7LtE2HHTEIL150 mg
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1.5 ERXEHEROEERUVUREDEE

1.5.1 EREXIIHEROEE

T Lo F=THEE (LUT, A3 1E, AR (DUT, WEEE)  SREMrstET CAl
fInTz, XUV —VEEAT HARMEY L oNEFX S —E  (Anaplastic
Lymphoma Kinase, ALK) PHEH|ITH 5,

ALKIZA VAV VR BERA—=R—=T 72—l T 5% BN Fuy o % F—¥ T, HHHE
DY BB TG FHRE DR A U ANPM-ALK KT 5 Z 37 & LCRESHhZY,
ZOHYH U U AREIZBWNTIW L ONDALKD B FHEENRE SN TEBY, KoLK
U osilEi (ALCL) HBHD60~80%I2, F7=, OVF AMEKMEMBMEMEY > 3E (DLBCL)
BE D05~ 1%ICALKEILF DERENRZRD LTV DY, —J7, BARALKICOWTiE e MEF
M CIER O N MO (FAARRR) DA, 1 ZEAERBL TN ER e
STWBY,

2007412, FE/NMIRRATEE (NSCLC) 231) 2 #7- R KB s 1 & LT, EML4-ALKFE &R
TR INT=Y, EML4-ALKF A B s 1L, MEEKREACHIMINESEEAY (LLTF,
EML4) & ALK @ s 2SR O > TRAE LIZb DT, TOBEEFEDE L CE
W7 — BRI 2 R T R RALKB EAESND Z ERHLICENTWD, EML4-ALKFR
BB~ 7 A3TIMMEFMIAUE B FEAT D EF LWEBEGEENSRO O ND Z &Y, Fiz,
EMLA4-ALK transgenic~ ¥V A CIIMIZIB W TEHE OMIENR AT H 2 LnAREINTEY?Y,
EML4-ALK &8 5 T35V EEIE T TH D T IR IN TV D, ALK G & s IR 3
5 RE IR ALKO X —BIEMED, & 2 MO IR/ E O L M O O 1% ORI O HE5#E 12 B
BLTWAEEZX DL, EOEIGITIE/NMIAMEBRF D2~S%REFIE LY, ME, FEREHR
2N EE b Tn52,

DX BEFENG, ALK XIE/NMRERIRICB T 28 ENE L THETHY,
ALK FHEHINZ DO XL 9 72 ALK BT8R 285 5 I/ Nt 12k U CohRmn>F 72
PUERI L 700 Z EPWIFFS L, HFEE X ALK FAERIOBRRICE ST,

AR D IR/ N TS 2 65 & U2 BRPRRBRIE, AU EERIT €, 2010 £ 5 [ENTRME S
U7z, First in human 38k & 72 5 ALK FoEFE/ N g it g 2kt 5 & U7 [ENEE VIR AR
B (AF-001JP iRBR) Dpkia DL CRAGRHFEZITVY, 2014FE7H4BIC TALK @A EIG FBitED
UIBRASREZREAT - PR O/ NHIIENE ] DORIRE « IR TT L ¥ H 7120 mg KTV40 mg
DR EAF LTz, £72, 20mg X TV40mg "HITO 1 FlHz) ORED 7w rBm s, B
DOREOAMEZRF L, FEMEEZGETDSZEEHE LT, 150mg "AIABIIE S, 2015
FOH2HIZT L7 150mg (LT, AH) OEBEELRG L, 612, ALK fHE
FIARIEWE D ALK BhE EILBVEETT « T3 NSCLC BEZ RSB L LT, 7V YV F=71647d 5
KEN OGN VL EEZ BT 2IEER T & L2 ez 5 E N 5 A R 5L5R

(JO289283R) & FEha L7z, 2015412 H OFETICIEWT, TV I7 F=T/ 327V F=
THREL IR LT, FEFHMEEE Cd 2MSTHEMBIRHMIC L A S EAFHIMIC W T, #E
FHNCAHE R UE (HR: 0.34, 99.6826% CI: 0.17~0.71, P<0.0001) @O HNTZZ L5,
201744 A VIR SCENUGT STz,

ASEIOXGIRBETH S ALCL 1%, MlaEmIUR CD30 O—FRZRFBEL AR E T2 T
Ja ke O NK #iiE Y o S BEDO BRI T D, ALCL B TIE50~80% 2 Yt iRliniE 2338 6 Hi, =
DERFEZ L0, 2 FBYAR ED ALK En1 KOS Yk B NPM &2 @E+ 5 (ALK
A BT

A ALCL (Zxt4 2 0)ElE# L, CHOP (V7 uiRA 77 I R+ RF VLT U+ 27T
AFo+T VU R=yry) EEXE CHOP BEALOIRENENI CEEREE LTHW S
NTnaD, ZOMOWENEEE LT, KEA N MLSH— MNERIESKET X T B URIES
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DIEFN 2 AE DRI HFEDANLNTWDD, BRADER X ITERED ALK Bt ALCL 12
s UCHELRE X 2 FEHET AR I, SIS 2 A A K74 > TlE, ALCL LS T Mgy »
NI GO TR SUTEAME O RN T MR Y > EI e L CHER S A IBFIEN TR SN T
WD, T OHTERE IIHEMED ALK B51E ALCL 2k L COBHESE S 5 1BRE TR
STV, Lo T, ENTIRFERE UTIERMED ALK Btk ALCL ([Zxf L CTRA O
HEE SN D IRIFRIRIIFE L TR 59, FRUTEREORMME T gy > 0 L Hick v
JEVNEFR DR BICHR U THER SN D EWEEENEHA SN T2 EE 26N b, EasiEELik
TA RIA T, BREUTEIEMEORRME T MY o NEICK L CHEE SN A BIEES L
THRRBRA~DOBIMBE RNT L oY F o~ T X RRF o e GiefiBRERT#H I TV 5,

—J7, /MY ALCL (Zxbd DARMETRIEIIE, RN R OV E A o [E BRI A R ER I XL 0 A2
M OVZRVERHER SV ALCL99 MALEDIT Hitd, ALCLYY IX, TF VA4V, v rn
RATZ77I R, REAMMVFY—F, AFKAT77IR, = EAVF, VY78, F¥YL
BN DR ERIETH D, RUBRBRE I 72352 Bld2 RS N N AEFREIT
74.1%, 2 FAFIRIT2.5% & HE SN TWDY, /NI ALCL 12k 2 FIEEE G IX s BTt
B THDHOD, K20%DHEEDE Y A7 BRI DIRFEIEOMENT . KI30% D B O F5E 51
ZxPT D IRFIE DML FRETH 5, /INEOTRUTEENE ALK Bt ALCL (233 212 %R
BIX, RELTH D, BIMMREBELZ G S EIEREEDBIRINTWDHEOD, FRINEK
DAL FEFRIEIARPIE O HERE] O TR IR R TH 59 100 1D 120 1)

BT DG, FRTENAM ALK Btk ALCL (X 28 BRI N UIE I N5,
ARFND65% LA L D F3E T EEIA M D ALKFEPEALCLIR E 154 2 B PR s BRI 3 R 2 74E BE 9 & [H]
SEAFSERRSIE N B ARERMTSCRH S O TEFN A ERERMEFEEE) & LT, EhiE
HETHHRBR (LU, ALC-ALCL#REBR) 2NENTEPERE 4 HRERY 2 — KHER 2 H0
(CE S e, MYiZaBRBRIC H -0, kIHFEMEZZRTIAE & LT, PMDANIIEENG;
vl 8 il [ERIEREYehe

ALC-ALCL #BRIC T\ ERRA At 2 mme s 2 igindon-2 Lo, 20llEHB
HE iz 575 s 50 U7z B, THERSUTERIED ALK e BBt oRS
LIHIRE Y /3 JE | DZhAE « R 21BN 2 3K & AR e G I — A KGR FEIC B -
7=

1.5.2 FRAXOEE
1.5.2.1 JEERKREAFEDOERE

KIEDIFIER, HpEhie, ZaMEIC oW TIE, WIRUEEEHICER ZIBHE A TH D Z L
5, B E i L= BRIT e,

AT, ALK FHEIEMZA L, NPM-ALK Bi&@Eis%2H 9% ALCL #ilakk (KARPAS-299
KON SR) DOHMfaREsE 2 BRE L=, £72, KARPAS-299% % FICBHE L /- EEHE B fhE R~
BT ATBWT, EEHEAHEER 2R LY,

FEGIRTABR D ALK @A B FBPED ALCL MIfERRIZ g D ARIEOFIMENRBD LTV D
Tl D . RIENFRUTEARTED ALCL (2% U THI =72 1RIRIR L 72 D WIREMEDN & 2 & I IF
L7,

5.2.2 FRIREAFEDOERE

1.5.2.2.1 ERIZHITIEKRERDZLE

R ITERTED ALK BED ALCL BEZRS L LT, ARAIOFRE, etk Oy,
RABRBTHHAT, ENO3OOERKERICT, ZixtFRIESHRERS 1 AERERR
(ALC-ALCL #B#) M[EAHFERER & U CEI N, AR TIE, /INE4B 2 &R T
HEMED ALCL B 1061126 LT, AHKI1E300 mg Z1H2E], & - ¥ &%k OEE, 218/
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g E- Uiz, 72720, K35 kg RO BEIZIE, AFEIN50 mg Z1H2[E, # - ¥ BEZIZ
Beh LT, 20HIEE G 2114 7 v & LCRRAERRI6Y A 7 vETE L, 1794 7 VP
b B ERES EL & FIRENSHIN LS, ikt 52 ee L L-, FEFHMEEE Th 5 5%
F(PRHEZEESFAM)  (LLF, ORR) 1%80% (8,710f%1) & BAF7ZRaE0 1S bz,
AHFNOV A7 L LT, BEOHKRBEOHEND, MEMMER, IFHERSE, 42k
B K VA MLERBD 2 RKFN O BEREESNTZY A7 L LTRELTWS, ALC-ALCL {5
TiE, BEERFFEINTLY A7 ON, RS, e L OVE ERED OB 6
iR, BEERAEEGORGTILICE T AERFRICEY T IAEFRLRDO N o7,
ALC-ALCL B TR SR UTEEARMED ALK Bt ALCL BEICH T 2 A K| D% 4
M7 a7 7 A, 300 me/EIHEEHH K ON50 me/ml#E-HOM TRE RERIIRD 5T, K
KOO ZEET a7 7 ANV EEDLT, Hile/e) A7 ITFFE SN -T2,

W2, FHRBE X ORHTAEER OO ENICBS T 2 M2 MRB L= 25, NNEROT L
VX TwT RXRFUBRREOBREIC L, AFERAWIIEERSIRT 4 v M b bR
PEDRIE S Tz,

B AANF20194E5 71 TALK @& B FMEORIERAMIEY > ) 2 TE SN DD
REXIIZIR & L CTREAT@E L AP RmHERLICHEES LTS,

1.5.2.2.2 BB ITHEEKRFARDOZRE

WL clx, 127U YF=T IR EZIIRMED ALK BP0 fisst GETT) 5/ i )
DINEERN ATk L C20158-12 A 12 K EH CHUHAGR A, 201742 H (ZERIN T+ & #GR %2 Buds
L7,

Fio, —WIBFRICBITDARELE 7V F =T OENMER O M2 el U756 T A AR
BROBREICESE, TALK BEoiBrE GETT) FENRE~DO 7 Lt o EAITO—K
TR IZDWT, 201781 AICKET, 2017124 IZERMNIZB W T, ZREAREZ TS L T
l/\%)o

g e, ipshics o <

5 BRI TR TTL AR,

1.5.3 EFERA, BFEEELIOFEFEORE
ALK RA AT B O 35/ NI (2 %05 5 fli s e o B 21 T\ 5, 20l
£ 0 [EFEIE A AR ER AR (BO403363tlR) # Ffih Th 5,

1.5.4 SEH

1)  Morris SW, Kirstein MN, Valentine MB, Dittmer KG, Shapiro DN, Saltman DL, et al. Fusion of a
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1281-4.

2)  Webb TR, Slavish J, George RE, Look AT, Xue L, Jiang Q, et al. Anaplastic lymphoma kinase: role
in cancer pathogenesis and small-molecule inhibitor development for therapy. Expert Rev. Anticancer
Ther 2009; 9: 331-56.

3) Pulford K, Lamant L, Morris SW, Butler LH, Wood KM, Stroud D, et al. Detection of anaplastic
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5) Soda M, Takada S, Takeuchi K, Choi YL, Enomoto M, Ueno T, et al. A mouse model for EML4-
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10)
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ALK-positive lung cancer. Proc Natl Acad Sci USA 2008; 105: 19893-7.
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1.6 SENCHE T DRIV T BT DBl e 3
1.6.1 AMEICIUT DIKGEFHIGEIRIIL oo 3
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1.6.3 SKIETRIT ST FE L oot 14
1.6. 4 BRINUSEI SCTEE D TEST oot 35
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7 L& HYALCL 1.6 ZMENZ 61T DA RIS (2 B3 2 Bkt Page 3

1.6 NEICEFTHERKAFICETLIEN
1.6.1 HSNEIZHITHERZHRFIKR

WAL, 17V F=TIIREEREARMED ALK Bttt GEFT) e/
DINRERNFAT K L C2015F-12 A 12 K [E T #GR %2, 201742 A IZBRIN TEHMAF & AR 2 B
L, BEET9DETHARZ RS LT,

F7o, RGBT DARIEL 7 U S F =T OFM K O M 2 i U725 11 ARG
BoORRIcES X, TALK B0 GETT) FENaMiE~D 7 Lk AT —k
B 12OV T, 2017411 HIZKIET, 201712 IZBKINIZB W T, TREAREZ IS L T
W5,

AFN DB K Ok ERAT SCEDOFIARBEE 2 1.6.212, FRIN M Ok ERA SCEDJF L% 1.6.3,
L6445, Fiz, RAORE ST —4% — b (Core Data Sheet) % 1.6.5IZ¥A5 5,
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1.6.2 KERUBMDBTXEDOHE
201944 H I R O K EIRAF SCE (20184F9 H 2ET) M A &R 1.6.2-11Cx L, BRINGAT S0
Q0188 HLET) OME A £ 1.62-21277, Fi2, TNETNOFRL%Z1.63, 1.6.412, FEF

7 —% v — b (CDS) #1.6.5\ZUf9 %,

£ 1.6.2-1 KEIZBTHHRAIXEOHE
4 | ALECENSA®
] e 150 mg A FEAAK], A, ¥y v SITEA 2T IALE) , AT 4 —IE
A7 150 mg| LHIF

o 35
s | St

ZhEeE - |e T LUV, FDA DGR L7-MREICI VRSN RMEY v fEX T —
DIES ¥ (ALK) BtEisg e/ hiliafies (NSCLC) MBHE OIRREZwEILE T 2,




7 L& P ALCL

1.6 AAENZ I 1T DM AR E 2B 2 &k

7 LR ORELEHEIL, 600 mg 1 H2MIEE OG- Th AH[FEHRIERE (12.3) %

ZM], B51%, HBEITICESET

??50
H TR RE R
KETH D,

(Child-Pugh C) &

, XITFFAETERWEENEETLET

(R D HESE X, 450 mg 1 H2[ER O
(Rl 72 B~ 5 (8.7) KMOWRRIKE (12.3) 22 MH]

TLEOHIFRFEEBICRHATLIZE, D7V EZBF LY 7 EALN

EMERMELTZ0 LTI 620, RAZENZ 0 IRAZICEY: L7Z5E,
W ETI T E SRR+ S Z &,
TLEUCYOHEBEA YV 2 — L ERIIRT,

Rl: 7L YOHEREAT YV 2—)L

HEHEA Va2 — i

B 4h FH 600 mg 1 H 2[Rl 1 5-
1[5 H O H &R 450 mg 1 H2[RI#E 0§ 5
2[5 H o H &R 300 mg 1 H2[AI#E O 5

BF 3300 mg 1 A2 52l 2 S niggait, &5 521145,
BWERADNHIEL LI E 07 Lt o O S H 42 R2ATRT,

22 BMERICKT AT LR OHEER

ALY

TLEUYOHEEE

ALT X% AST OXEUE(E R (ULN)
DSEEBZ DM, »roke e
> <2XULN

N—Z2 T A XIE3XULN LA TFIZEE
T5ETHRIEL, ZORITRITHEND
BE LR TREAZHERT 5.

ALT X% AST M3 XULN %A% %H#
m, oMY LErd2XULN i3
ZHWINTEH - T, D - -
RSNV A WA

Bz KRR IR D,

MEULELD3XULN 282 5800

NR— 2T A X IX1.5XULN LA Rz
BT DHETHREL, 2OBITFELIN
WEHE L7-HE TR 2T 5,

PGB U - VB MR R (ILD) /
Miligge (Grade (22303 B 720Y)

B2 KRR IR D,

Grade 3D B REfE

MmiF7 V7 F=fEN1.5XULN LT
WZIEET D E TIRIE L, ZO®%ITHE
L7-HETRGEHT 5,

Grade 4D B REfE

F5Z KRR P IE T D,

REMRMEAR IR

BERERMEARIR ST 06041/ 70 LA I
M2 £ TRIES 5,

WARD—R & 72 2 OF 3RS R E S v
Hawik Lizgs, XidEoHaEx i
i L7, BEEMERIRUT O
B604/53 LA EIZ|E L2 Kg T, T b
oY 2R TCHRET 5,

RIARD —[R & 72 % OF EE R E S e
WS, SUIRIRO — K & 70 2 fF 3
DG P IECHBLEEZITDRWES
13, BERERRPEIRAR ST 056040 /53 L)

Page 5
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FiZEE LA T, TR0
HEWELZHE (RI12K) CTHE
T 5,

Wk ° (Efz BT, Baon
ADLE)

RO —IK & 72 2 OF HE D FFE S /e
WA, T Lo A2 ki
i35,

WARD—IA & 72 5 DE DN E S
Hawmik Lizgda, XdEoHaa i
i L7 AaE, BEEMERIRUT O
B604/53 LA EIZIEE L2 Kg T, 7 b
oo EBELEHE (RS
) CTHBEL, BRRPOLEMRIZETT
HElo®E=21) T 52i7H, BR L=
BAIET Ve Yo Z ki
3%,

5XULN %z % CPK HN

NR— R T A X125 XULN LA Rz
BT EFCTHREL, ToBIXEHET
BE5E=HEHT 5,

10X ULN Zi# 2 5 CPK ¥hN, XiEs5X
ULN %8z % CPK HEN D 3§

NR— R T A X IF2.5XULN LA Rz
BIDHETHREL, ZOBITFENIN
WEHE L7-HE TR 2T 5,

AAIT = TI9=20 T AT IF—E, AST = TARTXUB NI VAT I F—P,
ULN = U ERR, ILD = [FEMEMZER, CPK= H 7 L7 F U RARFF—E

P E6040/5r (bpm) A

Page 6
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b G U
O &

BaR

JFEEtE

NP28761, NP28673% 1% ALEX kB C7 L& 4600 mg 231 H2[R#EE S /- A
FA05BNT BT, FEYEE IR (ULN) O5SfEE2B 25 AST BN 4.6%0 HE,
5XULN Z# x5 ALT H235.3%DEBHE THI L=, 3XULN #5011
EUEEINN3 7% DBRETREA L, ZTNOFEROKEY FFT7 AT 14—
PHIMMMFEIL L= BED69%, B UL E L EEMMNEE L7-BED68%) 1%, #5
BHAEE B )O3 A LINIZR B LT7=b D Tho7-, 66T Grade 3~4D AST KOV
XX ALT #8D 7=, 45T Grade 3O E Y L E U EEINO -0, 7L o5
Nk ENT, BERRTT L v PR REESNIZEBEEDI%REICB W T,
ALT X% AST M3 XULN LA EOHEIMEFRE UL E D2 XULN LA EOE N [E
BEIC B NTZN, TAHVEKRAT 7 X —VIXIEHM TH>7-, Grade 3~4D
AST/ALT BN A BV B3I, M EE Th o 72 QENIIFARIC X
D HERR) o

FFigRERR A (ALT, AST M OMRE U L E L& ETe) %, & 5BGE%END3 D A
X2 1E, LA IEA HE R OEEROSLEEIZIG U TTY, T AT I
—B LU A ECOEING DN EETITRVHERICRELITTY) &,
OEWEHOEIEFEICHEK S, R2FHOEY 7L FEAREL, HELIEHE
TEREZEET L), IREGEZKEMNICHIETS 2 E[HE - HE 23) 22
]

MMM (ILD) /Afiligde
NP28761, NP28673 2 TN ALEX itBR CT7 L& it 5 K- B30 (0.7%) 1T
BWT, ILD/ER N BE Lz, ZNHFERD D B (02%) 1TEE (Grade
3) Thot,
ILD/Htiligi% & mie 9~ 2 p sk (PRI [R8E, nxmk, REEE) OE %2

72HBEITR LT, ILD/iilE O 2 3o/ 217 9 2 &, ILD/filgid & 2 i
SNFEETIET Ve E2EBICRIE L, ILD/ilEAE O Mo JFIK o "l FEHE
BE SN ho285801%, 7 v rbobZ2kemichibd s, [HiE - HE
(2.3) RUREIEH (6) &R,

ke

NP28761, NP28673 %2 T8 ALEX #BRDHE D8%IZIUT, BEHEAERIE N HIL L
77 Grade 3LL FOBHSBEEERIRILL.T% T, ZD I HOS%NEMNELTH
STz, BHREEED-OHBELA T2 L -AEIT3.2% TH 7=, Grade 3LL ED
HSREREE (CE S CoOMB oM REIX3. 78 A (FiPH : 0.5~1478 H) THo
77

Grade 4DBFEMNH L ONTZHE, TR VOREEZKHENICTIET 5,
Grade 3OBFMEDOLAIIISXULN L FIZEIET LI ETT LU 2R L, £
ORI ELI-HETERGAHHTS, [HiE - HE 23) 22

AR

T LY ORI, JEEERIRDS BT S AREMEN H D, NP28761,
NP28673 2 T8 ALEX R TT L& G SN BEICB VT, BIRIERFIN
8.6%WE SN TWD, 7 LU REE I LERT — % 13155 EE
365611, 18%D FE D LN 504A/5y  (bpm) Kiili T -7z,

D MEEZEMICE =21 7425 2 &, BEREERIROSGES, HEE
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HIGHLIGHTS OF PRESCRIBING
INFORMATION

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

ALECENSA® (alectinib) capsules, for oral use
Initial U.S. Approval: 2015

--------------------------- RECENT MAJOR CHANGES ----------=-me oo
Indications and Usage (1) 11/2017
Dosage and Administration (2.1, 2.3) 11/2017
Dosage and Administration (2.2) 06/2018
Warnings and Precautions (5) 11/2017
--------------------------- INDICATIONS AND USAGE

ALECENSA is a kinase inhibitor indicated for the treatment of patients with
anaplastic lymphoma kinase (ALK)-positive metastatic non-small cell lung
cancer (NSCLC) as detected by an FDA-approved test. (1)

600 mg orally twice daily. Administer ALECENSA with food. (2.2)

--------------------- DOSAGE FORMS AND STRENGTHS----emmmemmmeemeee
Capsules: 150 mg (3)

CONTRAINDICATIONS

None. (4)

----------------------- WARNINGS AND PRECAUTIONS-mmmeemmmeemmmeemeeeee

o Hepatotoxicity: Monitor liver laboratory tests every 2 weeks during the
first 3 months of treatment, then once a month and as clinically indicated,
with more frequent testing in patients who develop transaminase and
bilirubin elevations. In case of severe ALT, AST, or bilirubin elevations,

withhold, then reduce dose, or permanently discontinue ALECENSA. (2.3,
5.1)

o Interstitial Lung Disease (ILD)/Pneumonitis: Immediately withhold
ALECENSA in patients diagnosed with ILD/pneumonitis and permanently
discontinue if no other potential causes of ILD/pneumonitis have been
identified. (2.3, 5.2)

e Renal Impairment: Withhold ALECENSA for severe renal impairment,
then resume ALECENSA at reduced dose upon recovery or permanently
discontinue (2.3, 5.3).

e Bradycardia: Monitor heart rate and blood pressure regularly. If
symptomatic, withhold ALECENSA then reduce dose, or permanently
discontinue. (2.3, 5.4)

o Severe Myalgia and Creatine Phosphokinase (CPK) Elevation: Assess CPK
every 2 weeks during the first month of treatment and in patients reporting
unexplained muscle pain, tenderness, or weakness. In case of severe CPK
elevations, withhold, then resume or reduce dose. (2.3, 5.5)

e Embryo-Fetal Toxicity: ALECENSA can cause fetal harm. Advise females
of reproductive potential of the potential risk to a fetus and to use effective
contraception. (5.6, 8.1, 8.3)

ADVERSE REACTIONS
The most common adverse reactions (incidence >20%) were fatigue,
constipation, edema, myalgia, and anemia. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS —-meemmmeemmeeemeee
Lactation: Do not breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 06/2018

FULL PRESCRIBING INFORMATION: CONTENTS*
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*Sections or subsections omitted from the full prescribing information are not
listed
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ALECENSA is indicated for the treatment of patients with anaplastic lymphoma kinase (ALK)-positive
metastatic non-small cell lung cancer (NSCLC) as detected by an FDA-approved test.

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection

Select patients for the treatment of metastatic NSCLC with ALECENSA based on the presence of ALK
positivity in tumor specimens [see Indications and Usage (1) and Clinical Studies (14)].

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

2.2 Dosing and Administration

The recommended dose of ALECENSA is 600 mg orally twice daily /see Clinical Pharmacology (12.3)].
Administer ALECENSA until disease progression or unacceptable toxicity.

The recommended dose of ALECENSA in patients with severe hepatic impairment (Child-Pugh C) is 450 mg
orally twice daily [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

ALECENSA should be taken with food. Do not open or dissolve the contents of the capsule. If a dose of
ALECENSA is missed or vomiting occurs after taking a dose of ALECENSA, take the next dose at the
scheduled time.

2.3 Dose Modifications for Adverse Reactions
The dose reduction schedule for ALECENSA is provided in Table 1.
Table 1: ALECENSA Dose Reduction Schedule

Dose reduction schedule Dose level
Starting dose 600 mg taken orally twice daily
First dose reduction 450 mg taken orally twice daily
Second dose reduction 300 mg taken orally twice daily

Discontinue if patients are unable to tolerate the 300 mg twice daily dose.

