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i Jid 4
a;-AGP a-Acid glycoprotein o-FAEREE A
AUCq.24n Area under the plasma concentration—time | 07> & 24 FF ] & C oD I 4 Fh i B -
curve from 0 to 24 h el R T A
AUC;,s Area under the plasma concentration—time | 02> 5 ME[REFR & C & 4 M L 72 Mg
curve from time zero to extrapolated infinity Hh R B IRE ] R TR
BCRP Breast cancer resistance protein FLIE MR
CL Total clearance REIVT TR
Cinax Maximum (peak) plasma concentration o e I A R SR
CYP Cytochrome P450 F 7 v — 2L P450
eq Equivalent of ['*C]Alectinib MCI7 v F=7 Y&
F Bioavailability INAFT AT T 4
GLP Good laboratory practice = 3K 5 D2 M BT 5 FERE IR
R 0> I it D FEVE
HSA Human serum albumin b hIE7 VT I
ICs Half maximal (50%) inhibitory concentration 50%PBH. = R
K Inhibitor concentration producing kops=kinact/2 kobs DS kinaet P12E 705 & & DPEE
e
K; Inhibition constant FH. 3 E 4K
Kinact Maximum inactivation rate constant e RARTE AL S B4
kops Apparent inactivation rate constant ST OATE ML BE B2
LC-MS Liquid chromatography—mass spectrometry Wik v~ ~7Z 7 4 —EH&IHT
LC-MS/MS| Liquid chromatography—tandem mass B~ NTZT7 4 —F 0T A
spectrometry R B AT
LDH Lactate dehydrogenase FLIE I K SRR
LSC Liquid scintillation counter WE > FL—a g —
NADPH Nicotinamide adenine dinucleotide phosphate, | 2l == F 7 I K7 7=
reduced form X7 VAF R g
OAT Organic anion transporter A7 =42 N7 VAR —4—
OATP Organic anion transporting polypeptide BT =4 N TV AR—F—K
UXRFFR
OCT Organic cation transporter EEOF A BTV AR—H—
P-gp P-glycoprotein P-HEE A
PK Pharmacokinetics W e
QWBA Quantitative whole-body autoradiography EmMEE A — NI UF T T 74
Radio— High performance liquid chromatography— | w7 v~ k77 7 ¢ —
HPLC radioactivity detection RERR
tin Elimination half-life {H -8
TK Toxicokinetics T axxs 7R
T/P Ratio of tissue/plasma concentration HELR/ AR B b
Tinax Time to reach maximum concentration B 1o T B 3 = R R
Vs Volume of distribution at steady-state TEOIRRBIZ 31T D 0 A FE
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9-Ethyl-6,6-dimethyl-8-[4-
(morpholin-4-yl)piperidin-
1-yl]-11-0x0-6,11-
dihydro-5H-
benzo[b]carbazole-3-
carbonitrile
monohydrochloride

TVIF=T

(BB E D R

9-Ethyl-6,6-dimethyl-8-[4-
(morpholin-4-yl)piperidin-
1-yl]-11-0x0-6,11-
dihydro-5H-

CH5424802-000) H,C CH, benzo[b]carbazole-3-
O\) carbonitrile
o 9-Ethyl-8-{4-[(2-
e O cN | hydroxyethyl)amino]piperi
| “ din-1-y1}-6,6-dimethyl-11-
CH5468924-000 N N 0x0-6,11-dihydro-5H-
() - M-4) HO\/\H H,C CH, benzo[b]carbazole-3-

carbonitrile

CH5507197-000
(L& : M-6)

8-(4-Aminopiperidin-1-
yl)-9-ethyl-6,6-dimethyl-
11-0x0-6,11-dihydro-5H-
benzo[b]carbazole-3-
carbonitrile
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2.6.4 EMBEABROMEX

2.6.4.1 EFEH
T L7 F=T R (LLF, A3 OEERICEBT WL, oA, R OBEmEER X E &
L CIERG R ik & [AfE, [AR#H D RecHan™: WIST 7 v FE O =7 A4 FLZH, in
vitro e N invivo (#8101 K OFRIRINEEG-) TR L7, & MCBIT 2 EE ARES, mERBAT,
M OSE A BEAERE, & NHSEREEZ W T in vio TR L7z, 723, &SRB A &IT
AESGFERE RO EEFR R E L,

o HTiE
TN, UHEXROI =7 A4 PALOMFERRERIL, ML GEEECRERLTEZD L
HEHNT, N)F—hankigikrse~ 777 4 —% 257 DRVEESHT (LC-MS/MS) (12
I ARG RRRE L LCER L (EE®PHIXI~250ngmL) , 7 v NI =74V
DO MAEH CH5468924-000 (LLF, M-4) KUY CH5507197-000 (LL'F, M-6) X, BREAK
DI AE 2 VT LC-MS/MS I TER L7z, E&EHPHIZ1~3000 ng/mL (7 > ) KO~
1000 ng/mL (I =7 A %N) Thd,

o RN
HeZ » b () ICAREKOWERZ 1 mgkg O & THEHRE D K OEAIRNEES LT & & D3Ry
e (PK) Al L7z, % 0#&5-REO MR ZLIRIR 3R 54 8.0FM T Chax ICTIEL, #&
RINCEBIT AWHEIEEM (1) T30 Tho72, ZOHEICBITAT v hTONRAL LT
AZ7EUT 4 (F) 1388.6%Th v, KEDOWHILERIULED T, FIRNKEGRORE 7Y
7 7 A (CL) 1X11.0 mL/minkg &/NE <, ¥RMIZEBIT D 61p3244H Th o 7=, EHIK
REIZEBUT D0 M AFE (Vi) 1133 Lkg & RE <, MDA RBRIZ I\ T3y B E 23 E K
I RE « IREPHIC A L2 & & —& LTz,
WD Z >~ b (JH&E 3, 9, 27 mgkg/H) KO =r 4% (H&E: 13, 4, 12mgkg/H)
(AR DG 2 1 B 1B ER OG- Lz & & OfE M OVCE $ 5 o i S RS LI B 1,
13EMEERE (GLP 3B) 2B A Fxaxx7 47 2 (TK) BB THiLZ, T v b
BT D0EFE (Cpa XN AUCo04n) 1E, B GRFOEHE 27 mgkg/H) ZFRE HEIZHAE]
LCHEML7, sEEEGROEHECIIHERENEZ TRIZBENE SN, =74 F LB
T AEEL, P AR (1.3, 4mgkg/H) TITHEICHE LT LR, #E K ORKES
ReomAE (12mgkg/H) TITHEMEMNEZ TRIABEZ R L, #528EH LK) H91[EH
Beh-FECORGRIMETIRE (7 7)) ([ZHLNRBEINNE O biLeholzl Lk, AR
X R B A RS TRE28RIE £ CICEFRREBICET 2 B2 o, MT > FClIREX
DETFEVIREZ R LD, =04 PLOREERIZITI O RMREZITRD v hoTo, £
77, 7 v MZBWTIMEPREY M4k O M-6DIREENECETEN->T-2, ZOFEKIL, b
MEEERHEEEE CTHDHTF FZ v—24 P450 (CYP) 3A T v b7 77 I U —ITHBIF 538
B OREHE M O M7 & HEZR Sz,
ARHEE R S O O RS ((MCI7 v o F=7) 2T v MRS L7=5a, ke
iFEEE LA Ic it Sz, IR 20 U OB S HEE S 0072 B RE o BRI A oD T
Mol Z D, AREOMLERIUCHBHFREERIZIEE A EFE LW EOURB I, 7,
JEVF B REDIE & A SITREHE R TH -T2 2 L b, REORBIIHLENDIFLE AL
I Shpn & &z bz,

o A
HEoHETy M [MCI7 V7 F =7 %1 mghkg DHETHEROKS L- & & OMBBITMH
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<, IRER, 8, /MK OVKEM LI OFER I 35 1T D IR RE I3 i ) I P i S RE X 0 v i
FTEHEIFE L, MIBWTE, REREZGEREM (The &%~ 121FMH]) O AR =
e (T/P) 130.6~09% kL, #&E1424FF[ £ TOMSHHEIZIMAE & [FFEEOfE (T/P : 0.5~1.5)
TR LI=Z &, KOVT v MR 2 3EMBIEYE I E L L TREMKTH- 722 &
5, AEITMEMEMEBRT S EELZON, HEOHAT v MC[MCIT V2 F =T %
10 mg/kg O HETHERR AL L Lz & EOMBO A TIX, A T7=VEAMKO7 RUBEEKOH
R G S REA R S, EPELEME D X T = ~OmEmWERENS R Sz, 7 R Ui
KOMRERZFR < 1E & A & OB TIE, BEREDIE 2 —Ta/T v FEEEL L T,

~ A, Tk, B2 AP ORE FO in vitro MUIEEAREESRIIWTHORETH99%%
Mz 5EEEZ R Lz, b MILETIEFEL LT FlLJE7 /L7 2> (HSA) ICHALTEY,
o -FRPEREE A (0-AGP) IZIXIEE A EREA L oiz, ~U A, Ty b, =7 AP KN

t b in vitro MERBITHRIL53.4~86.6% L FEANRBO LTz, 728, @IEEO MK
(10000 ng/mL) TIXMERBITROIL T NRO HZA, BRI TR ARECIAEEN D, MmER
BATR O TR OIERIEIEDEER & 72 2 ATREME IR & HEE Sz,

ERITA B O T v MI[MCI7 V7 F =7 2 HERKO#S L= & & ORBIERE~O U HE
i m <, RS AMITHET » b (B/) SEEIL Tz, MR ORI IC AR 70k (FL
i, BB, 7, OBAAR, KK OMEIED) 1S3 D RETEEI, K EBRE MR EREL D B
%R Uz, BB IVEHRRICH S 72 O RE 13 REEh ) o0 M S P e E X 0 B WME A R L=,

o U

[C17 v 7 F =7 O 2 7 RECE ORI ZEREL, ~7R2 > 4% > Ty
F, B F > A=A PFALDIETE >0 [CIT V27 F =T invitro R 7 10 7 7 A V1%
FICEOTHRILTEREY, b MFHIRE CRE S REIEEE L 7= B o Il T 63
bivlc, FEITFREWITEN T + U VEROBEEKOWT L F AL LT3 M-4 L L TR &
N7z, e oI 7y —2Kk0t MM EZ AW 5B OFHE S, AZiL CYP
LR END Z LRI, MFRICET 5 FEREEEFRIL CYP3A4TH D Z EAVRIEX
N7z (CYP3A REFOHELGE : >47%) . £7-, IR b CYP ZHW i TIx, FEH
s & LT CYPIA4TER S -, M-4K% Y M-6D4KIZ CYPL1AL, 2A6, 2B6, 2C8/9/19,
2D6, 3A5 M UMALIDOBES bR ST,

