criteria permitted enrolment of patients with a documented ALK
rearrangement based on a validated test, ECOG Performance Status of 0-2, and prior chemotherapy,
Additionaily, patients with central nervous system (CNS) metastases were included, provided they
were neurologically stable and did not require an increasing dose of corticosteroids. Patients with a
history of pulmonary interstitial disease or drug-related pneumonitis were excluded.

Patients were randomised in a 1:1 ratio to receive Alunbrig either 90 mg once daily (90 mg regimen,
N =112} or 180 mg once daily with 7-day lead-in at 90 mg once daily (180 mg regimen, N = 110).
The median duration of follow-up was 22.9 months. Randomisation was stratified by brain metastases
(present, absent) and best prior response to crizotinib therapy (complete or partial response, any other
response/unknown).

The major outcome measure was confirmed objective response rate (ORR) according to Response
Evaluation Criteria in Solid Tumours (RECIST v1.1) as evaluated by investigator. Additional outcome
measures included confirmed ORR as evaluated by an Independent Review Committee (IRC); time to
response; progression free survival (PFS); duration of response (DOR); overall survival; and
intracranial ORR and intracranial DOR as evaluated by an IRC.

Baseline demographics and disease characteristics in ALTA were median age 54 years old

(range 18 to 82; 23% 65 and over), 67% White and 31% Asian, 57% female, 36% ECOG PS 0 and
57% ECOG PS 1, 7% ECOQOG PS2, 60% never smoker, 35% former smoker, 5% current smoker,

98% Stage 1V, 97% adenocarcinoma, and 74% prior chemotherapy. The most common sites of
extra-thoracic metastasis included 69% brain (of whom 62% had received prior radiation to the brain),
39% hone, and 26% liver.

Efficacy results from ALTA analysis are summarised in Table 6. and the Kaplan-Meier (KM) curve
for investigator-assessed PFS is shown in Figure 2
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Table 6: Efficacy results in ALTA (ITT population)

Efficacy parameter

Investigator assessment

IRC assessment

90 mg 180 mg 90 mg 180 mg
regimen” regimen' regimen” regimen’
N=112 N=110 N=112 N=110
Objective response rate
(%) 46% 56% 51% 56%
CI (35, 57) (45, 67) (41,61) {47, 66)
Time to response
Median (months) | 1.8 1.9 1.8 1.9
Duration of response
Median (months) 12.0 13.8 16.4 15.7
95% CI (9.2,17.7) {10.2,19.3) (7.4,24.9) (12.8,21.8)
Progression-free survival
Median (months) 9.2 15.6 9.2 16.7
95% CI (74,11.1) {11.1,21) (7.4,12.8) (11.6,21.4)
Overall survival
Median (months) 29.5 34.1 NA NA
95% CI {18.2, NE) (27.7, NE) NA NA
12-month survival 70.3% 80.1% NA NA
probability (%)

CI = Confidence Interval; NE = Not Estimable; NA = Not Applicable

*90 mg once daily regimen

180 mg once daily with 7-day lead-in at 90 mg once daily

iConfidence Interval for investigator assessed ORR is 97.5% and for IRC assessed ORR is 95%

Figure 2: Investigator-Assessed Systemic Progression-Free Survival: ITT Population by

Treatment Arm (ALTA)
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Abbreviations: ITT = Intent-to-treat

Note: Progression-Free survival was defined as time from initiation of treatment until the date at which disease progression

was first evident or death, whichever comes first,

*90 mg once daily regimen

180 mg onee daily with 7-day lead-in at 90 mg once daily

IRC assessments of intracranial ORR and duration of intracranial response in patients from ALTA
with measurable brain metastases (> 10 mm in longest diameter) at baseline are summarised in

Table 7.
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Table 7 Intracranial efficacy in patients with measurable brain metastases at baseline in ALTA

Patients with measurable
IRC-assessed efficacy parameter 90 mg lz;::et::tastases atlglz]‘s:f]:n:egimen’f

(N=26) (N=18)
Intracranial objective response rate
(%) 50% 67%
95% C1 (30, 70) (41, 87)
Intracranial disease control rate
(%) 85% 83%
95% CI (63, 96) (59, 96)
Duration of intracranial response?,
Median (months) 9.4 16.6
95% (I (3.7, 24.9) (3.7, NE)

% CI = Confidence Interval; NE = Not Estimable

*90 mg once daily regimen

180 mg once daily with 7-day lead-in at 90 mg once daily

*Events include intracranial disease progression (new lesions, intracranial target lesion diameter growth = 20% from nadir, or
unequivocal progression of intracranial non-target lesions) or death.

In patients with any brain metastases at baseline, intracranial disease control rate was 77.8%
(95% CI 67.2-86.3) in the 90 mg arm (N = 81} and 85.1% (95% CI 75-92.3) in the 180 mg
arm (N = 74},

Study 101

In a separate dose finding study, 235 patients with ALK-positive NSCLC that progressed on crizotinib
were administered Alunbrig at 180 mg once daily with 7-day lead-in at 90 mg once daily regimen. Of
these, 19 patients had an investigator-assessed confirmed objective response (76%; 95% CI: 55, 91)
and the KM estimate median duration of response among the 19 responders was 26.1 months

(95% CI: 7.9, 26.1). The KM median PFS was 16.3 months (95% CI: 9.2, NE) and the 12-month
probability of overall survival was 84.0% (95% CI: 62.8, 93.7).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Alunbrig in all subsets of the paediatric population in lung carcinoma (small cell and non-small cell
carcinoma) (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

In Study 101, following administration of a single oral dose of brigatinib (30-240 mg) in patients, the
median time to peak concentration (Tmax) was 1-4 hours postdose. After a single dose and at steady
state, systemic exposure was dose proportional over the dose range of 60-240 mg once daily. Modest
accumulation was observed upon repeated dosing (geometric mean accumulation ratio: 1.9 to 2.4).
The geometric mean steady state Crax of brigatinib at doses of 90 mg and 180 mg once daily was
552 and 1,452 ng/mL, respectively, and the corresponding AUC,.; was 8,165 and 20,276 h-ng/mL,
respectively. Brigatinib is a substrate of the transporter proteins P-gp and BCRP.

In healthy subjects, compared to overnight fasting, a high fat meal reduced brigatinib Cpux by 13%
with no effect on AUC. Brigatinib can be administered with or without food.
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Distribution

Brigatinib was moderately bound (91%) to human plasma proteins and binding was not
concentration-dependent. The blood-to-plasma concentration ratio is 0.69. In patients given brigatinib
180 mg once daily, the geometric mean apparent volume of distribution (V,F) of brigatinib at steady
state was 307 L, indicating moderate distribution into tissues.

Biotransformation

In vitro studies demonstrated that brigatinib is primarily metabolised by CYP2C8 and CYP3A4, and to
a much lesser extent by CYP3AS.

Following oral administration of a single 180 mg dose of ["*C]brigatinib to healthy subjects,
N-demethylation and cysteine conjugation were the two major metabolic clearance pathways. In urine
and faeces combined, 48%, 27%, and 9.1% of the radioactive dose was excreted as unchanged
brigatinib, N-desmethyl brigatinib (AP26123), and brigatinib cysteine conjugate, respectively.
Unchanged brigatinib was the major circulating radioactive component (92%) along with AP26123
(3.5%), the primary metabolite also observed ir vifro. In patients, at steady state, the plasma AUC of
AP26123 was < 10% of brigatinib exposure. In in vifro kinase and cellular assays, the metabolite,
AP26123, inhibited ALK with approximately 3-fold lower potency than brigatinib.

Elimination

In patients given brigatinib 180 mg once daily, the geometric mean apparent oral clearance (CL/F) of
brigatinib at steady state was 8.9 L/h and the median plasma elimination half-life was 24 h,

The primary route of excretion of brigatinib is in faeces. In six healthy male subjects given a single
180 mg oral dose of ['*C]brigatinib, 65% of the administered dose was recovered in faeces and 25% of
the administered dose was recovered in urine. Unchanged brigatinib represented 41% and 86% of the
total radioactivity in faeces and urine, respectively, the remainder being metabolites.

Specific populations

Hepatic impairment

The pharmacokinetics of brigatinib was characterised in healthy subjects with normal hepatic function
(N =9), and patients with mild hepatic impairment (Child-Pugh class A, N = 6), moderate hepatic
impairment (Child-Pugh class B, N = 6), or severe hepatic impairment (Child-Pugh class C, N =6).
The pharmacokinetics of brigatinib was similar between healthy subjects with normal hepatic function
and patients with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic impairment,
Unbound AUCo.qnr was 37% higher in patients with severe hepatic impairment (Child-Pugh class C) as
compared to healthy subjects with normal hepatic function (see section 4.2).