Recommendations for dose modifications of ALECENSA in case of adverse reactions are provided in Table 2.
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Table 2: ALECENSA Dose Modifications for Adverse Reactions

Criteria®

ALECENSA Dose Modification

ALT or AST elevation of greater than 5 times upper limit
of normal (ULN) with total bilirubin less than or equal to 2
times ULN

Temporarily withhold until recovery to baseline or to less
than or equal to 3 times ULN, then resume at reduced dose
as per Table 1.

ALT or AST elevation greater than 3 times ULN with total
bilirubin elevation greater than 2 times ULN in the absence
of cholestasis or hemolysis

Permanently discontinue ALECENSA.

Total bilirubin elevation of greater than 3 times ULN

Temporarily withhold until recovery to baseline or to less
than or equal to 1.5 times ULN, then resume at reduced
dose as per Table 1.

Any grade treatment-related interstitial lung disease
(ILD)/pneumonitis

Permanently discontinue ALECENSA.

Grade 3 renal impairment

Temporarily withhold until serum creatinine recovers to
less than or equal to 1.5 times ULN, then resume at reduced
dose.

Grade 4 renal impairment

Permanently discontinue ALECENSA.

Symptomatic bradycardia

Withhold ALECENSA until recovery to asymptomatic
bradycardia or to a heart rate of 60 bpm or above.

If contributing concomitant medication is identified and
discontinued, or its dose is adjusted, resume ALECENSA at
previous dose upon recovery to asymptomatic bradycardia
or to a heart rate of 60 bpm or above.

If no contributing concomitant medication is identified, or
if contributing concomitant medications are not
discontinued or dose modified, resume ALECENSA at
reduced dose (see Table 1) upon recovery to asymptomatic
bradycardia or to a heart rate of 60 bpm or above.

Bradycardia® (life-threatening consequences, urgent
intervention indicated)

Permanently discontinue ALECENSA if no contributing
concomitant medication is identified.

If contributing concomitant medication is identified and
discontinued, or its dose is adjusted, resume ALECENSA at
reduced dose (see Table 1) upon recovery to asymptomatic
bradycardia or to a heart rate of 60 bpm or above, with
frequent monitoring as clinically indicated. Permanently
discontinue ALECENSA in case of recurrence.

CPK elevation greater than 5 times ULN

Temporarily withhold until recovery to baseline or to less
than or equal to 2.5 times ULN, then resume at same dose.

CPK elevation greater than 10 times ULN or second
occurrence of CPK elevation of greater than 5 times ULN

Temporarily withhold until recovery to baseline or to less
than or equal to 2.5 times ULN, then resume at reduced
dose as per Table 1.

* ALT = alanine transaminase; AST = aspartate transaminase; ULN = upper limit of normal; ILD = interstitial lung

disease; CPK = blood creatine phosphokinase
® Heart rate less than 60 beats per minute (bpm)

3
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3 DOSAGE FORMS AND STRENGTHS

150 mg hard capsules, white, with “ALE” printed in black ink on the cap and “150 mg” printed in black ink on
the body.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Hepatotoxicity

Elevations of AST greater than 5 times the upper limit of normal (ULN) occurred in 4.6% of patients, and
elevations of ALT greater than 5 times the ULN occurred in 5.3% of the 405 patients in Studies NP28761,
NP28673 and ALEX who received ALECENSA at a dose of 600 mg BID. Elevations of bilirubin greater than 3
times the ULN occurred in 3.7% of patients. The majority (69% of the patients with hepatic transaminase
elevations and 68% of the patients with bilirubin elevations) of these events occurred during the first 3 months
of treatment. Six patients discontinued ALECENSA for Grades 3—4 AST and/or ALT elevations, and 4 patients
discontinued ALECENSA for Grade 3 bilirubin elevations. Concurrent elevations in ALT or AST greater than
or equal to 3 times the ULN and total bilirubin greater than or equal to 2 times the ULN, with normal alkaline
phosphatase, occurred in less than 1% of patients treated with ALECENSA across clinical trials. Three patients
with Grades 3—4 AST/ALT elevations had drug-induced liver injury (documented by liver biopsy in two cases).

Monitor liver function tests including ALT, AST, and total bilirubin every 2 weeks during the first 3 months of
treatment, then once a month and as clinically indicated, with more frequent testing in patients who develop
transaminase and bilirubin elevations. Based on the severity of the adverse drug reaction, withhold ALECENSA
and resume at a reduced dose or permanently discontinue ALECENSA as described in Table 2 [see Dosage and
Administration (2.3)].

5.2 Interstitial Lung Disease (ILD)/Pneumonitis

ILD/pneumonitis occurred in three (0.7%) patients treated with ALECENSA in Studies NP28761, NP28673 and
ALEX. One (0.2%) of these events was severe (Grade 3).

Promptly investigate for ILD/pneumonitis in any patient who presents with worsening of respiratory symptoms
indicative of ILD/pneumonitis (e.g., dyspnea, cough, and fever). Immediately withhold ALECENSA treatment
in patients diagnosed with ILD/pneumonitis and permanently discontinue ALECENSA if no other potential
causes of ILD/pneumonitis have been identified [see Dosage and Administration (2.3) and Adverse Reactions

(©)].
5.3 Renal Impairment

Renal impairment occurred in 8% of patients in Studies NP28761, NP28673, and ALEX. The incidence of
Grade > 3 renal impairment was 1.7%, of which 0.5% were fatal events. Dose modifications for renal
impairment were required in 3.2% of patients. Median time to Grade > 3 renal impairment was 3.7 months
(range 0.5 to 14.7 months).

Permanently discontinue ALECENSA for Grade 4 renal toxicity. Withhold ALECENSA for Grade 3 renal
toxicity until recovery to less than or equal to 1.5 times ULN, then resume at reduced dose [see Dosage and
Administration (2.3)].

5.4 Bradycardia

Symptomatic bradycardia can occur with ALECENSA. Cases of bradycardia (8.6%) have been reported in
patients treated with ALECENSA in Studies NP28761, NP28673 and ALEX. Eighteen percent of 365 patients
treated with ALECENSA for whom serial ECGs were available had heart rates of less than 50 beats per minute

(bpm).

4
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Monitor heart rate and blood pressure regularly. Dose modification is not required in cases of asymptomatic
bradycardia. In cases of symptomatic bradycardia that is not life-threatening, withhold ALECENSA until
recovery to asymptomatic bradycardia or to a heart rate of 60 bpm or above and evaluate concomitant
medications known to cause bradycardia, as well as anti-hypertensive medications. If attributable to a
concomitant medication, resume ALECENSA at a reduced dose (see Table 1) upon recovery to asymptomatic
bradycardia or to a heart rate of 60 bpm or above, with frequent monitoring as clinically indicated. Permanently
discontinue ALECENSA in case of recurrence. Permanently discontinue ALECENSA in cases of life-
threatening bradycardia if no contributing concomitant medication is identified /see Dosage and Administration

(2.3)].
5.5 Severe Myalgia and Creatine Phosphokinase (CPK) Elevation

Myalgia or musculoskeletal pain occurred in 26% of patients in Studies NP28761, NP28673 and ALEX. The
incidence of Grade 3 myalgia/musculoskeletal pain was 0.7%. Dose modifications for myalgia/musculoskeletal
pain were required in 0.5% of patients.

Elevations of CPK occurred in 41% of 347 patients with CPK laboratory data available in Studies NP28761,
NP28673 and ALEX. The incidence of Grade 3 elevations of CPK was 4.0%. Median time to Grade 3 CPK
elevation was 14 days (interquartile range 13-28 days). Dose modifications for elevation of CPK occurred in
3.2 % of patients.

Advise patients to report any unexplained muscle pain, tenderness, or weakness. Assess CPK levels every 2
weeks for the first month of treatment and as clinically indicated in patients reporting symptoms. Based on the
severity of the CPK elevation, withhold ALECENSA, then resume or reduce dose [see Dosage and
Administration (2.3)].

5.6 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, ALECENSA can cause fetal harm when
administered to pregnant women. Administration of alectinib to pregnant rats and rabbits during the period of
organogenesis resulted in embryo-fetal toxicity and abortion at maternally toxic doses with exposures
approximately 2.7 times those observed in humans with alectinib 600 mg twice daily. Advise pregnant women
of the potential risk to a fetus.

Advise females of reproductive potential to use effective contraception during treatment with ALECENSA and
for 1 week following the final dose [see Use in Specific Populations (8.1 and 8.3) and Clinical Pharmacology

(12.1)].
6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the label:
e Hepatotoxicity /see Warnings and Precautions (5.1)]
e Interstitial Lung Disease (ILD)/Pneumonitis [see Warnings and Precautions (5.2)]
e Renal Impairment /see Warnings and Precautions (5.3)]
e Bradycardia [see Warnings and Precautions (5.4)]
e Severe Myalgia and Creatine Phosphokinase (CPK) Elevation [see Warnings and Precautions (5.5)]
e Embryo-Fetal Toxicity [see Warnings and Precautions (5.6)]
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.

Previously Untreated ALK-Positive Metastatic NSCLC
5
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The safety of ALECENSA was evaluated in 152 patients with ALK-positive NSCLC in the ALEX study. The
median duration of exposure to ALECENSA was 17.9 months. Patient characteristics of the ALEX study
population (n=303) were: median age 56 years, age less than 65 (77%), female (56%), Caucasian (50%), Asian
(46%), adenocarcinoma histology (92%), never smoker (63%), and ECOG PS 0 or 1 (93%).

Serious adverse reactions occurred in 28% of patients treated with ALECENSA; serious adverse reactions
reported in 2% or more of patients treated with ALECENSA were pneumonia (4.6%), and renal impairment
(3.9%). Grade >3 adverse events were reported for 41% of patients in the ALECENSA arm. Fatal adverse
reactions occurred in 3.3% of patients treated with ALECENSA; these were renal impairment (2 patients),
sudden death, cardiac arrest, and pneumonia (1 patient each). Permanent discontinuation of ALECENSA for
adverse reactions occurred in 11% of patients. Adverse drug reactions that led to discontinuation of
ALECENSA in 1% or more of patients were renal impairment (2.0%), hyperbilirubinemia (1.3%), increased
ALT (1.3%), and increased AST (1.3%). Dose reductions and drug interruption due to adverse reactions
occurred in 16% and 19% of patients, respectively, in the ALECENSA arm. The most frequent adverse
reactions that led to dose modifications in the ALECENSA arm were hyperbilirubinemia (6%), increased AST
(5%), increased ALT (4.6%), and pneumonia (3.3%).

Tables 3 and 4 summarize the common adverse reactions and laboratory abnormalities observed in ALEX.
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Table 3: Adverse Drug Reactions (>10% for all NCI CTCAE Grades or >2% for Grades 3-4) in Patients
Treated with ALECENSA in ALEX

Alecensa Crizotinib
N=152 N=151
All Grades (%) Grades 3-4 (%) All Grades (%) Grades 3-4 (%)

Adverse Reaction
Gastrointestinal

Constipation 34 0 33 0

Nausea 14 0.7 48 33

Diarrhea 12 0 45 2.0

Vomiting 7 0 38 33
General

Fatigue® 26 1.3 23 0.7

Edema® 22 0.7 34 0.7
Musculoskeletal

Myalgia® 23 0 4.0 0
Skin

Rash’ 15 0.7 13 0
Nervous system

Dysgeusia® 3.3 0.7 19 0
Eye

Vision disorders’ 4.6 0 23 0
Cardiac

Bradycardia® 11 0 15 0
Renal

Renal impairment” 12 3.9% 0 0

NCI CTCAE= National Cancer Institute Common Terminology Criteria for Adverse Events; MedDRA =Medical Dictionary for
Regulatory Activities; SOC= System Organ Class.

Includes fatigue and asthenia.
Includes peripheral edema, edema, eyelid edema, localized edema, and face edema.
Includes myalgia and musculoskeletal pain.

Includes rash, rash maculo-papular, dermatitis acneiform, erythema, generalized rash, rash macular, rash papular, exfoliative rash,
and pruritic rash.

Includes dysgeusia and hypogeusia.

Includes blurred vision, visual impairment, vitreous floaters, reduced visual acuity, and diplopia.

¢ Includes reported cases of bradycardia and sinus bradycardia but is not based on serial ECG assessment.

Includes increased blood creatinine, creatinine renal clearance decreased, glomerular filtration rate decreased, and acute kidney
injury.

* Includes two Grade 5 events.

The following additional clinically significant adverse drug reactions were observed in patients treated with
ALECENSA: weight gain (9.9%), photosensitivity reaction (5.3%), stomatitis (3.3%), interstitial lung disease
(1.3%), and drug-induced liver injury (1.3%).
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Table 4: Treatment-Emergent Worsening in Laboratory Values Occurring in>10% of

Patients in ALEX
Parameter ALECENSA Crizotinib
N=152 N=151
All Grades Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)
Chemistry
Hyperbilirubinemia® 54 5 4.7 0
Increased AST" 50 6 56 11
Increased alkaline phosphatase® 50 0 44 0
Increased ALT® 40 6 62 16
Increased creatinine™ 38 4.1 23 0.7
Increased CPK® 37 2.8 52 1.4
Hypocalcemia® 29 0 61 1.4
Hyperglycemia' 22 2.2 19 2.3
Hyponatremia® 18 6 20 4.1
Hypokalemia® 17 2 12 0.7
Hypoalbuminemia” 14 57 34
Hyperkalemia® 12 1.4 16 1.4
Hypophosphatemia’ 1.4 25 2.7
Increased gamma glutamyl transferase! 0.7 39 4.1
Hematology
Anemia’ 62 7 36 0.7
Lymphopenia® 14 1.4 34 4.1
Neutropenia® 14 0 36 7

Note: Based on National Cancer Institute Common Terminology Criteria for Adverse Events v4.03.

Excludes patients with no post-baseline lab assessments.

*n=147 for alectinib (with baseline values missing for 1 of these patients), n=148 for crizotinib.

® n=147 for alectinib (with baseline values missing for 2 of these patients), n=148 for crizotinib.

°n=147 for alectinib, n=148 for crizotinib.

4Only patients with creatinine increases based on ULN definition.

¢ n=143 for alectinib (with baseline values missing for 14 of these patients), n=143 for crizotinib (with baseline values missing for 13 of these
patients).

"'n=134 for alectinib (with baseline values missing for 18 of these patients), n=131 for crizotinib (with baseline values missing for 8 of these
patients).

£n=147 for alectinib, n=148 for crizotinib (with baseline values missing for 1 of these patients).

"1=146 for alectinib (with baseline values missing for 1 of these patients), n=148 for crizotinib (with baseline values missing for 1 of these
patients).

' n=145 for alectinib (with baseline values missing for 2 of these patients), n=148 for crizotinib (with baseline values missing for 4 of these
patients).

I n=143 for alectinib (with baseline values missing for 4 of these patients), n=148 (with baseline values missing for 5 of these patients).

ALK-Positive Metastatic NSCLC Previously Treated with Crizotinib

The safety of ALECENSA was evaluated in 253 patients with ALK-positive non-small cell lung cancer
(NSCLC) treated with ALECENSA in two clinical trials, Studies NP28761 and NP28673. The median duration
of exposure to ALECENSA was 9.3 months. One hundred sixty-nine patients (67%) were exposed to
ALECENSA for more than 6 months, and 100 patients (40%) for more than one year. The population
characteristics were: median age 53 years, age less than 65 (86%), female (55%), White (74%), Asian (18%),
NSCLC adenocarcinoma histology (96%), never or former smoker (98%), ECOG Performance Status (PS) 0 or
1 (91%), and prior chemotherapy treatment (78%).
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Serious adverse reactions occurred in 19% of patients; the most frequently reported serious adverse reactions
were pulmonary embolism (1.2%), dyspnea (1.2%), and hyperbilirubinemia (1.2%). Fatal adverse reactions
occurred in 2.8% of patients and included hemorrhage (0.8%), intestinal perforation (0.4%), dyspnea (0.4%),
pulmonary embolism (0.4%), and endocarditis (0.4%). Permanent discontinuation of ALECENSA for adverse
reactions occurred in 6% of patients. The most frequent adverse reactions that led to permanent discontinuation
were hyperbilirubinemia (1.6%), increased ALT levels (1.6%), and increased AST levels (1.2%). Overall, 23%
of patients initiating treatment at the recommended dose required at least one dose reduction. The median time
to first dose reduction was 48 days. The most frequent adverse reactions that led to dose reductions or
interruptions were elevations in bilirubin (6%), CPK (4.3%), ALT (4.0%), and AST (2.8%), and vomiting
(2.8%).

Tables 5 and 6 summarize the common adverse reactions and laboratory abnormalities observed in Studies
NP28761 and NP28673.

Table 5: Adverse Reactions in > 10% (All Grades) or > 2% (Grade 3—4) of Patients in Studies NP28761
and NP28673

ALECENSA
Adverse Reactions N=253
All Grades (%) Grades 3—4 (%)*

Fatigue® 41 1.2
Constipation 34 0
Edema” 30 0.8
Myalgia® 29 1.2
Cough 19 0
Rash* 18 0.4
Nausea 18 0
Headache 17 0.8
Diarrhea 16 1.2
Dyspnea 16 3.6°
Back pain 12 0
Vomiting 12 0.4
Increased weight 11 0.4
Vision disorder’ 10 0

" Per Common Terminology Criteria for Adverse Events (CTCAE) version 4.0

* Includes fatigue and asthenia.

® Includes peripheral edema, edema, generalized edema, eyelid edema, and periorbital edema.

¢ Includes myalgia and musculoskeletal pain.

4 Includes rash, maculopapular rash, acneiform dermatitis, erythema, generalized rash, papular rash, pruritic rash, and macular rash.
¢ Includes one Grade 5 event.

"Includes blurred vision, vitreous floaters, visual impairment, reduced visual acuity, asthenopia, and diplopia.

An additional clinically significant adverse drug reaction was photosensitivity, which occurred in 9.9% of
patients exposed to ALECENSA in Studies NP28761 and NP28673. Patients were advised to avoid sun
exposure and to use broad-spectrum sunscreen. The incidence of Grade 2 photosensitivity was 0.4%; the
remaining events were Grade 1 in severity.
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Table 6: Treatment-Emergent Worsening in Laboratory Values Occurring in > 20% of Patients in
Studies NP28761 and NP28673

Parameter ALECENSA N=250
All Grades (%) | Grades 34 (%)*
Chemistry
Increased AST 51 3.6
Increased Alkaline Phosphatase 47 1.2
Increased CPK* 43 4.6
Hyperbilirubinemia 39 2.4
Hyperglycemia” 36 2.0
Increased ALT 34 4.8
Hypocalcemia 32 0.4
Hypokalemia 29 4.0
Increased Creatinine® 28 0
Hypophosphatemia 21 2.8
Hyponatremia 20 2.0
Hematology
Anemia 56 2.0
_ Lymphopenia’ 22 4.6
Per CTCAE version 4.0

*n=218 for CPK (with baseline values missing for 91 of these patients).

" n=152 for fasting blood glucose (with baseline values missing for 5 of these patients).
¢ Only patients with creatinine increases based on ULN definition.

4 n=217 for lymphocytes (with baseline values missing for 5 of these patients).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Based on animal studies and its mechanism of action, ALECENSA can cause fetal harm when administered to a

pregnant woman [see Clinical Pharmacology (12.1)]. There are no available data on ALECENSA use in

pregnant women.

Administration of alectinib to pregnant rats and rabbits by oral gavage during the period of organogenesis

resulted in embryo-fetal toxicity and abortion at maternally toxic doses with exposures approximately 2.7 times
those observed in humans treated with alectinib at 600 mg twice daily (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.

10
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Data
Animal Data

In a preliminary rabbit embryo-fetal study, administration of alectinib by oral gavage during the period of
organogenesis resulted in abortion or complete embryo-fetal mortality at a maternally toxic dose of

27 mg/kg/day (approximately 2.9-fold the estimated area under the curve (AUC.24nss) in humans treated with
alectinib 600 mg BID) in three of six pregnant rabbits. The remaining three pregnant rabbits in this group had
few live fetuses, decreased fetal and placental weights, and retroesophageal subclavian artery. In a rat
preliminary embryo-fetal development study, administration of alectinib during organogenesis resulted in
complete litter loss in all pregnant rats at 27 mg/kg/day (approximately 4.5-fold the estimated AUC_p4p s In
humans treated with alectinib 600 mg BID). Doses greater than or equal to 9 mg/kg/day (approximately 2.7-fold
the estimated human AUCy.24n s In humans treated with alectinib 600 mg BID), resulted in maternal toxicity as
well as developmental toxicities including decreased fetal weight, dilated ureter, thymic cord, small ventricle
and thin ventricle wall, and reduced number of sacral and caudal vertebrae.

8.2 Lactation

Risk Summary

There are no data on the presence of alectinib or its metabolites in human milk, the effects of alectinib on the
breastfed infant, or its effects on milk production. Because of the potential for serious adverse reactions in
breastfed infants from alectinib, advise a lactating woman not to breastfeed during treatment with ALECENSA
and for 1 week after the final dose.

8.3 Females and Males of Reproductive Potential
Contraception
Females

ALECENSA can cause fetal harm when administered to a pregnant woman. Advise females of reproductive
potential to use effective contraception during treatment with ALECENSA and for 1 week after the final dose
[see Use in Specific Populations (8.1)].

Males

Based on genotoxicity findings, advise males with female partners of reproductive potential to use effective
contraception during treatment with ALECENSA and for 3 months following the final dose /see Nonclinical
Toxicology (13.1)].

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

Juvenile animal studies have not been conducted using alectinib. In general toxicology studies, treatment of rats
with doses of alectinib resulting in exposures greater than or equal to approximately 4.5 times those in humans
treated with alectinib at 600 mg twice daily resulted in changes in the growing teeth and bones. Findings in
teeth included discoloration and changes in tooth size along with histopathological disarrangement of the
ameloblast and odontoblast layers. There were also decreases in the trabecular bone and increased osteoclast
activity in the femur and sternum.

8.5 Geriatric Use

Clinical studies of ALECENSA did not include sufficient number of subjects aged 65 and older to determine
whether they respond differently from younger subjects.

11
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8.6 Renal Impairment

No dose adjustment is recommended for patients with mild or moderate renal impairment. The safety of
ALECENSA in patients with severe renal impairment (creatinine clearance less than 30 mL/min) or end-stage
renal disease has not been studied [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is recommended for patients with mild (Child-Pugh A) or moderate (Child-Pugh B) hepatic
impairment. Increased exposure of alectinib occurred in patients with severe hepatic impairment (Child-Pugh
C). The recommended dose of ALECENSA in patients with severe hepatic impairment (Child-Pugh C) is 450
mg orally twice daily /see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

No experience with overdose is available. There is no specific antidote for overdose with ALECENSA.
Alectinib and its major active metabolite M4 are > 99% bound to plasma proteins; therefore, hemodialysis is
likely to be ineffective in the treatment of overdose.

11 DESCRIPTION

ALECENSA (alectinib) is a kinase inhibitor for oral administration. The molecular formula for alectinib is
C30H34N40, « HCI. The molecular weight is 482.62 g/mol (free base form) and 519.08 g/mol (hydrochloride
salt). Alectinib is described chemically as 9-ethyl-6, 6-dimethyl-8-[4-(morpholin-4-yl)piperidin-1-yl]-11-0x0-6,
11-dihydro-5H-benzo[b]carbazole-3-carbonitrile hydrochloride. The chemical structure of alectinib is shown
below:

Alectinib HCl is a white to yellow white powder or powder with lumps with a pKa of 7.05 (base).

ALECENSA is supplied as hard capsules containing 150 mg of alectinib (equivalent to 161.33 mg alectinib HCI)
and the following inactive ingredients: lactose monohydrate, hydroxypropylcellulose, sodium lauryl sulfate,
magnesium stearate, and carboxymethylcellulose calcium. The capsule shell contains hypromellose,
carrageenan, potassium chloride, titanium dioxide, corn starch, and carnauba wax. The printing ink contains red
iron oxide (E172), yellow iron oxide (E172), FD&C Blue No. 2 aluminum lake (E132), carnauba wax, white
shellac, and glyceryl monooleate.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Alectinib is a tyrosine kinase inhibitor that targets ALK and RET. In nonclinical studies, alectinib inhibited
ALK phosphorylation and ALK-mediated activation of the downstream signaling proteins STAT3 and AKT,
and decreased tumor cell viability in multiple cell lines harboring ALK fusions, amplifications, or activating
mutations. The major active metabolite of alectinib, M4, showed similar in vitro potency and activity.

Alectinib and M4 demonstrated in vitro and in vivo activity against multiple mutant forms of the ALK enzyme,
including some mutations identified in NSCLC tumors in patients who have progressed on crizotinib.

12
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In mouse models implanted with tumors carrying ALK fusions, administration of alectinib resulted in antitumor
activity and prolonged survival, including in mouse models implanted intracranially with ALK-driven tumor
cell lines.

12.2 Pharmacodynamics

Cardiac Electrophysiology

The ability of alectinib to prolong the QT interval was assessed in 221 patients administered ALECENSA

600 mg twice daily in clinical studies. ALECENSA did not prolong the QTc (QT corrected for heart rate)
interval to any clinically relevant extent. One patient had a maximum post-baseline QTcF value of greater than
500 msec, and one patient had a maximum QTcF change from baseline of greater than 60 msec.

12.3 Pharmacokinetics

The pharmacokinetics of alectinib and its major active metabolite M4 have been characterized in patients with
ALK-positive NSCLC and healthy subjects.

In patients with ALK-positive NSCLC, the geometric mean (coefficient of variation %) steady-state maximal
concentration (Cpaxss) for alectinib was 665 ng/mL (44%) and for M4 was 246 ng/mL (45%) with peak to
trough concentration ratio of 1.2. The geometric mean steady-state area under the curve from 0 to 12 hours
(AUC.12ns) for alectinib was 7,430 ng*h/mL (46%) and for M4 was 2,810 ng*h/mL (46%). Alectinib exposure
is dose proportional across the dose range of 460 mg to 900 mg (i.e., 0.75 to 1.5 times the approved
recommended dosage) under fed conditions. Alectinib and M4 reached steady-state concentrations by day 7.
The geometric mean accumulation was approximately 6-fold for both alectinib and M4.