7 v MZ[MCI7 v F =T % mgkg OMETHERAHKEG L L EomiEicizEze LT
RIACARPAEAE L, REOED O FERBWIT in vitro R & FEEC M-4ATH 72, T >
MZ[MCI7 v F =7 %1 mgkg OB THEIFIRNE S L= L & O HIciE 283 &
LT MARBH EN, REMEOEEITDTINTH -1z, 7B, hERymEEwmE Iz 7y
0 USROG RE S 0o T, MHET » FO1IBEBKEROD#&ES (27 mgkg/ H)
IZBWT, M-ADIRETE (Cpax XY AUCoa4) (FECHETEVMEEZ R L2, —J, ML =2 1
PO IBEBEEROES (12 mgkg/H) 1I2BWTIE, M-AOIREICHEREZEIZFEO Hiven -
oo ARFEOVBHEMKERARGHEERBROSHE (7 b 27mgkg/ B, =7 14F1:
12 mg/kg/H) 12815 M-4DBEFRIE, ERHESEME (300 mg/[l, 1H2[H], @EHEAEKE) T
D MIBIT D M-4IRTED22.4~39.9%Th 5 & REL biT-,

o Y
KT > MIMCI7 Vo F= 7 A BER AR E L & X O EHE IR TH v, 1T
LAENERICHEE S Nz, %168 £ TOELORPTOPHRIIZFNEFNK G ED
95.7%K T0.5% CTd > 7=, FG5H168KEH TH —h ATELE L iEI1329% CTH Y, r—v
VeVt % 8 O U REIEIN 3R 1399 4% T » 7=, HET v MIC[MCIT L 7 F =7 & HEF RN % 5
%, A8WFM FE TITIR, R OMEHA IS S - B I 5 B0 2 E12.0, 103N
D25%ThoTz, WNSINTAELOZORBEWITEE LT ZN L TCEFICHEEI NS Z
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LRSI,

o CHERMpEHAESLAYEKY)AR AR

b FEFECYP 5 FHEENRNT AR —Z —Zx%9 5 ARIKOIRYFE AAVER % in vitro TR L
72. CYP3A4, P-HEEH (P-gp) MOFLEMMEEE (BCRP) (Zxid HHEICBE LT, K TE
B LT DO M AE R A BN S B 5 AREME AR S NFe, F 2, AT CYP3A4MNEHT O F
S EERHY N T & SRR S AL, CYP3A4 D FHE A J OB A O OF I AR ZE D i A i B 4 28
B X W5 AR HESR S T-, — 0, in vitro THESR SHL72 CYP1A2, 2B6M& UBA4IZRT 2 B
FAEI NS CYP2C8IZx D IHEICR LTI, BEARICI T B I ERE AR A LA E /)
DHELRT 5 L ARIITBE LAY A ER 2 RS v ol ST,

2.6.4.2 HSiE
2.6.4.2.1 FFMSMERERYME

() EHYE
A A LR BT DI & LT Lz, 2B, SRBR o HBIIASR b

EoEEFRRE L, MFERREMARREIIAKERELRBE S L TER LT,

(2) s
(BB Z422.1-1~4.2.2.1-7)

7w MW PK BREBRICET 2 A R (LIRIREX, BREAZO RIEEHNTAY F—
h &7z LC-MS/MS IZTHIE L7z (422.1-1) , 7> b (4221-1) , vHF (422.1-3) &
W=7 A% (422.1-4) ZHWEEERSGBHERRO TK 3SERICE T 5 P RZbIRE
X, BREA%O EEEZHWTAY F— h &7 LC-MS/MS (2T GLP i F ClllE Lz, %
RO MAEI0 L 2 AV 72 & & O EBHIIZ1~250 ng/mL TH Y, BHNKOHBHEIMEOR
FE R OB TE15% LN (B & FRIZE20%LIN) OYEREZ- L (R 2.6.42.1-1) , I
P RECRDORIFZEN (-80°C £R1F) 1372 L 193 (T v b, 422.1-2) , 65HFH

(Y, 422.1-3) RO33AR (W=7 AW, 422.1-5) £ T, HFEmfEZEMHIIs5EE T
R &z, MR RZCARIRE ORE XL EE DR SN TWAEME T THEEL, WEED
{EHEVE TR Bt AR MERUE . OV QC  (quality control) FUEHZ L 0 £RFE L 7=,

T MROH =7 A4 PLoifEd M-4KkT M-6I2E 1, BREA#%OMmE g2 W T Le-
MSMS IZCTERLZ (v FEEHPH : 1~3000 ng/mL, 4.22.1-6, 7 =27 A VL EEHM : 1
~1000 ng/mL, 4.22.1-7) ,

® 264211 REECFOEEEN)T—2ay
Speci Quantification Intra-assay reproducibility Inter-assay reproducibility
ecies
P range (ng/mL) | Accuracy (%) | Precision (%) | Accuracy (%) | Precision (%)
Rat 1~250 -8.2~12.6 1.7~11.9 —8.1~0.8 7.0~9.2
Rabbit 1~250 -3.6~4.1 0.8~3.1 1.1~34 1.9~4.6
C 1
yRomogus 1~250 7.8~9.9 13~12.2 5.4~6.9 2.1~8.1
monkey
2.6.4.2.2 MHEEEBRYME
() BEHWE

PRI ARMC TSR S NI= T Lo F =7 2 EEBmE (“C7 v F=7) L LT
BAHLE (K 26422-1) , [MC17 V27 F =7 DHHETAEIT4.5 MBg/mg, FRHE R0 1%
95%LL ECTH o 7=,
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() bk
REE (iR, Mg, R, FEROBEY) TOMEKEEL, Wik v FL—varhmrz2—
(LSC) THIEL, 72 F v ZIFINTERERRIRIEIC X 0 IE Lz, FER PN G RE Ol E 121X
ERNEHST— T4 757 40— (QWBA) ZfEH L=, Wbk B RERE X, [C)
TVLIF=TY4E (ngeq/mL XiE ngeqlg) & LTHERLE, [MCI7 L2 F=T7 0/~ 1
77 AT S T L AW EEREK S v~ N 7T 7 ¢ — e (Radio-HPLC) 12 &
DAHT LTz, RO GIEIZT VA7 a~ T A EOE— 7 EREOEIE ) HEM LT,

2.6.4.2.2-1 ["C17 LY F=J0ZFHME

Asterisk represents '*C-labeled position.

2.6.4.3 RN
HEZ v MCET D PK /3T A —Z IR 2 BiElRE O L OFIRN IS L7z & & omiEhRZE b
RIREIN ORI L7z, MEED T > F RO =27 A FZIIT 2 HE (F)ED 3 NS SAE R A &
GO, 13 ERGEERRICEIT 2 TK 7 —% (GLP BT —%) i L7,

2.6.4.3.1 HEKREZOMBAREIKEE
(1 7k
(ERE54.222-1, 42.3.2-3)

HEZ > b ER) [CAREKOEEZ1 mg/kg ORETHERE O R OFIRNES LZ & & ol b
HRZBACIRBREHERE KON PK N T A — X % [X] 2.6.43.1-1 L UE 2.6.43.1-11T~F (4222-1) .

B OEE#OMIEIZBIT D REINMRD Th 1Z8.0RETH Y, Z OKIMBEFRE(LIRERE X
321 DOREKI 1, TIK T L72, T v MIEBIT 5 F 1388.6% Th -7z, FlRNE GO CL 1%
11.0 mL/min/kg, Vg I%13.3 L/kg, #KH t1,1324.4K ] Th o7z,

MEREZ » b GEMER) OBEBREROEGHERR (KHE  3mgkg/ A, FHE:
9mg/kg/H, mHMHE 27 mgkg/H) IZBWT, RIEOEIKZ YA E LTz & &0 mEfRE
ILARTEEEHERS e (N TK /8T A —Z % [X] 2.6.4.3.12% 0% 2.6.43.1-21T5R"T (4.2.3.2-3)

W[al$e 5-RE o IFE R AR ZEAVARYR FE 133.3~9.3WFH T Cpax (2 L7, B4 L 72 HEFFHIC IS 1T
HHEFE (Cpax XN AUCo04n) 13, MEHEZN 2N TIZITH BARFRNSHEIMN U2, MET ~ MO Chax
KON AUCo o 1THEZ > P XV ETEL, ERNENLI~13LRI2~1.5G 4R LT,
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2.6.4.3.1-1 S5y b+ () EEREOQRVHIRARSEOMEHREICKREER

1000 + —O— Qral
--#--|ntravenous
-
=
S 100
£
c
.0
©
€ 10
(03]
o
C
o
o
®
e 1
)
L)
o
0.1 ‘

0 8 16 24 32 40 48 56 64 72 80 88 96
Time (h)

& Imgkg (AR , KREROREIIIF] O FR)LABHENR 2 THR
(4.2.2.2-1 Figure 1 % %)

£26431-1 #5yF (BR) HEGORUBIRARZEEDPK/SA—4

PK parameter Oral Intravenous
Thnax (h) 8.0+0.0 NA
Chnax (ng/mL) 60.9 + 14.0 NA
AUCi,¢ (ng-h/mL) 1400 + 320 1580 + 450
Vs (L/kg) NA 13.3£43
CL (mL/min/kg) NA 11.0+2.8
ti2 (h) 32.1+49 24.4+10.9
F (%) 88.6 NA

& I mgkg (AR , FUAD/RT A —FfEIT3B] O FHHEE U R 25 THOR,
NA: JEiiEfH, AUCi: 02> 5 HERRIEM & C A4 L 7= o b i B -Re i dh AR T i fd,
F= (RROFEGREOFEYE) AUC, JHE) / (EIRNTER 5RO FH%) AUC;,/H&) * 100
(4.2.2.2-1 Table 1 Z &%)
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X 26.431-2 Syt GHER) OIBEMREZORSICE T HHEFSRHDOMBHRELE
IREERS

10000 - —— Male rat (3 mg/kg)
—@&— Male rat (9 mg/kg)
—&— Male rat (27 mg/kg)
=<0=-- Female rat (3 mg/kg)

- =-O=-Female rat (9 mg/kg)
= I S -=A-- Female rat (27 mg/kg)
= n ==
()]
<1000 -
c
i)
[
c
o
(&]
[
S
© 100 -
£
2]
o
o

10 T T T T T T

0 4 8 12 16 20 24

Time (h)

BRUBIE T b, A5 WAL DT 1335 D A W 75 THROR
(4.2.3.2-3 Appendix 3 Figure 3% %)

£ 264312 Sy GHER) OBEMREEOREICHT BNEREHO K5 A—4

Dose (mg/kg/day) Gender / n Tinax () Cinax (ng/mL) AUCq.4n (ng*h/mL)
3 Male / 3 33+1.2 208 + 30 (69) 3010 £ 660 (1000)

Female /3 4.0+0.0 238 £26 (79) 4000 + 490 (1300)

9 Male / 3 6.7£2.3 649 + 45 (72) 9770 + 720 (1100)

Female / 3 53+23 872+ 149 (97) 15100 + 700 (1700)
57 Male / 3 93+23 1780 £+ 130 (66) 30000 £ 4000 (1100)
Female /3 6.7+4.6 1960 = 30 (73) 35800 + 1800 (1300)

BTG, n: B, T A= ZEIB3FIOPFEHEHERZE TR, MM HES 72 o (F) %
TR

(4.2.3.2-3 Appendix 3 Table 1% T Table 2% %)

Q) =T AH¥n
(&R 54.2.3.2-7)

WEHES = 7 A P L O3B K ER ARG EERR (K& 13mgkg A, THE:
4mgkg/H, mHE 12 mgkg/H) IZBWT, REORMBIKZ WIEIEE Lz L & OmiEHRE
ILARIREHERS M N TK 78T A —H %X 2.6.4.3.1-3 0% 2.6.43.1-312777,

WI[al P 5 D I R AR ZEAV AR YR FE 133.3~ 8005 C Cppax (W23 L7o, 3HA L 72 HEHEFHIC I
T, K - FHETITHEEINIZT G L 7B NN H7h, & HEOREEEINEH
BN E FlEl- 72, KAEICBIT DMED Cha 1THED 15752 R LT2DY, AUCqoa 1T L FIFE
B (HED121%) Tholo, H - mHARICHT DRI L &I ERRE (/R 0 09~1.1)
Tholre 7y FOHENHAENT-Y DR (Cha/ HEL Y AUCou/HE) Zh =74 ¥ L