Renal impairment

The pharmacokinetics of brigatinib is similar in patients with normal renal function and in patients
with mild or moderate renal impairment (¢GFR > 30 mL/min) based on the results of population
pharmacokinetic analyses. In a pharmacokinetic study, unbound AUCq.nr was 94% higher in patients
with severe renal impairment (eGFR < 30 mL/min, N = 6) as compared to patients with normal renal
function (¢GFR = 90 mL/min, N = 8) (see section 4.2).

Race and gender

Population pharmacokinetic analyses showed that race and gender had no impact on the
pharmacokinetics of brigatinib.
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Age, body weight, and albumin concentrations

The population pharmacokinetic analyses showed that body weight, age, and albumin concentration
had no clinically relevant impact on the pharmacokinetics of brigatinib.

5.3 Preclinical safety data

Safety pharmacology studies with brigatinib identified potential for pulmonary effects (altered
respiration rate; 1-2 times the human Cpmax), cardiovascular effects (altered heart rate and blood
pressure; at 0.5 times the human Caay), and renal effects (reduced renal function; at 1-2.5 times the
human Cuay), but did not indicate any potential for QT prolongation or neurofunctional effects.

Adverse reactions seen in animals at exposure levels similar to clinical exposure levels with possible
relevance to clinical use were as follows: gastrointestinal system, bone marrow, eyes, testes, liver,
kidney, bone, and heart. These effects were generaliy reversible during the non-dosing recovery
period; however, effects in the eyes and testes were notable exceptions due to lack of recovery.

In repeated dose toxicity studies, lung changes (foamy alveolar macrophages) were noted in monkeys
at = 0.2 times the human AUC; however, these were minimal and similar to those reported as
background findings in naive monkeys, and there was no clinical evidence of respiratory distress in
these monkeys.

Carcinogenicity studies have not been performed with brigatinib.

Brigatinib was not mutagenic in vitro in the bacterial reverse mutation (Ames) or the mammalian cell
chromosomal aberration assays, but slightly increased the number of micronuclei in a rat bone marrow
micronucleus test. The mechanism of micronucleus induction was abnormal chromosome segregation
(aneugenicity) and not a clastogenic effect on chromosomes. This effect was observed at
approximately five fold the human exposure at the 180 mg once daily dose.

Brigatinib may impair male fertility. Testicular toxicity was observed in repeat-dose animal studies. In
rats, findings included lower weight of testes, seminal vesicles and prostate gland, and testicular
tubular degeneration; these effects were not reversible during the recovery period. In monkeys,
findings included reduced size of testes along with microscopic evidence of hypospermatogenesis;
these effects were reversible during the recovery period. Overall, these effects on the male
reproductive organs in rats and monkeys occurred at exposures > (.2-times the AUC observed in
patients at the 180 mg once daily dose. No apparent adverse effects on female reproductive organs
were observed in general toxicology studies in rats and monkeys.

In an embryo-foetal development study in which pregnant rats were administered daily doses of
brigatinib during organogenesis; dose-related skeletal anomalies were observed at doses as low as
approximately (.7-times the human exposure by AUC at the 180 mg once daily dose. Findings
included embryo-lethality, reduced foetal growth, and skeletal variations,

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Tablet core

Lactose monohydrate
Microcrystalline cellulose
Sodium starch glycolate (type A)
Silica colloidal hydrophobic
Magnesium stearate
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Tablet coating
Talc

Macrogol

Polyviny! alcohol

Titanium dioxide

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions,

6.5 Nature and contents of container

Alunbrig 30 mg film-coated tablets

Round wide mouth high density polyethylene (HDPE) bottles with two-piece polypropylene child
resistant screw cap closures with foil induction seal liner, containing either 60 or 120 film-coated
tablets, together with one HDPE canister containing a molecular sieve desiccant.

Clear thermoformable poly-chioro-tri-fluorg-ethylene (PCTFE) blister with heat sealable
paper-laminated foil lidding in a carton, containing either 28, 56 or 112 film-coated tablets.

Alunbrig 90 mg film-coated tablets

Round wide mouth high density polyethylene (HDPE) bottles with two-piece polypropylene child
resistant screw cap with foil induction seal liner closures, containing either 7 or 30 film-coated tablets,
together with one HDPE canister containing a molecular sieve desiccant.

Clear thermoformable poly-chloro-tri-fluoro-ethylene (PCTFE) blister with heat sealable
paper-laminated foil lidding in a carton, containing either 7 or 28 film-coated tablets.

Alunbrig 180 mg film-coated tablets

Round wide mouth high density polyethylene (HDPE) bottles with two-piece polypropylene child
resistant screw cap with foil induction seal liner closures, containing 30 film-coated tablets, together
with one HDPE canister containing a molecular sieve desiccant.

Clear thermoformable poly-chloro-tri-fluoro-ethylene (PCTFE) blister with heat sealable
paper-laminated foil lidding in a carton, containing 28 film-coated tablets.
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Treatment initiation pack Alunbrig 90 mg and 180 mg film-coated tablets

Each pack consists of an outer carton with two inner cartons containing:

. Alunbrig 90 mg film-coated tablets
1 clear thermoformable poly-chloro-tri-fluoro-ethylene (PCTFE) blister with heat sealable
paper-laminated foil lidding in a carton, containing 7 film-coated tablets.

. Alunbrig 180 mg film-coated tablets
3 clear thermoformable poly-chloro-tri-fluoro-ethylene (PCTFE) blisters with heat sealable
paper-laminated foil lidding in a carton, containing 21 film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Patients should be advised to keep the desiccant canister in the bottle and not to swallow it.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements

7. MARKETING AUTHORISATION HOLDER

Takeda Pharma A/S

Delta Park 45

2665 Vallensbaek Strand

Denmark

8. MARKETING AUTHORISATION NUMBER(S)

Alunbrig 30 mg film-coated tablets

EU/1/18/1264/001 60 tablets in bottle
EU/1/18/1264/002 120 tablets in bottle
EU/1/18/1264/011 28 tablets in carton
EU/1/18/1264/003 56 tablets in carton
EU/1/18/1264/004 112 tablets in carton

Alunbrig 90 mg film-coated tablets

EU/1/18/1264/005 7 tablets in bottle
EU/1/18/1264/006 30 tablets in bottle
EU/1/18/1264/007 7 tablets in carton
EU/1/18/1264/008 28 tablets in carton

Alunbrig 180 mg film-coated tablets

EU/1/18/1264/009 30 tablets in bottle
EU/1/18/1264/010 28 tablets in carton

Alunbrig treatment initiation pack

EU/1/18/1264/012 7 x 90 mg + 21 x 180 mg tablets in carton
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2018

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.cma.europa.eu.
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JL—F3ORMESBERE LS, JL—F
L UTFICEET 2 THRAIZ R L, TOHER
1 ICfE>» T—EBEEVCAETCRS BRI
», BRIEPETSZE,

Fi— R 4 OF0E
{(EdamzgmrL, B
BB EET D)

JL— K 1T (RFEHIME 140 mmHg K%
BOYERM M)A 90 mmHg #K4H) CRIET S F
TAHRAZPEL, TD%. £ 1 ITHE->T—E
BEWVHETREZHRIT L, ERICPIE
THT L,

FU— R 4 OFMESERLEEE.
EERICHIETAEI L,

AH %

#wR (D
60 bpm i)

FERMEIRIR

I AR IR UL AR ORERS 60 bpm BAE
WCETET S F TAKI LRI 5 2 L,
BAREFBEERITZ BN T B HHE
REEIN, B5FEXIAERHE 2T
B, EEBERR LR SEOE R
60 bpm LA EICEIERE. B A& TAAIOR
EERBHRTL L,

WIREFBI SR T ZEBMBN TV DI ALE
BRESNEhok, XTRE L 25 0HHE




RI1EA

HIERE*

JR B

OFEGPIES LSITAERTIZ Leho kg
A, EEEMERIR O R EERL I 60 bpm
SAEICEIERE, R 1 IS T—EEKWA
ETAMOREEBERETHZ &,

EmzFrl. BA
I & BT DIRIR

e HELLAHAERFEESIN, BELPIEX
THERES T8, BEEERIRXIT
ZHERIF DRSS 60 bpm LA LICEIE®RE, & 1
o T—EREWVAETARAIORES 2 B
L., BERMICLECHNTEEIL =5 1 v
TTHIE,

o HHERELAZFAEIGEINLZVESIL, K
Hlemsichibdazl,

s BROEBEAIZ, AMEFEEICPETHIL,

CPX HE0

F L= RF2U O
RS 2D
T—RF3XRIT 4D
CPK ¥ (ULN @ 5
f&iE)

o JL—F1LF (ULN @ 25 {EELTF) & CPK
WX _—R T4 IZEETHE AR E
L, FO®BULHAECHREEZHRTZ
&,

e JL—R2ULEOHARUIBRAZMES S
L—F 3 X 4 D CPK HMAFRLEES
iE. ZL—F 1 LUF (ULN @ 2.5 fELAF) @
CPK M —A T A ZEET D E TK
FlEdEr L, TO%E 1 IS T—EHEEN
RETEREEHEMTAL &,