Absorption

Alectinib reached maximal concentrations at 4 hours following administration of ALECENSA 600 mg twice
daily under fed conditions in patients with ALK-positive NSCLC.

The absolute bioavailability of alectinib was 37% (90% CI: 34%, 40%) under fed conditions.

A high-fat, high-calorie meal increased the combined exposure (AUC.ix¢) of alectinib plus M4 by 3.1-fold (90%
CI: 2.7, 3.6) following oral administration of a single 600 mg dose of ALECENSA.

Distribution
The apparent volume of distribution is 4,016 L for alectinib and 10,093 L for M4.
Alectinib and M4 are bound to human plasma proteins greater than 99%, independent of drug concentration.

Alectinib concentrations in the cerebrospinal fluid in patients with ALK-positive NSCLC approximate
estimated alectinib free concentrations in the plasma.

In vitro studies suggest that alectinib is not a substrate of P-glycoprotein (P-gp), but M4 is a substrate of P-gp.
Alectinib and M4 are not substrates of breast cancer resistance protein (BCRP), organic anion-transporting
polypeptide (OATP) 1B1, or OATP1B3.

Elimination

The apparent clearance (CL/F) is 81.9 L/hour for alectinib and 217 L/hour for M4. The geometric mean
elimination half-life is 33 hours for alectinib and 31 hours for M4 in patients with ALK-positive NSCLC.

Metabolism

Alectinib is metabolized by CYP3 A4 to its major active metabolite M4. The geometric mean metabolite/parent
exposure ratio at steady-state is 0.40. M4 is subsequently metabolized by CYP3A4. Alectinib and M4 were the
main circulating moieties in plasma, constituting 76% of the total radioactivity.

13
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Excretion

Ninety-eight percent of the radioactivity was excreted in feces following oral administration of a single
radiolabeled dose of alectinib under fed conditions. Eighty-four percent of the dose was excreted in the feces as
unchanged alectinib, and 6% of the dose was excreted as M4. Excretion of radioactivity in urine was less than
0.5% of administered radiolabeled dose of alectinib.

Specific Populations

Age (21 to 83 years), body weight (38 to 128 kg), mild hepatic impairment (total bilirubin < ULN and AST >
ULN or total bilirubin 1 to < 1.5 X ULN and AST any value), mild to moderate renal impairment (creatinine
clearance 30 to 89 mL/min), race (White, Asian, and Other), and sex had no clinically meaningful effect on the
systemic exposure of alectinib and M4. The pharmacokinetics of alectinib have not been studied in patients with
severe renal impairment (creatinine clearance < 30 mL/min), or end-stage renal disease .

Hepatic Impairment: Following administration of a single oral dose of 300 mg ALECENSA, the geometric
mean ratio [90% confidence interval] for the combined AUC;,¢ of alectinib and M4 in subjects with moderate
hepatic impairment (Child-Pugh B) was 1.36 [0.947, 1.96]) and in subjects with severe hepatic impairment
(Child-Pugh C) was 1.76 [0.984, 3.15]) as compared to that in subjects with normal hepatic function. The
combined C,,y of alectinib and M4 was comparable among the three groups. No dose adjustment is
recommended for patients with mild or moderate hepatic impairment. The recommended dose of ALECENSA
in patients with severe hepatic impairment is 450 mg orally twice daily /see Dosage and Administration (2.2)
and Use in Specific Populations (8.7)].

Drug Interactions
Effect of Other Drugs on Alectinib

No clinically meaningful effect on the combined exposure of alectinib plus M4 was observed in clinical studies
following co-administration of ALECENSA with a strong CYP3A inhibitor (posaconazole), a strong CYP3A
inducer (rifampin), or an acid-reducing agent (esomeprazole).

Effect of Alectinib on Other Drugs

No clinically meaningful effect on the exposure of midazolam (sensitive CYP3A substrate) or repaglinide
(sensitive CYP2CS substrate) is expected following co-administration with ALECENSA.

In vitro studies suggest that alectinib and M4 do not inhibit CYP1A2, 2B6, 2C9, 2C19 or 2D6.

In vitro studies suggest that alectinib and M4 inhibit P-gp and BCRP. Alectinib did not inhibit OATPI1BI,
OATPI1B3, OATI1, OAT3, or OCT?2 transport activity in vitro.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with alectinib have not been conducted.

Alectinib was not mutagenic in vitro in the bacterial reverse mutation (Ames) assay, but was positive with an
increased 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.

No studies in animals have been performed to evaluate the effect of alectinib on fertility. No adverse effects on
male and female reproductive organs were observed in general toxicology studies conducted in rats and
monkeys.

14 CLINICAL STUDIES
Previously Untreated ALK-Positive Metastatic NSCLC

The efficacy of ALECENSA for the treatment of patients with ALK-positive NSCLC who had not received
prior systemic therapy for metastatic disease was established in an open-label, randomized, active-controlled,
14
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multicenter study (ALEX: NCT02075840). Patients were required to have an ECOG performance status of 0-2
and ALK-positive NSCLC as identified by the VENTANA ALK (D5F3) CDx assay. Neurologically stable
patients with treated or untreated central nervous system (CNS) metastases, including leptomeningeal
metastases, were eligible; patients with neurologic signs and symptoms due to CNS metastases were required to
have completed whole brain radiation or gamma knife irradiation at least 14 days prior to enrollment and be
clinically stable. Patients with a baseline QTc > 470 ms were ineligible.

Patients were randomized 1:1 to receive ALECENSA 600 mg orally twice daily or crizotinib 250 mg orally
twice daily. Randomization was stratified by ECOG performance status (0/1 vs. 2), race (Asian vs. non-Asian),
and the presence or absence of CNS metastases at baseline. Treatment on both arms was continued until disease
progression or unacceptable toxicity. The major efficacy outcome measure was progression-free survival (PFS)
as determined by investigator assessment according to RECIST v1.1. Additional efficacy outcome measures
were PFS as determined by independent review committee (IRC), time to CNS progression by IRC based on
RECIST vl1.1, objective response rate (ORR) and duration of response (DOR), and overall survival (OS).
Additional exploratory outcome measures were CNS objective response rate (CNS-ORR) and CNS duration of
response (CNS-DOR) by IRC in patients with CNS metastases at baseline.

A total of 303 patients were randomized to ALECENSA (n=152) or crizotinib (n=151). The demographic
characteristics of the study population were 56% female, median age 56 years (range: 18 to 91 years), 50%
White, 46% Asian, 1% Black, and 3% other races. The majority of patients had adenocarcinoma (92%) and
never smoked (63%). CNS metastases were present in 40% (n=122) of patients: of these, 43 patients had
measurable CNS lesions as determined by an IRC. The ALEX study demonstrated a significant improvement in
PFS. The time to cause-specific CNS progression as assessed by IRC was also significantly improved; there
was a lower incidence of progression in the CNS as the first site of disease progression, alone or with
concurrent systemic progression, in the ALECENSA arm (12%) as compared to the crizotinib arm (45%).
Efficacy results from ALEX are summarized in Table 7 and Figure 1.

Table 7: Efficacy Results in ALEX per IRC Assessment

ALECENSA Crizotinib
N=152 N=151
Progression-Free Survival
Number of events (%) 63 (41%) 92 (61%)
Progressive disease (%) 51 (34%) 82 (54%)
Death (%) 12 (8%) 10 (7%)
Median in months (95% CI) 25.7 (19.9, NE) 10.4 (7.7, 14.6)
Hazard ratio (95% CI)* 0.53 (0.38, 0.73)
P-value" <0.0001
Overall Response Rate
Overall response rate, % (95% CI) © 79% (72, 85) | 72% (64, 79)
P-value* 0.1652
Complete response, % 13% 6%
Partial response, % 66% 66%
Duration of Response
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Number of responders n=120 n=109
Response duration >6 months 82% 57%
Response duration >12 months 64% 36%
Response duration >18 months 37% 14%

CNS: central nervous system, ORR: overall response rate, IRC: independent review committee, CI: confidence interval,
NE: not estimable.

b4 Stratified by race (Asian vs. non-Asian) and CNS metastases at baseline (yes vs. no) for Cox model, log-rank test and
Cochran Mantel-Haenszel test, respectively

¢ Clopper and Pearson exact binomial 95% confidence interval.

Figure 1: Kaplan Meier Plot of Progression-Free Survival (IRC) in ALEX
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Progression-free Survival (%)

0 T T T T T T T T 1
Day1 3 6 9 12 15 18 21 24 27 30

Months

No. at Risk
Crizotinib 151 128 92 74 57 46 33 12 4
Alectinib 152 132 112 108 95 83 69 35 15 2

Results for PFS as determined by investigator assessment (HR=0.48 [95% CI: 0.35-0.66], stratified log-rank
p<0.0001) were similar to that observed by IRC. At the data cutoff point overall survival data was not mature.

The results of prespecified exploratory analyses of CNS response rate in patients with measurable CNS lesions
at baseline are summarized in Table 8.

Table 8: IRC-Assessed CNS Responses in Patients with Measurable CNS Lesions at Baseline in ALEX

ALECENSA Crizotinib
CNS Tumor Response Assessment N=21 N=22
CNS Objective Response Rate, % (95% CI%) 81% (58, 95) 50% (28,72)
Complete Response 38% 5%
Duration of CNS Response
Number of responders 17 11
CNS response duration > 12 months 59% 36%
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IRC: Independent Review Committee; CI: Confidence Interval; NE: Not Estimable
* Clopper and Pearson exact binomial 95% confidence interval

ALK-Positive Metastatic NSCLC Previously Treated with Crizotinib

The safety and efficacy of ALECENSA were established in two single-arm, multicenter clinical trials: NP28761
(NCTO01588028) and NP28673 (NCTO01801111). Patients with locally advanced or metastatic ALK-positive
NSCLC, who have progressed on crizotinib, with documented ALK-positive NSCLC based on an FDA-
approved test, and ECOG PS of 0-2 were enrolled in both studies. Eligibility criteria permitted enrollment of
patients with prior chemotherapy and prior CNS radiotherapy provided that CNS metastases were stable for at
least two weeks. All patients received ALECENSA 600 mg orally twice daily. The major efficacy outcome
measure in both studies was objective response rate (ORR) according to Response Evaluation Criteria in Solid
Tumours (RECIST v1.1) as evaluated per Independent Review Committee (IRC). Additional outcome measures
as evaluated by the IRC included duration of response (DOR), CNS ORR, and CNS DOR.

NP28761 was conducted in North America and enrolled 87 patients. Baseline demographic and disease
characteristics in NP28761 were median age 54 years old (range 29 to 79, 18% 65 and over), 84% White and
8% Asian, 55% female, 35% ECOG PS 0 and 55% ECOG PS 1, 100% never or former smokers, 99% Stage IV,
94% adenocarcinoma, and 74% prior chemotherapy. The most common sites of extra-thoracic metastasis
included 60% CNS (of whom 65% had received CNS radiation), 43% lymph nodes, 36% bone, and 34% liver.

NP28673 was conducted internationally and enrolled 138 patients. Baseline demographic and disease
characteristics in NP28673 were median age 52 years old (range 22 to 79, 10% 65 and over), 67% White and
26% Asian, 56% female, 32% ECOG PS 0 and 59% ECOG PS 1, 98% never or former smokers, 99% Stage 1V,
96% adenocarcinoma, and 80% prior chemotherapy. The most common sites of extra-thoracic metastasis
included 61% CNS (of whom 73% had received CNS radiation), 51% bone, 38% lymph nodes, and 30% liver.

Efficacy results from NP28761 and NP28673 in all treated patients are summarized in Table 9. The median
duration of follow-up on Study NP28761 was 4.8 months for both IRC and Investigator assessments and on
Study NP28673, 10.9 months for IRC assessment and 7.0 months for Investigator assessment. All responses
were partial responses.

Table 9: Efficacy Results in Studies NP28761 and NP28673

NP28761 (N=87) NP28673 (N=138)

Efficacy Parameter IRC* Investigator IRC* Investigator

Assessment Assessment Assessment Assessment
Objective Response Rate (95% CI) 38% 46% 44% 48%

(28; 49) (35; 57) (36; 53) (39; 57)
Number of Responders 33 40 61 66
Duration of Response, median in 7.5 NE 11.2 7.8
months (95% CI) (4.9, Not (4.9, Not (9.6, Not (7.4,9.2)
Estimable) Estimable) Estimable)

* 18 patients in NP28761 and 16 patients in NP28673 did not have measurable disease at baseline as per IRC assessment and were
classified as non-responders in the IRC analysis.

An assessment of ORR and duration of response for CNS metastases in the subgroup of 51 patients in NP28761
and NP28673 with baseline measurable lesions in the CNS according to RECIST v1.1 are summarized in Table
10. Thirty-five (69%) patients with measurable CNS lesions had received prior brain radiation, including 25
(49%) who completed radiation treatment at least 6 months before starting treatment with ALECENSA.
Responses were observed irrespective of prior brain radiation status.
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Table 10: CNS Objective Response in Patients with Measurable CNS Lesions
in Studies NP28761 and NP28673

Efficacy Parameter N=51

CNS Objective Response Rate 61%

(95% CI) (46, 74)
Complete Response 18%
Partial Response 43%

CNS Duration of Response, 9.1

median in months (95% CI) (5.8, Not Estimable)

16 HOW SUPPLIED/STORAGE AND HANDLING

Hard capsules, white 150 mg capsules with “ALE” printed in black ink on the cap and “150 mg” printed in
black ink on the body, available in:

240 capsules per bottle: NDC 50242-130-01

Storage and stability: Do not store above 30°C (86°F). Store in the original container to protect from light and
moisture.

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Patient Information).
Inform patients of the following:

Hepatotoxicity

Inform patients of the signs and symptoms of bilirubin and hepatic transaminase elevations. Advise patients to
contact their healthcare provider immediately for signs or symptoms of bilirubin and hepatic transaminase
elevations [see Warnings and Precautions (5.1)].

Interstitial Lung Disease (ILD)/Pneumonitis

Inform patients of the risks of severe ILD/pneumonitis. Advise patients to contact their healthcare provider
immediately to report new or worsening respiratory symptoms [see Warnings and Precautions (5.2)].

Renal Impairment

Inform patients of the risk of severe and potentially fatal renal impairment. Advise patients to contact their
health care provider for change in urine color, reduced urine output, or swelling in the legs and feet /see
Warnings and Precautions (5.3)].

Bradycardia

Inform patients that symptoms of bradycardia including dizziness, lightheadedness, and syncope can occur
while taking ALECENSA. Advise patients to contact their healthcare provider to report these symptoms and to
inform their healthcare provider about the use of any heart or blood pressure medications [see Warnings and
Precautions (5.4)].

Severe Myalgia/CPK elevation

Inform patients of signs and symptoms of myalgia, including unexplained and/or persistent muscle pain,
tenderness, or weakness. Advise patients to contact their healthcare provider immediately to report new or
worsening symptoms of muscle pain or weakness [see Warnings and Precautions (5.5)].

Photosensitivity

Inform patients of the signs and symptoms of photosensitivity. Advise patients to avoid prolonged sun exposure
while taking ALECENSA and for at least 7 days after study drug discontinuation and to use proper protection
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from the sun. Advise patients to use a broad spectrum ultraviolet A (UVA)/ultraviolet B (UVB) sunscreen and
lip balm (SPF > 50) to help protect against potential sunburn /see Adverse Reactions (6.1)].

Embryo-Fetal Toxicity

ALECENSA can cause fetal harm if taken during pregnancy. Advise a pregnant woman of the potential risk to a
fetus [see Warnings and Precautions (5.6) and Use in Specific Populations (8.1, 8.3)].

Advise females of reproductive potential to use effective contraception during treatment with ALECENSA and
for at least 1 week after the last dose of ALECENSA. Advise patients to inform their healthcare provider of a
known or suspected pregnancy [see Warnings and Precautions (5.6) and Use in Specific Populations (8.1, 8.3)].

Advise male patients with female partners of reproductive potential to use effective contraception during
treatment with ALECENSA and for 3 months after the last dose [see Use in Specific Populations (8.3) and
Nonclinical Toxicology (13.1)].

Lactation

Advise women not to breastfeed during treatment with ALECENSA and for one week after the last dose /see
Use in Specific Populations (8.2)].

Administration

Instruct patients to take ALECENSA twice a day. Advise patients to take ALECENSA with food and to
swallow ALECENSA capsules whole [see Dosage and Administration (2.2)].

Missed Dose

Advise patients that if a dose of ALECENSA is missed or if the patient vomits after taking a dose of
ALECENSA, patients should be advised not to take an extra dose, but to take the next dose at the regular time
[see Dosage and Administration (2.2)].

Distributed by:

Genentech USA, Inc.

A Member of the Roche Group ALECENSA" is a registered trademark of
1 DNA Way Chugai Pharmaceutical Co., Ltd., Tokyo, Japan
South San Francisco, CA 94080-4990 ©2018 Genentech, Inc. All rights reserved.
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PATIENT INFORMATION
ALECENSA® (a-le-sen-sah)
(alectinib)
capsules

What is the most important information | should know about ALECENSA?

ALECENSA may cause serious side effects, including:

* Liver problems (hepatotoxicity). ALECENSA may cause liver injury. Your healthcare provider will do blood tests at
least every 2 weeks for the first 3 months, and then 1 time each month and as needed during treatment with
ALECENSA. Tell your healthcare provider right away if you get any of the following signs and symptoms:

o feeling tired o itchy skin

o feeling less hungry than usual o nhausea or vomiting

o Yyellowing of your skin or the whites of your eyes o pain on the right side of your stomach area
o dark urine o bleeding or bruising more easily than normal

* Lung problems. ALECENSA may cause severe or life-threatening swelling (inflammation) of the lungs during
treatment. 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 trouble breathing, shortness of breath, cough, or fever.

« Kidney problems. ALECENSA may cause severe or life-threatening kidney problems. Tell your healthcare provider
right away if you have a change in the amount or color of your urine, or if you get new or worsening swelling in your
legs or feet.

» Slow heartbeat (bradycardia). ALECENSA may cause very slow heartbeats that can be severe. Your healthcare
provider will check your heart rate and blood pressure during treatment with ALECENSA. Tell your healthcare provider
right away if you feel dizzy, lightheaded, or if you faint during treatment with ALECENSA. Tell your healthcare provider
if you take any heart or blood pressure medicines.

* Muscle pain, tenderness, and weakness (myalgia). Muscle problems are common with ALECENSA and can be
severe. Your healthcare provider will do blood tests at least every 2 weeks for the first month and as needed during
treatment with ALECENSA. 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.

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

What is ALECENSA?

ALECENSA is a prescription medicine used to treat people with non-small cell lung cancer (NSCLC):
o thatis caused by an abnormal anaplastic lymphoma kinase (ALK) gene, and

o that has spread to other parts of your body

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

Before you take ALECENSA, tell your healthcare provider about all of your medical conditions, including if you:

have liver problems

have lung or breathing problems

have a slow heartbeat

are pregnant or plan to become pregnant. ALECENSA can harm your unborn baby. Tell your healthcare provider right

away if you become pregnant during treatment with ALECENSA or think you may be pregnant.

o Females who are able to become pregnant should use effective birth control during treatment with ALECENSA and
for 1 week after the final dose of ALECENSA.

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

o are breastfeeding or plan to breastfeed. It is not known if ALECENSA passes into your breast milk. Do not breastfeed
during treatment with ALECENSA and for 1 week after the final dose of ALECENSA. Talk to your healthcare provider
about the best way to feed your baby during this time.

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

medicines, vitamins, or herbal supplements.

How should | take ALECENSA?
o Take ALECENSA exactly as your healthcare provider tells you to take it. Do not change your dose or stop taking
ALECENSA unless your healthcare provider tells you to.

e Your healthcare provider may change your dose, temporarily stop, or permanently stop treatment with ALECENSA if
you have side effects.

e Take ALECENSA 2 times a day.
e Take ALECENSA with food.
o Swallow ALECENSA capsules whole. Do not open or dissolve the capsule contents.
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¢ If you miss a dose of ALECENSA, do not take the missed dose. Take your next dose at your regular time.
e If you vomit after taking a dose of ALECENSA, do not take an extra dose. Take your next dose at your regular time.

What should | avoid while taking ALECENSA?

¢ Avoid spending time in the sunlight during treatment with ALECENSA and for 7 days after the final dose of
ALECENSA. You may burn more easily and get severe sunburns. Use sunscreen and lip balm with a SPF 50 or
greater to help protect against sunburn.

What are the possible side effects of ALECENSA?

ALECENSA may cause serious side effects, including:

¢ See “What is the most important information | should know about ALECENSA?”
The most common side effects of ALECENSA include:

o tiredness e muscle pain, tenderness, and weakness (myalgia). See
e constipation “What is the most important information | should
¢ swelling in your hands, feet, ankles, face and eyelids know about ALECENSA?”

e anemia

These are not all of the possible side effects of ALECENSA. For more information, ask your healthcare provider or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store ALECENSA?

e Do not store ALECENSA at temperatures above 86°F (30°C).

e Store ALECENSA capsules in the original container.

o Keep ALECENSA capsules dry and away from light.

Keep ALECENSA and all medicines out of the reach of children.

General information about the safe and effective use of ALECENSA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
ALECENSA for a condition for which it was not prescribed. Do not give ALECENSA to other people, even if they have the
same symptoms that you have. It may harm them. You can ask your healthcare provider or pharmacist for information
about ALECENSA that is written for health professionals.

What are the ingredients in ALECENSA?

Active ingredient: alectinib

Inactive ingredients: lactose monohydrate, hydroxypropylcellulose, sodium lauryl sulfate, magnesium stearate and
carboxymethylcellulose calcium. Capsule shell contains: hypromellose, carrageenan, potassium chloride, titanium dioxide,
corn starch, and carnauba wax. Printing ink contains: red iron oxide (E172), yellow iron oxide (E172), FD&C Blue No. 2
aluminum lake (E132), carnauba wax, white shellac, and glyceryl monooleate.

Distributed by: Genentech, Inc., A Member of the Roche Group, 1 DNA Way, South San Francisco, CA 94080-4990
ALECENSA® is a registered trademark of Chugai Pharmaceutical Co., Ltd., Tokyo, Japan

©2017 Genentech, Inc.

For more information, go to www.ALECENSA.com or call 1-800-253-2367.

This Patient Information has been approved by the U.S. Food and Drug Administration Revised: 11/2017
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS
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vThis medicinal product 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

Alecensa 150 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains alectinib hydrochloride equivalent to 150 mg alectinib.
Excipients with known effect

Each hard capsule contains 33.7 mg lactose (as monohydrate) and 6 mg sodium (as sodium
laurilsulfate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Hard capsule.

White hard capsule of 19.2 mm length, with “ALE” printed in black ink on the cap and “150 mg”
printed in black ink on the body.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Alecensa as monotherapy is indicated for the first-line treatment of adult patients with anaplastic
lymphoma kinase (ALK)-positive advanced non-small cell lung cancer (NSCLC).

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

4.2 Posology and method of administration

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

A validated ALK assay is necessary for the selection of ALK-positive NSCLC patients. ALK-positive
NSCLC status should be established prior to initiation of Alecensa therapy.

Posology
The recommended dose of Alecensa is 600 mg (four 150 mg capsules) taken twice daily with food

(total daily dose of 1200 mg).

Patients with underlying severe hepatic impairment (Child-Pugh C) should receive a starting dose of
450 mg taken twice daily with food (total daily dose of 900 mg).

Duration of treatment
Treatment with Alecensa should be continued until disease progression or unacceptable toxicity.
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Delayed or missed doses

If a planned dose of Alecensa is missed, patients can make up that dose unless the next dose is due
within 6 hours. Patients should not take two doses at the same time to make up for a missed dose. If
vomiting occurs after taking a dose of Alecensa, patients should take the next dose at the scheduled
time.

Dose adjustments

Management of adverse events may require dose reduction, temporary interruption, or discontinuation
of treatment with Alecensa. The dose of Alecensa should be reduced in steps of 150 mg twice daily
based on tolerability. Alecensa treatment should be permanently discontinued if patients are unable to
tolerate the 300 mg twice daily dose.

Dose modification advice is provided in Tables 1 and 2 below.

Table 1 Dose reduction schedule

Dose reduction schedule Dose level
Dose 600 mg twice daily
First dose reduction 450 mg twice daily
Second dose reduction 300 mg twice daily

Table 2 Dose modification advice for specified Adverse Drug Reactions (see sections 4.4 and 4.8)

CTCAE grade Alecensa treatment

ILD/pneumonitis of any severity grade Immediately interrupt and permanently
discontinue Alecensa if no other potential causes
of ILD/pneumonitis have been identified.

ALT or AST elevation of Grade > 3 (> 5 times Temporarily withhold until recovery to baseline or
ULN) with total bilirubin < 2 times ULN < Grade 1 (£ 3 times ULN), then resume at
reduced dose (see Table 1).

ALT or AST eleVation Of Grade > 2 (> 3 timeS Perrnanently discontinue Alecensa‘
ULN) with total bilirubin elevation > 2 times
ULN in the absence of cholestasis or haemolysis

Bradycardia® Grade 2 or Grade 3 (symptomatic, | Temporarily withhold until recovery to < Grade 1
may be severe and medically significant, (asymptomatic) bradycardia or to a heart rate of
medical intervention indicated) > 60 bpm. Evaluate concomitant medicinal
products known to cause bradycardia, as well as
anti-hypertensive medicinal products.

If a contributing concomitant medicinal product is
identified and discontinued, or its dose is adjusted,
resume at previous dose upon recovery to

< Grade 1 (asymptomatic) bradycardia or to a heart
rate of > 60 bpm.

If no contributing concomitant medicinal product
is identified, or if contributing concomitant

medicinal products are not discontinued or dose
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CTCAE grade Alecensa treatment

modified, resume at reduced dose (see Table 1)
upon recovery to < Grade 1 (asymptomatic)
bradycardia or to a heart rate of > 60 bpm.

Bradycardia® Grade 4 (life-threatening Permanently discontinue if no contributing
consequences, urgent intervention indicated) concomitant medicinal product is identified.

If a contributing concomitant medicinal product is
identified and discontinued, or its dose is adjusted,
resume at reduced dose (see Table 1) upon
recovery to < Grade 1 (asymptomatic) bradycardia
or to a heart rate of > 60 bpm, with frequent
monitoring as clinically indicated.