7L 2.6.4 IRIBENREFER O L Page 11

DEFEL, FREOHE (7v b :3mgkg MO =7 4H%)L : 4mgkg) (2T 5 IEEL
(T MNAH=7 A FN) 1THETLS~1.6 X OMET1.8~2.1ThH o7z,

2.6.4.3.1-3 HZVAHFILOISERMREROKREICE T HPEKREROMBHRELERE

HEF
10000 —#— Male monkey (1.3 mg/kg)
—@— Male monkey (4 mg/kg)
—&— Male monkey (12 mg/kg)
= ==0-- Female monkey (1.3 mg/kg)
§ -=-O-- Female monkey (4 mg/kg)
()]
= 1000 - A--Female monkey (12 mg/kg)
c
e
[
<
[0}
O
c
3
S 100 -
€
n
®©
o
10 T T T T T |
0 4 8 12 16 20 24
Time (h)

BRIENR S G, A REAORE T EHHEEFE (IKHE 361, + - SHE  5F) TFr
(4.2.3.2-7 Figure 3% W Z)

R 2.6.4.3.1-3 H=UAFLOBBMREENRSCH T DNERSED TK/S A —4

Dose (mg/kg/day) Gender / n Tmax (h) Crnax (ng/mL) AUC_p4n (ng*h/mL)
13 Male /3 53+£23 59.8 £26.9 (46) 792 + 274 (610)
Female / 3 33+1.2 87.5+£8.2(67) 942 + 133 (720)
4 Male /5 6.8+2.7 170 £ 42 (43) 2700 + 530 (680)
Female /5 4.0+0.0 175 £ 45 (44) 2520 + 420 (630)
1 Male / 5 8.0=£0.0 394 + 129 (33) 6640 + 2370 (550)
Female / 5 4.0+0.0 439+ 82 (37) 6410 + 1170 (530)

SRR S, n: BER, T A —ZEIZTEHHEERZECHRoR, FEINITEMAEY 720 o (7)) 23R
(4.2.3.2-7 Table 14 % 4 %)

2.6.4.3.2 REEFESZOMBFRRELCARE
7 v MEM (4.2.3.2-2) KOU3ERM (4.2.3.2-3) KEE G 2ERERIE NS =7 A L2
(4.2.32-4) , 4AM (4232-6) KON3HERE (4.2.3.2-7) EHEGFHERRICBWT TK F7HE
ZATHo CWD, £ TOMARRECERINIEIZE L7 1338 BB 0 sl 2 i € s & G-k Eh
HE % FAMT L 7=,

() 7k
(& kIE54.2.3.2-3)
MEREZ o~ b (GEMER) OIBBEREKERDEGEERR (KHE : 3mgkeg/H, HTHE:
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9mg/kg/H, mAE 27 mgkg/H) IZBWT, ARIF (BREIR) OfREEER (910 H £ 5-1)
D TK /XT A =& K ONMSEF b7 7REEZR 2.6432-1 VK 2.6.43.2-2127-7,

MAEPRZACRIRE O b T 7EITHR 5-28[F] B LAREIZ W TH 5 2R INTER D B vz o 7z,
B G ORFE I, K - ¢ﬁ§fi@@&5ﬁ@l%42ﬁ,m%%fil&%ZPf%oto
BB ERICEBWT, K- FHETEHERINOIZIZ RG] U ZBREEMARO Sz, &H
;@%ﬁﬁmm%%ﬁmw%T@otoﬁﬁﬁﬁﬁ B D HEOMRFE I YIEE G- & R
K OEFEME (/R - 1.2~1.7) 2R LT,

& 2643271 vk GEER) OISERREEOREICETHIEREIFZEERD TK/ASA—4
Dose (mg/kg/day) Gender / n Tmax (h) Chax (ng/mL)  AUCq 24, (ng*h/mL)
3 Male / 3 4.0£0.0 370 £ 82 5100 + 1410
Female / 3 27+£1.2 524+ 114 8450 + 750
Male / 3 53+23 1250 + 380 18600 + 5700
? Female / 3 33+1.2 1520 +£ 190 25800 + 1900
7 Male /3 93+23 1840 £+ 160 35300 + 3300
Female / 3 8.0+4.0 2170 £90 41100 +2100

R E, n B8R, T A — 2 IS H O HE AR 2 TRR
(4.2.3.2-3 Appendix 3 Table 5% T Table 6% 2 %)

& 2.6.432-2 vt GHtR) DISERRERORSICETHMEFR S TRE

Dose od . h . 0. 91% (last)
Gender 2" dosing 28" dosing 56" dosing .
(mg/kg/day) dosing
Male 3 47.0+16.4 90.5+24.4 104 + 31 107 £26
9 181 +47 323 +23 356 £ 69 363 £ 102
27 709 + 224 1200 + 100 1070 + 90 960 + 134
Female 3 82.4+20.6 190 + 35 233 + 56 214+ 36
9 388 £32 834+ 59 877 £135 722 + 86
27 1040 + 90 1340 + 290 1560 + 300 1200 + 170

MY T 7 HREE B GATIIE T IREE, AR B T30 O SRR YR 75 TR
(4.2.3.2-3 Appendix 3 Table 1~Table 6% 4 %)

Q) =AW
(&R 54.2.3.2-7)
Mﬁﬁ*ﬁ4%»nLW&@%m&5% PEakBR (A& : 1.3 mgkg/H, THE : 4mgkg/ H,
AR 12 mgkg/H) IZBWT, A (BBK) OR&EE5R 91EB#&EER) O TK /37 A
~&&Um ¢b77@ﬁ%ﬁ26«ﬁ3&0§26«m4_r¢
HERRZERIREE O N T 78138 5-28[5] H LA IZ 3BV TH & 23 INTRE O Hiv/e o 7z,
%&5%@% IIHIEHR 5RO I~14 Th o Tz, mEEGRIZEBNT, K - FHETIX
FEHEINIEIE B U 72BN A58 D20, & EOBRFEENTH &SN %2 TR - 72,
%%&5% BT D MEOVRTE IIME & FIFREE (ME/HELE - 0.8~1.2) DfEERLTZ,
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® 2.6.4.3.2-3 H=UAFLOBEMREEORECHTIREESHD TK/SA—4

Dose (mg/kg/day) Gender / n Tumax (h) Chax (ng/mL) AUC4n (ng*h/mL)
Male / 2 2.0 83.4 894
1.3 Female /3 33+1.2 94.3 £26.0 1030 + 60
4 Male / 5 24+09 243 £33 3610+ 580
Female /5 32+1.1 189 + 51 2810+ 1040
Male / 5 44+22 461 + 134 7060 + 2530
12 Female / 5 44+22 463 £ 60 6920 £ 1680

n: B, 3T A — ZEIT RS R 2 TR THER
(4.2.3.2-7 Table 17% &%)

® 2643274 HZVAFIILOIBERREZOBREICESTHMES FS TRE

st
Gender Dose 2 dosing 28" dosing 56" dosing o1 (,1 ast)
(mg/kg/day) dosing
Male 1.3 (n=2 or 3) 148+3.2 23.1+9.2 21.9+11.5 13.8
4 (n=5) 64.1+17.3 120 + 38 128 £29 96.1 £35.5
12 (n=5) 187 +£92 253+ 72 183 £52 193 £82
Female 1.3 (n=3) 13.4£5.1 24.5+10.6 18.5+4.4 16.5+53
4 (n=5) 49.5+8.0 83.3+31.2 68.8 £36.5 63.2+40.8
12 (n=5) 145 £33 234+ 120 199 +£92 188 +£94

n: Bk, Mt N T 7R BRI R, AR P M R 2 T TR
(4.2.3.2-7 Table 14~Table 17 % 4 %)

2.6.4.3.3 Zv MZIBITHEFER
(EEEF4.222-2)

fRE =2 b—3a LT v MC[MCI7 Lo F =7 28RN E L, #5%240
M E Clodiitt SN 2B 0REZ »~ b O+ FEENIcR G Lz & 2ol (IBFEER) %R,
e K OVEH O J B RE DS B R FAl L 7=,

B =2 — U LB LIRM 2+ BN RS S -8ic BV T, BH548KE#% £ ¢
VA S OVE FR I HRE S 7o O BE I3 B U BE D E I Z413.0% K V6.3% TH VD, R UK
REIXMHIIR AR M T o 70, EPREREN B <, HWI S N7 &Il S5 R B ONRA ikt
BEIXb T LR SN -T2 e D, T v MBI D IBIFEER O % 513D TRV Z &
DRI Tz,

2.6.4.4 7

2.6.4.4.1 ik i)
() BfAZ > NEEROER5%OMESm
(EFE=4.223-1)

HEOHET Y MMC7 V7 F =7 %1 mgkg O ETHEROKS L= L = 0MikoTmse,
QWBA % VT G& 168K £ TRl L7z, #£ 2.6.4.4.1-1CIE, 1Mk < Do fRE
A 72 R0 D R REIR EE I TN tip T, X 2.6.4.4.1- 11213 HF 5% 12 MBI 2 28 4 — b
FGIFT T NERT,

I35 B RE T 1 T B B ABF RIS Crax (689 ngeq/g) Z7n L, IMED S OFFHHREDTE &1E
FRIE TG4 1681 £ THUTHE (0.923 ngeq/g) 2SFH S U7z, HLRR TP ST BE 13 3% 51 45 T
FCIZAFPICOA L, S L721E & A & ORRR O i E 133 574 8~ 125 ] Tl i 2 FE 122
L7z, MRER, B, /MMM OVKIMEAS OREREIZ 35T 2 SOt RE 13 B i LA TP U RE & 0 & Vi e
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FCELE L, HEEARMUSNCTRICE WU REZ = Lok, R (8960 ngeq/g)
N—Z— I (4790 ngeq/g) , Al (3590ngeq/g) , ®@ARNG (2590 ngeqlg) M OVATF ik
(2100 ngeq/g) TH o7z (T/P IZZNEII80, 340, 62, 52/%0V42) . Ad (KA OVINIK) 12
BT DR RRIIM ORI LR TR D o 723, Toax (BEGE8~12[E[]) 12F17 5 T/P 130.6~
0.9% /1~ L, #5124 F CORSREIFMAE & [FRRE M THERE L (T/P: 05~1.5) . &
1% 168 CTHUNRED M S V7o kI, R (275ngeq/g) , Ml (120ngeq/g) . ~—%
—MR (75.8 ngeq/g) , & (55.7ngeq/g) MOMBEEAEN (553 ngeq/g) ThH-o7D, ZbHdD
RO EII R EIEE R LT & & DOBIHED1.6~57%F TR F LT\, HFHED N
MAED t, (41.6HEH) K0 E-o7-MHRkE, Mk, Bk REXOEIE (42.9~56.00FH) T
HoT,

& 264411 BESY FEEBOREROEBHPRIAERERY L,

Concentration (ng eq/g) tin
Tissue (h)
4h 8h 12h 24 h 48 h 72h  120h 168 h
Plasma 68.9 50.0 57.8 13.9 6.85 4.05 1.72 0.923 41.6
136 139 202 55.2 15.3 10.2 6.14 ND
Blood 56.0

(2.0) (2.8) 3.5) (4.0) 2.2) (2.5) (3.6) (NC)

Corcbrumy 306 469 411 214 970 738  ND  ND
0.5 (0.9 (07 (1.5 (14 (1.8) (NC) (NC) ‘