UNR_—FRZ7
I S—F oHEh

FL—FRK3DY—
YT I 7 —EH
Jn (ULN @ 2 {&i8)

o JL-—F1LT (ULN®D L5EUT) Xid~—
AGA4 L CEETAETEHRA L PEL, 20
ZRILHAETESEHMTHZ &,

e JTL—F 30U A—FXETIT—EHMNN
BELEGAE. ZL—F1LUT (ULN®D 1.5
fELLT) X" —AZ7 4 VIZEET A ETHR
FlAE P L, Z0%E 1 I T—EEE,
ARTERSEFHEMTA L,

JL—Fany -
FPXILTF I 55—
I (ULN @ 5 #548)

e JL-—FKI1LT (ULN® 1L5{FLT) ICEHES
HETHEANERE L, FOBE | [ZHE> T~
EREVCARE TR ZHERTH L,

ULN D2 fELLFo
VA EES S

L—R3 kDT Z
=TI/ N A
7 x5 —¥ (ALT)
LT AT X
T/ FFURT
Z—¥ (AST) 80
(ULN @ 5 {i#8)

e N—ZXF AR ULN @ 3EUTREESS
FTCARBEZRUTL, Z0O%F | 1> T—B
EEVWABE RS EHMAIB &,

BRH 5 oW iR m
Mg, ULN® 2 &
PEZ AT ALY
VEEMEMES S L—
F2LLED ALT X
T AST /M (ULN

o FHlEERIIPIETDHIL,




B{ER EREEE*

AR

0 3{EH)

LA JFL—1F3 s REZEFHNEFETHHREMLE= -
(250 mg/dL XIZ BRRLNRVWESIE, toELfEo > b
13.9 mmol/L &) LL 2—ARELNDETEREOERE 245
EDFE b, EEXRE., £ 1Tt T—BEEWA
BETHEAADCKEZBRT L0, BRicFE
HIE,
REES T—RK2XiE3 o FTU—F 1 XERN—RT7AZEETHET
FREPEHL, FO%ER | ICHE o T—EFE
WHAETERSEBHTH L,
Jl—F4 o FEEmEICRIETAI L,

ZOMOBWER | 7LV —F3

NRT A TERY S E THRAE UL,
TOHRELHECKREGEZBHRTOH &,

T —F 3 OERPHERE LB, 2—X
T4 VCREBETSETHAZPIL, £D%E
R T—EREERNHAETRE 2 HET
Sh SEEIEFIT ST E,

Jr—F4

NR—ATA CEET A ETERBE L.
FODHR 1 > T—BEEVCEAR TR S %
BT A&,

TR 4 OFSEHRFERLEESE, A—2
FACEETHSETAAEZFEL, Z0%
I T—EBEREOCHARECHRELEHET
B, FEEIZHIETAZE,

bpm : /53, CPK : 7 U7 F VR R AR FF—E, DBP : IEMME, SBP : ULHEH M )E .

ULN : E#{#E R

* KREELBANEOFEFRILBARREE T V— FEME L. 8 4.0 R (NCI

CTCAE v4) .
B R L
BEE

65 LA ED BB IR HFA O 2R AT 5 RENRT —# 20k, BiEis
HTDAEMEIIRETHD I EHTRREND (48 HESMH) . 85 BBOBFICHET S
FT—Z I/ LTV,

HHEZ

IZEONTHEE (Child-Pugh 3 A) XEPSEOEE (Child-Pugh 8 B) #& 4 5 8%
x5 5AERSHIIRETHD, EEOFEESRE (Child-Pugh #¥E C) Tk, &0 7 H
FIIFABAESY 60mg 1 B I RITHEL, 0% 120mg 1 B 1 EAHEEEINS (52HE
£08)
B
BENEPEEOFEERE (HERKAREE (eGFR) 2 30mL/4ALLE] T, £Ho0
RERHIEITETH D, EEOEEERBE [eGFR 28 30 mL/4ART] Tk, &0 7 BRI
FAEEEEE 60mg 1A 1ENZHEL, TO%IZ90meg 1 B 1 EMNREINE S2EH>HH) |
BEOFRMEEEICOWVTIE, FICEPMOBIZBWT, ILD,//HHlER 2 R4 @ RelED H 5 I
WERREIR (PREEEE, ) OF-RRBREIELBZONEBRS =2V 0452
¢ (44TEEZBMH) |



IIEEE
18 BERTEORBEICR T AR OZEM R UFEYMEIIMI I THRY, T—2R8 55T
RN,

Mk - RE

AFIROBVEHTH S, FEATFOE EAE —BICFATL T L, REITAEICBERL
RATHZLENTE D,

=TT N—=YRF IS —F T N—Y P2 — AT brigatinib DHFEPLE L LB X2 H
HEERHBH, BHT2 L GSsEEZBR)

43 EL

BEIDF RS XL 6.1 IR TERME OV ILds o 51 58 BUE,
44 RERMERLOEE

i DRI{EH
ILD,/ ik & — BT HHEEFTILOEED, EE CEMEBEHTEEEOROEIER
N, ARERE XN BB ICEETATREENDH D WIEZEBMW) |

WORWERDIZE A EITREMIE 7 BURKED R, FL—F 1~2 OfioBI{ER L,
G5 T AEMEICL Y EE Lz, MR Y F =7 ORI S5 & AF o #)E 3%
EECoOHBAEWZ L (7 B k. LTINS ONORER ORI FF L i
LTWe, KFDEEEGT IR, ThoDERZERTSHZ &, ILD XITEERFERM
il DR A2 E T HBHFL, CRZARBEN SR L,

—HR OB TR, AR L D BREHICEE 3R b,

FRICARR O S RAE 1 BEME, FPURESER (R, e &) OFERRITE LD
FHEIZOWTE=F Y 7932, MREHERNSEL L EBE ISR OFRRNRED L
AT, HOMIREEITHI Z &, MIBLERRDLRDIEST, AFIORG 2 WL, %
ODFE (H2ERAE, [EREET, MUK ) oW TEBRHAREMTA 2 &, 5
HMHELEETHIE W2EE2ERE) .

I e
AEEBREENICEFCBNESREBELLTWE SEEEME)

AN SR ERICE=F Y /B 2L, BER, IEZa> be—LT57
DIZIEER R T A RS A > TIRETAULERD D, BRESIESEZ TR abNT
WAHBEEKOHBLMET LNRWESITE., BEOLMAREF L VERIIE=X Y 7452
&, BEOEME (FL—F3LLE) oBa, BIERTSL—F 1 IR—2F A VZEE
THET, AAIOTREZTHT 5L, RERBITEEEETLHZ L W2EEZEMH) ,

#AR
FHEEZGENBECRIRBER L TD 48 EHEEM) . ARz HmiIRESI&EE-+C
ERFSNTNAHMOER & HRETHBITEENLETHD, LA UME 2 ERICE
=F Y TTBRIE,

ERMERIRA AL U2 B8, AHORS2HhET L, RIRZSIEEZTZ &8 mbA TV 25
MZEZEMETHZ &, EHERE, REBZEREETLZ L W2 HEBR) , £hzedgh
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THRRDOBE, FREZAFHAERBESALRVEAUIFTR LEESIE. AL 2P
a2 d W2lHZER)

HEEE

FHRNEREINT-BETHREREOCBERANBR LTS 48 H2EZH) , HEEKREZH
HFTHLIBRFEEETH L, EEOHEBTEROFRBR N ITELNRE wgnu%A
RRESFEME NBEREEZEE TS L W2HESR) |

I VT F R AREF—F (CPK) #Ehn

AHZRE SNEZBET CPK #NMBREELTWD G8HEEAER) , ERTHOMERK., T
WX APRO MBS RHETALBFEFREST A L, FAHRSTIT CPK %
FHICE=4 ) /4382 b, CPKEMOBEEEICESE, ERHRRROL AR B
Bl AR OEEERE L, AETHEERSTA 2L W21HAEM) |

facmEsRIE N

ARz REESNICEBEFLTIT—ERVGY N—E0HMBERLTWD 48 HEER) |
FRRERE ) A—ERCT I 7 —EE2EMNILE=F Y 7552 L, BEREERED
BAEEICESE, FAlIORSZzPITL, AELEEME TS 2L G2HEBH) ,

FFEE

FHEBREISNBEFICHESRE (FTARIE VBT /) FFrA7a27—¥, 75=0F 3

JIFUAT 2 FE) RUEIAE VO LEERRDLENTWS (48 IEEEM) . AST.

mx&@ﬁt)wt/%a@%% %$ﬂ®&@%ﬁ%&U&ﬁ%m#3wﬁﬁi2@%3
LIZEEMT A Z L, TORIEMMICE=FZ ) T A I, BRBEERY OEEREICH

SE, BEEPWL, HEZEERASTAZE W2HEEER)