Permanently discontinue in case of recurrence.

CPK elevation > 5 times ULN Temporarily withhold until recovery to baseline or
to < 2.5 times ULN, then resume at the same dose.

CPK elevation > 10 times ULN or second Temporarily withhold until recovery to baseline or
occurrence of CPK elevation of > 5 times ULN to < 2.5 times ULN, then resume at reduced dose
as per Table 1.

ALT = alanine aminotransferase; AST = aspartate aminotransferase; CPK = creatine phosphokinase; CTCAE =
NCI Common Terminology Criteria for Adverse Events; ILD = interstitial lung disease; ULN = upper limit of
normal

*Heart rate less than 60 beats per minute (bpm).

Special populations

Hepatic impairment

No starting dose adjustment is required in patients with underlying mild (Child-Pugh A) or moderate
(Child-Pugh B) hepatic impairment. Patients with underlying severe hepatic impairment (Child-Pugh
C) should receive a starting dose of 450 mg taken twice daily (total dose of 900 mg) (see section 5.2).
For all patients with hepatic impairment, appropriate monitoring (e.g. markers of liver function) is
advised, see section 4.4.

Renal impairment

No dose adjustment is required in patients with mild or moderate renal impairment. Alecensa has not
been studied in patients with severe renal impairment. However, since alectinib elimination via the
kidney is negligible, no dose adjustment is required in patients with severe renal impairment (see
section 5.2).

Elderly (= 65 years)

The limited data on the safety and efficacy of Alecensa in patients aged 65 years and older do not
suggest that a dose adjustment is required in elderly patients (see section 5.2). There are no available
data on patients over 80 years of age.

Paediatric population
The safety and efficacy of Alecensa in children and adolescents below 18 years of age have not been
established. No data are available.
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Extreme body weight (>130 kg)

Although PK simulations for Alecensa do not indicate a low exposure in patients with extreme body
weight (i.e. >130 kg), alectinib is widely distributed and clinical studies for alectinib enrolled patients
within a range of body weights of 36.9—-123 kg. There are no available data on patients with body
weight above 130 kg.

Method of administration
Alecensa is for oral use. The hard capsules should be swallowed whole, and must not be opened or
dissolved. They must be taken with food (see section 5.2).

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

Interstitial lung disease (ILD)/pneumonitis

Cases of ILD/pneumonitis have been reported in clinical trials with Alecensa (see section 4.8).
Patients should be monitored for pulmonary symptoms indicative of pneumonitis. Alecensa should be
immediately interrupted in patients diagnosed with ILD/pneumonitis and should be permanently
discontinued if no other potential causes of ILD/pneumonitis have been identified (see section 4.2).

Hepatotoxicity
Elevations in alanine aminotransferase (ALT) and aspartate aminotransferase (AST) greater than

5 times the ULN as well as bilirubin elevations of more than 3 times the ULN occurred in patients in
pivotal clinical trials with Alecensa (see section 4.8). The majority of these events occurred during the
first 3 months of treatment. In the pivotal Alecensa clinical trials it was reported that three patients
with Grade 3-4 AST/ALT elevations had drug induced liver injury. Concurrent elevations in ALT or
AST greater than or equal 3 times the ULN and total bilirubin greater than or equal 2 times the ULN,
with normal alkaline phosphatase, occurred in one patient treated in Alecensa clinical trials.

Liver function, including ALT, AST, and total bilirubin should be monitored at baseline and then
every 2 weeks during the first 3 months of treatment. Thereafter, monitoring should be performed
periodically, since events may occur later than 3 months, with more frequent testing in patients who
develop aminotransferase and bilirubin elevations. Based on the severity of the adverse drug reaction,
Alecensa should be withheld and resumed at a reduced dose, or permanently discontinued as described
in Table 2 (see section 4.2).

Severe myalgia and creatine phosphokinase (CPK) elevation
Myalgia or musculoskeletal pain was reported in patients in pivotal trials with Alecensa, including
Grade 3 events (see section 4.8).

Elevations of CPK occurred in pivotal trials with Alecensa, including Grade 3 events (see section 4.8).
Median time to Grade 3 CPK elevation was 14 days across clinical trials (NP28761, NP28673,
B028984).

Patients should be advised to report any unexplained muscle pain, tenderness, or weakness. CPK
levels should be assessed every two weeks for the first month of treatment and as clinically indicated
in patients reporting symptoms. Based on the severity of the CPK elevation, Alecensa should be
withheld, then resumed or dose reduced (see section 4.2).

Bradycardia
Symptomatic bradycardia can occur with Alecensa (see section 4.8). Heart rate and blood pressure

should be monitored as clinically indicated. Dose modification is not required in case of asymptomatic
bradycardia (see section 4.2). If patients experience symptomatic bradycardia or life-threatening
events, concomitant medicinal products known to cause bradycardia, as well as anti-hypertensive
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medicinal products should be evaluated and Alecensa treatment should be adjusted as described in
Table 2 (see sections 4.2 and 4.5, ‘P-gp substrates’ and ‘BCRP substrates’).

Photosensitivity
Photosensitivity to sunlight has been reported with Alecensa administration (see section 4.8). Patients

should be advised to avoid prolonged sun exposure while taking Alecensa, and for at least 7 days after
discontinuation of treatment. Patients should also be advised to use a broad-spectrum Ultraviolet A
(UVA)/ Ultraviolet B (UVB) sun screen and lip balm (SPF >50) to help protect against potential
sunburn.

Women of child-bearing potential

Alecensa may cause foetal harm when administered to a pregnant woman. Female patients of
child-bearing potential receiving Alecensa, must use highly effective contraceptive methods during
treatment and for at least 3 months following the last dose of Alecensa (see sections 4.6 and 5.3).

Lactose intolerance

This medicinal product contains lactose. Patients with rare hereditary problems of galactose
intolerance, a congenital lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

Sodium content
This medicinal product contains 48 mg sodium per daily dose (1200 mg), equivalent to 2.4% of the
WHO recommended maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on alectinib

Based on in vitro data, CYP3A4 is the primary enzyme mediating the metabolism of both alectinib

and its major active metabolite M4, and CYP3A contributes to 40% — 50% of total hepatic metabolism.
M4 has shown similar in vitro potency and activity against ALK.

CYP3A4 inducers

Co-administration of multiple oral doses of 600 mg rifampicin once daily, a strong CYP3A inducer,
with a single oral dose of 600 mg alectinib reduced alectinib C,,,,, and AUC;,c by 51% and 73%
respectively and increased M4 C,..-and AUC,,;2.20 and 1.79-fold respectively. The effect on the
combined exposure of alectinib and M4 was minor, reducing C,,,x and AUC;,;s by 4% and 18%,
respectively. Based on the effects on the combined exposure of alectinib and M4, no dose adjustments
are required when Alecensa is co-administered with CYP3A inducers. Appropriate monitoring is
recommended for patients taking concomitant strong CYP3A inducers (including, but not limited to,
carbamazepine, phenobarbital, phenytoin, rifabutin, rifampicin and St. John’s Wort (Hypericum
perforatum)).

CYP3A4 inhibitors

Co-administration of multiple oral doses of 400 mg posaconazole twice daily, a strong CYP3A
inhibitor, with a single oral dose of 300 mg alectinib increased alectinib exposure C,,,, and AUC;,; by
1.18 and 1.75-fold respectively, and reduced M4 C,,.x and AUC;,s by 71% and 25% respectively.The
effect on the combined exposure of alectinib and M4 was minor, reducing C,.x by 7% and increasing
AUC;,¢ 1.36-fold. Based on the effects on the combined exposure of alectinib and M4, no dose
adjustments are required when Alecensa is co-administered with CYP3A inhibitors. Appropriate
monitoring is recommended for patients taking concomitant strong CYP3A inhibitors (including, but
not limited to, ritonavir, saquinavir, telithromycin, ketoconazole, itraconazole, voriconazole,
posaconazole nefazodone, grapefruit or Seville oranges).

Medicinal products that increase gastric pH
Multiple doses of esomeprazole, a proton pump inhibitor, 40 mg once daily, demonstrated no
clinically relevant effect on the combined exposure of alectinib and M4. Therefore, no dose
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adjustments are required when Alecensa is co-administered with proton pump inhibitors or other
medicinal products which raise gastric pH (e.g. H2 receptor antagonists or antacids).

Effect of transporters on alectinib disposition
M4 is a substrate of P-gp. As alectinib inhibits P-gp, it is not expected that co-medication with P-gp
inhibitors has a relevant effect on M4 exposure.

Effects of alectinib on other medicinal products

P-gp substrates
In vitro, alectinib and its major active metabolite M4 are inhibitors of the efflux transporter

P-glycoprotein (P-gp). Therefore, alectinib and M4 may have the potential to increase plasma
concentrations of co-administered substrates of P-gp. When Alecensa is co-administered with P-gp
substrates (e.g., digoxin, dabigatran etexilate, topotecan, sirolimus, everolimus, nilotinib and
lapatinib), appropriate monitoring is recommended.

BCRP substrates

In vitro, alectinib and M4 are inhibitors of the efflux transporter Breast Cancer Resistance Protein
(BCRP). Therefore, alectinib and M4 may have the potential to increase plasma concentrations of
co-administered substrates of BCRP. When Alecensa is co-administered with BCRP substrates (e.g.,
methotrexate, mitoxantrone, topotecan and lapatinib), appropriate monitoring is recommended.

CYP substrates
In vitro, alectinib and M4 show weak time-dependent inhibition of CYP3A4, and alectinib exhibits a
weak induction potential of CYP3A4 and CYP2B6 at clinical concentrations.

Multiple doses of 600 mg alectinib had no influence on the exposure of midazolam (2 mg), a sensitive
CYP3A substrate. Therefore, no dose adjustment is required for co-administered CYP3A substrates.

A risk for induction of CYP2B6 and PXR regulated enzymes apart from CYP3A4 cannot be
completely excluded. The effectiveness of concomitant administration of oral contraceptives may be
reduced.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/contraception

Women of childbearing potential must be advised to avoid pregnancy while on Alecensa. Female
patients of child-bearing potential receiving Alecensa must use highly effective contraceptive methods
during treatment and for at least 3 months following the last dose of Alecensa.

Pregnancy
There are no or limited amount of data from the use of Alecensa in pregnant women. Based on its

mechanism of action, Alecensa may cause foetal harm when administered to a pregnant woman.
Studies in animals have shown reproductive toxicity (see section 5.3).

Female patients, who become pregnant while taking Alecensa or during the 3 months following the
last dose of Alecensa must contact their doctor and should be advised of the potential harm to the
foetus.

Breast-feeding
It is unknown whether alectinib and its metabolites are excreted in human milk. A risk to the

newborn/infant cannot be excluded. Mothers should be advised against breast-feeding while receiving
Alecensa.
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Fertility

No fertility studies in animals have been performed to evaluate the effect of Alecensa. No adverse
effects on male and female reproductive organs were observed in general toxicology studies (see
section 5.3).

4.7  Effects on ability to drive and use machines

Alecensa has minor influence on the ability to drive and use machines. Caution should be exercised
when driving or operating machines as patients may experience symptomatic bradycardia (e.g.,
syncope, dizziness, hypotension) or vision disorders while taking Alecensa (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The data described below reflect exposure to Alecensa in 405 patients with ALK-positive advanced
NSCLC who participated in one randomised Phase I1I clinical trial (BO28984) and in two single-arm
phase II clinical trials (NP28761, NP28673). These patients were treated with the recommended dose
of 600 mg twice daily. In the phase Il clinical trials (NP28761, NP28673; N=253), the median
duration of exposure to Alecensa was 11 months. In BO28984 (ALEX; N=152) the median duration of
exposure to Alecensa was 17.9 months, whereas the median duration of exposure to crizotinib was
10.7 months.

The most common adverse drug reactions (ADRs) (> 20%) were constipation (35%), oedema (30%,
including oedema peripheral, oedema, generalised oedema, eyelid oedema, periorbital oedema, face
oedema and localised oedema), and myalgia (28%, including myalgia and musculoskeletal pain).

Tabulated list of adverse drug reactions
Table 3 lists the ADRs occurring in patients who received Alecensa across two phase I clinical trials
(NP28761, NP28673) and one phase III clinical trial (BO28984; ALEX), and during post-marketing.

The ADRs listed in Table 3 are presented by system organ class and frequency categories, defined
using the following convention: very common (>1/10), common (>1/100 to <1/10), uncommon
(>1/1,000 to <1/100), rare (=1/10,000 to <1/1000), very rare (<1/10,000). Within each system organ
class, undesirable effects are presented in order of decreasing frequency.

Table 3 ADRSs reported in Alecensa clinical trials (NP28761, NP28673, BO28984; N=405) and
during post-marketing

System organ class Alecensa

ADRs (MedDRA) N=405

All grades Frequency category Grades 3-4
(%) (all grades) (%)

Blood and lymphatic system disorders

Anaemia" | 17 | Very common | 3.0
Nervous system disorders

Dysgeusia ” | 5.2 | Common | 0.2
Eye disorders

Vision disorders” | 8.6 | Common | 0
Cardiac disorders

Bradycardia” | 8.9 | Common | 0
Respiratory, thoracic and mediastinal disorders

Interstitial lung disease / 0.7 Uncommon 0.2
pneumonitis
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System organ class Alecensa

ADRs (MedDRA) N=405

All grades Frequency category Grades 3-4
(%) (all grades) (%)

Gastrointestinal disorders

Constipation 35 Very common 0

Nausea 19 Very common 0.5

Diarrhoea 16 Very common 0.7

Vomiting 11 Very common 0.2

Stomatitis >’ 3.0 Common 0
Hepatobiliary disorders

Increased bilirubin® 18 Very common 3.2

Increased AST 15 Very common 3.7

Increased ALT 14 Very common 3.7

Increased alkaline 6.2 Common 0.2
phosphatase**

Drug-induced liver injury” 0.7 Uncommon 0.7
Skin and subcutaneous tissue disorders

Rash” 18 Very common 0.5

Photosensitivity 9.1 Common 0.2
Musculoskeletal and connective tissues disorders

Myalgia” 28 Very common 0.7

Increased blood creatine 10 Very common 3.2
phosphokinase
Renal and urinary disorders

Blood creatinine increased 7.2 Common 0.7

Acute kidney injury 1.0 Common 1.0°
General disorders and administration site conditions

Oedema'” | 30 | Very common | 0.7
Investigations

Weight increased | 12 | Very common | 0.7

* Includes one Grade 5 event

** Increased alkaline phosphatase was reported in the post-marketing period and in pivotal phase II and phase III
clinical trials.

! includes cases of anaemia and haemoglobin decreased

? includes cases of dysgeusia and hypogeusia

3 includes cases of blurred vision, visual impairment, vitreous floaters, reduced visual acuity, asthenopia, and
diplopia

¥ includes cases of bradycardia and sinus bradycardia

% includes cases of stomatitis and mouth ulceration

% includes cases of blood bilirubin increased, hyperbilirubinaemia and bilirubin conjugated increased

7 includes two patients with reported MedDRA term of drug-induced liver injury as well as one patient with
reported Grade 4 increased AST and ALT who had documented drug-induced liver injury by liver biopsy

¥ includes cases of rash, rash maculopapular, dermatitis acneiform, erythema, rash generalised, rash papular,
rash pruritic, rash macular and exfoliative rash

% includes cases of myalgia and musculoskeletal pain

19 includes cases of oedema peripheral, oedema, generalised oedema, eyelid oedema, periorbital oedema, face
oedema and localised oedema

Description of selected adverse drug reactions

The safety profile of Alecensa was generally consistent across the pivotal phase 111 clinical trial
B028984 (ALEX) and phase II trials (NP28761, NP28673).

Interstitial lung disease (ILD) / pneumonitis

Severe ILD/pneumonitis occurred in patients treated with Alecensa. Across clinical trials (NP28761,
NP28673, BO28984), 1 out of 405 patients treated with Alecensa (0.2%) had a Grade 3 ILD. This
event led to withdrawal from Alecensa treatment. In the phase III clinical trial BO28984, Grade 3 or 4

9
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ILD/pneumonitis was not observed in patients receiving Alecensa versus 2.0% of patients receiving
crizotinib. There were no fatal cases of ILD in any of the clinical trials. Patients should be monitored
for pulmonary symptoms indicative of pneumonitis (see sections 4.2 and 4.4).

Hepatotoxicity
Across clinical trials (NP28761, NP28673, BO28984) two patients with Grade 3-4 AST/ALT

elevations had documented drug induced liver injury by liver biopsy. In addition, one patient
experienced a Grade 4 adverse event of drug-induced liver injury. Two of these cases led to
withdrawal from Alecensa treatment. Adverse reactions of increased AST and ALT levels (15% and
14% respectively) were reported in patients treated with Alecensa across clinical trials (NP28761,
NP28673, BO28984). The majority of these events were of Grade 1 and 2 intensity, and events of
Grade > 3 were reported in 3.7% and 3.7% of the patients, respectively. The events generally occurred
during the first 3 months of treatment, were usually transient and resolved upon temporary interruption
of Alecensa treatment (reported for 1.5% and 3.0% of the patients, respectively) or dose reduction
(2.2% and 1.2%, respectively). In 1.2% and 1.5% of the patients, AST and ALT elevations,
respectively, led to withdrawal from Alecensa treatment. Grade 3 or 4 ALT or AST elevations were
each observed in 5% of patients receiving Alecensa versus 15% and 11% of patients receiving
crizotinib in the phase III clinical trial BO28984.

Adverse reactions of bilirubin elevations were reported in 18% of the patients treated with Alecensa
across clinical trials (NP28761, NP28673, BO28984). The majority of the events were of Grade 1 and
2 intensity; Grade 3 events were reported in 3.2% of the patients. The events generally occurred during
the first 3 months of treatment, were usually transient and the majority resolved upon dose
modification. In 5.2% of patients, bilirubin elevations led to dose modifications and in 1.5% of
patients, bilirubin elevations led to withdrawal from Alecensa treatment. In the phase III clinical trial
B028984, Grade 3 or 4 bilirubin elevations occurred in 3.3% of patients receiving Alecensa versus no
patient receiving crizotinib.

Concurrent elevations in ALT or AST greater than or equal to three times the ULN and total bilirubin
greater than or equal to two times the ULN, with normal alkaline phosphatase, occurred in one patient
(0.2%) treated in Alecensa clinical trials.

Patients should be monitored for liver function including ALT, AST, and total bilirubin as outlined in
section 4.4 and managed as recommended in section 4.2.

Bradycardia
Cases of bradycardia (8.9%) of Grade 1 or 2 have been reported in patients treated with Alecensa

across clinical trials (NP28761, NP28673, BO28984). No patients had events of Grade>3 severity.
There were 66 of 365 patients (18%) treated with Alecensa who had post-dose heart rate values below
50 beats per minutes (bpm). In the phase III clinical trial BO28984 15% of patients treated with
Alecensa had post-dose heart rate values below 50 bpm versus 20% of patients treated with crizotinib.
Patients who develop symptomatic bradycardia should be managed as recommended in sections 4.2
and 4.4. No case of bradycardia led to withdrawal from Alecensa treatment.

Severe myalgia and CPK elevations

Cases of myalgia (28%) including myalgia events (22%) and musculoskeletal pain (7.4%) have been
reported in patients treated with Alecensa across clinical trials (NP28761, NP28673, BO28984). The
majority of events were Grades 1 or 2 and three patients (0.7%) had a Grade 3 event. Dose
modifications of Alecensa treatment due to these adverse events were only required for two patients
(0.5%); Alecensa treatment was not withdrawn due to these events of myalgia. Elevations of CPK
occurred in 43% of 362 patients with CPK laboratory data available across clinical trials (NP28761,
NP28673, BO28984) with Alecensa. The incidence of Grade 3 elevations of CPK was 3.7%. Median
time to Grade 3 CPK elevation was 14 days across trials (NP28761, NP28673, BO28984). Dose
modifications for elevation of CPK occurred in 3.2% of patients; withdrawal from Alecensa treatment
did not occur due to CPK elevations. Severe myalgia has not been reported in the clinical trial
B0O28984. Grade 3 elevation of CPK was reported for 2.6% of patients receiving Alecensa and 1.3%

10
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of patients receiving crizotinib; and median time to Grade 3 CPK elevation was 27.5 days and 369
days, respectively, in the pivotal phase III clinical trial BO28984 (ALEX).

Gastrointestinal effects

Constipation (35%), nausea (19%), diarrhoea (16%) and vomiting (11%) were the most commonly
reported gastrointestinal (GI) reactions. Most of these events were of mild or moderate severity;
Grade 3 events were reported for diarrhea (0.7%), nausea (0.5%), and vomiting (0.2%). These events
did not lead to withdrawal from Alecensa treatment. Median time to onset for constipation, nausea,
diarrhea, and/or vomiting events across clinical trials (NP28761, NP28673, BO28984) was 21 days.
The events declined in frequency after the first month of treatment. In the phase III clinical trial
B028984, one patient (0.2%) experienced a Grade 4 event of nausea in the Alecensa arm and the
incidence of Grade 3 and 4 events for nausea, vomiting, and diarrhoea was 3.3%, 3.3%, and 2.0%,
respectively, in the crizotinib arm.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V

4.9 Overdose

Patients who experience overdose should be closely supervised and general supportive care instituted.
There is no specific antidote for overdose with Alecensa.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: anti-neoplastic agents, protein kinase inhibitor; ATC code: LO1XE36.

Mechanism of action

Alectinib is a highly selective and potent ALK and RET tyrosine kinase inhibitor. In preclinical
studies, inhibition of ALK tyrosine kinase activity led to blockage of downstream signalling pathways
including STAT 3 and PI3K/AKT and induction of tumour cell death (apoptosis).

Alectinib demonstrated in vitro and in vivo activity against mutant forms of the ALK enzyme,
including mutations responsible for resistance to crizotinib. The major metabolite of alectinib (M4)
has shown similar in vifro potency and activity.

Based on preclinical data, alectinib is not a substrate of p-glycoprotein or BCRP, which are both efflux
transporters in the blood brain barrier, and is therefore able to distribute into and be retained within the

central nervous system.

Clinical efficacy and safety

ALK positive non-small cell lung cancer

Treatment-naive patients

The safety and efficacy of Alecensa were studied in a global randomised Phase III open label clinical
trial (BO28984, ALEX) in ALK-positive NSCLC patients who were treatment naive. Central testing
for ALK protein expression positivity of tissue samples from all patients by Ventana anti-ALK (D5F3)
immunohistochemistry (IHC) was required before randomisation into the study.

11
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A total of 303 patients were included in the Phase III trial, 151 patients randomised to the crizotinib
arm and 152 patients randomised to the Alecensa arm receiving Alecensa orally, at the recommended
dose of 600 mg twice daily.

ECOG PS (0/1 vs. 2), race (Asian vs. non-Asian), and CNS metastases at baseline (yes vs. no) were
stratification factors for randomisation. The primary endpoint of the trial was to demonstrate
superiority of Alecensa versus crizotinib based on Progression Free survival (PFS) as per investigator
assessment using RECIST 1.1. Baseline demographic and disease characteristics for Alecensa were
median age 58 years (54 years for crizotinib), 55% female (58% for crizotinib), 55% non-Asian (54%
for crizotinib), 61% with no smoking history (65% for crizotinib), 93% ECOG PS of 0 or 1 (93% for
crizotinib), 97% Stage IV disease (96% for crizotinib), 90% adenocarcinoma histology (94% for
crizotinib), 40% CNS metastases at baseline (38% for crizotinib) and 17% having received prior CNS
radiation (14% for crizotinib).

The trial met its primary endpoint at the primary analysis, demonstrating a statistically significant
improvement in PFS by investigator. Efficacy data are summarised in Table 4 and the Kaplan-Meier

curve for investigator assessed PFS is shown in Figure 1.

Table 4 Summary of efficacy results from study BO28984 (ALEX)

Crizotinib Alecensa
N=151 N=152
. . 17.6 18.6
Median duration of follow-up (months) (range 0.3 — 27.0) (range 0.5 — 29.0)
Primary efficacy parameter
PFS (INV)
Number of patients with event n (%) 102 (68%) 62 (41%)
Median (months) 11.1 NE
[95% CI] [9.1; 13.1] [17.7; NE]
HR 0.47
[95% CI] [0.34, 0.65]
Stratified log-rank p-value p <0.0001
Secondary efficacy parameters
PFS (IRC)*
Number of patients with event n (%) 92 (61%) 63 (41%)
Median (months) 10.4 25.7
[95% CI] [7.7; 14.6] [19.9; NE]
HR 0.50
[95% CI] [0.36; 0.70]
Stratified log-rank p-value p <0.0001
Time to CNS progression (IRC)*, **
Number of patients with event n (%) 68 (45%) 18 (12%)
Cause-specific HR 0.16
[95% CI] [0.10; 0.28]
Stratified log-rank p-value p <0.0001
12-month cumulative incidence of CNS
progression (IRC) 41.4% 9.4%
[95% CI] [33.2; 49.4] [5.4; 14.7]

12
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Crizotinib Alecensa
N=151 N=152
ORR (INV)*, ***
Responders n (%) 114 (75.5%) 126 (82.9%)
[95% CI] [67.8; 82.1] [76.0; 88.5]
Overall survival*
Number of patients with event n (%) 40 (27%) 35 (23%)
Median (months) NE NE
[95% CI] [NE; NE] [NE; NE]
HR 0.76
[95% CI] [0.48; 1.20]
Duration of response (INV) N=114 N=126
Median (months) 11.1 NE
[95 % CI] [7.9; 13.0] [NE; NE]
CNS-ORR in patients with measurable CNS N=22 N=21
metastases at baseline
CNS responders n (%) 11 (50.0%) 17 (81.0%)
[95% CI] [28.2; 71.8] [58.1; 94.6]
CNS-CR n (%) 1 (5%) 8 (38%)
CNS-DOR, median (months) 5.5 17.3
[95% CI] [2.1,17.3] [14.8, NE]
CNS-ORR in patients with measurable and N=58 N=64
non-measurable CNS metastases at baseline
(IRC)
CNS responders n (%) 15 (25.9%) 38 (59.4%)
[95% CI] [15.3;39.0] [46.4; 71.5]
CNS-CR n (%) 5(9%) 29 (45%)
CNS-DOR, median (months) 3.7 NE
[95% CI] [3.2, 6.8] [17.3, NE]

* Key secondary endpoints part of the hierarchical testing

** Competing risk analysis of CNS progression, systemic progression and death as competing events

*%* 2 patients in the crizotinib arm and 6 patients in the alectinib arm had CR

CI = confidence interval; CNS = central nervous system; CR = complete response; DOR = duration of response;
HR = hazard ratio; IRC = Independent Review Committee; INV = investigator; NE = not estimable;
ORR = objective response rate; PFS = progression free survival

The PFS benefit was consistent for patients with CNS metastases at baseline (HR = 0.40, 95% CI:
0.25-0.64, median PFS for Alecensa = NE, 95% CI: 9.2-NE, median PFS for crizotinib = 7.4 months,
95%CI: 6.6-9.6) and without CNS metastases at baseline (HR = 0.51, 95% CI: 0.33-0.80, median PFS
for Alecensa = NE, 95% CI: NE, NE, median PFS for crizotinib = 14.8 months, 95% CI:10.8-20.3),
indicating benefit of Alecensa over crizotinib in both subgroups.