35.0 29.4 36.6 14.8 7.82 ND ND ND
Cerebellum 17.1
(0.5) (0.6) (0.6) (1.1) (1.1 (NO) (NC) (NO)

39.2 38.6 46.6 21.4 9.46 1.74 ND ND
Spinal cord 13.2

0.6) (0.8) (0.8) (1.5) (14) (04) (NC) (NC)

Eveball 405 285 298 284  ND ND 602  ND NC
y (0.06) (0.06) (0.05) (2.0) (NC) (NC) (3.5 (NC)

Harderian 1010 3210 4000 4790 2600 1610 218 75.8
gland (15) (64) (69) (340)  (380) (400) (130) (82)
1580 2820 3590 841 202 169 63.7 ND
Lung 41.6
(23) (56) (62) (61) 29) (42) 37 (NC)
Li 1390 2100 1870 817 389 225 127 120 18.0
iver .
(20) (42) (32) (59) (57 (56) (74) (130)
. 1050 1440 1370 851 336 205 97.8 55.7
Kidney 51.1
(15) (29) (24) (61) (49) 620 57 (60)

Adrenal 3930 8960 7690 5370 1860 1240 508 275

23.0

42.9
gland (57 (180) (130)  (390) (270) (310) (300)  (300)
Brown adipose 1100 2590 2540 1410 590 346 137 55.3 363
tissue (16) (52) (44) (100) (86) (85) (80) (60) ’
214 14 2 2 174 . ND
Skin 3 68 595 78 7 97.0 486

3.1 (6.8) (12) (43) 41) (43) (56) (NO)
A 1 mg/kg, MRETPBOTEERRE 0= 1/, ME AT LSC THIE,
ND : #HRRAR, NC: BHARE,
FEON O S E NI A B S8BT D T/P & FoR

(4.2.2.3-1 Table 6 % X Table 7% #Z5)
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2.6.4.41-1 BESY FMERBRORERI2EMICETS5E25F— 50X IS4

Left axis aspect-1

13 % iz E
AT |

'Y

1y :

8 19 14

Left axis aspect-2

18 5 6 7
¥t
i
i ot
X g Y
2:6 I:2 8 ]‘] 177 21527 2.‘5 lLl
Central axis aspect
29 23 18 1_5 5 7
' '
Ly ;
260 12 1'0 il i7 2 2.7 2-5
Dose : 1 mg/kg
1. Adrenal gland 11. Stomach (contents) 21. Skeletal muscle
2. Blood 12. Epididymis 22. Skin
3. Bone (femur) 13. Eyeball 23. Spinal cord
4. Bone marrow 14. Harderian gland 24. Spleen
5. Brown adipose tissue 15. Heart 25. Submaxillary gland
6. Cerebellum 16. Kidney 26. Testis
7. Cerebrum 17. Liver 27. Thymus
8. Cecum (contents) 18. Lung 28. Thyroid gland
9. Large intestine (contents) 19. Pancreas 29. Vesiclar gland
10. Small intestine (contents) 20. Pituitary gland 30. White adipose tissue

(4.2.2.3-1 Figure 4)

2) ATy hHEERER £ 55% O Mk AR
(BRI 54.2.2.3-2)
HEDOHET v MZ[MCI7 V7 F =7 %10 mgkg OB THERR DG L L & Ok
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%, QWBA % H\W\ TG4 12~504 5[ £ CREM L 7=,

HET v MOBT 5 MET 6L, #5512 Cux (503 ngeq/g) ZoRL, HAT v
kO MEFERE & RIEED t, (R TIX49.50F [, ARG TIT41.6 BEE) THE L, kT
HTEEIT, BEHRZI12 U4 TREREZ/R L, AMT v N ERBRICISEHEIC O Li-, §F
i L721E & A EOFMBRITIMmE L W EmWBETREIZE L, b E WO BERES B S Mk 2 &
SVERMERO T RO TH 72, 7 R UBEOSHRE I 5% 2405 T @i 66900 ng eq/g
(T/P : 320) %2~ L, #5#%504KFMICEB VTS & e I D 54.6% 2 F8 24 3 2 5t g
(36500 ng eq/g) AR S4L7, 72k, ARERO B RBILH 5-% 12 [ Tl i BE699 ng eq/g
(T/P: 14) ZaL, HF5H%504REMICIT 2HURE (143 ngeq/g) 1TM IR D20.5% % TIX
TLTWe, BEIZBT B EL A (REIEE : 2870ngeq/g) 1A AT (KR
J£ :2310ngeq/g) LV ELSHERBL, AEIMICEBT DHHED Xl sEEN-T-, 7 FUKEK
DHRERZ BR < 1Z & A E OO BETE L% — 1%, B5% 168K E CidpaT v b &5
Ll Tz, BEH%2 168 LARRIZ 31T 2 IS RETH R ITZ < DM TR TH V, 7 L 734
FRAR 22/ R IC B W TR G4 S04RE RIS U RE S S iz, 7 R U IR OVIRER 2 bR & % 5%
504FE RIS S 72 T BE  (105~1950 ng eq/g) 13, kD B E 00.7~13.6% £ T
TLTW,

2.6.4.4.2 Invitro MIEEQES
(& EHE 542233, 4.2.2.3-4)

[MCI7 Vo F=TD~T R, Tk, B=IA4PLKRRE MSEICE TS invitro B AFEA
K (4223-3) KOt MUEEEEA (4.223-4) 2 VPHENTE TG L7z, b MIERAE
HIZ DWW TIE, HSA (40 mg/mL) M a;-AGP (1 mg/mL) % VN CTREAM L 7=,

[MCl7 v F =7 GHEEEE : 100, 1000810000 ng/mL, ~ 7 A}%£1000 ng/mL) I 4EHE
FURS O SRITHE L OB FEIC X 53799.4~99.7% & BV ME AR LT-, [MCI7 Vo F=7 (GEAfiE
F£ : 100, 3005 Tr1000 ng/mL) @ HSA ~DfEGHRITIREIZ L 5F97% %R L7275, o—AGP ~
DFEGRITNTNORETHIELS GEEF <49%) , b MEICBT 2 EMAEAET VY
IUTHhDHIENTRBENT,

2.6.4.4.3  In vitro MEkFE1T
(EEE54.223-3)
[MC17 v F=7 GHBHEE : 100, 1000 010000 ng/mL, ~ 7 A%1000 ng/mL) D~ 7 A,
T bk, B=I AR MR D MERREIT % in vitro TR L 7=,
M L 72RO T~ U ADOMERBITR (53.4%) DNk bIEVMEZ RLE, Ty b, h=0A
P KO FOMEREITHRIZ100~1000 ng/mL OJEFEFRFH CIIME T L I2IZEF—ElE2RL, £
NENT28, 84.9~86.6/ 1180.3~82.2% T ~7-, 10000 ng/mL (Z}F 5 MEKEITIZ, 7 v b,
H=7 APV RONE N TENZEI60.0, 68.4% N59.8%IZIKTF L7,

2.6.4.4.4 WRIREIVICH(+HHER
(EEHE=4.2.2.3-5)

HERITHBOA®RT v M[MC)7 V27 F=7 %1 mgkg OB THERROKE L= L =0l
oAz, QWBA Z MW T G% 7206 £ TRl L7=, BEM O mgE, M MR RA
TR, ROMRE (28F) 2B D EE R 2.6.4.4.4-11TR T,

FEE) O M AE B iRl T3 G- % 4R I =i (107 ngeq/g) Zn L, MAEHFHUREED t101%
2430 TH o 7=, FRE P H AR IT % 5154 U8RI I a2 s L, t101319.6~50.8FFf# T
Hote, HEOBPMT v b &R E OHRERZ B\ - SR T A X 0 @O i RE 2 R Lz, FF
B W RE 2 ok L7 MRk X, BIR (7310ng eq/g) , Ml (5600ng eq/g) M ONAT g
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(2620 ngeq/g) TH Y, T/P IXZTNZI, 72, 55KV26TH -7, REMICIT D HGHES i
%, HEX D ETEWESREOAM 2R Le, MR OUEIRIFICREA 7008/ (FLIR, IR, &, A
A, FAKRKROWEEE) 2B DRRIE, FARERE MEPBHRE LV &vE 3.7~216%) %
~ LT,

FRVE DM, O, A, FPhe, PR OWHALE (23T 2 e 1L, #5144 X IX8RFIAIZ fie mifiE
Zon Lok, RIS Lo, IR VEARRR O B BRI 5-12 48 R[] &£ CREEN o i 4 ik g
FvmEmuviE (1.2~58(%) Z/RLT,

& 264441 RSy FEREOKRSFHROMBBTIRSAERERV L),

Concentration (ng eq/g) tin
Tissue (h)
4h 8 h 24h  48h  72h
Plasma 107 101 464 316 143 243
y g 750 1030 808 22 306,
ammary glan .
e (1.0) (10) a7n  an @
o 549 1060 37 646 29
va .
i (5.1) (11) 12)  (20)  (20)
U 405 521 359 285 160,
erus (B8 (52 37 (90  (12) ‘
401 568 291 150 53.5
Placenta 19.6
(B8)  (56) (63 (48 (3.7
[ 58.4 384 83 187 BLQ
mniotic 1iu1 .
06) (04 (08  (0.6) (NC)
Fotal momh 583 555 463 347 s,
al memopran .
el memblane G5 (55 10 1y (12
227 295 207 10 412
Fetus (whole-body) 20.6

2.1 (2.9) (4.5) (3.5) (2.9)
JHE 1 mg/kg, FEAETPETREIREE « n= /MR, MIEPIREEIL LSC THIE,
BLQ : & FR (7.96 ngeq/g) Hiii, NC : HHAHRE,

FEIMAN OEE T AW U2 BT 5 T/P 2 2FoR

(4.2.2.3-5 Table 1% &%)

2.6.4.5 B

2.6.4.5.1 E ~EE R BHRRR

b MNFMIRE, B MNFIZ7 Y —AKRORERE b CYP 27 17 Y —AZHW in vitro O
FERNOHEE SNDAIEDO e MUK ZM 2.6.4.5.1- 112777,

AFITEL LT, CYP3AIC L 0 R &SN CEEMRHY MA4ZERT D 2 LRIz,
M-AERROHEEIEHHREE & LT, BT 4 U VERAKEBL L2 M-5, L7510 VEBRO
BRER X VR KR L L 72 M-1Z2# 8 L, 7 VX b S HREDRE 2 bz, M-4D
ARRICIE, TOMBEED CYP HFRELEE5 L TWD Z EAURENT, fEH M-61%, M-473
CYP3A4K NZ DML D CYP 43 FHEIZ X KERL X4, BT ¥z X0 Ak s ivs Al
MEMEREZEZ b, TOMORE E LT, M-2, M-3, M-9}&% T M-102% in vitro iABR TRt &
M, ZHHOAERKIZIE CYP3A4KL OZFDMAEE D CYP 23 FRENBE LT, R M-7&
O M-8IFFEA L 72 CYP 43 FHRELIAN DO IGEHEE R IC L D B S D Z & R STz,
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2.6.4.5.1-1 £ MEERBHER

o)
CN
0‘ S OeeRY
N N
H,C CH, EE— H,C CH,
(\ N CYP3A4 (\ N

o Alectinib O\)J M-5
OH l

- i
CN
: ;8eesS
| N N
H
0‘ Oy,
H

(0]
CH5468924-000 (M-4) \0” “oH )