& s

FHERE SNCBEITMEY FOEOEBMARER LT\ 5, ARFIORS-BEH I EERE M
W7 FOfEEZAEL. TORBEMHICE=2Y 7 T+58 2 &, MERTROREINE
R CCRE A LT 5 2 &, REREFHEFACHYRBME Y b e—ARE LR
RWEHE, tajaEmigia s hr— B BLENDS T TARAOKREZTETS 2 L, BEERE,
SR L HEREZ BT 50, REE2FERIIPILT I LB TE 3,

B R

AH| &SRS 7R CYPIA FAERI & OBFRITRET A Z &, 38777 CYPIATAEFIDHFHAISEGT Hh
OB EIE, K%z1mmgﬁ5mmgﬂm9m%ﬁw>mmokﬁﬂfé D AR
CYP3A [BEA|OFEPILE X, 3772 CYPIA AEH OB ERBITICEEENRD bh i
BETHRAIOREEZHETHZ L,

AR E AR PRED CYPIATFEN & OFFRIITEETAZ & Ws5HZEM) |

el

IR FTEE 72 AT, AROBER LR OREEREH < ED 4 5 AMEFELE AFILUSD
BT EEFERTD £S5 RET D 2 &, HIRFREAR LM A — F I — W B BMHIDIE, R
ORGP R TERFZEH L2 &S 3 5 ARIDRNETEEFFERT2 L 8T
L (A6 THEZHR) |

Z7 =2
FANLT 7 P— A=K EEFET D, FNLBREHEERETHAI AT 7 h—AFRME., A5
JE—EREEXEIN A HF 7 b—ARINAREBEZFETAHERIT. FHZBALT
e BAguy,



4.5 MOERESEOHMEERRVEOMOBERR
bricatinib O ML EE & EF &35 AR B B HH|

CYP3A JHZZY

in vitro RERIZ L ¥ | brigatinib (X CYP3A4/S DEE TH D Z LR &, BEREREICR
W, 38777 CYP3ATHERITHE A FF o —200mg D 1 B 2 BIKERE & brigatinib
90 mg DEEREZ A L7c & 25, brigatinib 90 mg O BRI 5-0¢ & Lol LT, brigatinib @
Cuax 1L 21%., AUConr (3 101% (2 %) . AUCh0 13 82% (2 fE3RH) #@INL 7%=, 377
CYP3A MHZEE (BFEOMUANAE (. A PF A, ZAT0TERL, Y M FEA,
TXFEN) | wrhuTA FRREDE Bl 73 ) 2nvALvy, FlRawAL 2y, b
L7y Refy) EREE #: yhatrV—n, RYaFy—n) FRRT77 YR
YREBBLIBIALICRE SRR W LARK L OFRITET A L, A%k CYP3A [HE
A OGEHDGEET D2V EEIE, AFIZ2H 50% (180 mg 235 90 mg X it 90 mg A5 60 mg)
WIS A L, B CYPIAMEROBRE R LEIX, 587772 CYP3A REA DR 5.BRLERT
WEASENED O N-ABETARORSLZEHET S &,

AR RE e F A LB I 2 b— g VITESE . PO CYP3A JAEH (F
CNFTE L, XT3 0) I brigatinib 00 AUC 259 40% LR IS AR H B, KEE
FRRED CYPIAMER L AT ARICHAEREIITECH S, AFEFRED CYPIAEE
AEPRTHBEICE, BEORBEERERESE=F VT2,

LT TV LNE S =T T A— Y P2 — A % brigatinib OMIFPIRER LS BH
BEMRH LD, BITHZ & W2IEEREH)

CYP2CS [H &7

in vitro BEZ X Y | brigatinib {3 CYP2C8 MIEH TH D Z LAVRINT, BEEEREBREICR
WT, 587 CYP2C8 BRI THD VL7470 600mg @ | H 2 BIREHRS &
brigatinib 90 mg O HEHRE % HFH L= & Z 5, brigatinib 90 mg BIMi% 505 & i L T,
brigatinib )] Cmux tdL 41%. AUCor X 12%. AUCO.|20 i 15%{&? L?LCQ &l\7 A A= RIFI
brigatinib > FE4BHREIZ RIE 9 I BRIRAY R BERIZ 2 < | brigatinib OB EHE OB TR
HTHD, AN CYP2CRBRER & R 256, HEAFEIIFETHS,

P-gp B TFBCRP [ 23

brigatinib {& in vitro IZIBVWT PHEERAE (P-gp) K U breast cancer resistance protein (BCRP)
OHEEHTH D, brigatinib FEEWIBIEE L EEE G5 R T 2 &b, P-gp XU BCRP MEZEH
brigatinib D &S RFERICERNICEROSIE(LEFLELT I LTV EER BNRSD, P-gp
K O'BCRP HEH & AT 2HE. AFORERFIITETH B,

brigatinib ¢ It 4 PR & (KT & H D ArAEMEDS & 2 SEH1

CYP3A FEE%)

R RHKRE ICR VT, AR CYPIABEATHD Y 77 Y 600 mg/ H ORERS &
brigatinib 180 mg O HWEK S £ HFH L& Z A, brigatinib 180 mg BEIR{% H.0% & Lk L T,
brigatinib @ Cpuyb& 60%. AUConrld 80% (5430 112) | AUCqnid 80% (543D 112) &
FTL%, 38A7% CYP3A S5EH| (V77 By, IANSFEEY, Zz=bhAfv, V77
TFv, Tz /RS — ARG N s AU N EBRBAERINBIZREENR
W) LA OFERIEET S Z L,

AREHEHMETIAICLE I ab—a e k3 e, FEEDO CYPIA HEE)IT
brigatinib @ AUC #§) 50%ET & 50/ 6EHERE D, TERED CYPIAFES (77 L



PV, RET 4=, KRBV ZRFEVUVRUGT TV CRERLANRIRGICRE
IR LARFLEOFFREETAZ L,

brigatinib 2 & 9 I3 AR AS 2R3 B RIREHEA D B HEHY

CYP3A F

JFHIRE 2 AV 2 in vitro 3RBR TIX, brigatinib i% CYP3A4 DFEFITH B Z LBRREN TV B,
OBV CYP3A EE % AV BRI EERARBRNISER L Tuialy, brigatinib 3.
EIZ CYPIA L VR S A HFAEOMBEPRELET XA EMERALHS, LEB-T,
AH| L TR O CYP3A OBE (Fl: P72 ¥, Tz =i, =Dy o
IJRARY v, YrYAAR FrulbhR) LOHMAIL. DRPEBTIAREERSLASDT
BETAHZ L,

AEE, CYP3A OFEICHEET AR UEAFE (#: L0 X Z2REOEME) 24 0T,
MOEERPNT A R—%— (] : CYP2C, P-gp) ZBETATEREMLH D,

P Z RIS — T

brigatinib % P-gp (ffl : VIF > FEH T, b Fr, FFTAREFL) | BCRP
Fl: AR bLFS—b BARREF L ANT 74 F) | organic cation transporter 1
(OCT1) . multidrug and toxin extrusion protein 1 (MATE1) RU2K (MATE2K) O#H L ff
A5 5L, ThoEHOMEPRER LR TATHRENERH S, FH ZIEFROFEN D
NWED T AR—F—OEHT fl: PVIxv 0, FEH T, AbbrFEd—1) Lff
MY 55, BEOREZEBRSE=Z ) /352 L,

4.6 M, HRREUSIL
FLIRATRE AR St B i s T AT

AH 2 1% 5P OWLIR ATRESE M O A ITITIREPITAIR LW K SBET 5 2 L, RREES
FOFBETEHBRETIZFHE L ITRWE D IIEET 5 2 L, MBS LI, AF0
Gt RUSRMR 55D LD 4 » BMIEAAE RIS OF TR EERT AL D
BETH L, EIRMREQRIME S — M =280 D BIHICE, FH OS5 PR U REEEE D
< &Y 3 ARITSRASEEREAER T L2 BET 52 &,

WLk

AIRICAR 2 IRET 5 L. RRICEZRITTRERH D, BB CILEMEBMESED 5
NTWD (53 HaHM) o BRI DAFOERICET SRR T — 712, B0k
PRI aIR 2 LB & LigOIRY | EIRFIZAR Z A L TR big, MRPIC A E 8
RT 586, IBREPAFORMAP ISR LGS, BIE~OBENERIZOWTRHEIC
MmoELI &,

3,

W

AHDE I ~OBTRFRETH S, SRETITBBNET —Fmbit, € MLHf~
DOBATOFREMERST 5 2 LIZTE AV, AAUEEPIHELAFLT S - L,

P2t
AE| PRI BETREBICET EET — Z 3B o Ty, B E Wi KiEks

BUHRBICESE, ARNIHEICB VW CEEROK T3 2RI TTHEELXH D (53 Bxd
fB) . TNHOFRE e FOEZEME L OFRGIBEELIETHTH S,
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47 BEEOMEE LR CEROBIE~DRE