13
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Figure 1: Kaplan Meier Plot of INV Assessed PFS in BO28984 (ALEX)
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Crizotinib pre-treated patients

The safety and efficacy of Alecensa in ALK-positive NSCLC patients pre-treated with crizotinib were
studied in two Phase I/II clinical trials (NP28673 and NP28761).

NP28673

Study NP28673 was a Phase /Il single arm, multicentre study conducted in patients with
ALK-positive advanced NSCLC who have previously progressed on crizotinib treatment. In addition
to crizotinib, patients may have received previous treatment with chemotherapy. A total of

138 patients were included in the phase II part of the study and received Alecensa orally, at the
recommended dose of 600 mg twice daily.

The primary endpoint was to evaluate the efficacy of Alecensa by Objective Response Rate (ORR) as
per central Independent Review Committee (IRC) assessment using Response Evaluation Criteria in
Solid Tumors (RECIST) version 1.1 in the overall population (with and without prior exposure of
cytotoxic chemotherapy treatments). The co-primary endpoint was to evaluate the ORR as per central
IRC assessment using RECIST 1.1 in patients with prior exposure of cytotoxic chemotherapy
treatments. A lower confidence limit for the estimated ORR above the pre-specified threshold of 35%
would achieve a statistically significant result.

Patient demographics were consistent with that of a NSCLC ALK positive population. The
demographic characteristics of the overall study population were 67% Caucasian, 26% Asian, 56%
females, and the median age was 52 years. The majority of patients had no history of smoking (70%).
The ECOG (Eastern Cooperative Oncology Group) performance status at baseline was 0 or 1 in 90.6%
of patients and 2 in 9.4% of patients. At the time of entry in the study, 99% of patients had stage IV
disease, 61% had brain metastases and in 96% of patients tumours were classified as adenocarcinoma.
Among patients included in the study, 20% of the patients had previously progressed on crizotinib
treatment only, and 80% had previously progressed on crizotinib and at least one chemotherapy
treatment.

14
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Study NP28761

Study NP28761 was a Phase /Il single arm multicentre study conducted in patients with ALK positive
advanced NSCLC who have previously progressed on crizotinib treatment. In addition to crizotinib,
patients may have received previous treatment with chemotherapy. A total of 87 patients were
included in the phase II part of the study and received Alecensa orally, at the recommended dose of
600 mg twice daily.

The primary endpoint was to evaluate the efficacy of Alecensa by ORR as per central IRC assessment
using RECIST version 1.1. A lower confidence limit for the estimated ORR above the pre-specified
threshold of 35% would achieve a statistically significant result.

Patient demographics were consistent with that of a NSCLC ALK positive population. The
demographic characteristics of the overall study population were 84% Caucasian, 8% Asian, 55%
females. The median age was 54 years. The majority of patients had no history of smoking (62%). The
ECOG performance status at baseline was 0 or 1 in 89.7% of patients and 2 in 10.3% of patients. At
the time of entry in the study, 99% of patients had stage IV disease, 60% had brain metastases and in
94% of patients tumours were classified as adenocarcinoma. Among the patients included in the study,
26% of the patients had previously progressed on crizotinib treatment only, and 74% had previously
progressed on crizotinib and at least one chemotherapy treatment.

The main efficacy results from studies NP28673 and NP28761 are summarised in Table 5. A summary
of pooled analysis of CNS endpoints is presented in Table 6.

15
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Table S Efficacy results from studies NP28673 and NP28761

NP28673
Alecensa 600 mg
twice daily

NP28761
Alecensa 600 mg
twice daily

Median duration of follow-up (months)

21
(range 1 — 30)

17
(range 1 —29)

Primary efficacy parameters

ORR (IRC) in RE population
Responders N (%)
[95% CI]

ORR (IRC) in patients pre-treated with
chemotherapy

Responders N (%)

[95% CI]

N=122*°
62 (50.8%)
[41.6%, 60.0%]

N=96

43 (44.8%)
[34.6%, 55.3%]

N=67°
35 (52.2%)
[39.7%, 64.6%]

Secondary efficacy parameters

DOR (IRC)
Number of patients with events N (%)
Median (months)
[95% CI]

PFS (IRC)
Number of patients with events N (%)
Median duration (months)
[95% CI]

N=62
36 (58.1%)
15.2
[11.2,24.9]

N =138
98 (71.0%)
8.9
[5.6, 12.8]

N=35
20 (57.1%)
14.9
[6.9, NE]

N =87
58 (66.7%)
8.2
[6.3, 12.6]

CI = confidence interval; DOR = duration of response; IRC = independent review committee; NE = not

estimable; ORR = objective response rate; PFS= progression free survival; RE = response evaluable

16 patients did not have measurable disease at baseline according to the IRC and were not included in the IRC

response evaluable population.

®20 patients did not have measurable disease at baseline according to the IRC and were not included in the IRC

response evaluable population

ORR results for studies NP28673 and NP28761 were consistent across subgroups of baseline patient
characteristics such as age, gender, race, ECOG performance status, Central Nervous System (CNS)
metastasis and prior chemotherapy use, especially when considering the small number of patients in

some subgroups.
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Table 6 Summary of the pooled analysis of CNS endpoints from studies NP28673 and NP28761

CNS Parameters (NP28673 and NP28761) Alecensa 600 mg twice daily
Patients with measurable CNS lesions at baseline N =50
CNS ORR (IRC)
Responders (%) 32 (64.0%)
[95% CI] [49.2%, 77.1%]
Complete response 11 (22.0%)
Partial response 21 (42.0%)
CNS DOR (IRC) N=32
Number of patients with events (%) 18 (56.3%)
Median (months) 11.1
[95%CI] [7.6, NE]

CI = confidence interval; DOR = duration of response; IRC = independent review committee; ORR = objective
response rate; NE = not estimable

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Alecensa 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

The pharmacokinetic parameters for alectinib and its major active metabolite (M4) have been
characterised in ALK-positive NSCLC patients and healthy subjects. Based on population
pharmacokinetic analysis, the geometric mean (coefficient of variation %) steady-state Ciax, Cinin and
AUC,.1o1, for alectinib were approximately 665 ng/mL (44.3%), 572 ng/mL (47.8%) and 7430
ng*h/mL (45.7%), respectively. The geometric mean steady-state C,ux, Cinin and AUC_ oy, for M4
were approximately 246 ng/mL (45.4%), 222 ng/mL (46.6%) and 2810 ng*h/mL (45.9%),
respectively.

Absorption
Following oral administration of 600 mg twice daily under fed conditions in ALK-positive NSCLC

patients, alectinib was absorbed reaching T, after approximately 4 to 6 hours.

Alectinib steady-state is reached within 7 days with continuous 600 mg twice daily dosing. The
accumulation ratio for the twice-daily 600 mg regimen was approximately 6-fold. Population PK
analysis supports dose proportionality for alectinib across the dose range of 300 to 900 mg under fed
conditions.

The absolute bioavailability of alectinib capsules was 36.9% (90% CI: 33.9%, 40.3%) under fed
conditions in healthy subjects.

Following a single oral administration of 600 mg with a high-fat, high-calorie meal, alectinib and M4
exposure was increased by around 3-fold relative to fasted conditions (see section 4.2).

Distribution

Alectinib and its major metabolite M4 are highly bound to human plasma proteins (>99%),
independent of active substance concentration. The mean in vifro human blood-to-plasma
concentration ratios of alectinib and M4 are 2.64 and 2.50, respectively, at clinically relevant
concentrations.

The geometric mean volume of distribution at steady state (V) of alectinib following IV
administration was 475 L, indicating extensive distribution into tissues.
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Based on in vitro data, alectinib is not a substrate of P-gp. Alectinib and M4 are not substrates of
BCRP or organic anion-transporting polypeptide (OATP) 1B1/B3.

Biotransformation

In vitro metabolism studies showed that CYP3A4 is the main CYP isozyme mediating alectinib and its
major metabolite M4 metabolism, and is estimated to contribute 40-50% of alectinib metabolism.
Results from the human mass balance study demonstrated that alectinib and M4 were the main
circulating moieties in plasma with 76% of the total radioactivity in plasma. The geometric mean
Metabolite/Parent ratio at steady state is 0.399.

Metabolite M1b was detected as a minor metabolite from in vitro and in human plasma in healthy
subjects. Formation of metabolite M1b and its minor isomer M1a is likely to be catalyzed by a
combination of CYP isozymes (including isozymes other than CYP3A) and aldehyde dehydrogenase
(ALDH) enzymes.

In vitro studies indicate that neither alectinib nor its major active metabolite (M4) inhibits CYP1A2,
CYP2B6, CYP2C9, CYP2C19, or CYP2D6 at clinically relevant concentrations. Alectinib did not
inhibit OATP1B1/OATP1B3, OAT1, OAT3 or OCT?2 at clinically relevant concentrations in vitro.

Elimination

Following administration of a single dose of '*C-labeled alectinib administered orally to healthy
subjects the majority of radioactivity was excreted in faeces (mean recovery 97.8%) with minimal
excretion in urine (mean recovery 0.46%). In faeces, 84% and 5.8% of the dose was excreted as
unchanged alectinib or M4, respectively.

Based on a population PK analysis, the apparent clearance (CL/F) of alectinib was 81.9 L/hour. The
geometric mean of the individual elimination half-life estimates for alectinib was 32.5 hours. The
corresponding values for M4 were 217 L/hour and 30.7 hours, respectively.

Pharmacokinetics in special populations

Renal impairment

Negligible amounts of alectinib and the active metabolite M4 are excreted unchanged in urine (< 0.2%
of the dose). Based on a population pharmacokinetic analysis alectinib and M4 exposures were similar
in patients with mild and moderate renal impairment and normal renal function. The pharmacokinetics
of alectinib has not been studied in patients with severe renal impairment.

Hepatic impairment

As elimination of alectinib is predominantly through metabolism in the liver, hepatic impairment may
increase the plasma concentration of alectinib and/or its major metabolite M4. Based on a population
pharmacokinetic analysis, alectinib and M4 exposures were similar in patients with mild hepatic
impairment and normal hepatic function.

Following administration of a single oral dose of 300 mg alectinib in subjects with severe (Child-Pugh
C) hepatic impairment, alectinib C,,,x was the same and AUC;,; was 2.2-fold higher compared with the
same parameters in matched healthy subjects. M4 C,,,x and AUC;,s was 39% and 34% lower
respectively, resulting in a combined exposure of alectinib and M4 (AUC;,s) 1.8-fold higher in patients
with severe hepatic impairment compared with matched healthy subjects.

The hepatic impairment study also included a group with moderate (Child-Pugh B) hepatic
impairment, and a modestly higher alectinib exposure was observed in this group compared with
matched healthy subjects. The subjects in the Child Pugh B group however did in general not suffer
from abnormal bilirubin, albumin or prothrombin time, indicating that they may not be fully
representative of moderately hepatically impaired subjects with decreased metabolic capacity.
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Effects of age, body weight, race and gender

Age, body weight, race and gender had no clinically meaningful effect on the systemic exposure of
alectinib and M4. The range of body weights for patients enrolled in clinical studies is 36.9-123 kg.
There are no available data on patients with extreme body weight (>130 kg) (see section 4.2).

5.3 Preclinical safety data

Carcinogenicity
Carcinogenicity studies have not been performed to establish the carcinogenic potential of Alecensa.

Mutagenicity
Alectinib was not mutagenic in vitro in the bacterial reverse mutation (Ames) assay but induced a

slight increase in numerical aberrations in the in vitro cytogenetic assay using Chinese Hamster Lung
(CHL) cells with metabolic activation, and 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.

Impairment of fertility

No fertility studies in animals have been performed to evaluate the effect of Alecensa. No adverse
effects on male and female reproductive organs were observed in general toxicology studies. These
studies were conducted in rats and monkeys at exposures equal to or greater than 2.6- and 0.5-fold,
respectively, of the human exposure, measured by AUC, at the recommended dose of 600 mg twice
daily.

Teratogenicity
Alectinib caused embryo-foetal toxicity in pregnant rats and rabbits. In pregnant rats, alectinib caused

total embryo-foetal loss (miscarriage) at exposures 4.5-fold of the human AUC exposure and small
foetuses with retarded ossification and minor abnormalities of the organs at exposures 2.7-fold of the
human AUC exposure. In pregnant rabbits, alectinib caused embryo-foetal loss, small fetuses and
increased incidence of skeletal variations at exposures 2.9-fold of the human AUC exposure at the
recommended dose.

Other
Alectinib absorbs UV light between 200 and 400 nm and demonstrated a phototoxic potential in an in
vitro photosafety test in cultured murine fibroblasts after UVA irradiation.

Target organs in both rat and monkey at clinically relevant exposures in the repeat-dose toxicology
studies included, but were not limited to the erythroid system, gastrointestinal tract, and hepatobiliary
system.

Abnormal erythrocyte morphology was observed at exposures equal or greater than 10-60% the
human exposure by AUC at the recommended dose. Proliferative zone extension in GI mucosa in both
species was observed at exposures equal to or greater than 20-120% of the human AUC exposure at
the recommended dose. Increased hepatic alkaline phosphatase (ALP) and direct bilirubin as well as
vacuolation/degeneration/necrosis of bile duct epithelium and enlargement/focal necrosis of
hepatocytes was observed in rats and/or monkeys at exposures equal to or greater than 20-30% of the
human exposure by AUC at the recommended dose.

A mild hypotensive effect has been observed in monkeys at around clinically relevant exposures.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content
Lactose monohydrate

Hydroxypropylcellulose
Sodium laurilsulfate
Magnesium stearate
Carmellose calcium

Capsule shell
Hypromellose

Carrageenan

Potassium chloride
Titanium dioxide (E171)
Maize starch

Carnauba wax

Printing ink

Red iron oxide (E172)
Yellow iron oxide (E172)
Indigo carmine aluminum lake (E132)
Carnauba wax

White shellac

Glyceryl monooleate

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Blisters:
Store in the original package in order to protect from moisture.

Bottles:
Store in the original package and keep the bottle tightly closed in order to protect from moisture.

6.5 Nature and contents of container

Aluminium/aluminium (PA/Alu/PVC/Alu) blisters containing 8 hard capsules.
Pack size: 224 (4 packs of 56) hard capsules.

HDPE bottle with a child-resistant closure and an integrated desiccant.
Pack size: 240 hard capsules.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Roche Registration GmbH

Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1169/001

EU/1/16/1169/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16 February 2017
Date of latest renewal: 1 December 2017

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.ema.europa.eu.
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ANNEX I1
A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release
Roche Pharma AG

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

GERMANY

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

¢ Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreeed subsequent
updates of the RMP.

An updated RMP should be submitted:

e At the request of the European Medicines Agency;

e  Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON FOR BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Alecensa 150 mg hard capsules
alectinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains alectinib hydrochloride equivalent to 150 mg alectinib.

3. LIST OF EXCIPIENTS

Contains lactose and sodium. See package leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

224 (4 packs of 56) hard capsules

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from moisture
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APPROPRIATE

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1169/001

13. BATCH NUMBER

Batch

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

alecensa

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON FOR BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Alecensa 150 mg hard capsules
alectinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains alectinib hydrochloride equivalent to 150 mg alectinib.

3. LIST OF EXCIPIENTS

Contains lactose and sodium. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

56 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from moisture
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1169/001

13. BATCH NUMBER

Batch

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

alecensa
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Alecensa 150 mg hard capsules
alectinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH

3. EXPIRY DATE
EXP

4. BATCH NUMBER
Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON FOR BOTTLE

1. NAME OF THE MEDICINAL PRODUCT

Alecensa 150 mg hard capsules
alectinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains alectinib hydrochloride equivalent to 150 mg alectinib.

3. LIST OF EXCIPIENTS

Contains lactose and sodium. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

240 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package and keep the bottle tightly closed in order to protect from moisture
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APPROPRIATE

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1169/002

13. BATCH NUMBER

Batch

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

alecensa

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Alecensa 150 mg hard capsules
alectinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains alectinib hydrochloride equivalent to 150 mg alectinib.

3. LIST OF EXCIPIENTS

Contains lactose and sodium. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

240 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package and keep the bottle tightly closed in order to protect from moisture
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1169/002

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Alecensa 150 mg hard capsules
alectinib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine - because it contains
important information for you.

o Keep this leaflet. You may need to read it again.

e Ifyou have any further questions, ask your doctor, pharmacist or nurse.

e This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

e Ifyou get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Alecensais and what it is used for

2. What you need to know before you take Alecensa
3. How to take Alecensa

4. Possible side effects

5. How to store Alecensa

6. Contents of the pack and other information

1. What Alecensa is and what it is used for
What Alecensa is

Alecensa is a cancer medicine that contains the active substance alectinib.

What Alecensa is used for

Alecensa is used to treat adults with a type of lung cancer called ‘non-small cell lung cancer’

(‘NSCLC). It is used if your lung cancer:

e is ‘ALK-positive’ - this means your cancer cells have a fault in a gene that makes an enzyme called
ALK (‘anaplastic lymphoma kinase’), see ‘How Alecensa works’, below

e and is advanced.

Alecensa can be prescribed to you as first treatment of your lung cancer, or if you have been
previously treated with a medicine containing ‘crizotinib’.

How Alecensa works

Alecensa blocks the action of an enzyme called ‘ALK tyrosine kinase’. Abnormal forms of this
enzyme (due to fault in the gene that makes it) help encourage cancer cell growth. Alecensa may slow
down or stop the growth of your cancer. It may also help to shrink your cancer.

If you have any questions about how Alecensa works or why this medicine has been prescribed for
you, ask your doctor, pharmacist or nurse.
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2. What you need to know before you take Alecensa

Do not take Alecensa:
e if you are allergic to alectinib or any of the other ingredients of this medicine (listed in section 6).
If you are not sure, talk to your doctor, pharmacist or nurse before taking Alecensa.

Warnings and precautions

Talk to your doctor, pharmacist or nurse before taking Alecensa:

e if you have an inherited problem called ‘galactose intolerance’, ‘congenital lactase deficiency’ or
‘glucose-galactose malabsorption’.

If you are not sure, talk to your doctor, pharmacist or nurse before taking Alecensa.

Alecensa can cause side effects that you need to tell your doctor about straight away. These include:

e liver injury (hepatotoxicity). Your doctor will take blood tests before you start treatment, then
every 2 weeks for the first 3 months of your treatment and then less often. This is to check you do
not have any liver problems while taking Alecensa. Tell your doctor straight away if you get any of
the following signs: yellowing of your skin or the whites of your eyes, pain on the right side of
your stomach area, dark urine, itchy skin, feeling less hungry than usual, nausea or vomiting,
feeling tired, bleeding or bruising more easily than normal.

e slow heart beat (bradycardia).

e lung inflammation (pneumonitis). Alecensa may cause severe or life-threatening swelling
(inflammation) of the lungs during treatment. The signs may be similar to those from your lung
cancer. Tell your doctor straight away if you have any new or worsening signs including difficulty
in breathing, shortness of breath, or cough with or without mucous, or fever.

e severe muscle pain, tenderness, and weakness (myalgia). Your doctor will do blood tests at least
every 2 weeks for the first month and as needed during treatment with Alecensa. Tell your doctor
straight away if you get new or worsening signs of muscle problems, including unexplained muscle
pain or muscle pain that does not go away, tenderness, or weakness.

Look out for these while you are taking Alecensa. See ‘Side effects’ in section 4 for more information.

Sensitivity to sunlight

Do not expose yourself to the sun for any long period of time while you are taking Alecensa and for

7 days after you stop. You need to apply sunscreen and lip balm with a Sun Protection Factor of 50 or
higher to help prevent sunburn.

Children and adolescents
Alecensa has not been studied in children or adolescents. Do not give this medicine to children or
adolescents under the age of 18 years.

Tests and checks

When you take Alecensa your doctor will do blood tests before you start treatment, then every 2 weeks
for the first 3 months of your treatment and then less often. This is to check you do not have any liver
or muscle problems while taking Alecensa.

Other medicines and Alecensa

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines.
This includes medicines obtained without a prescription, and herbal medicines. This is because
Alecensa can affect the way some other medicines work. Also some other medicines can affect the
way Alecensa works.

In particular tell your doctor or pharmacist if you are taking any of the following medicines:

e digoxin, a medicine used to treat heart problems

e dabigatran etexilate, a medicine used to treat blood clots

e methotrexate, a medicine used to treat certain types of cancer or to treat autoimmune diseases (e.g.
rheumatoid arthritis)
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e nilotinib, a medicine used to treat certain types of cancer

lapatinib, a medicine used to treat certain types of breast cancer

e mitoxantrone, a medicine used to treat certain types of cancer or autoimmune diseases (e.g.
multiple sclerosis)

e cverolimus, a medicine used to treat certain types of cancer or used to prevent the body’s immune
system from rejecting a transplanted kidney, heart or liver

e sirolimus, a medicine used to prevent the body’s immune system from rejecting a transplanted
kidney, heart or liver

e topotecan, a medicine used to treat certain types of cancer

e medicines used to treat AIDS/HIV (e.g. ritonavir, saquinavir)

e medicines used to treat infections. These include medicines that treat fungal infections (antifungals
such as ketoconazole, itraconazole, voriconazole, posaconazole) and medicines that treat certain
types of bacterial infection (antibiotics such as telithromycin)

e St. John’s Wort, a herbal medicine used to treat depression

e medicines used to stop seizures or fits (anti-epileptics such as phenytoin, carbamazepine, or
phenobarbital)

e medicines used to treat tuberculosis (e.g. rifampicin, rifabutin)

e nefazodone, a medicine used to treat depression

Oral contraceptives
If you take Alecensa whilst using oral contraceptives, the oral contraceptives may be less effective.

Alecensa with food and drink
You should use caution when drinking grapefruit juice or eating grapefruit or Seville oranges while on
treatment with Alecensa as they may change the amount of Alecensa in your body.

Contraception, pregnancy, and breast-feeding - information for women

Contraception — information for women
e You should not become pregnant while taking this medicine. If you are able to become pregnant,
you must use highly effective contraception while on treatment and for at least 3 months after
stopping treatment. Talk to your doctor about the right methods of contraception for you and
your partner. If you take Alecensa whilst using oral contraceptives, the oral contraceptives may
be less effective.

Pregnancy
e Do not take Alecensa if you are pregnant. This is because it may harm your baby.
e If you become pregnant when taking the medicine or during the 3 months after taking your last
dose, tell your doctor straight away.

Breast-feeding
e Do not breast-feed while taking this medicine. This is because it is not known if Alecensa can
pass over into breast milk and could therefore harm your baby.

Driving and using machines

Take special care when driving and using machines as you may develop problems with vision or
slowing of the heartbeat or low blood pressure that can lead to fainting or dizziness while you are
taking Alecensa.

Alecensa contains lactose
Alecensa contains lactose (a type of sugar). If you have been told by your doctor that you cannot
tolerate or digest some sugars, talk to your doctor before taking this medicine.

Alecensa contains sodium

This medicine contains 48 mg sodium (main component of cooking/table salt) per recommended daily
dose (1200 mg). This is equivalent to 2.4% of the recommended maximum daily dietary intake of
sodium for an adult.
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3. How to take Alecensa

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor,
pharmacist or nurse if you are not sure.

How much to take
e The recommended dose is 4 capsules (600 mg) twice a day.
e This means you take a total of 8 capsules (1200 mg) each day.

If you have severe liver problems before starting your treatment with Alecensa:
e The recommended dose is 3 capsules (450 mg) twice a day.
e This means you take a total of 6 capsules (900 mg) each day.

Sometimes your doctor may lower your dose, stop your treatment for a short time or stop your
treatment completely if you feel unwell.

How to take
e Alecensa is taken by mouth. Swallow each capsule whole. Do not open or dissolve the capsules.
e You must take Alecensa with food.

If you vomit after taking Alecensa
If you vomit after taking a dose of Alecensa, do not take an extra dose, just take your next dose at the
usual time.

If you take more Alecensa than you should
If you take more Alecensa than you should, talk to a doctor or go to hospital straight away. Take the
medicine pack and this leaflet with you.

If you forget to take Alecensa

e [fitis more than 6 hours until your next dose, take the missed dose as soon as you remember.

e Ifitis less than 6 hours until your next dose, skip the missed dose. Then take your next dose at the
usual time.

e Do not take a double dose to make up for a missed dose.

If you stop taking Alecensa

Do not stop taking this medicine without talking to your doctor first. It is important to take Alecensa
twice a day for as long as your doctor prescribes it for you.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. The
following side effects may happen with this medicine.

Some side effects could be serious.
Tell your doctor straight away if you notice any of the following side effects. Your doctor may
lower your dose, stop your treatment for a short time or stop your treatment completely:

e Yellowing of your skin or the whites of your eyes, pain on the right side of your stomach area,
dark urine, itchy skin, feeling less hungry than usual, nausea or vomiting, feeling tired, bleeding
or bruising more easily than normal (potential signs of liver problems)

e New or worsening signs of muscle problems, including unexplained muscle pain or muscle pain
that does not go away, tenderness, or weakness (potential signs of muscle problems).

e Fainting, dizziness and low blood pressure (potential signs of slow heart beat)
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e New or worsening signs including difficulty in breathing, shortness of breath, or cough with or
without mucous, or fever - the signs may be similar to those from your lung cancer (potential
signs of lung inflammation — pneumonitis). Alecensa can cause severe or life-threatening
inflammation of the lungs during treatment.