CYP3A4 ‘ ‘
/Q H,C CH,
H,N

2
CH5507197-000 (M-6)
b FRIEZ CYP TIE M4K T M-6D4RLIZ CYPIAL, 2A6, 2B6, 2C8/9/19, 2D6, 3A5 M TM4ALlH 5
FEIMN ORI I HE & PR & L CReHk

HO\/\ H,C CH, K\

2.6.4.5.2  In vitro {Xi
(1) Rz BT 210
(ERE54.2.2.4-1)
VTR, Tk, AX, D=7 AV NVEDRE N OB S FRE U 72 TR s T
[“C]7 L7 F =7 (10 umol/L) %37°C Tl 4B G & & 7= & & D3R B E O i hE
% Radio-HPLC T/t L, @7 a 7 7 A VaEFHEE LTz, ER LI EWIRik s a~ 7
T 7 4 —EHE S (LC-MS) KN LC-MS/MS (2 X W EEAHEE L=, £ 2.6.4.5.2-11T )48
MR 2 KRB L O E R OFEL 2R T,
FFHE R R L CARFRI OGS S8 72 & & ORBIIEORM L EMEIT~ T A>A4 X>F v |, E
> =7 4 FLDNETE L, RELEFRFRIZIZNEI, 89.9, 859, 68.0, 66.8% (147.5% T
Hotz, ERLIEREORBEITFICISTHEL L TBY, v MR SR
— 7 3R BRI L2 7 v P RO =7 4 FLOFficsW T En, X
ISR & LT, M-1 (BT 4+ U VEROBIBEREOUKERIE) , M-3 (il A F A b K OVUKER
i) , M4 (BEL7 4V UBROBEBRKEORIT LX) , M-5 (BT %+ U U EBROKEEL)
M-6 (BT 4 U VEROBBRKOBT V¥ {k) , M-7, M-8, M-9&TN M-10/3&H S 47,
R BT 5 FEAHMIIFEIC L 5 M4TH Y, FUSAERICET 5 M-4DEIE1L3Y RS
HYEOZENENLS (T A) , 200 (Z> ), 108 (X)), 188 (W=7 A¥n) kO
135% (B ) 25Tz, ZOMOREMIE, h=7 AP MZBTD M-1 (10.9%) 2 b
EWEIEEZ R LT,
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& 2.6.4.5.2-1 FEHEFHERBERP T 7 LI FIRABBRIEESE-EZTDRELLER
UVEERKBMOEE (%)

Drug-related material Mouse Rat Dog Monkey Human
M-1 4.2 7.4 3.7 10.9 8.6
M-4 4.5 20.0 10.8 18.8 13.5
M-6 1.4 0.9 0.2 8.5 4.3
Alectinib 89.9 68.0 85.9 47.5 66.8

(FE 2.6511-1%5%%E)

(2) FEBFZE bk CYPIIBITFHNHEEE SR
(BRI 54.2.2.4-2)

BEOFRBRE b CYP 271 Y—2A (1A1, 1A2, 2A6, 2B6, 2C8, 2C9, 2Cl18, 2C19,
2D6, 2E1, 3A4, 3A5SKTMALL) #ZTnFh[MC17 L2 F=7 (10 umol/L) &37°C TIKFHEIK
Jir 72 L & OKYEAEWE O S RE % Radio-HPLC TH#r L, AMOMAHIZEE 545 CYP
5y 1 % BT L 7=,

[MC17 L7 F =7 ORENCEET 5L b CYP 2 7L CYP3A4TH Y, KR 1ERRIC
D REACIREAFR1346.7%% 7~ LT=, CYP3A4IZ & 0 ARk S vz BRI AT Té
FHERHW) &[RRI MATH D, HEYREEYE D281%% HdDT-, ZOMD CYPIA4RHW &
LT, M-1 (2.8%) , M-2 (1.6%) , M-3 (3.6%) , M-5 (3.2%) , M-6 (52%) , M-9 (1.5%)
KX M-10 (1.8%) 23K Sn7-, RF% M-213 b TR CIIRE ST, I TR S
TAGHY) M-T O M-8135 8% e b CYP Tldti S ro7z, fihd CYP o FHfEICkIT 5
REACERERFERIT1.0~95.9%TH v, R DA RIZ10% AT TH > 7=, FFHII O = EAH
¥ M-41%, CYPIA2, 2CI8} UREILIAA DR L= FREICH W CEENHM E L TS
72,

(3) b MFZ7 vy — AR ONFHIEICIS T 5 HRE SRR
(BRI F4.2.24-3, 42.2.4-4)
i (B rMoaF o 7IRT7 T2 PX 7 LAF R Ul . NADPH) 177E T ULFESF
ETFOE MFI 7oy —ahTMC]7 L7 F =7 (10 umol/L) %37°C, 1545y MRS S8 7-7%,
B 0 o FR ) BRI D fiti BE 2 Radio-HPLC THHT L, Ao b MFI 7oy —AlizBlT
5 D> NADPH (K FVEZ 3l L7=, AZKIX NADPH FEF DI 7 1Y — A TORRH Sz
CRZEAVIEFRIFER © 86.5%) . EHWIL M4 (41%) THY, ToOMmoRHmE LT M-1
(04%) , M-2 (0.1%) , M-3 (13%) , M-5 (14%) , M-6 (1.4%) , M-7 (0.1%) M-8
(1.4%) M-9 (22%) KO'M-10 (0.2%) 23 &z,
[“Cl7 v 7 F=7 (10 umol/L) % CYPIA2, 2C9, 2C19, 2D6XIZ3A4/5\Z K Fi 72 FHLEH
BT MIFX 7 0 Y — L TISHMS S o, OGS 34 BRE Y E O KU 6E
Radio-HPLC TH#HTL, B MNHFEIZ v Y —AIcBWTAEKEOMHICBRIET5 CYP %36 L7,
CYP3A4/5SPHEH|ID 7 b =) —/ (0.5 umol/L) A7 T O UG FIZ BV TARIEO R IX97%
PHE &4, CYP1A2, 2C9, 2C193F2D6DHEHIILAF T TORBILEFIT LN EH0.0, 9.1, 7.6
K 6.6% T o7=, MoORBRTIE, [“CI7 V2 F=7 Qumol/lL) XN AIFXV—L
GEF D CYP FHLEHRD) I haF Yy — kL bzt MFI 7 1 Y —AfT37°C, 3045
BOt &, AREOMRBBEGEERE 27 L7z, X P A I XY —/ (1000 pmol/L) KTV b
S —/b (1 umol/L) A7 FITIIT 2 ARIEDOMRHMAFILENZENIZKVT8% Th > 72,
72, [YC7 Ly F =7 QumollL) XL UNA IX Y —AXIEHr hafy — L HEEFD
b MR SR s (RS DR P C37°C, 600 IS &8, Ao v hFHIIC
BT AR GEEEZ R Lz, XU A I XY —/b (1000 pmol/L) A7 TFIZIHB W TARE
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ORATIFZFERICIEF SNz, CYPIA EEDIEIR L LTT A AT v 20 E LThA,
10 umol/L @/ b =)' — VHAF F TR CYP3A IEHEIXIZIEERICHE SN (LFE
H197%) o FREDT b ad >y —AFFICBNT, REORFHI4TRIE Sh iz,

2.6.4.5.3  Invivo £t
() Z v MEEROESGZOME, RECERREY T2 7 7141
(BRI 54.2.2.4-5)

T MIC[MCIT L7 F =7 %1 mgkg OB THERRAOES Lz L S omiE, REOHEIC
B 2 Y BEYE Ot HE % Radio-HPLC T/t L, IE, REOEFRHY 7 07 7 1L
Ze i L7z,

542, 4, 8, 12X U4BFMICEREL L MEIC BV T, RE(LIROEE 1345 M h 3K BY
HYEDZENZ189.6, 92.1, 90.7, 883K N72.6%, MmO EIEITZNEN6.3, 5.6, 54,
79K N4.0%% 7~ LT=, Invitro fRHHZ I 2 EEHY M-41%, ¥ 5%2485M O MEC D 2o
TR ENTE (1.5%) . BEORMEY P G%24RR O MR Sz, Zh
O OEIGITEMBEEYE D1.0~4.1% CREIKD1.4~5.6%) TH-o7,

PR TG & LT MARKRH STz, B51%0~24 % U4 ~48FFIZ IR M S 47z M-
A TIRY) BELE)E D Z i Ei48.1 L TR63.3%, ARZELKRIZZENZNS. 1K 6.5%% L Tz,
R#WY M-4, RELAEKLOZOMAEHY O R FPHRMRITNT NG ED0.1%L T ThH -
776

FHIZEBWTH EERHE LT MAB S, B5%0~24 K 24 ~48IKF 12 #EH 4
X7z M-4IZEYBIEME O ZENZN22.1 %K 39.3%% 5, BGEICHTHEEGTWT
HHI10% Th o 7o, FIRFFNICHEM S 7z TR KRBT EDREEYE O Z £ 51.8 Y
302%% (58, FNENHREGEED269KTU8.0% TH-o7-, DO O FE bR T &5
B0D0.4~6.5%ThH -7,

(2) 7 v NHEEIFRIRNEG%OIRH R REm 7 a7 7 A v
(B EEF4.222-2)

W7 v b (BED == b—3 g Ul 1IC[*C17 v 2 F=7 %1 mgkg O A& THEIFIRA
B 5-4%, 24K F CloHE S VIR 23S 1 2 K B E Y E O Kkt E % Radio-HPLC T/t L,
IR R 7 1 7 7 A VB LT,

FIRNEE G- 07 » MR RE 7 a7 7 A VIER N EEREO Z » N ER R~ e 7 7
ANV EBEIELL L T, IR EEAHIE M4TH Y, EYBEYE 040.6% (B5&E
D12.8%) % LTV, I FRREMRITEDBEEDE O OT004.0% (F5ED1.3%) Th
ST, B FAREY BM-1, BM-2, BM-3}¢ 1" BM-4iZ7 v MFHIfLD M-1 ) O# PR o
FM-1ICAR Y DR FFFEICRE S 2@ Th v, T o oS ITEYBEEYE O h
2057, 19.2, 214K 02.0% Th o7, DM OENREWITEYBLEYE D2.4%LL FTH - 7=,
A REmE B-7 v/ a2 =B TCUE L XOREM T o 7 7 A VAR RER, 38
WIBREM B TV T v VBRI A ROFIEII R S e o T,

(3) 7 v MAER O EE#%O MR M-4 &% O M-6 D IR %
(EFIE54.2.2.1-6)

AL (RER) OMEREZ » M3 KER DR GEERR (423.2-3) IZB8WTHE LI
5% (HAESRTE, AR keHED27 mgkg/ H) #HWT, mEdH M4k M-6IEE % LC-
MS/MS IZTERE L, Y OMEREZIN L7z, #1F &K OE& (911R]) FHREOREE (Chnax
J O AUCg0qn) &% 2.6.453-102, IMEF N7 7REEZE 2.6.4.53-210R7,

MEREZ » MBI D IMEH M-4DEFE1231.3~94.9 ng/mL  (Cpay) M TU8539~1830 ng* h/mL

(AUCqom) ThH o7, —FH, M-60DIEFEIL3.03~6.45ng/mL (Cpax) M T49.3~118 ng-h/mL
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(AUCgoq) THY, MABEFED64~11.0%TH->7-, M4 M-6DIREIIHETE L, Mo
1.4~2.0fF &~ Uiz, #5280 HUBEOMAES N7 7EICTEE 2 ENTRO b, mkks
BED Cpax 2 O AUC g 1 FIEIFEG-FFD1.7~2.0 M-4) K O1.1~1.7f% (M-6) Toh o7,