AE|T BB EOBER OB OBREICBRREB LU MRIEES R, L, AFEZREFIC
HEEE, FHED T IIEFBRR T DIIEEERD Do, B EHEOER 3 0%
PEEIT O BICIREENHETH D,

4.8 EHUEA

BRI T T 7 A IO

IR - HECHARZRE S NEEFCHRE SN R OEEEICHE L-BIER (25%LL
E) . AST #h0, CPK #8in, SEMpE. U S—EBimn, B4 2V omiE, FH. ALT #4
hn, 7R Z—EEM, B, B, E. K CEBmE. VooSERERA. B, by
ATy & —EHgh, BB, APTT ¥, . FHAE. B, SiE, amEkgesd. mgE
L ONEMETH -7,

AFNEHRAE - AR TRES SN EBRFIREINEELSEEICRAL-ES 2 EER
(2%LEL E) X, BrAEPETICEET A ER2RE, sk, Ik, 'ERERER R T
»H o7,

RIER O—Tisk

PLFICART T — &1, 3 DOEKRE, ALK HEANC & 2 BBREOR W ALK BIEETE
NSCLC &8 (136 ) Zxtf L LB 3 (ALTA 1IL) | 7 U Y F=7ic X BT
HEITHARD bz ALK BBt NSCLC Th v, KA ES5 Shi-8E (110#) 2x&e Lk
5 2 BB (ALTA) RUSEFTEMEEERE 28 #) Z2x&H L LS 172 R, ok
HECRBWTHERRE - R COFRFFEEEFZRM LI L0 THD, ThbORBEZHEOT,
HAERE - AR THRAZRE SN -BFORSHMOPREIL 218 5 A ThoT,

HE SNEHERE#R 3 IR L. SREMRYH, EAERCEENICRIET 5, HELT

U—ix, FEFICHEERE (110 BLE) | mEE (17100 LLE~1/10 #&5) ROMESEE (1/1,000
L E~1/100 3k%) Thd, FHEEOCHENCEREERZEEIEICR LTV S,
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3 : 180 mg LA T Alunbrig 285 Ihi-BE 274 4l) CHEShEZEER (A%
WHILEFREHRYE (CTCAE) v4.0312 L 5]

B IR FESH BIfERT €71 —F BIWERZ L — F 3~4
BE B ONF | SRR EEE | Mk
A HUE ERGE R
E B E fifiZe *
mMEEOY i EFCEHEE | M U Bk
NRER U o B
APTT /0
H o Bk
AP ERE R
R /RS APTT #Mm
AR I ER R
R AU | ERICEEE | Bk
=== A A fAE ©
&V EEIAE
B 7 R0 A LEE
B SLE
&7~ U v AME
5 U o A fE
AR
EEE : &Y LB E
e I 45
B+ MU T A mEE
A Y 7 AfEE
FARHR
Fe A RIRAE
LU JEEICEEE | B
FE = 2 — ot
FEEDE W
EEE CIEMEE gEm ¢
e = 2 — e
fAEEE EEMED E N
R FEE EFICEEE | HRERET
FEEE W'
LS AR IR ¢ LER QT R
DER QT IR
wIR"
FfE=
AR E R ©
g e EFICEBE | BT’ B E
REOR AR, BOER | JEWICEBE |
B Uit hmhEsE BT R 4
R Fifilige 2% Pl
IR [
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BERIXSE BESE BER' 271 —F BHER 71— I 3~4
HIBEE FEFICEHEE | U o—E8Eh U oS—EHEAN
THE
7 2 RN
AT
g
e
apzE ™
e EE [ PR 7 35—
HIETRE i
5307 g
T
{48 ek Mg
AP ™
LR R
JEESe
JFNEIE RS | JERICESEE | AST
ALT #87N
FLAHNERAT 7 ¥ —+
B
R i LB K SERE RN | ALT 38
B UM AST 7m
TN DERAT 7 72—
{ECHR BY D Y R
EERCET | EEICHEE | #5"
FR R Z 5 $EE °
TR EE B REEAR %"
YeFRBBIME G F AR RS
{4 B R g f
£ 9 EERE ©
DEERARERU | EFICEHEE | M CPK M I F CPK #0
B LRk 0 A P
AN
A B RN
00 B
T E IR
AR EE Y g
BB R s
5 P9 P
FRURBE| FECEHEE | Mfs L7 F= 80

&=

(=]
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BRI BESE BIER &7 L—F BHERZ L— F 3~4
— % - 2ERE | EEICEHAE | EFH
RO S RNE
R tRfE FEER
R e EMEN I 95 ¢
A0 A e
JE I
AR FEEL
VEHE T
e e upre
FE AR e M= v A7 a— 8
{FE B
EHREE R E R

v fiE e s B NI T SR A OB R AR O LI BT 2 ADR HEOMEL, AT A bR
AR REREEE OB OEE I RS THRE L,

tOREIRGY, Mk, BREEPENGZR, 2 U T b ok AR, FRESE, 70 AMNTRE RN O
»

Fle— R5OWERY

Fi— FESRL

BRI, RISBESiC{E 5 BEM. BEERANPUE, RERmEROBREMERR Y

PEIREE, RMHMERMHE - 2 — oA —, BERE, M., mREMAR, MEm. it —ntF— #h

R, RERMEE = 2 — o P — R USSR = a—mAF— | JSEEE UL~ AR A &

U EEEOREl. AR, HREEERE, B, S5, RE LR, Sermhl, 208, s, BEg,

TR, WAET, BERIA. EHEE, MR, SRR N —a s BHL &

FRIR B ONRAMERR S &

SRR, BEAR. LEHREIRR OLDmEnsind &

e LA, AR M, B B OO A i o [ A &

MR FRVRE B OG5 (PR DRl PR e 7 &

P B At 28 B Ol e e &

NEERRpm, REEIRERG . NEM. TIEAEM. RS E O ESA S &

TAERNNE, ORE, T 7 LEEE. DEEPNRIETTAE A ISR &

Y XM ge, FIEE, RURM:TE. BB, BRI, BRINETE. MR EIERRE. TSRS, 2 5B

BB, Wt EEB, R, 7 VAX—EERR, Bk g, 2500, BRERE, BN, BERU

RS Y

TOEERE, T UAN—EE IFEE,. R8T I EE, ERT Y EER U E

Efm. BPm, PR, MRS, DR ERR R

WAERUER 2 &

BB AE, AR, SRR, IR AR, AR, S 5EM, E£HImE, MR, oSl

IR, IREZEEBIENR. &AFMIEE CNRGIER &

S oMM L AFao—ARBEUEa L AT —/miEle E

s o o o

g — & = = - m

% I &

n e v o

gl_ll(

BEDBHERIZET 5

S DFIER

ALTA 1L Ti, BHFD 2.9%Z ILD,/MiliEZe AIAEEN (8 L) ITHB L, BED 22%
{27 L— R 3~4 @ ILD,//flifigge A3 Uiz, IR ILD,lgkizinhrot, &5,
BE O 3.7%IC IR AR TR I L,

ALTA Tid, BED 6.4%IC ILD,fiilze, ML OERRESEAZII LD ETIHLDPE 7 1L—
ROBOBHWERSIEREN (9 HUN, BEROTRE : 2 B) IR LE, BED 2.7%IC
T l— R 3~4 OOBIERIERL, 1 # (05%) CEEARMRANRER L, FL—F
1~2 OFOEWERBRBR Ui, AFOREEFUL, TOBEHET . AEEZHEL
Too RHIOHORIERIZ, SETH 3 7 (IREESEE, SRS BEEREUNRE) 288
#H Q37 F) Ex& e Lr-HEEHERAR (101 BB CTLEBELE, 5610, ALTA OBEE
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D 2 3% BIRREMICRE L, 26/ L — R 3 OMBEENEE L @2HEN 4.4
A ZB) |

Bl
65 LA EOBED 101%CBEHOMOBERBBE LD L, 65 BERHORE Tl
3.1%Tlh o,

EILE

180mg LY AV CHEFMPBELEENTZEFD 0RICEDERRBD LN, FO3H 11%%5
L— F3DmmETH T, mEBECLDAEMET 180mg BEED 1.5%ICRBH AL,

ETOBREICBWT, IRFEHIMER YRR ME O FHEITRFHIC LR Uiz (42 BRY
44 FEHM)

ZRIR
180 mg LI A THRASB S SN BEO SA%ICHRIRBED b,

50 B4y (bpm) RGO LIEEUL, 180 mg BHEOBED 34%ICHRDH O, @2 BHEWY
44 EMH) |

EEEE
180 mg VA L THARBIBES SNEBED 4%CREBEECRERARDONE, 205
B, = N3 ORWERG, REDRERCEAED 34 (1.1%) THhoiz,

MRS L A HARREE, 180mg BEHO 26 (0.7%) RO b @2 ERER 44 18
BFHR)