Other side effects
Tell your doctor, pharmacist or nurse if you notice any of the following side effects:

Very common (may affect more than 1 in 10 people):
e abnormal results of blood tests to check for liver problems (high levels of alanine
aminotransferase, aspartate aminotransferase and bilirubin)
e abnormal results of blood tests to check for muscle damage (high level of creatine
phosphokinase)
e you may feel tired, weak or short of breath due to a reduction in the number of red blood cells,
known as anaemia
e vomiting — if you vomit after taking a dose of Alecensa, do not take an extra dose, just take your
next dose at the usual time
constipation
diarrhoea
nausea
rash
swelling caused by fluid build-up in the body (oedema)
weight gain.

Common (may affect up to 1 in 10 people):

e abnormal results of blood tests to check kidney function (high level of creatinine)

e Dblurred vision, loss of sight, black dots or white spots in your vision, and seeing double
(problems with your eyes)

e abnormal results of blood tests to check for liver disease or bone disorders (high level of
alkaline phosphatase)

e inflammation of the mucous membrane of the mouth

e sensitivity to sunlight — do not expose yourself to the sun for any long period of time while you
are taking Alecensa and for 7 days after you stop. You need to apply sunscreen and lip balm
with a Sun Protection Factor of 50 or higher to help prevent sunburn.

e alteration in sense of taste

e rapid loss of kidney function (kidney problems).

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Alecensa

o Keep this medicine out of the sight and reach of children.

e Do not take this medicine after the expiry date which is stated on the carton and either the blister
or the bottle after EXP. The expiry date refers to the last day of that month.

e If Alecensa is packed in blisters, store in the original package in order to protect from moisture.

e If Alecensa is packed in bottles, store in the original package and keep the bottle tightly closed to
protect from moisture.

e Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how
to throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Alecensa contains

e The active substance is alectinib. Each hard capsule contains alectinib hydrochloride equivalent to
150 mg alectinib.

e The other ingredients are:

e Capsule content: lactose monohydrate (see section 2 ‘Alecensa contains lactose’),
hydroxypropylcellulose, sodium laurilsulfate (see section 2 ‘Alecensa contains sodium’),
magnesium stearate and carmellose calcium

e Capsule shell: hypromellose, carrageenan, potassium chloride, titanium dioxide (E171), maize
starch and carnauba wax

e Printing ink: red iron oxide (E172), yellow iron oxide (E172), indigo carmine aluminium
lake (E132), carnauba wax, white shellac and glyceryl monooleate.

What Alecensa looks like and contents of the pack
Alecensa hard capsule are white, with ‘ALE’ printed in black ink on the cap and ‘150 mg’ printed in
black ink on the body.

The capsules are provided in blisters and are available in cartons containing 224 hard capsules
(4 packs of 56). The capsules are also available in plastic bottles containing 240 hard capsules.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Roche Registration GmbH
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
Germany

Manufacturer

Roche Pharma AG
Emil-Barell-Strasse 1
D-79639 Grenzach-Wyhlen
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

N.V. Roche S.A. UAB “Roche Lictuva”
Tél/Tel: +32 (0) 2 525 82 11 Tel: +370 5 2546799
Bbarapus Luxembourg/Luxemburg
Pomr benrapus EOO/] (Voir/sieche Belgique/Belgien)
Ten: +359 2 818 44 44

Ceska republika Magyarorszag

Roche s. 1. 0. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 - 23 446 800
Danmark Malta

Roche a/s (See Ireland)

TIf: +45-36 39 99 99
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Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti )
Roche Eesti OU
Tel: +372 -6 177 380

EALGdo
Roche (Hellas) A.E.
TnA: +30 210 61 66 100

Espaia
Roche Farma S.A.
Tel: +34 -91 324 81 00

France
Roche
Tél: +33 (0) 1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: +385 1 4722 333

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

Island

Roche a/s

c/o Icepharma hf
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471

Kvmpog
A Ztopdng & Zio Atd.
TmA: +357-2276 62 76

Latvija
Roche Latvija SIA
Tel: +371 - 6 7039831

This leaflet was last revised in {MM/YYYY}.

Other sources of information

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438050

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z o.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romaénia
Roche Romaénia S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 -2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

United Kingdom
Roche Products Ltd.
Tel: +44 (0) 1707 366000

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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ALECENSA (RO5424802)
Core Data Sheet Version

CORE DATA SHEET |}

I >0l
ALECENSA, ALECENSARO

Alectinib
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KOBEWERDRD S b 2 EhHDOT, BEE 51247V,
DO O N3G 2 Ik 5 7 E#Y) 2 WL & 47
5T &,

1.1 EXEEER

11.1.1 KIEHREEE (58.2%)
KRR = 2 — 18 F — (334%). KiM= 2 —a,8F—
(14.9%). $EIKE (81%), AMWMEB = 2 — 1/ 8F — (5.9%).
JEHESRE (32%), WIET (24%). BiEiTEZ = 2 —a X F —
(0.3%) . fi#9E (0.7%) ExHObNb I ENHHDT, LU,
MR T AEH33000 S N3 id, R, I omY) 22 JLE %
792, [73. 74, 76, 9.128K]

11.1.2 BE3RE (25.1%)
M, B, YA VARSI X ZEERIEYE (i (39%). MK
MIE (22%) 55) Db bbb b, T a2 —FV AT A
A W YT ITHEDOBERE, NVRAEED Y AV A XD H R
PAIEETHZ &, [82. 9112 K]

11.1.3 EITHSEMAERAE (PML) (HEARH)
ARHFN O HH R b e ORI T2 B H ORE L T 12 BlgE L.
Bk, FRANREE, RRBUEIR R BRI, DUBCRRE) . SRR
SOFERD D S b NTHE1E. MR X 2 W52 W O i
WA E4T) L b, #H 2L, BUARREXITH 2 &,



11.1.4 SHEMHE (614%)
TP BRI (51.8%)  FEBVERT i ERIRAME (14.5%) &I (13.7%)
FHIERIEA (101%) . M/MGRD (4.8%). 1) ¥ 73ERBA (2.6%)
VBHOLLNLEI DD, [72. 82, 86&H]

11.1.5 Infusion reaction (7.8%)
TFT7 4%y — (BUEAH), i (21%), EE (1.0%). &
IFERE (05%) Wk (05%). UAJRE (0.3%) . PR R#E (0.4%)
R F9E (01%) %% & tr Infusion reaction2Sdh Hbh b Z &
M DHDT, BEIRDSNILEEIE, BHICEG- 2R L.
WY e LE (BBEWA. FIEAH, RASUEA. B REALE
VHIOB ) A7) DI, ERPEET AT TEEE T
BT, 70 BRI AT, BEISLET
PeEdi 2 U CEE ISR S5 2 &, % Infusion reaction
MWD LN, 5 xhikT5 2 L, [81BHE]

11.1.6 IEZ B EEMREE (05%)
BT O NG A3 G- & iRk U, b b) 70 U (A AT
R ME B A S OB 5. BATSE) %479 & & BT, R
BT 5 THREOREZ +o BT 52 &, [8353M]

11.1.7 RBFEIEREIREE (Stevens-Johnson EMREE) (0.2%)

11.1.8 2 MR (01%)
M OPER RIS DHERD D S b EICE, 5 %%
1L, #EYRMEEIT) 2 &, [84B1H]

11.1.9 BIEERFF R (HUEAH) . FFHBEEE (9.1%)
BIENT 25, ALT. AST%0 EH%E) IR ELD b b
ZENHDH, [85%M]

11.1.10 fHEE (1.2%)
IPEA S (04%). WG (04%). MilEge (0.6%). [HE Lz
HB(01%) . 2RI g EAEERE (01%) . 28R LA Je CBEEEAT)
HEOMBEERH SDNDLZ LD 5,

11.2 Z DO EIER

10% 2L E | 5%k 10%K i 5 %A il
LRI BEO, BRI, | WEIR, GLRBEE. AIES
R FEHEO T, | )
ANHRAE

AL | B0 (428%) | WALAS By BB | TREWR SRR, LTRE N i
7 Fb, W I, | R FIRE P TRCBS T I, MLV I
RN SISEN i, AP, i
i ATEPERE R el B E,
Hge mhan, 5

0% )% R e Wk, 57 T I R PR A
L% o< Dy ik,
I ZE R RE, SR, SR
MR e

iRl VY SHEE, B IR ER B N

PZAT JE

B R BB BOREB IR E, £ )

SiE FEI5. B HEME, BT
TEAEBAL G RLBEE B2
%, INEf, L iE. B
KB, FBE. U ARE.
B g, T LIV E— PR
M9 &9 FETE 5

[ KEEge, IRFSIM

R | ARG oK, b, A )
LMLFE, &~ 7 R T A
MLE. AR b 7 ALE.
Y > EEIAE

B

N

ZoM [ IE S FEEG | FiWdE. PO, | URCRE. A, B, b
RERA )39 SOl R, AT, I,
T, ZTH, OEES
vYFE. HIR. W%
I BRI CIEAN VR A
PR EE I, FR O N
IR 2% AR IPIE, 558,
FHIA FOB e, WIS,
WAL, ARILE, HOAE OV
NRZEET VT, B,
k. LDHHI, AL-P

B, R 59

14, BHEDEE

141 FZIFRRBFDEE

14.1.1 8%

(1) A#NE, 184 7V HIFESHKIOSmL 2 M Z % &
S5mg/mL DEMRIC % %0 HROBIZIE. HRESFHAKZ® -
Y ENLTVMPNZTEAL, VL THRWE ) 2 hliE S8 TR
M3 5L, BRBEORIIEATEH~bLINAHBTHS S
L EERT 5o BTG LN AIIMH LV &,
<DEBEOFHE>
DB (mL) =& (mg/kg) XMKE™ (kg) /5 (mg/mL)
1) RE2100kg % W 2 5 ¥4 12100kg & L CEHRET %,

(2) BIHBERLPICHRL 20T, 2 ~8T (FifEsEhwn
2 k) CERAFL. 24BERIDIPNCE G35 2 & K5 I1LBESE
T é k: k o

14.1.2 IR

(1) BEREINA TV SR E I RAREEA04 ~ 1.2mg/mL &
%5 & ICHRAEREETXIE5% 7 BTG CART 5,
MBI 5 L BIEERE BT A BENDEDHEDT, Ny I E
R XS TRAT 5 2 &0 A ERML TEZR S %0,

(2) FmRBHERLLICHEG LRV AIE 2~8T (@ sEhn
&) TIRAEL. BRED 2R UNICES T 52 . K
HMIBEET LI L,

14.2 ZRIBREBEOEE
BeHRi#ICIE. 94 2 ABAERIE5% 7 F o fEshEc 7
SviathbIl,

15. ZODEE

15.1 BRAR{ER (ICE D < 1E%R
R BRI B TARFNHT T 2 PR D FEAHE SN TV S,

15.2 FEERARFABRICE D 1§

15.2.1 W 5HMERE (5 v ) RORERGHERR (5 v
FROHIV) AZBWTHIBRD Y 7SRRG0 H vz,
15.2.2 KHKIDY ¥ Hh — DR S TH A< LA I Fid, fmzesk
LB (T — 2 XEER) 1BV TEREMAED Sz,

16. SEAMEE

16.1 M e

(GRBMED CDIOBHED & % > U > /NIE)

16.1.1 HARANBHIC4BM %214 2V E LI ROISHEIL, FEFYLE
DU, YT T AT VRBER S AV Y VIS L O T
AHI1.2 mg/kg % FINHHE L 72 & & OAHKI I i EEHER i OV B e
NI A—=FEZUTIZRT. ¥4 27 V1ID1HH (CID1) 26§ 544 2
V3D1HH (C3D1) ##5K AUCe-1 AT FEIGIIZ10ITH . AFH)
O L ERIETRE SN A2 o727,

FHEIDIMEIREHR
O e e

O HAII (n=4)

—— Y4713 (n=3)

FEIOMEHIRE (ug/mL)

[0 B e e e S R R S S

0 2 4 6 8 10 12 14
EERH(A)
KA OFEYHE ST X — 5

b ke Crmax AUCo-1 tiz
Bl i el (u g/mL) (day* pg/mL) (day)
C1D1 30.6 480 375

=4 187 24.9 183
12mg/kg (n=4) (187) (24.9) (18.3)
C3D1 21.7 535 454
(n=3) (24.0) (24.2) (10.7)

AT (% ZEHRE)

¥ (BRI IHEMEOCDIGEDF T XU L NERUKREMETHEY > /N

=)

16.1.2 HANBEIC 3BT 1 MAK L2 mg/kg L1318 mg/kgi) % Mk
L7z & OARK O M R L Y ERE ST X — % &2 LUF IR
Fo THHIZK$ % 20 H$%5-H 0 AUCkt K UFCmax DH#ATFI 1%
NZENLO7 ~ 1120094 ~ 1.08TH V. AFOWZ 2 LRMEIIRKE S
Lo lzd,



KEIOMEFIREHES

- -0- - 1.2 mg/kg (n=3)
—4A— 1.8 mg/kg (n=3)

0
E
Lo [ 5 | Wil [ it
W]
o
T ]
oo
=l
® ] N ‘ S l
0.1 T T T T T T
0 7 14 21 28 35 42
YEREEZBALK(R)
KA OHYHRE ST X — 5
b S EpEs Cinax AUCo-7 tiz
kL
IR [EE4 (ug/mL) (day* ug/mL) (day)
1 18.89 40.17 494
1.2mg /kg (34) (29) (41)
(n=3) 9 20.31 44.94 5.06
(40) (47) (65)
1 3147 66.76 742
1.8mg /kg (9.6) (15) (49)
(n=3) 9 29.60 7142 7.29
(13) (13) (13)

AT (% IR
1) AH O MEETED CD30BED 5 ¥ % > 1) o IR OHRARSPE Tl Y > ¢
JHE B 2 KR B 13 1.8me kg % 3 1 S CTH 5.
16.3 27
KA O EHIREIZ BT 5056 ~ I0LTH o729 MMAEOE b
MR S in vitrofEAERIE68 ~ 82% Tdh - 720 72\ in vitroik
BRIZE D, MMAE X P-HEEAOIETH L Z LR iz9,
16.4 158
in vitroBREIZE D, MMAEIZEICCYPSAATR#EN S Z EAURERN
729, [10.51#]
16.5 HEittt
FE ISR B I ARH L.8mg/ kg & MiHEHE L2 & &, S HLEME T
PG RmOK24% HBSMMAE & L TRFEERICHEIES 1720 (HEAT— %),
166 HENDEREH T 2EE
16.6.1 BipEREEEE
TRIE s & T O BB REREE % 473 2 3% ML IR S5 R LA HI 1 2mg kg & 1%
L& EEOFKERERSEICBI5MMAEDAUC-co KU
Cmax (I B IER BH X 0 R1LIOK D21 TH - 729 JFEAF—
%)e [921218]
MMAE O3 BE S5 2 — %

. R .

AT D) [ (3 | By | 10
AUCo- 0.85 1.09 1.90 1.16
Cmax 0.78 0.92 207 1.10

BRI T BH DI8F X — F IR 2 %A
ERRERE (2 LT F= 20T T AH) (B (> 50 ~ 80mL/min). HEEE (30
~ 50mL/min), FEE (< 30mL/min)

16.6.2 FFipElES B
WL & T E O NFARRERE 5 % 3 2 i Mg lf s A IS AR A 2m g/ kg & 3%
Hl7zk &, IFRReR s EH 2B 2 MMAE ® AUCo-00 & O Cmax 3T
BEREIEHBH X D3R LT RMETH - 729 WHEAT—4), [1.2,
9.3%: ]
MMAE O3B 5 X — %

TR A
$5 A — — - — #at(n=
STAY R e [ (n=5) | =D | o 07
AUCo-« 351 221 1.77 229

Cmax 279 1.63 1.21 1.68

HFBEREIEH B /8 5 X — & (IS 2 AT F 3y b
JFBERERLE (Child-Pugh /380 - 85 (A), BB (B), HE (O

*16.6.3 /R

(BRIIIEAMEOCDIBHNFT XU L /NERUKREETHEEY >/
fE)

(1) 25D E18 AR O H A NN 3 IS 1 AH1.8mg/ kg % 1k
e L 72 & & OARF O MG IR EHER L OSEW B RE X 2 — & 2 DL TS
R LI HIZxd % 20 HP 5K AUCo-7 2 O Cmax O &M 3
FNZN09569% F1.082TH V). AHI OB 2 ERVEIRIBE S e d o

710,

KEIOMEFIRENHES

—— 1.8 mg/kg (n=6)

AEIO M iEhiRE (ug/mL)

0.1

14 21 28 35 42

0 7
PEREHZBAR(A)
KA OIEYBHE ST X — 5
e - Cax AUCo-1 ti2

Ji] % (ug/mL) (day* pg/mL) (day)

28.77 71.22 4541

1

1.8mg /kg (25.88) (29.48) (37.65)
(n=6) 9 29.76 62.10 5.101
(9.049) (4652) (56.78)

AT (% ZBERE0

17. ERERR AR

171 AEROREM(CEET 25k

(KRBEDCDIRFEDFK Y X2 1) L N[E)

17.1.1 EBEFAFE IHRR GEERER)
KBHEOEIT (Ann Arbor I UIIVI) WAy R Y F ) v E
B #1334 (H A& N B #2300 % & oo A HI+AVDH G- 0 66451,
ABVD #5152 67061) %3212, ABVD#G-ZxEE L CTAA +AVD
e 5 DA O 4 % FF L 720
FEFHMEE Td A BIEEREAF IR (mPFS) ™ X EMR TS TR
HEZEHSICE DEHI Ohdef)E) Sh, ABVDEGHEIH 3 2 AH)

+AVD 5 BEDOERIEDHGE S 7z 201744 A20H =% 71 v b+ 7)7,

1.0+

==

1) AEI+AVDISE

2) ABVDIE5H¥

0.6 o

0.4+

b Bt et R

0.2

0.0

T T T T T T T T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
IEEMUB LM (R)

at risk #

1) 664 637 623 600 541 528 513 493 463 439 347 328 309 196 185 169 96 85 77 26 24 21 4 4 4 0 O
2) 670 636 626 593 521 490 474 459 432 413 326 306 292 177 164 153 76 66 62 16 13 12 1 1 1 0 0

Fpep) g 2D IBIE IR AR AU ] 0 Kaplan-Meier i} (201744 H
20HF—=%Hv M+ 7)
Bl B S 1) 245 AR RRBRSEA (el o)

AH“AVD LGRS | ABVD 5B
(n=664) (n=670)
mPFS £ N> b
" 117 146
(gsg/o‘ g;;%]; %‘) . 0.770 (0603, 0.983)
pfi 0035
mPFS O () NE #6) NE
(95%fF M X 117) (482, NE) (NE, NE)

#D AR +AVDHEG 4EBZ1IFA 7L E L, HH A2 VO RTISARIE. F
FVUNE Y VRS mg/m? ¥ YT T AF Ui 6mg/mi A NINT v
375mg/m* AF1.2mg/kg DU HIRNIE G- L7ze TREIRKE6TA 7V F T
DKL 72,

72) ABVD#G- 4z 14 7 ve L. £ A2 V01 RCI5HEIIC. FFYIL

Yy U255 meg/mt. 7L< A4 Y VHHERION AL /mE, ¥ YT T AT Vi

Wi 6mg/m® ¥ VY ¥ 375me/mPOMEICEHIRPIE G- L7ze Sz k6

A7 NVETHDYEL,

ANY ST 2HLL LT, HWBOMEATROEEITMZ, 702 bT4 ~

TR T I BT YL H S 2 H A0S & 0 SE A & RIS AU HUAT AR L

BRI & 52 7236 b &0 CmPFS L gk L7z,

114) MEAEZALOREHIN T2 & 2 K51 Cox Il € 7 v

11:5) MEAEZALO RN T L 2 MBT 75 > 2 Mo, A EKEEm1110.05

#1:6) NE : Not Estimable (€43

13)



FIVERIZEBUBEE (. AHI + AVDHG-BETIT% (641/66261 (HARAN1061E
) KO ABVDH5-EETI4% (617/65961 (HAA13BIEE)) Th o7z,
FREERIE. IR ERIRAE (RH+ AVDHES-BE55% (366%1). ABVD
e 5-841% 27061). DATRIME). B (48% (319%1). 52% (342f1) ).
AL (33% (216M1). 25% (168f1) ), Mait: (27% (18211). 24% (156%1) ],
R P& = 2 — 18— (27% (180%1).16% (107#1) ). 955 (26% (169
). 27% (17861) ). Khtk = = — w85 — [(25% (163%1). 11% (7361)].
WiENE (24% (15961).20% (13561)) B OFEEMELF ek AE (18% (120
Bl 7% (4661)) TH o7z

%k (RIEFD CDI0MZMEDRIEME T MY >/ E)

17.1.2 EARSF IHEHE (CESRIERHER)
HKIBFD CDI0BFED ARV T AN Y >/ JEEFED 4526 (H A NEH43
Bl& Erteo A+ CHPHG-BE) L O CHOP #5719 £.22611) & K412,
CHOP#45- 2 1 it & U CAGH + CHP $%5- 0 A I I O 4k % 5Tl L 70
FHEHIEH Td 2 MHUEAAANIN (PFS) w0 (EHER IS ThdeklEZ
A& X Ml (hyeflsg) Sh, CHOPHRGHEITH 2 4K + CHP
GREOBBYEASHEE S e (201848 H15HT =4 A v b4+ 7) W,

1.0 f
0.8 1
=" .
3 064 ooty oo 1) AEIFCHPHSE
= 8
i .
#
B
o044 L
2) CHOP# 58
0.2 4
0.0 T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
MEBAETFHE (R)
at risk %
1) 226 175 149 134 108 81 64 38 24 9 3 0
2) 226 157 129 12 87 75 63 44 26 7 2 0

R 12D B TE A7 ] ) Kaplan-Meier #if# (201848 A15H
F=Fhy hET)
B A ) 25 T AH RRBR G (PP el o)

AH) +CHP e 5B 49 CHOP # 5+
(n=226) (n=226)
OS o ufiti () NE #19) NE
(95% TEHA X [H]) (NE, NE) (542, NE)

TET) R S NI IALEEN S, S TEARMEARMIL )~ 2%0E (SALCL) -+ ALK By
PERI, SALCL - ALK FEPERL, AASPE THINL Y > /3 - JEd§5e % (PTCL-NOS),
M SRS ERE T AN ) > 73l (ATTL) B TR FL s, ) > 7 $HE (ATLL)
T BE T ML Y > 25 (EATL). FFRET MY > /5IECd b, FFT iKY
>Nl & B < A C O BMLER AL 0 BESHLIA AN S 7z,

7:8) A +CHP &5 MM %2 1A 7 VE L EFA 2 VO1IHHIL. Y27 akA7 7
I FARI750mg/m% K ¥ Vv E ¥ VEEEES0mg/m? A#I1.8mg/kg % ik
WG L, %4 27001 ~5HHICT L K=V »100mg (EPWRKR) %
%595, Tha6 ~8H A4 7 VgL 7z,

##9) CHOP#:Y5- : 3% 194 7 Ve L, £HAZ7VOIHHIL, Y70 KRAT 7
3 FARMT750mg/m2. FF VLY ¥ VEEES0mg/ms. ¥ v 2 ) AF Ui
1l4mg/m* (LR 2mg) Z#ifIRAES- L. &394 27001 ~5HHICTS L K=
»100mg (HINAKRR) 2R IH%5$T5, Tha6 ~8% 4 7 V)L 7.

HE10) A XY MCHEYT 2 HE L LT, WS OMIT RO IR AR 395
PGEATIZ X D A AL Z 2T A b SO TPFS L L 72,0

111 MEAEZAL ORI T2 X 2 ka5 Cox M) € 7 )V

112) MAELALOREHIA T2 X 2T 75 > 7 BoE, 47 8KER0.05

#%13) NE : Not Estimable (Hf43E)

HIPE I ZE BV, A +CHP %58 T90% (201/22361 (H A A2061%
#)) RO CHOP#5-1#C85% (193/22661 (HARAN23BIEE)) Th o7z,
FLRERE AR = 2 — 1% F — URH] + CHP #%5-1£44% (9861) |
CHOP#%5-138% (87#1) . LUFIIED. 4Frh ekl AE (34% (7561). 30%
(6861) ], s (32% (7161). 27% (6161) ), fEF% (21% (4781), 22% (50
B BB (17% (38%1). 13% (3061)). T3 (16% (3661). 7% (16
)1 9857 (16% (36%1).16% (3661)) M OFEBEUF rh BRI AE (16% (35
B, 12% (2861)) CTd -7z

* (BRXGHAMOCDIFBHEDAT XU L /NERUKRHEETHEY > /N

)

1713 ERE 1/ THHBR GFEHRHER)

PRSI HERTED CD30B D R ¥ 3 2 1) N e V4 B PR oAb R AR
Y oSIEBE (BRECBRS U 72 B2 M s MR L KM )~ /S &
Brd) 2R L LT EUMS— bTIE. ZRZNIB 5B AH]
1.8mg/kg ##45 Lo AANI 3B A 144 7 )V & L, HukdkiEc
UL ABVERYERKRIOY 4 7 VE TG Lz, ARIkE TROLEBY T
BHo7,

FEINGERSGR (55 T S— 1) (Fhek) )

R REHIIE H Ca % 44 (0S) 13, CHOP#%-5-8F & i L TAHI +

CHP #5-# THEEHAI IS

Sy MET) W,

BARERDRS S5z (201848 H15H 7 —

SRR | CHOPRE R AYF ) 25 | R BRI LRI I
(n=226) (n=226) ) (n=9) (0=5)
. SEA T
PES 4({’;)/ M 95 124 IR (%) 5 (56) 180
- 7S (PR)
s 071 (054,093) B (%) Ly L
o %% (CR+PR) 67% 100%
i 1;{( 00110 (95% X ) (299, 925) (549, 1000)
PRSI | P, HITEFISEBURER . 100% (14/145) Tdbo 7o, EAMIEMIE. KhEkiR

AhE86% (1261). U ¥ ERIEAME. AMERAE (BLE. 71% (10%1)).
KPR E = 2 — 1 8F— 64% (961). 9E9736% GBI). £, HiHEE
% (DLE. 29% (440)). LDHEM. 5695, AR, ALT#. AST
B, L RAGERY: (MR, 21% BH)) Tho 7.