+® 2.6.4531 Sy MIBERREZOREIZETHW-ARTU N-6DESE

Crnax AUCq.24n
Dosing No. Gender Metabolite
g (ng/mL) (ng-h/mL)
M-4 55.3+13.1 934 + 167
Male
I M-6 6.07 £3.78 90.8 £32.0
M-4 31.3+£5.2 593+ 112
Female
M-6 3.03+0.31 493+ 13.8
M-4 94.9 +£9.1 1830 £+ 140
Male
« M-6 6.45+1.02 118+ 13
91> (last)
M-4 589+74 1060 + 180
Female
M-6 4.50+0.73 849+ 15.0

INT A= FEII3F O R YR A THR (4.2.2.1-6 Table 102 TF Table 11 % &%)

& 2.6.4.5.3-2 Zv FIERREEAREIZE TS RV N-6DMEF 3 TiRE

. Dosing No.
Gender Metabolite v W T o
2 28 56 91™ (last)
Mal M-4 31.0+ 1.6 75.7+8.0 60.1+7.9 59.0+5.1
ale
M-6 4.15+£0.79 5.49+0.91 5.18 +1.35 425+1.48
Femal M-4 24.8+6.3 412+12.2 472+12.6 439+129
emale
M-6 227+097 3.23+1.51 378+ 1.16  3.63+0.82

Mg b7 7HE (ng/mL) : FGSAIMIEPRE, SREI3H OB REFZTER
(4.2.2.1-6 Table 4~Table 9% HZ5)

@) =7 A POVRIER OB % O EHAHEY M-4 1% O M-6 D%
(EEHE=4.2.2.1-7)

AIE (RRBIR) OMERED =7 A P IBEBKER DG EERR (4232-7) 28V TH
-t (RS, A8 REeHED2 mgkg/H) ZHWT, fiEdh M-4% O M-6J2E %
LC-MS/MS IZTEREL, SO 23 L7z, #MEROEE (918]) &5 K OgEE
(Conax X OV AUCgo4n) %3 2.6.4.5.3-312, IfEH b7 7IREZ R 2.6.4.53-412R77,

MEHET = 27 A AT T 2 MHER M-4DBEZEIL, 45.8~107ng/mL (Cpa) K NT778~
1890 ng-h/mL (AUCqas) ToHo7-, —F7, M-6DBREFEIL, 2.89~10.4ng/mL (Cpa) K515
~192ng-h/mL (AUCpo4) TH Y, M-4AZEFED63~102%Tdh>71=, M-4K% T M-6DIEZEIZH
O NRMEREAE TR b o7z, #5280 H LAEO MAEH b7 7B e INTRE S H i
P, IR GO Chax KOV AUC gogn 1TFEI 5-H5001.9~2.4 (M-4) KUR2.1~3.7f% (M-6) T
HoT,
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& 264533 WZUVAFLISERREROREICE TS -4RUM-6DEE

Cinax AUC,.
Dosing No.  Gender Metabolite 0-24h
(ng/mL) (ng-h/mL)
M-4 45.8 £20.1 778 £377
Male
L M-6 2.89+£1.26 51.5+28.2
M-4 49.1 £16.7 795 + 283
Female
M-6 4.30+£0.51 59.7+17.4
M-4 107 £22 1890 + 680
Male
« M-6 10.4+£4.2 192 +£91
91 (last)
M-4 98.5+25.2 1530 +290
Female
M-6 9.10+2.46 146 £ 39
/NT A= S AEIES ] O VIR R 2 TR (4.2.2.1-7 Table 10% O* Table 114 4 %)

& 264534 WU A HFIIBERREROREICE TS HRUTM-6DMEES b5 TRE

) Dosing No.

Gender Metabolite - ™ 0 o
2 28 56 91™ (last)
Mal M-4 27.2+15.2 76.1 £25.1 80.4+389  56.5+255

a
© M-6 2.24+1.66 7.61+3.24 9.00+6.35  5.61+2.46
Femal M-4 21.3+6.9 65.9+14.0 552+109 458+ 7.8
emale

M-6 1.69 +1.59 6.85+£2.76 523+2.04 4.66+047

mAEh R 7 Z7IEE (ng/mL) : HERTMIERRREE, 9 IXSH O FHHIE AR 25 CHR
(4.2.2.1-7 Table 4~Table 9% % Z5)

2.6.4.6  HEid

2.6.4.6.1 v FERROKREZRORRE O E it
(B k& 54.2.2.4-5)

T > MC[MCI7 L7 F=7 % 1 mghkg OHETHERO®KEG Lz & & ORKEOEICEIT
% 168 K E T ORI REHEME 2 57 L 7=,

YRR E O FEPEIR IR TH Y, T OPENT 168 FEfIcBW T H R ST, &
54% 24, 48, 72, 96 K TUr 168 RFfHl &£ T BRI Hx G 'O Z LN 519, 785,
87.2, 91.3 KN 95.7%% 5D T =, JRAPEINIIE 5% 96 FERILINTIZIEE T L, #&5%% 168
RE £ CTOR P BEERITIEGED 05% Th 7=, #5H% 168 B D H —H AHZFRAF L
TV SR T G 'D 2.9% % Rk Liz, R, 3, (87— DR E O — 0 A5
[T & 4072 S B O B REI 99.4% Tdh - 7=,

2.6.4.6.2 v FERIFIRARSEZOR, ERUE R
(EFE=4.222-2)

HZ > b (EED =2 L—3a Ul 12[MC17 V2 F=7 %1 mgkg O & THEREIFRA
BehH Lz xR, #Eh KO F1IC1T 248HF [ £ TO M RESEM: 2 5 Ef L 7=,

ERY) B O I F P e X3 51524 K O48IF TE N F N E & D31.5 % 42.5% T -
7o BH%A8IE M F TOR K OFEFICHEM SN2 BEME X N E NG5 20205 T
103%TdH 0, HENOEMYBEYEIZTEE LTHETFE2N L CEPICHE SN S Z LR EN
77
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2.6.4.7 EYBRERFMEYHEEER

2.6.4.7.1 E k CYP REIEEE(ZXT B in vitro S5ERE
(BEEE54.22.6-1)

HOfE E MM G FF—) ZHWT, A3 (0.01, 0.1% V1 umol/L) % 72RE[HIgE#E L7z & =
@ CYP1A2, 2B6 }, D3A4DEEHEFHEARER, mRNA B EZFEIE L L T invitro THAH L 7=,

CYPIA2IZBI LTI, 1 umol/L F TOMRFERRE TIXFFHEMFEN0.9~2.00F (BHEXRFEERED
26%LLT) THY, in vitro FHEREIXEI -T2, CYP2B6)X UBA4IZELTH, 0.1 umol/L £ T
DORFRE TIIHEMERNZNCII2LL TR ONALLT (B EEREREDO ZF 1 <2. 1T
< 0.7%) THY, in vitro FHEEITFH -T2, LL, BEEE] pmol/L TIXFHEMGFEI 1.5~
3.1 (CYP2B6, BhitxtRahEAED2.2~25.8%) K O2.5~3.91% (CYP3A4, BitxtiRakEAED
49~11.5%) ToHV, AKIKD CYP2B6K 3ALITKIT D in vitro F5ERENSHER STz,

2.6.4.7.2 k£ + CYP KBEERICXT 5 in vitro [AEEE
(&R F42.2.6-2, 42.2.6-3)
b MFI 27 v Y —2 (0.2 mgprotein/mL) % VT, CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6
K OBAL D FEFRTEMAZ kT DA (0.1~10 pmol/L) DILEREE in viro TIHE L7z, #
2.6.4.7.2-1IZARIED 1Cs50 2 V0 pmol/L (= 4826 ng/mL) DIREIZIIT HHEZRT,

# 264721 ErFZO/BOY—LIZEITSCYPEEESE

. Pre-incubation time 1Cso Inhibition (%)
CYP isoform . .
(min) (pmol/L) at 10 pmol/L Alectinib
>
CYP1A2 0 10 13.0
30 >10 114
> 1 .
CYP2B6 0 0 30.8
30 >10 31.3
0 3.87 71.3
CYP2CS8
30 6.81 59.7
0 >10 238
YP2
¢ 9 30 >10 27.3
0 >10 28.9
YP2Cl1
¢ 19 30 >10 29.8
0 >10 12.7
CYP2D6
30 >10 5.4
0 >10"" 37.0 ™
30 6.07 ! 62.4 "
CYP3A4 ) )
0 >10 29.5
30 7.46 57.1°

*: IXVTAELELE LI EOME, *2: TAMNATRUEREB L LI EXDfE
(4.2.2.6-2 Table 2 % X Table 3% %)

A F 2= 3 R LD invitro BERFUNTIBWT, AIET CYP2C8IZHF L CTRHE/EH
Za L (ICsp : 3.87 umol/L) , 10 umol/L D& TlL CYP2C8% 71.3%MHE L7, ARHKIZ XS
CYP2C8SD L EHRXIIHA TH DL ENET VML RSN, TOMREEHK (K) X
1.98 umol/L & HHH S 47z,

ERIFI 70 Y —2%3005B 7 LA Fa_x—T g Lizd &0 CYPIALITKT B AIEKD
ICso (6.07~7.46 umol/L) 1%, LA »FaX— 3 72L " ICsy (>10umol/L) L VIKTFL,
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AIEIZ XD CYPIA4DO UK FRIBLE DR S L7, AFKD CYP3AMTHIT D e KATEMEALE
FEER (kinae) 150.0624 min™, FL2NT OARTEMAIEEE EE (kovs) 7Y kinar D1/2E 725 & Z DR
ERIEEE (K) 13260 pmol/L PL E L HEH Shiz,

P L7 D> CYP 45FFE (1A2, 2B6, 2C9, 2C19K%TU2D6) (Zxf L Tik, AL D
B Rt AP E LR D 59 (ICso > 10 pmol/L) , FFRMKAFAIFLE &R S o 7z,

2.6.4.7.3 EEBERV S RKR—2—% L1=in vitro Bk
(1) BB O e MR N T > AR —% —%J LTz in vitro Bk o OJEE #a6fHE : P-gp
(BRI 5422.6-4, 4.2.2.6-6)
Caco-2fifa %z FIVC, 7L 27 F =7 (10 pmol/L) DIEZiEMEZ FHRTZFER, Py 111.88 x
10%cm/sec THDHZ &b, BFEEMEIZTREMU EEEL2 b, 72, Caco-2Hiffnz AW T,
P-gp M L7-[MC]7 L7 F =7 (0.3, 1pumol/L) Diifik4#ffi L7=, P-gp DIMAILE TH S
Ta% T (1 pmol/L) @ Caco-2HIflZ351F % efflux ratio (Pupp, Basal to Apical / Papp, Apical to Basal)
8OITH-T-DITH L, ARIED efflux ratio ITIREICE O TR A2~ L7z (0.924%T1.32)
ARSI P-gp ITHE L LTUIE A LRI NN EDRRIBI NI,
Caco-2ffifd = VT, ¥=F% > (1 umol/L) @ P-gp %I L7z#@s |kt 3 5 A% (0.03~
3umol/L) D% in vitro TR L7z, ¥ ITH T @D Caco-2flfdlZI51T % efflux ratio 1T
KAFAIZAR TN L, ARIEIZ K D P-gp OliikfHE (ICs : 1.13 pmol/L) 23HEFR S 4L72,