TP = 2 —p N —

A= 2~ NF—DEIERA D180 mpfk 530 BHO20%IZEB D bz, HBED33% T,
ETORMEE= 2 —a RF— O ERAMHEL L, KEt= 2 F—0FIER O
o dfEric.65 A THY, ERE289» H Th-oi-,

Z L FF XA F F—E (CPK) )

ALTA 1L BT ALTA Th, 180 mg L ¥ A » THEEIR LS S iz B O 64%IC CPK N
O, Fb—F3~4® CPKEMOREBRIT 18% Th o7z, CPKIEMNBRTIETD
O REE 28 B THo Tz,

CPK HEMIC L BHE. 180mg MEHOBRED 10%ICBD O 42 HEW 44 HE:SE
BE) .
JEREFE DT

180 mg LI A TARAINRE X N-BED 47%27 I 5 —EBMMR, 54%I2 U S—FHhna
whbhi, FL—F3EP4~OLFAE, TIF—ERN 7.7%, U ¥R 15%THh-7-,
T —EHEMEWR) SRR EE COHEORRET, FNFRI17TAEV29F T
o,

VR—E8#8METT I 5—EEMz L BHEEIL, 180 mg REBOBEDZREFN 4.7% Kk
29%ICED B W2ER44THAER)

JTEESE DA

180 mg L ¥ AV TAHAINERE SN2 BE D 49%I12 ALT BNA, 68%IZ AST BAIAEEDH L
Foo ZL—K3REW4~DERIT, ALT 2 4.7%, AST S 3.6% Th o7,
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ALT #8001 4% AST #INC L &L, 180 mg BEHDOBREDOZILEN 0.7% R 1.1%IC5R
Do 2ERN44THEZEH)

B
BEOC%ICHMERER L, FL—F3I0EMEIIEED 6.6%- 5B ~,

EMAEIC XY BEERE LBHEIIV 2ok,

EIVERE VO OHE
EERMLPFEEINEHOBEHEVORESIEETHD, FRICELY, BEEROSRT 4 v
FAVRAIZNRG v AEMFELTE=H ) TR ERTED, EFREEHEFIR, & VICE
WENTWAEEROHREVRT A2 BLTCHLWAREROREW2HRETAIZ LARkD LN
B,

49 @BERERS

AH| OB F I D RGBTV, BERENE Z o IBEE, BIEROFE
COWTEREZET=FZ )7L GRIEEZBR) | BERFREETIZL

5. IREREEAGHRME:
5.1 IR
FEGHEE  PUEMEREEA, Yo A o F P —PRHERE. ATC =— R : LOIXE43

TR F

brigatinib i3, ALK. cros BAMET 1 (ROS1) KUY 2V UBRERT | TEMEK (IGF-
1IR) ZHERETEF a2 —EHERTHS, brigatinib 1L, in viro BT in vivo FERIZ
BWTC, ALK OHEC D CEEIF UM ALK BAET 2 TRy 7 F A EERAE Th 5 STAT3
DY L EIEE LT,

brigatinib {% in vitro T EML4-ALK & U8 NPM-ALK fil&- % (8 & 5B 2 Ak o #5750 4, [
L. <D A T EML4-ALK 5% NSCLC BB OMEM* A EFENICHE TS Z LBRE
FEE 7o, brigatinib (X, ALK FAEA] (G1202R KU L1196M 72 &) o3t B B4 5
PRI EML4-ALK % 3E3 -9 B8O in vitro X T in vive TOAETEREN RS LT,

L S AP

101 BB Cid, EITHEEMEIEE HE 123 ()i brigatinib 30~240mg % 1 A | F#E L= L&D
AFID QT WML R (EH O W R % 34l L 7=, QTcF (Fridericia {EIC X A IE QT) D_—X
T A D EORKEHELEIT 10 T VKRB Thoe, MER-QT MG, IBEIKEN
72 QTc MO IER IR S o iz,

ERREI B R UM e

ALTA 1L
ALK Z1EAY L LiBiRE 202 L3720 ALK BEHE{THE NSCLC DR ABE 275 % st
H b UIEIEEL (1:1) . R, ZEREERS (ALTA 1L) i2BWT, AFlozmek
&Uﬁﬁ@%ﬁﬁbtoﬁ%kgﬁfi FHOIZERTFREICESE ALK BEFINER
&h, ECOG N7 4 —< L ART—Z AN 0~2 ThHHBEOBREYRDE, -, Bink
TXITESERRO N AEE I, (LREEEN | BE TOREOBRELRD -, RiEkER
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R EDTRMEER (CNS) EROBRREOFECEFR . MRFMICEE LTV D BFIT
g & U7, RIEMERRE, ORI SO il DR D & 2 BE TR L,

AF O mgZz 10 1ERETSH 7THEREOEAMMZIZT 10 mgZ 1 A 1[E&RE5TB8 (13746)
XiFZ7 VY F=7 250 mg® | B 2EEOEST B (138F) OWTFhnicBAEE 111 O
TIIEZITEI 0 FHT 72, {ERILICHEY ., WMiER (HY., 2Ly RUBFETIIEGEBIC
R BERERE (b, 2L) TBILLE.

FEFMEE T, ERTMHIEEERS (BIRC) MM L AEERAOGESEHMED
HDHFA FZ A (RECIST v1.1) IZE S EEEAFMM (PFS) & L7, BIRC BFEE L
T=BMOFEMIEE ., TEFBHZEEE (ORR) . E9EIM (DOR) , EhE COHIE., &
Bhor ba—/L5E (DCR) . BEZEPY ORR, HH#EM PFS R UEHZEN DOR & L=, BHRELE
BRIC & AETMIE B 1% PFS R UMRAFHIR & Ui,

ALTA 1L D_—R2F A BFOD A IFEEFH AR QYR B L. FElnh R 59 % ((hE
27~89 B%. 32%D5 65 mELib) . BA 59%. TVT A 39%., &iE 55%. ECOG PS 0 39%.
ECOG PS 1 56%., FEMRMEHE 58%., AT — IV 03%., A A 96%., ~X—RAF 1 IO CNS iz
B 30%. Mé~DRHRIER 14%, (LEEERE 27% Th o7, BEAEHEMAIL.

(30%) . B (31%) RO (20%) THol-, HEtAEBEOPREIZAF 97%, 7 U
VF =T 9% T o,

AF SR OB AR R 11 » B OB TER U7 BT ClX. ALTA IL REBRIT
FEEFFE E 2 E#% L. BIRC {2 L5 PFS i FHNFEELUENERD b, KK GH
OBHRFRERM A E 24.9 » A OB S TEMR L2 AR ER S EZEE 0T MRS 2 0oR
B RO L o7 (EB4ROHEYD
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F4: ALTAIL BT 3288 0E QTTHEE)

HEEREEE B Alunbrig TV SF=T
(137 1) (138 #)
B ESR T RE (B 24.9 15.2

(#50H : 0~34.1)

(FEH : 0.1~36)

FEIE D BT E H
PFS (BIRC)

BENIBOONIBE, n (%) 63 (46%) 87 (63%)
WATHERE, n (%) 56 (40.9%) * 82 (59.4%) °
FETS, n (%) 7 (5.1%) 5 (3.6%)

hdfE (A0 (95% CI) 24 (18.5,NE) 11 (9.2, 12.9)

AP —FH (95% CD)

0.49 (0.35, 0.68)

ns 7y plE” <0.0001
FEHE D BRI A
TEERBRIZESE (BIRC)
ZHH, n (%) 101 (73.7%) 85 (61.6%)
(95% CI) (65.5, 80.9) (52.9, 69.7)
p & 0.0342
FEEEY % 14.6% 8.7%
HaR;, % 59.1% 52.9%
REEZEZIMM (BIRC)
il (A% (95% CI) NE (19.4, NE) | 13.8 (9.3,20.8)
AR
TR n (%) 3 (24.1) 37 (26.8)
giE (FED  (95% Ch) NE (NE, NE) NE (NE, NE)

A= R (95% CI)

0.92 {0.57, 1.47)

msTyy piid

0.7710

BIRC BERTMIFEEEREES, NE:

HWEARE, CI: (EIEXMH

M BRI e S I - BE 2 B2 &
bR B A RRAR R ST R E S R ST
¢ NR—=RTA D ICNS B R CEBETE IR R BRI A b SEREREOFET

R L., v & 7 #7E K O Cochran Mantel-Haenszel i 7€ % % F 1 2

4 Cochran Mantel-Haenszel #2712 & 5
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B4 1: ALTA ILIC38iT 3 BIRC AL L 7= S48 B A 7 A B o0 Kaplan-Meier 7' & b

100
80
—_— 60
X
~ Brigatinib
E i B — —
ﬁ 40~
Rlan
] sy TS
% 20 -
D_
T T T ¥ 1 1 T T T I [ T 1
0 3 ) a 12 15 18 21 24 27 30 33 38
A¥
VAZDBHDE
¥