17.1.4 B THEEER GFEREER)

FEFE U HERTE D CD30B D ¥ F > ) 8BRS (H R MEAae
hif) 102602 3502, A#18mg/ kg & 4% Lize AHNE 3HMIZ 1M %
1A 7 nE L, PEREEICEEYS L2 WD iR K16% 4 7 v TG L7,
ANERTEROLBY TH o722,

YN TOAGRBRSERT (k) 5E)

KFYF Y vo8E (n=102)

SE4ATREfR (CR) BI%L(%)

34 (33)

3 1EiE (PR) BIEL(%)

42 (41)

ZA)# (CR+PR)  (95% {5 X )

75% (64.9, 82.6)

1.0 4,
osd 1) AH+ CHPHE S Bt
g 061 2) CHOP# 52
#
£l
&
0.4+
0.2+
0.0 T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
2478 (B)
at risk £
1) 226 208 193 184 159 128 108 83 45 20 4 0
2) 226 196 181 158 140 121 103 79 46 22 4 0

SEAFII @ Kaplan-Meier fi## (2018428 AISHF—% A1 v v+ 7)

FIVERIZE BB X, 91% (93/10261) Tho7z0 TARREMIE. KM%
=2 =8 —42% (4361). HE.35% (3661) K OV 5734% (3541)
Tho7ze

17.1.5 @58 T HEHER GFEREER)

FEFESIT B PE D CD30F DA S PR AL KM ) > /IR (B I
RS L 72 B ISP S AL R AL U > /SR 2 B <) 581 & i 4212,
AH18mg/kg G- Lo AFNIZBITIMZ 144 7 v e L, dukdk
HEIZHEM LR WY RRI6% A 2 Vv E TG L, AaitkdTHRO LB
D Tdhorzi,

AV A TANRRER G (T JuflsE)

GG PERALRMIN ) > /)

L % ST I 545 T AR Rl At
RFH +CHP #2518 ) CHOP ¢ -
(n=226) (n=226)
0S4~ Mg (1) 51 73

(n=58)
SEA R (CR) B4 (%) 34 (59)
% (PR) BI1%(%) 16 (28)

2% (CR+PR)  (95% {5 B )

86% (74.6,93.9)

A= FH
(95 5% [ 1) 0 066 (046, 0.95)
p i 12 0.0244

RIS BUBEE X, 91% (53/5861) Td o 7zo LB L. KA
o2 —u8F—41% (2461). HE.026% (1560) KO 5722% (13461)
Tho7ze



*17.1.6 B E LHEHR GFEHRHAR)

TEIE S B R 1 > CD30B 1 > AP T Ml 1) > /#3551 & 3 4
AHL8mg/kg BB G Lzo AFNIIAMICIMZ 194 7 v &L, hikde
HIZHA LAV RS Lo AR TROLBY) TH o721,

N TOAHRRBRART GRBR R EE R )

MR | AR T M
At (n=34) | WTHIRY >~ | V¥ oS- Ik
2SJE (n=13) FrER! (n=21)
SEAE TSR (CR)
B (%) 8 (24) 5 (38) 3(14)
B s (PR)
B (%) 6 (18) 2 (15) 4 (19)
Z&3)# (CR+PR) 41% 54% 33%
(95% f= HE X 1) (24.6,59.3) (25.1, 80.8) (14.6, 57.0)

EIVERZEBUBE X, 80% (28/356]) CTh o7z LARIMEMIE, KRV
=2 —m3F—37% (1360), 9£9720% (7B]) TH o7z

*17.1.7 EIRE I HEER GEEHRER)

2% DL 18R A O PR3 S HEATE D CD30Rs Dk ¥ % > ) VoSl R O
LGVERIACKANL Y >/ B (B2 RS L 72 BOW S PR LR
MY >N EEF L) ERENABI RO 26 & 1S, AHIL8mg/
kg Z ¥ L7zo ARNI3BMICIMZ 194 7 v & L, bk dEEICEEs L
BV IRG L7ze AR TERO LB ) Th o720,

FEIAEE T AHBUBRNGRT (TR SR AR D M H) 52 )
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1.8 HIXE ()

1.8.1 ®EEXIIHR, AZERUVEBEEDERTEDIEH

1.8.1.1  FhEEXIIHHER, RUVZDRERM

1.8.1.1.1 heeXIFHE
QALK FAE LBt O UIBRARBE 72 AT « BRI DI/ INHI I
O SUTHEEME D ALK B A B R BHIE ORI IHMAR U o/ fE

5. ZhRESUIEN R BE T S R

(ALK [ A 1Bt O WIBRASGE A AT - FEE O I/ Nl i)

51 TR AEAT DHRMEIMEMBKICBIT A2REICL D, ALK @& &Es s
RINT-BEICESTHZ L, BEICHT > TE, KR I IRI 2 WSS 2 F v Tl
ETDHZ L,

5.2 AFNOWit B FHRIET T B R OVREVETMENL L TV,

(FI3E XUTHEEYED ALK G is B O R AL MR U > i)

53 TR AEA T DHEE X IMEMBKICE T 2BEICL Y . ALK @A B FBEDN
RENEBREICRG T L,

< TARER S A BN >

1.8.1.1.2 #heEXIIZHERDHTER K

R RAILY >3 E (ALCL) 1%, MuREHiR CD30D R B 2R & T O/ T
KOYNK Mg U o REOFHIRL O —2Z 5 I TW5, ALCL DN, KLU v JExF—+F

(ALK) E5 ISR FED GRS b, ALK Z U237 B0 B4, ALK Bt ALCL
WIS,

RN D FFFE SUTHEEYED ALK B> ALCL (2%F U CHERE S 2 REuEyape iy, i 2eiis
WA RT7 42 Tlk, ALCL DS T #aY o /8l & D 72 3 T EEAME O R T i
U LRIk U CHERR SN A TBHRIED R ENTWAH D, Z DR THEIIHEEED ALK Bt
® ALCLIZ%f L CORIELE SN AIREIRIT RSN TV W, L7eRn - T, ENTIEHER UTEE
1BMED ALK Bt ALCL 12k L CHREA OHESE S N D IRIFIEIIFE L T 6§, B IR
PEORMME T HIIEY X ED X H I LV ILEWEFRO BT L CTHELE X D AR HETR R A3 56
ERTWBHEEZLND, EMIBEEZIRTA RT7A 2 Tlk, B3 SUIEHAMEO KRR T #l
U U Bk U THER S LD IEEE & L THKRRBR~OZNME DT Loy o~ TR RF
(BV) Z&TeREiEnTmiHiIn s,

INROTFFRE SUTEEEYED ALK Bt ALCL (2% U CTHER S A 15IEIE, AR L IREEIC A
A RTA NI REINTE O T, R UTEEMED ALCL %D LV IRWRBICK L THERE S
HIRE L L THEEN 2, /NEOFR SUTEEMED ALCL IZX LTV < D2DOTRE DA% S
NTETWEHOD, WFRHEERERRTERE LTI L TR 5T, AR ITHEEME
® ALCL 259 B HEHEIEIR L 72> TV D BV bEN TI/NEOBESITA L TWH7Ruy,

TLrF=7 (LLF, KH) 1%, FEEOENR Vb I AN — LB EHTSH ALK [
ERTHY, ARETII20144FC TALK fE B F5MEOUIBRAGE R LT - PRI O IE/INHIR i
JE 1 DRIRE « R THEBI N TV,

AL OV D ALK Bt D ALCL 12k 2 ARKN O F M, otk L OSSRy EhiE 2 33 5
7291, 6L EOFIE T EEATED ALK Bt D ALCL B3 & &f 5 & U= E R E 8 E N 1 FE
WER R BR (ALC-ALCL #BR) % %0 L7=, LEFMEEH Th 5 P IEE A5 oL
1%, 80.0% (8/10%1)  (MifHI90%IEHEIX M : 56.15~95.91%) TV, Zexh& HIE S - pbr#
DOWFRIE CR 25661, PR 7324 T ->7-, ALC-ALCL RERDE MBI DL OFE R TIE,
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1575% ATl O /N BE AR D ZE2h313100.0% (CR4AHBI) , 15mkLL B> ALCL B 6B DZERhRIT
66.7% (CR2fil, PR2f) , F7= BV OGEEZH T 5 BEHDOZE3)21360.0% (CR14], PR2
%) , BV OFGEZAG IRV EESHIOZE03132100.0% (CR5FI) TH O, KEHOH M
Y (1SR 1S LA E) BV IC X 2RHEEBICEAL T/ T EE 60T,

PLEL Y, AEHRGET 2008 - b8 % [HR UTERMED ALK a8 E 7O RSER
AR Y o) ERRE LT,

1.8.1.1.3  FheEXIIHHRIZEES 5 FE DR TERAM
AHKNOERFE2EBET 5 &, RFNCL VMRS NDNRES D720, ALK fEEE T
Bt 2 U e M IC L VR T D Z E AN EE TH D, AARMIERFESOE MEsEEZIR T A KT
e Téfﬁ@Tﬂ@)xﬂﬁ®%$7w:JXAakmfﬁ,InK%ﬁ@Aumk%
IS DORFEME T Ml Y > 8l & O2BEZ 0T TIRIE G HPARE SN D 72D, EERRIZEBWT
m%@%ﬁﬁm—%%m%%énfwéﬁﬁﬁﬁmiﬁéﬁmiofnuK&yﬂa®%ﬁﬁ
MR EINTWD, F72, ALC-ALCL RBRIZEBWTIL, HIEIEHR IR R S -/
FROWF N THIER M Y 01512 L > T ALK Bt ALCL Th b Z L0 EZR SN T
WAIERZxfg & LTz, BLEXD, ARFIOIRENGIE, WA OMEDZEREDO ALK MR
RICESWTRESND Z END %ﬁﬁ&@%miﬁ# (53 7R & A3 2 BRIE X3k
BB HMEICLY . ALK @EBEFHBHEPHER SNIZBFICEG T2 L, | &%)
TN RN BT 2 E O ERILIFLE T L& & L,
728, ARE|D ALK B AT BEOUIBRRRE /AT - FFR O I/ NS Om I 2DV T,
A%, W HERERRN O RS F B L L CTRR SN TWA Z D, TREICH:
ST, ABENTMEANZMESEZANCTHIET D &, | & 5] 2B L,

FHZERUVRAE RUZOHRTEER
1 HERUHE
(ALK G 8RBt O UIBRARE 20 AT - FRF8 O I/ itiee)
W, RAZIET Ly F=7 L LTIEB00 mg 21 H2EFR A& 595,

.8.1.2
8.1.2

(U EEEME D ALK @A & m B RAHIE Y o $E)
Wi, T L7F=7L LTIEB00 mg Z1H2EE OG5, 727 L. KHE35 ke Al
DA ORI 213150 mg &35,

< TRRER S B0 >

1.8.1.2.2 FRZERUVHAZEDEREREH

6% LA B DI X i%%@@m&%ﬁ@Aum%%%ﬁ%kLk@%%ﬁﬁﬁ%nm%%%
B (ALC-ALCL &) | mf%%ntﬂﬁ ESX, HIEMOHEEZRTE L,

ffc N J& OMAS B 35kg U\J:O)/J‘ CZUE, in vitro ALCL Al i 38 5 BH 35 1% 4 75 3 /) Sl i il e

(NSCLC) @%ﬁkﬁ&ﬁf%é:&%%ii,HﬁTRuK@éEE%%ﬁ®@%I%E
ﬁﬁ-ﬁ%@#¢ﬁ@%ﬁj’ﬁ#é%ﬁ%& HETHHAKE300mg % 1H2E#HS LT,
£7-, KE3S kg RiEO/NRITITBRFEREDP RN CEREEDMRE SNTBREEL B L0 L) I
TH12H _,KﬁMJBMg%mnE%ﬁbto

FHEEHMMIEH CTh 2 P IHIELR B S OHIEIC LD 38030%, 80.0% (8/10%1)  (Mi{H190%CI :
56.15~9591%) Th ->7=, BIKRHIFHIE B IZOW T, FREAEZBESOHFEIZL D CR F
1%, 60.0% (6/10%1)  (i{190%CI : 34.33~83.03%) Td o7z, ALC-ALCL RERDER/> B
DFRNFLOFKERTIL, 15 AT O /NEBEFAF D 253 313100.0% (CR4H1) , 15 LL LD
ALCL B#E6BIDZE5)21366.7% (CR2f, PR2M) , HH-EHIDOZZNZHEOHKE TIX, 300 mg/lH]
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BG83 221375.0% (CR4AHI, PR24]) , 150 mg/[RIH 5-41261 DZE5h#13100.0% (CR2
) Tholo, LAEXY, KRHOAEITFE D155, E R ONSHEARTEOERF |, & U300
mg/[F] 5 5451 e OV 50mg/[81 8 5451, 372 BARE 335 kg LA B} ONB5kg A D HBRF M TR X
REFRIZRNEEZ BN,

ALC-ALCL #RER CTHOLNTARIOREMET a7 7 A M, BEAGREISED ALK @E8EnT1
BitE D NSCLC JBEF THRONTZEMETn 7 7 A LV EB 60 2R3 70 <, ALCL B&EIZRA
DM EOBRITIRD biiginoTe, £72, KHE3S5 kg ARliiiD150 mg/[0l4% 5-61TlE Grade 3
U bofFEES, BELAEFEZLOBRETIEICES>T-HEERITRED SNT, KE3S kg L
300 mg/lal 54 & L L CABIOZ T 1 7 7 A MITH B RER TN EEZ B
776

HREGROT L7 F=7 L MAOIMEFRE RN PK /X7 A —H %, /INd150mg/[al 8 58,
/N300 mg/[El e 5-8E M OV N300 mg/[al % 5-HEF TG L7z, ZDRER, WTIho&G5RHCk
WTHERBOIEH2ENRO N2 OO B ENTRO b oTlz, KERGHIZ
BOTHRERICS, SEGRECBIT 2 ARKFOEMENREICH 60 EWNTERD bR o7, Tih
F CICSEE SNTZEWNIO ALK A &5 7B NSCLC AN BE RN b5 5z PK
F— A BRI U RHEH R BREE T LIC L DY R al—varT—X LRRBRTHE LN
72 PK 7—% (V¥ N7 7RE) OMBEMELZ#E LT, TORE, KRBTl ohz/hNNi%
EOTEEMOIE L ST ITHAEOHHANDIEL DX TH D EE 2 BN, /N300 mg/lal# 58,
% 300 mg/[al % 5-HE K% OVNE150 mg/[al# SEEOWTIIZE W T, YHHEE Lzl OBgE
BIZELTWD I EnERINT=,

Pk, RRBRCHRELEAFORE - HEIE, BRALC6ELL EO/NLEEDT- ALK B
P ALCL FBEFIZENWT, +obtEgEi R lfs i, HOREMEOM R ATRER HE - A
BThorLrEZLND,

¥, FEOWBIZBWCHE - A& M@EE, 7127 F=7& L TI1H300 mg %1 H2[A#
A%53 %, 72720, (KE35 kg RGOHE ORI G&IT150mg & 55, | Lol
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1.8.2 FEALDEEDRTEDRM

i LR ()

B EARAL

B

ik He
=

1.

1.1 AFNE, BERHCH0%S T DEBIRICBWT, MNAfLFE
B 72005 - BB A FFOERIO S & C, AWIENwEY) & )
SENDIEFNZONWTOREEEST D Z &, £, IBRBRBIZNL D,
BEXZ OFEICAER OEMEZ oA L, FEEET
NoFETHZ L,

1.2 AANIOFEZ L0 BUEMREN D bbb ZENHDHDT, ¥

HUER (B0, MR IR EE, mnk, FEEEE) O & OIEs CT M

TEOEZR Y, BEe 0279 28, RENRO NS E

[ZIEIARFI OB E 2 fIEd 25 72 Pl @ 2115 2, £, 1R

NI AR XL ZICHET 2 E O T ¢, MEMEMEESEDOE

EREWERBBUCET 28122 712175 2 &, [8.1,9.1.1, 11.1.1

S ]

il

EHERL,

2R (ROBEIITHERE LW &)
2.1 ARFIORST Ik UiaBUE ORBEERE D & 5 B
2.2 ISR L QWS a[RetE 0 & 2 otk [9.55 0]

EHERL,

8. EH 7 FE AR

8.1 MIEMIREEND bbb Z bbb, B, R K #E,
WK, FEEVEDOFHER R & & O T2 IGAITE, O E
ezt d bl oBEERET L L, 72, W CTHREZSED
Fhi7p L, BEOREEZ+SBIZET 52 &, LEIDE U CEIRIML
fes& oy (PaO2), BhARMEEFEAFIE (SpO2), MfildK BRI
FoER A (A-aDO2), Hiifi#Ee /) (DLco) HEOMREZIT O Z
Lo [1.2, 9.1.1, 11.1.1=K]

8.2 AST, ALT, B VU /LB EDOHMA LD FHEREREE 2N H 6 it d
ZERHDHDT, RFEGFITEMICAHEREERAEZ 1TV, B
DOIRBEZ + I BIET 5 2 L, [9.3.1, 11.1.25H]

8.3 AFHEREY, AMEBAENH SbND Z ENHDHDT, KK
Hr3Edimicmgme (EREEE, Bimekoms) 2170,
BEOWREZ+2ICBET 2 L, [11.1.35H1]

B, FEOME, EEREANEROS20FHEIL, LT Lol

82 NFHERERENDH L DLND Z ENHDH DT, ARG HIXEHAIC
FFHREME 21T\, BREOREZ HoICBlEZT 28, [93,
11.1.2%H]

EHERL,
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VOHFEDY AR T HBHICHET LEE 9.1, 9.1.1
9. 1A PHE « BEEREDH 5 HBE EHERL,
9.1.1 FEMMEED S 2 BHE X XZ OO H 5 B 9.3, 9.3.1
MM BB I ET 28200 H 5, [1.2, 8.1, 111,15 | BHE L,
iy 93.2
9.3 JFHREREE B 223060855 1 5
9.3.1 FFSREREENHET LI BENAH 5, (82, 11.1.25H] (CFRk2946 H8H)
9.3.2 1% E (Child-Pugh /7% B) X OVEE (Child-Pugh 7081 C) DT | (M-S, HAKMZ
FERER E AT IZB VT, AR MFEFREN LA T2 L oWME NS | k485,
5. [16.6.1504] 9.4
9.4 AIHEEE AT HH A 0608 55 1 5
PENR ATRE 72 Ao MR UE, KRGt R O 546 T 1% — e IR e 706 | CERR294F6H8 ),

HEITH X HHFET L2 L, [9.55H]

9.5 4fhm

BT b ATATHR LTV D ATREME D & 2 ZeMEIC i35 Lisn 2 &, i 52
B (7w b, 7P ZBWT, - BIEOREL, FEE, WIERE,
BARERENRE SN TND, [2.2, 945 H]

9.6 #%FLhw

BIR LOAWREL O AREDOFSMEE EE L, oMk UL ik

9.7 /A%

(ALK &85 T B IE O YIBR R BEZR LT - B3 O I/ N fiifes)
N RR L U BRI L TRy,

(FRFE ST HEEAYE D ALK @G B BE DRk U o2 S
6 A D $h 8 S 1 T AR R BR TR s ST 5,
9.8 EilHE
BEOREZBE LN OHEEICERET D Z &, —RICAEHEBEENK
TLTWAZ ENE,

B, FEOR, FEOE A AT HEEITHEHT 2FE D934T
DOFHEIE, U FERotz,
9.3 AFHkREREE B
FAgRERE ENEET 282NN H 5, (8.2, 11.1.25M]
AFNOMAEFIEEN EH+ 2 L 0@ENRH D, [16.6.151]
9.7 /A%

(ALK @ &85 T Bt O YIBR R BEZR LT - FF38 O IE/ N Aa i)
N RR L U ARG L TR,

(B SUTEEEME D ALK B A B AR T B ORI Ab IR U > &)
REN, FAER, LR XUL6AT O & k5 & U7 iR ek
Fii L TR,

PRSTAT IR N ZE 386 5,
I A e O B I
R 2 R —
o[RS S
% CERR314E1 A 17
H) 1253 &, BEEN
VB 7R B R % B R,
9.5
EHERL,
9.6
H A FE 0608 55 1 =
(CFR29%F6 H8H),
TG A Ry I 322 4t
AR B EAS (CFRk
3VAE1H17H) 1T
&, REAHE,
9.7
FE/N R A - R AR
FEE I - AR
A TR IR SR A X R
FEEAE CEAB14EL
H17H) oo x, 2
AT,

RAAL M Y > X
fili : ALC-ALCL R5a
DOFEPEEHE|ZEE S X
9.8

EHERL,
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MO BT,
102 JFHEER HHICEETHAZ L)
K4 B RE IR - H 18 715 HEFy - felsfR -1
CYP3A [HEH A H @ o B R EE AR K ORI I EI
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& BENE £ 5B 21579, CYP3A BHEA
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WD T 55 W ER K~ D
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B2, BEOREE
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O E S Hu i 4
R R S EE N % Al RE
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77 By
[16.7.25 4]
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NIFI T HBE N
bHbHZ b, CYP3A
FHEAEH O 20 XX
559 W ER I ~ o R R &

EETDH L,

AAFORFI T FEIZ
CYP3A43EH 5 L TWw
H7-%, CYP3A #HEHA|
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IR EEDME 9% T aetE

N5,

o, BEOEE, MHAEHO1020#HI1E, UTERo7,

102 BEREE (BEHIC

EEITDHIL)

A4 5 EEARIERR « FEE A Hre - fERRIR 1
CYP3A PHEFH AR > 1 5w EE SR O AR I FE IS
A4 N7 ary—ERL, BWEHDORBICYP3A4R 5 L T

Yiray
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[16.7.25 4]

HENSEDI>BEN
NddDHZLEnb,
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WD T 55 W ERF A~ D
REEZEBETHZ L,
R ESTOHHT D
B, BEOIREE
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.

51-%, CYP3A FHEH
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DA AP E & i 5
FRREE NN % A RE
PENRH 5,
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(12, 8.1, 9.1.12M] i CRAIELA 17
e e H) IHESEHE,
AST, ALT O§INZ ) FFHRERSE N S S b Z L b 5. [8.2, | AF.001JP 45,
9.3.1Z2 ] 70289287 K
1113 GFRERIBL (111%), MifEkED (8.2%) ALC-ALCL BRI I
[8.35:] DERIBE 2L

.14 LS EEERE) e

B Z 04TV, BENED ONEAITIE, WNIESE, B X AR,
CT S DNERBRE TV, KFIOEEH 2 R4 2 7 Sy /e AuE %
11952 &,

11.1.5 IMA2FERRAE (BEERH)
JHFERIELENH HbND Z ENRb D,

11.2 Z DO RIVEH
15%L4 F 5%LL b~ 5% A BEARH
15% A
FERRARRE | TR L HEIR KRy = 2 — 1 3 F
A (23.4%) —, RERJE, fEER
Hbes | R AN, BB, WEH:, w#E
(29.8%) L, T E, W
I
HEER 2R Bk, BT S
&R FRER | ZAERE, Wk, M
Yy %, MG, S
i 2 if U o SEREO D /)R B
R g 5 FERERLIE, SERRE
(24.6%) %, NOFEE, TP

xR, TE - RIEERM
WARSIEGERE, £ D8
SE, W%, SERMEBEUE
B A% R i AL BT, A REHE

ik M e Y /LE | ALTH ECMENRAE 25, LDHEY
AN, AST |, dfuf | i

_k*

i Al-PEEIN
ik gz vr Bk REREE
F =N
53 ARwzige, FEMBsE, Zohi
JiE, PHBOE
FOM | IMHPCKIEM | BRIk, % | BB, mh N 7Yk
il U NEEDN, R ER I,

W7, PEHZRK, R,
[EHEPED F VY, A
1R, 7 R,
i = 7R
A, I PERTSZIR,
JESZ I, & Y et
My
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i EoEE () A EARAL

Rk, BEOKE, BEWEADOI12KTN1408H1E, T ERo7,
11.1.2 AFH§RERR S (BEFEARER)
AST, ALT, B U LE 0N %fE ) AFEREREEN D bbb = &

NHb, [82, 93]
11.1.4 L& ZEFL (iﬁr“ﬁ‘wﬁ

FLE DR LGAITIE, NEEE, BEE X8R, CTZHEDOMERMRA
ATV, $ﬁ@&5%¢i#é@k WH B 2179 2 &
14, W ForE BERL,

1M,1ﬁxﬁﬁ®&a

PTP Gl2ED AN PTP > — R bWV H L CARAT 2 L HfET 5
Nl mP/wb®M% XU, WS REREA~FAL, B
WX ZEILE B 2 LT%%M%%@E%@%%E%%%#%:&ﬁ%
ZDO

15.F DM OFEE EHL,
152 FEERRABRICE S I

BaERBiclsn T, REMFREANRO L, i 1-299K
75 BRI T Y e RS B E R R MEIGRD D e o T,

¥, FBEOKE, FOMOEEDIS208#HT, LTFERo7,

152 FEERARRBRICE S M

BEFEERRICE T, BEMEFHRIERIRD G, BIE 72298

25 RN ST RS B E R MEIIERD b e o T,

7 v MW ER G M Eiﬁﬁ kb\f Ol ~DEE (HEl Xk

U@%)IU CRERE & O E ~D2 8 (M bAk B IR OB & OY
O)Y’j/)) 75>n‘h??’)%ﬂ/b7”\_75> Euu}_h%"%ﬂqif@ﬂ/%ﬁa@%ﬁl9 f—L‘

*Eélwc nmy)%j/bfcﬁb)’)ﬁ_o




#20xx A xx HUGT (5 1R, ZhREZER)

Brik - EIRARAF

BAEZEFRIEES
874291
HUEMEE A /ALK D BEEHA ARES 22700AMX00997
BXHM : 34 TV F =T v B 55 B 4L 2015 4E 12 A
e U A S
7 LY 7L 150mg
ALECENSA® Capsules
#£ 1) ALK: Anaplastic Lymphoma Kinase (R5kV /3% —E)

T 2) HE-EMSEOLGTEICLVMATL L

1.
1.