(2) t MEME T AR =X —%J LT in vitro ik K OB 6 fH5E : BCRP
(&R 54.2.2.6-5)

bt b BCRP ¥EMIZ AT, BCRP 2/ L72[*C]7 L2 F=7 (03, 1, 3 umol/L) D
6% in vitro TRl L7z, BCRP OMALE CTHSH7Z > > (10nmol/L) @t k BCRP FE]
HRIZ I 5 efflux ratio (78 A MHEIAD efflux ratio THITE L7-ff) 13477 CTH - 7=DITxi L,
ARIED efflux ratio |TIEEIC L HT2RKMAE /R L7Z (1.13~1.62) . AKX BCRP [ZHE & LTIZ
EAEBBENIRNZ LRI E T,

bt b BCRP #EHMZ AT, 77> (10nmol/L) & BCRP Z A L7-#ikicxt4 54
K (0.01~3 pmol/L) DFEEZE in vitro TFHliL7z, 77 v > ® BCRP HIBLMIZEIT 5
efflux ratio (A8 A M efflux ratio THEIE L7-fE) IZEEERFEAICIKETL, AFIZKLD
BCRP Dk 5E (ICso : 0.103 pmol/L) 73HERR 47z,

(3) b FBUAZ R T v AR—Z—%Ir LT in viro BEHEME © OATPIBI, OATI1, OAT3M TR

OCT2

(EFHE54.2.2.6-5)

t  OATP1B1, OAT1, OAT3 XL OCT2% ZNZHFH Liziilaz W<, KBGAKR KT v
AR—=Z =% I LTo@klxt 3 243 (3 umol/L) D% invitro TR L 72,

MR LB OBUAF N T v AR —& —RELMIIIC BT 20 AL RITARIKEOF I DL LTI
EAEBAL Lo Tn, ARIIFE FIZH T D OATPIBI, OAT1, OAT3K N OCT2% 41 L7 iE
BOAIRIARIKIEFELE FOFENEN6.7, 1062, 923K M1063%TH D, AHiZK 5 OATPIBI,
OAT1, OAT3} N OCT20#asfHE TR S /en- Tz,

2.6.4.8 ZotOEYSIRESER
ML,

2.6.4.9 ERRUHES
KIEOWIL, 457, FBROBRIEE L LT, SRR LT v NRO =2
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AV NVEROCTIHME L7z, b MIBT2IMEEAME, mERBIT, (3R O AERIZR

LTIE, b bAEEEEZHAWT invitro TEHM L 7=,

Z v MIARHEZ 1 mgkg O ETHEREORS L7z & 20 BEWIEEE L (F: 88.6%)
MAEHFREACARDKERF 1101332108 & AR D2 o 72, §IRNIER GREO KR 1,1324.45F
#<TdHv, CL (11.0 mL/minkg) L7 v HAFMFEE (55.2 mL/minkg V) DFI20% & K- 7=,
Vg (133 L/kg) 13K# & (0.668 Lkg ) DF12005Th 0, HEWBDEME LA I ER T
IR« NEPHIC MM Lo b e LT,

?/bwﬁﬁﬁﬁﬁmﬁﬁ(wnﬂﬁﬁ)ﬁmﬁ & (&9 mgkg/ H) ([2BWT,

(ZEE U 72 B ER BN SRR S 7z, 6528101 B LA O AE IR EED k7 ZEIZ B & 272 #8N

BOOLNeNhoT=Z b, 7y NERGRFOMABEFREIIEFREICELZEEZON
toﬁ 7 ANV BEBKERORS (QH1ERE) FOBRELK - FHE (13K Y
4mg/kg/H) THEIZHH] LB R I 7z, #5288 H LA O MAEHIRED N7 7HIZ
HONREINERO 6T, =7 A4 FNLOREFE GO TH MR E T E RIS E

Li=tE 26N,
m7/F B2 REWCAROFEREIIHET v X0 EFEWE (1L1~1.71%) Z2R~L, Fiz,

HER AR M4 X M-6DIEZEITHET » FTHTEWMEZ R LT, AFEOE MBI 5 EE
ﬁw%%iCW&Mf%é EVRIBINTEY, Ty MBI L1EE CYP3A 777 2

V—OBSRHEE SN2, 7> F CYP3A 777 2 U —DHT CYP3A1/23 K OBA2ICE L T
X, HM@%ﬁE&U%%@@mHTMm ENHESH TS, T v FORBEICRD LI
BT OMIERE (M>HE) 11X, Zhbd CYP3A 7 7 7 I U —OEEENRE S L TV 5 Al hE
PEDNE Z BIvTe, WERED =7 A YL OREACIRIREEE OME/HELIZ08~1.5TH Y, ImiEH M-4%
O M-6DIEFE L MERECRIRE TH o722 D, =27 A YILTIEIA SRR OMEEFE T 72
WeEEZ LN,

Z v MBI DBIEEROFEG IR ENRB I, 7 v FOFEIRNEE 5% ORI
% Y B EYE 1 ikhkﬂﬁﬁ%(%WM%®ﬁﬁ.M@EH%W@MA@@&.MGW
TholoZ L, RERBYOWELERIEITENEE X ST,

AT v MOERE (MC) BERk L7723 (1 mgkg) 2RO Lz & & OARNIEY R HE
WX, IRER, B, /MR OKEEI O Tl m MR LV MW RE E TRIEL,
P 5A TR TH S < ORISR SN2 &0 D, SRMEEYE O 4 Sk~ DBITIE K O
WEMEEEWEES LN, M H6%%%@%%@%&@@@@%K%Nfﬁ#okﬁ,

Tomax (KEH%8~1205[]) @ T/P 130.6~09% KL, &5?&24%?31(@%%“ e L [RIREE
OfE (T/P:0.5~1.5) THBLI-Z &, KOVT7 v MiiE BT % I3 BEYE if&bf%

AR CH -T2 vk, ﬂ&%iﬁui&ﬂmfﬁﬁﬁ%tﬁﬁ”ék%z%ﬁ%to HET v MTHRE
(MC) FERE L= AZE (10 mgkg) ZREA%KE LI- & X 0RyEEME OMBI I, AT =
VEAMREOT RO CHICREBELZRLEZZ L, ROABEEICBWTHLIEAGARELY
FEREEIREN @< HB LTI Z L0 s, EWBEME D A T = ~OmWBIFPEDR R X
niz, 7 RUBEROFOKEEZRNT-ZAGKR AR T v hO% < OMBETIE, #5%168FEH
F CORYEEWE DOW I AT — TP L TWD Z L, RO 5% 1681 £ TOHMH &
SV OBRFITACAKOEAT v MNEATHEHERENRZN E0D, A 7=V EEERINOR
7 v MBI 2EYBEYE OWEMEITE, BTy FEFEELTWD LRI,
AR M IEE AREA=R1310000 ng/mL £ TOEEIZBWT, @(7/k =7 A FNLRENR
BN IZEBTIFITEVE > 99%) 2Rl 7, b M iéz#Aﬁai}BAf
HY, w-AGP ~DFEGRIFENZ ENRENTZZ END, mkﬁaﬂmpgr@w%”
ARG TR O AN L OMERBZE~O IR Ex b, & M 75Ki®mﬁ%ﬁ4
1%, MEHIEE 231000 ng/mL £ TIE—EE (K980%) %7~ L7223, 10000 ng/Lm TIXK T 237
Do (MERBITE : £960%, MERFEE : $12000 ng/mL) , b b O fER AR E % 5
12000 ng/mL & L7=854, M EE 23593000 ng/mL UL ECHMERBITRME T2 LatE SR
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Too BRIRHETEH & (300 mg/[Bl, 1H2[E], HHAMKAESE) TOEFIKE 220 H) ([ZBT5F
¥) Couax 575 ng/mL (R 2.7.2.2.2.1.1-1) THHZ L E2ZET 5 &, MERBITEOEK T RIREED
IR DER & 72 D AREEIFE VW B X b,

AR T v M 5 Y EEYE O b HEO T > b ERERIS, MR OHRER 2 BR <
L TR OWBATIE DS HERE S T2, FERR AT IC B W T HIME TR T O R & 7 2810 03 R
DB, Ty bR R IR E T oM (<) BNRd bk E—F LT,
MR ORI IR A 700k (FLIR, ORER, =, BB, FARKOMAIE) R OMRIEIZ & 3Ky BaE
WENBITT D 2 LR SN,

A T AR OEN T a7y A NMEI~ TR, Ty, 4X, h=7 4%
LUt FTHEELL Tz, B MIBT 2 FRFEBITIREY M4 (T 7+ U VEROBBEREK Y
T v nAbk) OAERTH D EHEE SN, & NOFI 7 a Yy — AR ONFIEZ 72 G
HEEFEOFAG D, AT CYP ICL 0 REH S D Z LRI, IFICR T 2 = E R
F1X CYP3A4TH D Z EBNRBENT (CYP3A REIOFLR  >47%) . 7=, BIHFKZEL b
CYP Z W3-l TiE, T HEESE & L C CYP3A4HER S N7-M, M-41% T M-6D4ERRIC
CYPIAL, 2A6, 2B6, 2C8/9/19, 2D6, 3A5 K OMAIIDEEH HREIT-,

Ty MM 7V F =T E R AR L X0 METITEE L TR AR ST
2, 7 v NERIRNBEG-FEO IR (FEHEIERRES) (21X M4 (40.6%) DEMRHEHE L TRRO LN
7225, in vitro OV in vivo & HIT MANREREWTH D Z LRS-, 7 PR
H=0 A PR Z BRI ERORE L& & ofmiEd M4 E I, #5280 H LI
R b T R ICEERTEINRD DR ho T2 E D, EFEIREBICETSEEZ LN,
AFEOBHBKER A KGHEERBOSHE (7 b 2Tmgkg/ B, 1=7 A%
12 mg/kg/H) TORKKEER (EFIRE) 1238175 M-40D AUCy4 (3£1060~1890 ng-h/mL T
bV, ZIVUIEERAELEA R (300 mg/[El, 1H2E], #HAKOES) Toe NEFIREIZKIT S
M-482#E  (AUC4n HEENE : 4740 ng-h/mLY) 022.4~39.9%Th % & BIES b,

Z v MBI 2EMEEYE OPET, FEAENRBEHENLIZEFTTHD Z LRI,
IYBEME ORND D OHEINIFEE TH Y, HGZ 168 T O MR S22 &%, MRk
RMERENZ & & —E LT\,

ARIROEEFFHERICE LT, WA EICIR T 2 IR A HSEY o i th i BE 7 & G R 3R
FAEEHOREM 2 &2 Lz, AR TOEREDTEFIREEIZI T 5 Chax 13575 ng/mL TH
0, MEEARBEE & 99%) MR I DIEEERREILIRD Chax 135.75 ng/mL Ajifi & &
R Hilc, —H, in vitro BEFRFHEABR O HKEEFE (1 pumol/L = 483 ng/mL) (Z351F 2 IS S
REACAROPRFEFIFHIL2.5~200 ng/mL T -7z, CYPIA2IZBI L CIX in vitro FHEA53HE032.005%
PLF (Bt BRGHEEAED2.6% LA F) Th o= 2 &b, BRIEWAR E/ER N Z % AT ettix
R & S A7z, CYP2B6 X UBA4ICES U Cldie RIBEEIEE (1 umol/L) (2B WTC, #FilfER
WENZEI, 1.5~3.1 (M RFEEEED2.2~25.8%) KTN2.5~3.91%F (B kI FRFFEEED4.9
~11.5%) @ in vitro FHERENDHER I NN, FEREEBREAARD in vitro KN in vivo IZEB1T 5
IREAZBET D &, R OREIXIEZE TI3Wn &l s,

In vitro iRER TR BT AIEKD CYP2C8IZx T 5t fHE (K = 1.98 pmol/L, 956 ng/mL)
B LT, mAEHIERE AT B0 1% AN & D TRWZ &6, ERARHEREHE (v MER
IRBBICIB T 54 Crax = 575 ng/mL) (28T CYP2C8D i A BHLE (ZHL K3~ 2 I A SR M Al B4
MITBEE TIT AW EHEZER SN, —TF7, CYP3A4IZEI L TIZMRBICKIE L72LE  (kinae =
0.0624 min”, K;> 60 pmol/L) 2SRME S, CYP3A4DIEE L7 58 A - L7- & X (2 HF 3R
O MAEFPREZ N ST DTS HEE SN, Fo, AT CYPIAMH O % 523 LY &
W DR S AL, CYP3A4DFHEH) K O EFA O OF T ARZE D M R fE A £ 8) < & 25 Flig
PERHELE S T,

v MRl N T AR —F— (P-gp XN BCRP) %It L 723Kk O ARIKIZ X D FHED in vitro
TRENT, RKIED P-gp T BCRP IZkF 5 IC5o23Z4LE411.13 pmol/L (545 ng/mL) K& Y
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2.