Brigatinib 137 114 97 89 84 81 75 66 39 18 3

yuyYF=7 116 80 68 49 # 37 3w 17 8 2 1
138

NR—RA T A RFIINERFRE R AT 5 BE K CBMES R MIEERELT (GER 10mm L)
AT HEFITHIT A RECIST vI.1 [ZH-3< RERADIMED BIRC DML E 5 I0EHT 5,
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#5: ALTA 1L 2T 2 BIRC OFEHIZ X 5 BFOEENA LM

R—2 5 A R R R NS RE L& T
o 5 RE
AAERHR R Alunbrig 7V VF=T
(18 i) (23 #1)
FEEREANFEAZENE
ZB. n (%) 14 (77.8%) 6 (26.1%)
(95 % CI) (52.4, 93.6) (10.2, 48.4)
pfE™ 0.0014
E2REY (%) 27.8% 0
R E (%) 50% 26.1%
FEETEEANELHR ¢
P (H#0  (95% CD) NE (5.7, NE) 9.2 (3.9,9.2)
R G A VR NEBRE ST HBE
Alunbrig Y F=T
(47 ) (49 1)
FEETRE N E B
ZhBl. n (%) 31 (66%) 8 (16.3%)
(9596(H) (50.7, 79.1) (7.32,29.7)
pE > <0.0001
mﬁﬁﬁ (%) 44.7% 4.1%
N (%) 21.3% 12.2%
%Eﬁ%ﬁ%%%ﬁ“
HfE (A3 (95% CD) 4 (16.9, NE) | 92 (39,NE)
FHEN PFS
FEBBOLN-BEE, n (%) 21 (44.7%) 32 (65.3%)
HEATHESER . n (%) 21 (44.7%) °© 29 (59.2%) °
=, n (%) 0 3 (6.1%)
fE (HE)  (95% CI) 24 (13, NE) 56 (3.7,7.5)
= FEE (95% CT) 0.31 (0.17, 0.56)
0Ty piE <0.0001

CI {EIHEM. NE : HEETREE
RFTETT

Cochran Mantel-Haenszel 8 7 % F AL FILEN

PSR BT DL REROFE TR L, o /7 Vv 7 RERW

®  Cochran Mantel-Haenszel # E12 & 5

¢ RMICEHBENZEVNAHER INZANLESZRNERET (FHESNEE, BAMENL
20%LA L DEEE AAERIRZE QMR ITEEE PN IRERF A OB & 2 2B T LT
BLEIY O R FE CHIE

O IEEAILEN B S EENEREIT GHEERNEE, BAOMEN S 20%L EoiEEiE
AYRE O R UTHEENIFENHRE O G128 E) IR T H8 0 0 H £ T8

E
¢ RICAE ERVBTIRIEIR AR L BE 1 P2 ST
T B ROHRRIER R T BE 2 AR &
ALTA

7 U F =TI X BIERPICEITNER &bam_ﬁfﬁ@ TXITERSE ALK Bt NSCLC DR A
BE 222 FlEBR e LlERE (1) | EEMR. ZiEiitARR (ALTA) KBV T, K
RloOREER CEEE ML=, i@%'f&%?ﬁ’ﬂi\ NYF—hFENFEHREFICEIE ALK
BESDHREN, ECOG N7 4 —F U RARAT—H AN 0~2 ThHY | {LBREERH DB
FEOBREERDL, Fo. PIEMREZR (ONS) BEE2ET2HEII. ARENICEELTSE
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D, avFarRTed FOEEEAEL L2V 2RI lA AN, BEERRESX T
SEFMERBIR A OBEE 0 3 B BAE IR L,

A#I90mgE 1 B 1EHRET 28 0mg VA, 112) XiZ90meg# 1R 1 EHRET3
7 AR OEAHIM®ZIZ 180mg % 1 H 1 E#ETHE (180mg L A2, 110f) oviFha
WCEEEL L1 OLCEERICE T2, EBEREYMOFREIT 229 » A ThHot-, EE
AIZHEZD, =R (B0, L) ROV VF=70 L 3MREORRDE Ge4&EY
XIEaED. TothoREg, ) TRk LE,

FEFMIEE X, RRBEEMATMLUEZEESADRBEDREHEDODOH A ¥4 v

(RECIST v1.1) ESWTHR I EEBRMNZEDNSE (ORR) & Lz, BMOFEMER .
MIEELERS (IRC) MFHHi L7-TEZE ORR., EXE CoOEIM, 4EMEAIFHA (PFS) .
ZHHHE (DOR) . £4£FHM. IRC 235 L72E8% M ORR R UEEZAN DOR & L7z,

ALTA D_—R 7 A O N OFEEFERVRFE L CEBRFEIL, EiPE 54 % (Rl 18~

82 i, 23%M 65 mELAL) . HA 67%., T UT A 31%. & 57%. ECOG PS 0 36%. ECOG

PS 1 57%. ECOG PS 2 7%, JEMEEZE 60%., JTVRNES 35%., BRMESE 5%, AT — IV 98%.

PRBA 97%, (LEFRIERE 4% Thotz, HHE RO NN EBEAIE. K 69%
(DB Q2%ITME~D BB EDH V) | B 39%. i 26% Th -7,

ALTA fEHFIZ X D MEDRRZE 6 ICEN L, IBRITTEEMOFMIZ L S PFS @ Kaplan-
Meier (KM) Bi#R% ¥ 2 2Rk $,

F6: ALTA IR 2HPHEOHFRE (ITTEM)

HEhHEERB BB ER O M IRC DFE
90 mg 180 mg 90 mg 180 mg
LAl voR N e LA
112 4l 110 % 112 41 110
EHPFEDE
(%) 46% 56% 51% 56%
CcF (35,57) (45, 67) (41, 61) (47, 66)
FEhECOHM
daefif (B #%) 1.8 1.9 1.8 1.9
FEZhHE
FafiE (A0 12.0 13.8 16.4 15.7
95% CI (9.2,17.7) (10.2,19.3) (7.4,24.9) (12.8,21.8)
IR A A
g (A% 9.2 15.6 9.2 16.7
95% CI (7.4, 11.1) (11.1,21) (7.4,12.8) {11.6,21.4)
LA FHN
o (B0 205 34.1 NA NA
95% CI (18.2, NE) (27.7,NE) NA NA
12 7 HAEFSE (%) 70.3% 80.1% NA NA

Cl: {RIEKM, NE: fiETE, NA: EH2L

* 90mgl A 1ELI AL

T oomg A 1 H 1EHRETS 7 BHOEAMMZIC 180mg% 1 B 1 EES

PORBREEEMOFMIC LS ORR OEREK B 97.5%, IRC Otz & 5 ORR D{EHEXE
11 95% T B,
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X2: RRECEMOFMIIE I 2 EBELTFTHR 58N ITTER (ALTA)
1. 00 -

0.75

Q.50

0.25 4

Proportion of Progressicn Free Sugvival

Time [Months)

| rreatment Group -~ — — — 90 my regiment

855 : ITT : Intent-to-treat

o AR AL, BE R CEBEITEREVICEO LA IET AW Fhn
BWHFETOEREERLE,

* 90mgl A 1B A

" 90mgA& 1A 1ERETST7ABMOBEAMBMEIC 180mg % 1 B 1 ERE

180 mg regiment |

NR—R T A EHTHIERRE R INESAAE (RER 10mm BLE) 2F T3 ALTA OBz
tF HEAZEPN ORR R UNEEE SN 0 IRC D& 3% 7TICERT 3,

#F7: ALTA O~N—2 5 A VIFICRIEFRERIMIEBRE L H T 5 BE OBEBNE DM

NR—R T A VRCRIET R NESREZ T
. - 5 RE
IRC DOFHfiiz X 2 B3R E SO mg LUA T Nmg LT
(26 1) (18 #1)
SHENEERESRE
(%) 50% 67%
95% CI (30, 70) (41, 87)
HENHRSE o ba—
(%) 85% 83%
95% CI (65, 96) {59, 96)
SHENEL M
fiE (B0 9.4 16.6
95% CI (3.7,24.9) (3.7, NE)

% CI : {SIEXMH. NE : #EET&E

* 90mgl A 1ELI A

T 90mg%x 1B 1ERESTS 7 HEOEAMBEIC 180meg % 1 B 1 EHES

POEGUCITERENERETT (ERE. B/MEDD 20%LA EOFEENIEAYR L Ok Xt
FEENEENFREZOH O REE) IR T2 IR,

R—RF A VEIIMERBHRELAEL CTWEBAFICBITAEERNFEHR L hr— A58,
90 mg B (81 #) < 77.8% (95% CI: 67.2~86.3) . 180 mg#E (74 ff) T 85.1% (95% CI:
75~923) Thol,