==}
=

= D&

AHFE, BERFIZTAORIETESIEREHICEVT, BNAILLEEREICT T -
REREHOEMDE LT, AEENBEY LHIHSNBZEGICOVWTOAEET EHI L, F
f=. REBAICKNE, BEXEFTORKICEDHRVEREEZSHBL, REEHET
MolET L&,

o =<

1.2 REOREICEIYBEREMERENHOoODNDZ ENHLHD T, FPHER (BEh.
[Pk EE, ZiR. %2%F) OHIERVEE CTREZFOXRRELE. BEE+5|
L. BEHNR

:l:l

2975 C
LERFTRICITO22 &, [8.1, 9.1.1, 11.1.1 58]

NROON-HEICEARROREZHILT S5 EBUGREZITI L, T,
BEREVHIAREZENICET 2EEDT T, MEMMEEREFOEELGRERARKICEY

2’&3

IS I

2.1

(ROBHEIZFRE LGN L)

AHN DB T3 LI BUE O REERE D & 5 FBE

2.2 I SUIEIR L WD ATREME D B B Aotk [9. 5 B[R]
3. #ARK - MEIK
3.1 #ERK
k7 7 LY 7L 150mg
BRIy 1 5
T VU F =T IE RN 161, 33mg
(727 F=7¢ LT 150mg)
W% INEWY) : LK. B AT —A B LT YA R 7o
N

N m—AL TS Y UL RTT ) VY SRy

HTEN e TaAn—RA hTX—F o HLH U A BT
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VAN N % aly VA= Ry Ny o = = L A A

3.2 HWHOMERK
HR5E44 7 Ltk YA 7L 150mg
HIE WA 7 v
& I~ 0D [
G <j§ E
<| &
T 15
H & 400mg
apll =2 — R ALE/150mg

4. ShRER TR
OALK B E B FEED VIR RELET - BREDIE/MERL A
*OBREXIFHAEMED ALMMEEGFEIEDORIEXMA Y /&

5. MEEXR (IZNRICEET 5T E

(ALK& B FIEEDOVIBRT R ETT - BFROIE/NERTmE)
*5. 1 + 7R A AT 2B E IR AR IZB T DMEIC LD | ALK EE B TBtE
DHER SN BFEICEETDHZ L, REICHTZ-> UL, AR INTIRINZEEESE 2
THET D &,

5.2 AAIDWBAMBMEFIHIEIZ T DM O BVEITMENL L TV7Rn,
* (BREXIIHAMED AAREEGFHRIEDRS LX) >/ &)

5.3 +o7eikBRAE AT D ERE IIMRAE R I D MAEIC LV | ALKRLA BB 7Bk
DHERINTBEICERET D L,

6. RZRUA=

(ALK R & B FEMEDVIBRTRELEST - B O I/

W, AT L7 F=7L LT 1A 300mg & 1 B 2 [EfEAKET 5,

* (BREXITHAMD AAMEELFEEORMERHARY) >/ \E)

WH, 7LV F=7L1LC1H300mg % 1 B 2[EEAHKET 5, 7272 L, (KE 35kg A
Do 1 Bl G-l 150mg &35,

8. EELEKMTE
8.1 MEMERIEEAD HbID - L AibHOT, A, FRELE %k, FHREDY)
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HRER DN & b oN T 5 EIIE, HONCEREE 222 T 0 L) BE eI L,
Fro. M CT SO E /e L, BEOREEZ+HBILET 52 &, MBI U THIRIM
feR ot (Pa0y) . BONRILAESREOFNE (Sp0,) . Ml SQENRIMARSR /3L (A-aD0y) | ik
WEES (Dleo) ZHOMEEITH Z &, [1.2, 9. 1.1, 11. 1.1 B[]

8.2 MHRERENHLDONDZ ENH DD T, AFIEEGHIXEHICHERERE 217
W, BEOREE HoIcBlgET 52 &, [9.30 11.1.2 2]

8.3 4rHhEkEA . AMEKBADENS LD Z LB DO T, AFIES FIXESEIZ M
A (MEREEE, AmERDESE) 2170, BEOREZ HICBET 52 L,

[11.1.3 ]

I . BEDERZETHEEICHTLHER
9.1 AfHHE - MERZEOHILESE
9.1.1 MEMMEEOHLEEXIZOBREFEOHDHEE
M MERE B R BT ET 28200 5, [1.2, 8.1, 11 1.1 Z]
9.3 MFHEEEEE
FFRSRERE N IET 282 b 5, [8.2, 11.1.2 ]
AFNOMFERREN EH T2 L 0@ENH D, [16.6.1 5]
9.4 HJEREHETHE
BEHR TR 72 20 PRI, ARAFIB G J O 544 T # — E IR U1 72t 217 © X 9 FRi
THZ L, [9.5 5]
9.5 4R
I b AR L TS ATBEMED & D EIc i3 5 L2 &, @k (7> b, U9
F) IZBWT, I - BBREOFRT, WE, NIRER, BRERSERHE STV,
[2.2, 9.4 ]
9.6 RILIF
1B EOFIEHER ORFRBOARMELBRE L, RALOMEUITILZHmF+22 &,
t MEAFA~OBITICOWTUIARHTH D,
9.7 /R
(ALK RA & B FIEMEDVIBRTRE LR ST - BHO I/
AN kG & U T BRIRERBRI L T2 L Ty,
* (BRXITHAMD AAMEELFEEORMERHARY) >/ \E)
AR, FrAER, AL 6 ARG O I &2 kG & U7z BRRREBRIL I L Tuieny,
9.8 E#E
BEOREZBIE LN DHEEICHRES TS, —RICAEEBREMETL WS Z N
EA0%
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10. fBEEF

AFNZ. F FZ v —AP450 (1T CYP3AL) 1Tk > TR END, £/, in vitroRBRIC
BT P-FEE A L OFLmmEZR B (BCRP) DOFHERD bl

10.2 GFREE (BFRIEET S L)

SEHI4 5 BRAIEAR - HEE 515 BT - falRR -1
CYP3A BHEHI AFNOMIEFIRRED EF/- L. |[AFORHNZILFIT CYP3AL A
A rT7ary—n & RIER ORBUBEE N R £ 2 B85 L T\WaDH 728, CYP3A fHE
[16.7.2 &[] ZRRHDHZ LD CYPIA BRI & OPFHIC L D . AAIOMK

AR D 7200 ST 5 O FEH A~ A PEE S A e v i B )3 1Y
DODRBEEBET D &, RLNT 5 AlREMENH D,

FRTOPRT 2%, B
DIRREZEEICHE L., BIfE
MHRBUCHPEET D Z L,

CYP3A #5554 AF O M AEFRREDMET Uy (AR ORENTIZTUT CYP3A4 23
Vo7rrevy & ARFNOH I EETTT 2 BE G LT\ D7, CYP3A 74
[16.7.1 &M] N D Z & D CYPSAFHEA & OO HIZ LD . AF DR

VER D 720 UL IR O ERF A~ DR 23S L U i S i B MK T
REEZBET DL L, T LSRR S 5,
1. &l4EFA

ROFWERNR D BN D Z LD DT, BEELT7IATV., BEPED ONTLGEIC
TG A LT 52 PO ALE AT 2 L,
1.1 EXGEMER
*11.1.1 EEMMmEE (5. 3%
[1.2, 8.1, 9.1.1 5]
11.1.2 Fr&aefEE (BEAH)
AST, ALT, B UL EFEDOHMAZ LD HERESNO NS Z ENd D, [8.2, 9.3

e ]
*11.1.3  1FdEkEA (11.1%) . BMmERREL (8. 2%)
[8.3 &[]

11.1.4 JHIEBEZF (BEERH)

BT S IEAITIE, NIESI. B XA CTZOMBERREZITV, AFIOKE
Zlkd 57 EEURAE AT O 2 L,

11.1.5 MiEERAE (BHER)

JHEEARTEE N S LD Z END D,
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x11.2 ZOtOEIER

15%LL = S%A i
At
FEfRf (R B - KM= 2 — R F— R
& (23.4%) R {BAR
o |fERS OPNZe, B HIBR, e, A, g
e (e R
(29. 8%) Oy, T %‘ii?
TEER 25 BRIk, DVER T i
s O s i
— F— 5gik\%w ffige. i
JIiIR7: 2 i U v NER B /N >
R & Wit %ﬂ%&%%
JROREE P2,
#Z
R i (24, 6%) JEER RN AL N&ﬁi\
P T 5 FEE. . AR
JiE
B A&
ﬁﬁ W RARGE . A
ey e
T
FPlg | 8N, AST AL PERE A ¢ LDH HE AN
Hr AT-P B0
A0
e S
E] :‘/i%j][] B HE PR =
" MR, AEMEAE, ZERifE,
B ESE
FE P rYZUEY R
BN, ERERILAE ., YRS
o thEHZE, BB, EHEEED
R, 7% s .
Z O, |ifiHp CK #4900 " Fu, BAEOE, TR
RERIN, M~ R
LI, AMEVERTSE RS
MRS L, & U o BRI

5/16




4. EBRLOEFE

141 FEXIZAEFOEE

PTP @l ZEDHEHNL PTP & — bWV L CIRAT 2 K 588352 &, PTP v — F DR
BRIZE Y . BEOSLA BRI A~FA L, IR E B 2 L CRERIA R SO EE
BOHEZ T 22 L3 H D,

15. Z Dt DEE

*15.2  JEEGPREABRICE D < 1H¥R

BaEERBRICB W T, BEMEFRIEHIR O bND, BIia 28R ERFHRMET
S B H IR Do Y,

7 v MW ARG BRI BN T ﬂ%&®%%(5@m&@@%)%@:k
BRE K OB ~D s (FEMEAVAE I OB OF 2 OAD) RO L=, BRE
HELEH B CORBERED 1.9 FHYS TIERH btk o7 2,

16. =B E

16.1 MmeRRE

16.1.1 REKSES

150mg A 7 &L X% 20/40mg 7 7 EAED B VN T ALK il 38 A5 Btk D FE /Nl e fiti s £
F 34 B 1 7] 300mg Z 2= fEIy (Gl 2 i), &G4 1 RFFHER) (21 B 2151 10 A X
ARG L2 EOMIET T V7 F=TREOHR &L FYENRE/NT X —% | 20/40mg 7
TR NEV xS 150mg B 7 E VD Coaxs AUCLas DREATEEIE D bt Jr OV D 90% (S #HIX
W& FIoRLE Y,

i o0 90/40 n-,g-?;.‘f'ff WV
t—+ 150 mgh 7N

600

500

THIE (ng/mL)
400
L

300

200

100
1

m¥Ep7L 7+ =

fE e (h)
150mg 57 7"/ X% 20/40mg 51 7% 300mgl A 2 [AIIER O &5 (Z2iERE) o ifn jiE
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T Lo F=TREERS CEE EARER )

300mgl H 2 MR O# G (22E1) ofiEh 7 L7 F =7 Oy EHRE T 2 —%
-2+ FEE(R 72)

N Toax (h)  |Cax (ng/mL) |AUCrase (ng + h/mL) |ty (h)
150mg &7 7&/v  |34/4.54%1. 87390103 3230+914 13.4+8. 159

20/40mg 71 7 V344, 20+ 1. 77460122 37101040 12. 64, 947
“ N=21, " N=23

20/40mg 1 7R NMATKET % 150mg H1 7 IV D AUC a5 S O Crax D EA0SELIE D LE S OV D
90% 15 HE X [H]
HRMENHE /N T A — K B A SR D b B IE D Fe D 90% 15 #E X [

AUC1 a5t 0. 868 0.801-0. 941
Chax 0. 846 0.784-0.913
16.2 R4

16.2.1 BEOEE

(1) 150mg F1 7 & v % AN T ALK @l 8 As 1Bt o0 F/ N e i 82 31 4112 1[5 300mg
ZEfERy (BBAT 2 REE, BeE-1% 1 R R) SUIRRZRIC 1 A 218 10 A RFUER A #
L7 bE &, Tl IBFEORELZIT o723, AUC, Cox (FZERERFBE G LR TRIZ
BETRBEZ L2fFTHEmMLE Y,

(2) 20/40mg 1 7R NED BT, ALK BhEEAG 5 O e/ NI it B 6 1)1
300mg ZHE AT (FGAT 10 B, $#54% 2 BRI R) MIFAKICHRERO#SL Lz L
EOMEFT V7 F=TREOHBEZUTORII R L, 72, 20/40mg H 7 &L
Z VT 20~300mg =2 ZHi[a], 1 A 2 [\ 21 HFKEEGREORFLME O 3RyE) 6k
INT A =B EL TR LT, HEEGEIX, B%EGTAC & Culde b, R T
FEOBLZ L8 FITHIMU, T OFEIES BEEZ L T 5. 89 FFIZIER L7z, 72
B, KEKRGEENG 8 A AETICmMEFT 7 L7 F=7REITEFREBIOET S L
DREN, KEERGROT L7 F =7 ORNERETIZ 1 B 20mgl A 2 [ElizE76 1 [
300mgl B 2 [l 5 O#FH TRIEENRO iz b Y,
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)

Lo - casae,f &1 T 355
&3 t—t *%i%—'“-ff‘ !
iz

£ a7

=

& _

&« Z - ,

. —

' B

o '

N -

“:

¥ 24 l

mMUTTTT T T
0 4 8 24 32
F¥M] (h)

300mg Hilalfk N EGRFOMIEH T L7 F =7 REHER  (CF2fE AR HER )

oo
-1
[

HLERE AR GREOMET 7 V7 F =7 OEYBIRE /ST A —&  (CFEE - FEAER )

BG BB FRMNTL (h) Cuax (ng/mL) |AUCo72 (ng + h/mL) |ti2 (h)

20mg #ET |15, 97 4.52 143 42. 4

40mg FEET |13.97 12.3 248 26. 6

80mg |#fE T |1)3.98 41. 4 670 16.1

160mg [T 312.62+1.18 |60. 3+42.2 [1030+717 22.3+6.88
AT [32.6911.21 58.6+15.6 [920+341 17.7+5. 14

e AEHE  34.63+1.08 [118+52.2 2200804 17.1+2. 06
AT 6(2. 380.79984. 1+35.8 |1540+560 19.3+1.95

Home AEH  65.89+2.07 [162+63.6 (27001030 16.4+4. 14

1 A 2 FERARGROMET T V7 F =7 OFYEE AT A —5 (CFEE R ER
#)

1[5 B R ESRMN T (h) Cuax (ng/mL) |AUCo-10 (ng + h/mL) |ti2 (h)

20mg 22114, 00 25.5 220 39. 1

40mg Z2 |13, 83 63.9 479 9.37

80mg 2212, 00 150 1310 14.1

160mg ZefiEiy  |34.61+1.15300+1104  [2310+598 15. 1+2. 04
Zefiiy |33, 33+ 1. 1538541100  [2970+937 20.9+15.8

e AEH [35.24+1.13380+82.8 [3300+838 18. 5"
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ZeflE  16/3. 992, 17575322 497013260 12.4+3. 179

300mg

AiE#% 165, 32+1. 58528 +138 422041190 16.5+3. 839

“N=2, " N=1, ¢ N=5, ¥ N=3

16.2.2 NAATFRALAZEYT«

FERERA 6 Bl & X RICT L7 =7 600mg 2 Z HilEfR (45 L7 & & Ofkii /S A 47

RATEVT 41K 3T% ThHh-729 WEAT—H),

16.3 #fh

In vitroiREROFER, 7L 7 F =7 Dt MEEAKESRITZ 9% ETHY . FEiTT v

TIVITHEA L. a1 - BMEREREA~ORBAIXEEAERO LN, -, B b
B 5 MERBITRITF 80% TH o727,

El@7 >y MZMCHGRT L7 F=7 % 1mg/kg O ETHERR A& G Lz & &, K6

BRI A L, ~— =, BIE. . BRI & O W\%ﬁ%

R, KK, /MM, BRSO bR Sz, A7y MCVYCHER#RT V7 F=7%

10mg/kg DHETHEROKG LIt E AT G0 CHD 7 RUBEL A G EIC

BB BES R ST O

16.4 E#

In vitro fGHIERBROFER, 7 L7 F=71% MFBIZHB W T, EIT CYP3A 1T LR

NWTCEERH M4, ELT7+ U CEOBRRE., T v /b LIibEd) 24T 5

TEWNRENTZ, F M4, TV F=T LRBRED ALK Fu v X —EREE

PEDSRENTZ Y, 20/40mg 51 7 VEY & T ALK @A B A T-B5 1 O FE/ Nl i f8 s

6 B 1 (8] 300mg & ZEFRE S IXAEKIC 1 B 2[8] 21 BRKERO#EE L EDO N4 O

AUCo-1o CEHIME FEWE(RS) 13, T4 1980596 ng » h/mL & O} 2030+563 ng + h/mL

Thole, RERITKT D M-4 D AUCo-10 DELHE CEAE L AEHER ) 1322 LK OV R

BEHEEHTENZN 47.2+15.8% K1V 49.8+13. 1% TH-7= 7,

16.5 HEtt

TRERRRR 6 il % XI5 MCHSk T L 7 =7 600mg 2 ZHEIR A4 E Lz & &, &5

5 168 RFH £ TITEG-HEHED 98. 3% 3 [EIR S 4L, FEHIT 97. 8%, JRFUZ 0. 467% DA

Srenghtt s, o, EBRRORPICHEISNZT L7 F=T7 OREIKIZ, 0

I RD 84. 0% K TN0. 1% K ThH 729 GHEAT—X),

16.6 ﬁi@%%%ﬁ?éﬁ%

16.6.1 BFieEfE=ESE

A f(%ndm@ YEB) KOVESE (Child-Pugh 230 C) DRTHEREEEBRE % 8 il %

RIGUZ, T V7 F =7 300mg & HERE O &G Uiz & & O3EWEhHE 2 A% 8 5] & Lk

L., TFHEREREE N T L F =7 OFEMEREIC G 2 5 WBLZ G LR e RIRT 2

GMNEAT—%), [9.3 /]
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TERERR A

(ZKRF 2 AR OO TR RE b

B 2 R

KA I D L Jo O DAFHH XA

e bS]

FL7 VI F=TEERE ST A—Z D

Y ERE R T LA TEFE R AN R 2 AP RERR = B E O S EEIE D LD 90%
A— : ST EREXRE
KRR 1.60 1.05-2. 43
Rt (M-
0. 806 0.502-1. 30
AUCo-oo 4)
R4
. 1.36 0.947-1. 96
7E 3)
KRR 1.28 0. 865-1. 88
Rt (M-
0. 646 0.362-1. 15
Crax 4)
R4
- 1.16 0. 786-1. 72

fEFERR AR 2 EE OFFERERE ERE [CRBIT AT L 7 F= T HMBIIE /R T A —Z D]
SEAIE D b g OV OAE HE X R
Y ERE R T LA TEFE R AR 2 AP RERR = B E O S EEE O LD 90%
A—H : S THIE D H EREXE
KRR 2.20 1.31-3.69
Rt (M-
0. 656 0.269-1. 60
AUCo-oo 4)
R4
. 1.76 0.984-3. 15
7E 3)
KRR 1.00 0.551-1. 83
Rt (M-
0. 608 0.266-1. 39
Crax 4)
R4
. 0. 981 0.517-1. 86
7E 3)
*16.6.2 /IR
PR3 SRR IED ALK WG BAR T BHTED R IR U > g/ N (6 milL B 15 7%

Kiit5) 4 % x5

. 7L 27F=711a300 mg

(IR 35 kg L L) 25U NME 150 mg (K

H 3bkg ARfi5) & 1 H 20821 AMER ARG L L 2 oMEh 7T Vo F =7 O3y
BB RTA—ZHUTITRLIE Y,
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1 H 2EMEROKSEROMFEFT LI F=T70
HRWENRE N T A — X (CEWEH + R RZE)

&gﬁ 1@&%‘% N Tmax Cmax AUCO—IO
(h) (ng/mL) (ng*h/mL)

K 35kg Al 150mg 2 3.96 507 3500
+0.0589 +234 +1680

K HE35kg LIk 300mg 2 4.93 713 5820
+1.47 +317 +2260

16.7 EYHEE/ER

16. 7.1

CYP3A FEEA|

RN 24 Bl %51 CYPSAGBERITHDH U 77 LV EVOUFANT L 7 F =7 600mg
B2 WA 5 ORI EIREIC S 2 DB AR LR ERIORT Y WEAT—4),

[10. 2 ]

CYP3A FHE AN OIEPEHRRZ T AUFHED T L 7 F =7 SEhae 5 2 — & O[] E-HI il

D ke e OV DA X [
%%@%N?fmA% Pq#ﬁ%ﬁmﬁ?éﬁ%%®%m%@W@@ﬁ®m@m%
—x : SEHIE D b (X
KRR 0. 268 0. 238-0. 301
Rt (M-
1.79 1.58-2. 02
AUCo-oo 4) 24
R4
B 0.816 0. 740-0. 901
VE 3)
KRR 0. 486 0. 435-0. 543
M-4 2.20 1.90-2. 55
Cunax 24
R4
- 0.961 0.877-1.05

16.7.2 ZDHdEX
fERE R 16 11 2 550 521 CYP3A FRERITH 2R o+ —L (ENKRER) OUFHNT L

7 F =7 300mg HA[EIRE M4 50 O Y BHREIC 5% 5

WEANT—4), [10.2 =]

B9
oA

B LR AR T W

CYP3A FHEAIDIEGF RT3 2 PR DT L 7 F =T S ENRE S T X — 2 DA fE

DK O DAE X
HEWENRE T A LAY N | FEOF RS R3 2 OF B O &M Sl EED o> 90%
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— 4 SEHED B 1348 X [H]

KRR 1.75 1.57-1.95

RE (M-

0. 751 0. 644-0. 877

AUCo-oo 4) 16

R4

B 1.36 1.24-1. 49

7E 3)

KRR 1.18 1.02-1. 37

M-4 0. 287 0.231-0. 355
Cuax 16

R4

- 0.933 0.808-1. 08

ALK B A B AR B IE O FB/ NI i BB 10 Bl 2B, 7LV 7 F =7 600mg ™2 % 1 H 2
IS G2 CYPSA DEEETHDH I XY T A 2mg ZHEIJF G LIt &DIF YT
LDIMBREICH 2 DB LTz, TORE, 24 T LAHEME G4 5 AH
PERBEGRHCRIT 5 I 7Y T 5 (REE) D Cray KL AUC)-o DEEAEEED L (HFH R
B/ B B [90%CT] 1%, FH 24 0.919 [0.648, 1.31] K0r0.971 [0.717,
1.32] THo7=" GMEAT—4),

fERERRA 24 Bl 23t e hU AR THERTO LY AT —VOMRART Vo7 F
=7 600mg 2 Hi[ERE 1 F GRFOMYBIREIZ 5 2 D HBE MG Lo, TOREE, AKIHM
BHRHCKRIT DY AT T — VO ERIZIB T 2 ARHK] (CRE(LER) D Cpax STV AUCh-0
DATFME DL (OF e 555/ B 585) [90%CT] 1, i 1.16 [1.03,
1.32] ROM1.22 [1.09, 1.36] Tho7="? BEAT—X),

1) 7 LRy Y 7L 20/40mg (FIRGEH IR,

H2) ARSI HE - HEIX 1A 300mg (7272 L, {KH 35kg Ajili O ARG bLARHMfL Y >
SSMEI 1 [E] 150mg) % 1 H 2[R A#%E-TH D,

1 3) EREHE LIS EE T A —F AW TR L,

17. BRER A&

17.1 B RUVREMHICET HHER

(ALK& B F GO VIBRTRELETT - BFROIE/NERSmE)

17.1.1 EARE /11 ¥85488 (AF-001JP &5&)

1 LU A UL EOALSRIERE 2 A9 5 ALK A EAR TR Y AT - PR8I/ Il i
BE LRI U725 T/T1 FaBR O TTARE Sy (46 #) TAHIZ 1 [B] 300mgl A 2 [A]ZZ)F
e (P GeRl 2 RS, #2504 1 BRAGA) 1@ AR A& G S - BE T 2 BRI
93.5% (95%[ZHEIXE : 82.1~98.6%) TdH o719,
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BIVEF R BUSEE 1L, 96.6% (56/58 fil) Toh-o7-, FARFEIEMIL, mA eV e 8
36.2% (21/58 f51) . BRTEHH 34.5% (20/58 ), AST ¥4/ 32.8% (19/58 f51) . 127 L7
F= NN 31, 0% (18/58 ) . fEAS, F&IZ4 29.3% (17/68 ) TH o7z,

D) SRR b (THC) R OE in sitund 7V XA B — 3> (FISH) ik
ZHWT, UTHHRF R Y A T —E@8HUG (RT-PCR) 1£4 W TRAE S v/,
IHC{EE LT A M7 7 A ALK 1AEP*F v RBMEH &, 3o 3=4 Bk e L il
EIRFE AR EN TN D, £z, FISHEE U CHFFEREEE TR S 7= BAaiBE sl S,
UHRRATE & DRSNS HER S 7= Vysis® ALK Break Apart FISH 7o —7'3% v hvz v
SNEAREERE L TRERGTRR S T 5,

17.1.2 EAE 1] #858& (J028928 iXER)

{LSFRERIBIFE UL 1 VP A v O BRIER 2G5 ALKFE B T Y #17 - 5%
FE/ NI B 207 Bl 2 xf4c, 27 VY F =7 18] 250mg % 1 B 2 [A# 0 #% 059
HREE. AKI 1B 300mg &2 1 H 2 [MHEA KOG 282 i L7228 11 FHIEER T
Z AR A FM LT, FEFGEE H T o D3N HERS RIS K 2 MRy FE AR fE AR 1
LLFOEEY Thotz 7,

H2) BEARMN77 A2 ALK iAEP*F > ~ (IHC %) M UNVysis® ALK Break Apart FISH 7'n
—7% v b (FISHE) ZHWT, XEIRT-PREZHANVTHRESNTZ, EX T 71
ALK iAEP*% v h } N Vysis® ALK Break Apart FISH 7’m—7'% v MMIza v =W
FL L TRIERCAR SN TN D,

1004

F 80

4o

= 60

I

2 40-

%

F 200 — k#EQ038)

of = 7 1) S F = T B (1048)
1 3 6 9 12 15 18 21 24 27
wj I”B"j { ” )

SVRAIEROKEED>
A& 103 93 76 19 36 27 9 1 0 0
JIUNF=T78 102 86 65 40 21 14 4 0 0 0
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