101 #5E
PIOBERERBR T, 7V VForHERIOEITHRRD bt ALK B NSCLC B3 25
Bz 7 AFOEAMME LTAR Omg £ 1 A 1ERE L0 180mgx 1 B 1 @RS L,

22




ZD3L 19 FITHE, BBREERAEMATML-REFBNEDHTED LR (76%. 95%
Cl:55,91) ., 19 FOEHFENBIT ZEGWHOF RMO KM (Kaplan-Meier) HEEIT
2615 R (95% CI:79,261) TH-oTz, KMIEIZ LA PFS Rk 163 % B (95% CI :
9.2, HEETRER) THY, 12 » HSAFRIT 84.0% (95%CL: 62.8,93.7) Th-oi-,

MNEBE

EROMMEESTIE, MdsA UhH#ilRSA RUIENIIRBA) O/NREMD 5 HOETOESIE
Mz e LInARORBRBEREPBHTIHELZRBR LTINS (NE~OBECET A IES
IZOWTIL 4.2 THA 2 HB) |

52 FEYETRIRORAE
PR

101 SR Trx. BT brigatinib (30~240 mg) ZHENROFE L7z & & OFE bt D)
BERFRE] (The) OWREIIFREHE 1~4 B Thol-, BEBRSHLVEERIECLBIT 428
BRAEEIL, 60~240mg | B 1 EOAEMHE THELAMEZR L, KERSICL2ERHLE
RETHoT (BHILOKMEHME : 1.9~24) , brigatinib Z 90 mg XUt 180 mg DHET 1
H 1 E#RE L EDETRBITEBITS Cu ORMPHEIZ, 2hER 552ngml B
1,452 ng/mL TH Y, AUC T F N Fh 8,165ng/ml K 20276 hng/mL Th - /-,
brigatinib {%, P-gp XU BCRP DEE TH 5,

fEH R ERE TId, —RIER L i L CHEEEIRIZ L U brigatinib @ Cpe A5 13%ETF L.
AUC (x4 BRI D bz ho 7o, brigatinib I EFITEFE R BETAZ LN TE B,

AN

i

brigatinib {ZHEEE (91%) IZt MIEERICHEA L., BERCBREKREERIED L -
oo I/ MY 0.69 TH B, brigatinibl80mg % 1 B | E#E L-8E Tk, &%
IRHEIZ 81T D brigatinib D RN OSAER (V,F) OBMEHEIT 307L Tho ., HERED
M ARENT,

A R

in vitro #ER TIE, brigatinib [LFE CYP2C8 BT CYP3A4 (Z L 9@ Eh, J< —&it
CYP3ASIZE DRI EN D Z L Ra T,

PR B BRAFIZ[C] brigatinibl80 mg A HEREORE LimE 25, NRAFAILROV AT
ARAERZOOTEERF 7 VT F - ARKE ThoT, RPLFER2AELEH L, BE L
FABED 48%., 27%RK U 9.1%53F L ZH brigatinib RE{LIE, brigatinib @ NI A F{biE

(AP26123) TP brigatinib D A7 A AAAEELE L-CHER S, brigatinib ORE(LEE
PAEIR I RSy (92%) TH V., inviro THRBHONETERBM THD AP26123

(3.5%) bR TH o, BETIE, EFREBIZBIT D AP26123 O @i AUC I3 brigatinib
DRFBED 10%KRETH o7, nviro T F—FPRBROCHIZRBRICHWT, R TH B
AP26123 {3 ALK B L, £ OMEFEN brigatinib DR 350D 1 ThoT-,

Pt
brigatinib180 mg % 1 B 1 [E#& & LI=BF T, EFREIZEBT S brigatinib @ BT 0RO
7 V75 R (CLF) %(M¥EHEL 8.9 L/, mEEPIHAEREPRMEIL 24 B TH o 12,
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brigatinib O FZRPEHERRIIFE S CTH B, @ HERERE 6 FHT[MC)] brigatinibl 80 mg # B
ERAKELLE A, BEED 65%PHEP TEIL X, #EED 25%BFEHF TERIR Sz,
TS REIZ 69D brigatinib ORIE(LEOEIG L, FEF T 41%, BRI T 86%., 7V 1T
Tdhot,

Frpk 7 A S

A

brigatinib O W EHE O RFEIZ DWW T, FEENER RE@EREERE (9 F) | B
(Child-Pugh 7338 A, 6 ) . FEE (Child-Pugh 4548 B, 6 ffl) LB (Child-Pugh 448
C. 6 #l) OIFEFEREZMNRICHS L7, brigatinib OZEEIREIL, FFEEREN TR L EEY
B LR (Child-Pugh 2038 A) XIHF%E (Child-Pugh 8 B) OFEEEREOK CHEE
ETHot,

BEOIFESE (Child-Pugh 733 C) BE T, FFERESER oBHEERE & ik LT, #5
E AUCopr 28 37%E o7 (42EEZER)

ElEE

B SR BIERRAT OFERIC L A L. brigatinib OFEWTIHEIT, BHEENTER L BHF LIREX
HPEEOHEEE (eGFR A 30 mL/4SLl L) BETRBE Th-o7-, BHDERBR I, &
EDEEEBRE (eGFR 75 30 mL/4rRi., 6 F) Tik, BEEAEE2BHE (eGFR A3 90 mL/
syLl b, 84 &EERU T, FEREEE! AUCon 28 94%mn-7- (421EZHM]) |

AFER DR
FHEFIEMEIREARATIC L 0, ATER UMERIE brigatinib OZMTIREIC BEBABIFE VWD &
PRSI T,

R, FERN TN T I G
REFESTIEMTIC LD, (KB, EBHEUT AT I VRET brigatinib OIREIEIZEERE
BOCEELREE L RITER NI EBRENT,

53 EEERBRTORESMET—H

brigatinib DA TrL, MPRSER~OKE (FEERHEOEN, B P Cux® 1~2 ) |
OMER~ORE (LDEERCREOZER. B h Con® 0.5 ) RUB~OEE (BRI
T, B b Cou® 1~25 ) OFHEMETER SZ0S, QT EHELHBRERE~ D EEB o Rt
RS sz,

BRER T ORI i & A1 DS & CE R TR b -BIER T, WGEREH & B4 5 aEe
HERHL GO, HEER, B8, IR, R, ITIE. B, #ER0METHo7/z, ZhAbD
REEIIARERR PIOHEAEE L, IRECHEE~OREIL, EERA LR EXR,
WL <& s Tch o7,
REHEEGEHEERBIZBNT, & b AUC @ 02 2L 2B LA TRl (Gaskh
w7y —2) BROLAER, IR I<hbTRTHY, RBREOVF L TERFRE
ELTHEINEFRALELLTEY, ZAbOHF VI ITMERESE OBREHLIZZED b
oz,

brigatinib 7% A/JFHERRBRIT IR L TUvawy,
brigatinib {3, in virro OFEZ BV S ERFAETERS (Ames RER) IHILIFEHAEZ AW

HUREERFRBRTERFELZ RS RI-1B, Tv MERM/MERR T/IMEE DI H
MEET, PEFROBFRBAGLDEORE (BEEFER) ThY. RAKIINTIRE

24



FREERER TR o7, ZOEBIZ. EMI 180mgx | H 1 BfELAEE & DRE
BEOH S EBTRD BN,

brigatinib {XBMEOFZEEFEET HFEESENH 3, RESEDHRRIC O THESENE
Lo, 7y FTHE, FE, SERUCINIBROEER S ICBHEESHERED b,
IO OEZEIBEEHE PICEE Lol AT, BROHENROCEFERIETOH
MBI RSED b, ZALORBIEEHMPREE L, £FLLT, Ty FED
HAOHEEFRBRICHTH N0 OREIE, BEIZ180mgs 1 B 1ERELEZEED AUCD
02 LA LOBRBETED b, 7 v PRUVAVERAWE—REEERE T, ARSI
T HALHREEERIRD ORI,

e BAMIOMEIRT v NI brigatinib ZEB#RE L7t - I ERAECET BT, b b
2 180mg % 1 8 1EHRELZZLED AUCON 0.7 LWV I BRVAETHEKRFEN R EHRRE
Wb, FrRE, BB BEET, BREREETREOEBERThH-7=,

6. BIHIZAG IR
6.1 Hhho—5%

$ERZ

F 7 h—R—KF

HERELO—R

FTrT Y a—fgF ) oA (24T A)
Biktkaa A R U D

ATT N ol TR A

FERI D 2 —F 4 > TH|
&

w2 ad—)

R = AT Aa—L
A

62 EEER

HER Lo

6.3  HZHHAM

3 % H

6.4 RIFICEET SRR EEIIH

AREIE MOV TR RTFRIBIIRETH D,

6.5 7 g - @I

Alunbrig 30 meg 7 4 /L. 52— REE
TAIERE—NFAFT-THEHLEFEmRY 7oLV BF v AL FL PR F o 2
AIVa—Fy y FHEXIMEQOBHEEFR Y =F L (HDPE) KR rb, 7 4ha—h
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