2.
1)

2)

3)

0.103 pmol/L (50 ng/mL) &AKWZ &, R OARIEITERARHELEH &3 1E1300 mg T 0 HLEN
FMRENELS D ZENTREINDSZ LD, ZNOORE LR LEYZIH LIz & ZI120f
MO MAE PRI 2 M S D AREENHER SN, —F, B MRVIAZR N T VU AR—F—T
& 5 OATPIB1, OATl, OAT3 K T8 OCT2% /it L7- & R EE ot ioxh LT, A%

(3 umol/L) DHEEAFIXIZE A CRD BT, EREWH BIEH ORIk E B 2 b
776

6.4.10 Ex*
ARSI AR LT

6.4.11 SEXW
Davies B, Morris T. Physiological parameters in laboratory animals and humans. Pharm Res. 1993;
10:1093-5.
Aiba T, Yoshinaga M, Ishida K, Takehara Y, Hashimoto Y. Intestinal expression and metabolic activity
of the CYP3A subfamily in female rats. Biol Pharm Bull. 2005; 28:311-5.
/NHEVER. W OITE & o8 #EGIZET %8, Yakugaku Zasshi 2009;129:413-25.
I AF-0010P M EMATHEE (AUCwa PRI , Version. 1.0. HapRAs
R oT o A |
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B
s JiA g
a;-AGP ai-Acid glycoprotein o-FAMEREE A
AUC.4n Area under the plasma concentration—time | 07> 524 ¢ & T oD ifn 45 o B — B
curve from time zero to 24 h el i T A
AUC 961 Area under the plasma concentration—time | 02> 5 96KRER & T L #E H B — If
curve from time zero to 96 h fid Hh R T A
AUCins Area under the plasma concentration—time | 07> & #ERRIRF[E & C & #M& L 7= 4
curve from time zero to extrapolated infinity | Hy B — RERT dh#R T hifd
BCRP Breast cancer resistance protein FLIE MR A
CL Total clearance 2H VT TR
Chnax Maximum (peak) plasma concentration e ren LT SR
CYP Cytochrome P450 F k7 v —.A P450
DMA N, N-dimethylacetamide N,N-UAFNLTHE T IR
eq Equivalent of ['*C]Alectinib MCI7 v F=7 Y&
F Bioavailability INAFT AT T 4
GLP Good laboratory practice = 30 D MR BT % FERF IR
Bk 0D S it oD F e
HP-B-CD Hydroxypropyl B-cyclodextrin ERe¥orrel g-vrasrx
ARD
HPMC Hydroxypropyl methylcellulose t ey 7oL XAF ko
— A
HSA Human serum albumin b MILET VT I v
[ Concentration of inhibitor PR 1 2
ICso Half maximal (50%) inhibitory concentration | 50%PH. 25
id. Intraduodenal + ZF5HBAN
V. Intravenous FRARAN
K Inhibitor concentration producing kops=kinact/2 | kobs 7> Kinact P 1/2E 722 & & O
FI
K; Inhibition constant FH. 3 E 4K
Kinact Maximum inactivation rate constant B RATE AL B 2K
kem Michaelis constant I A=Y REK
kops Apparent inactivation rate constant SLIT D ATE AV FE L
LC-MS Liquid chromatography—mass spectrometry Wik v~ ~7 77 0 —E&nHr
LC-MS/MS | Liquid chromatography—tandem mass WK~ N7T77 4 —820T A
spectrometry B & 4T
LC-RID/MS | Liquid chromatography-radioisotope WK v~ 777 0 — U REMR
detector-mass spectrometry HVE BT
LSC Liquid scintillation counter Ik o FL—varvhy o A—
MRT Mean residence time B B g ]
MS Mass spectrometry B BT
MsOH Methanesulfonic acid (Mesylic acid) AL AR R (A VER)
OAT Organic anion transporter A7 =42 N7 VAR —4—
OATP Organic anion transporting polypeptide FWT =4 N TV AR—F—K
UXRFFR
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WG Fhh F4

OCT Organic cation transporter BB TF I T AR—H—

Pap Apparent permeability coefficient ST O F iR

P-gp P-glycoprotein P-FEEE A

PK Pharmacokinetics HHEh e

p.o. Oral (per 0s) 3]

QWBA Quantitative whole-body autoradiography EmMEE A — NI UF T T 74

Radio— High performance liquid chromatography— | =gk v~ 7 F 7 4 — st

HPLC radioactivity detection REff

rthCYP Recombinant human CYP AL N CYP

RT-PCR Reverse transcription polymerase chain | Wil B R U A 7 —B @5
reaction

[S] Concentration of substrate FE R

tin Elimination half-life {H -8

TK Toxicokinetics T axxs 7R

T/P Ratio of tissue/plasma concentration HER/ AR T T

Tinax Time to reach maximum concentration B 1o T e T

v Metabolic velocity (Metabolic activity) RANEE (RENEME)

Vinax Maximum metabolic velocity (Maximum | f KACHHRE (HARREHEME)
metabolic activity)

Vs Volume of distribution at steady-state TEFIRIEIZ T D A FE
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2.6.5 EYMBEHABRBIER
2.6.5.1 EYBEAR . —ER

*& 2.6.5.1-1 EYFEHAKR—E

Type of Study Test System Method of Administration Testing Facility Study No. Location in CTD
Absorption
Single Dose PK Rat (male, fasted) i.v. (1 mg/kg as a free base, solution of
Alectinib Hydrochloride
’ o ol 42221
p-o. (1 mg/kg as a free base solution of
Alectinib Hydrochloride)
Repeated Doses TK Rat (male, female) p-o. (3,9, 27 mg/kg/day as a free ) .
= ) Chugai Pharmaceutical Co., Ltd.
(13-week GLP toxicity study) base for 13 weeks, suspension of TOX.-0026 423.2-3
Alectinib Hydrochloride)
Cynomolgus monkey (male, p.o. (1.3, 4, 12 mg/kg/day as a free base
female) for 13 weeks, suspension of Alectinib _ TOX.-0027 4.23.2-7
Hydrochloride)
Enterohepatic circulation Rat (male, bile duct- i.d. (1.96 pg eq/8.77 kBq/1 mL/rat)
cannulated) Pooled bile (collected bile up to 241 | AN EEREEEEE o006 42222
after i.v. dose of ['*C]Alectinib to rats)
Distribution
Tissue Distribution Rat (male, albino) ) " o
p.o. (1 mg/kg, solution of ["“C]Alectinib) || | G oV« 4223-1
(QWBA)
Rat (male, pigmented) p-o. (10 mg/kg, solution of _
AD 0005 42232
[“C]Alectinib) vill
In Vitro Protein Binding Mouse, rat, cynomolgus In vitro (100, 1000, 10000 ng/mL, _
AD 0150 4223-3
monkey, human plasma [“C]Alectinib) M.
Human HSA, (XI-AGP Invitro (100, 300, 1000 ng/mL, _
g AD 0067 42234
['“C]Alectinib) vill
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M-4 and M-6)

Alectinib Hydrochloride)

& 2.6.5.1-1 EYFEAR—FE K
Type of Study Test System Method of Administration Testing Facility Study No. Location in CTD
In Vitro Blood Cells Partitioning Mouse, rat, monkey, human In vitro (100, 1000, 10000 L
¢ ’ Foeany e N ovEBloso 42233
blood [ "C]Alectinib)
Feto-Placental Transfer Rat (female, pregnant 0. (1 k luti f
et premny o) ke soluion @ I ovBos 4223
(QWBA) [*"C]Alectinib)
Metabolism
In Vitro M lite Profil M k
n Vitro Metabolite Profile ouse, rat, dog, monkey, -1, s (10 pmobL, [MClalectinib) [ A  ovEloiss 422410
human hepatocytes,
In Vitro Metabolizing Enzyme  Recombinant human CYP
microsomes (CYP1A1, 1A2,
2A6,2B6,2C8,2C9,2C18,  Invitro (10 pmol/L, [“ClAlectinib) || | T - oVvRo5: 42242
2C19, 2D6, 2E1, 3A4, 3A5,
4A11)
Human liver microsomes with
the specific inhibitor for CYP ) 14 -
Invitro (10 pmol/L, [*C]Alect I Vo056 42243
(CYP1A2, 209, 2C19,2D6, 1 vitre (10 umol/L, ["C]Alectinib) L
3A4/5)
Human hepatocytes and liver
microsomes with CYP 3A4/5  In vitro (2 pmol/L, [“C]Alectinib) | | | 55 1056535 42.2.4-4
inhibitor or pan-CYP inhibitor
In Vivo Metabolite Profile Rat (male) plasma, urine, feces p.o.
e P e I ovlloo 42245
(1 mg/kg, solution of [ "C]Alectinib)
Rat (male, bile duct- iv.
lated) bil o iear T /ovllooss 42222
cannulated) bile (1 mg/kg, solution of [ "C]Alectinib)
Rat (male, female) plasma p-o. (27 mg/kg/day as a free
(concentration of metabolite  page for 13 weeks, suspension of Chugai Pharmaceutical Co., Ltd. ADM|JJ-0042 422.1-6

LA L

WlE A 9T

g';l

oF T Y

9 a8eq



x® 2.6.5.1-1 EYPERR—=T D

Type of Study Test System Method of Adminstration Testing Facility Study No. Location in CTD
Cynomolgus monkey (male,  p.o. (12 mg/kg/day as a free base for
female) plasma (concentration 13 weeks, suspension of Alectinib Chugai Pharmaceutical Co., Ltd. ADM.—0043 422.1-7
of metabolite M-4 and M-6) Hydrochloride)
Excretion
Excretion into Urine and Feces ~ Rat (male) p.o. (1 mg/kg, solution of _
L AD -0147 4224-5
[*C]Alectinib) vill
Excretion into Bile Rat (male, bile duct- iv.
e e s, i ey, N ovBos: 1220
cannulated) urine, feces, bile (1 mg/kg, solution of [ "C]Alectinib)
Drug-Drug Interaction
In Vitro Enzyme Induction Human hepatocytes i
’ e s Meatnit tnetiory N ovBon 4226
(CYP1A2,2B6, 3A4) Alectinib Hydrochloride)
In Vitro Enzyme Inhibition Human liver microsomes
Y (CYP1A2, 2B6. 2C8. 2C9 In vitro (0.1 to 60 umol/L, Alectinib _ AD]\/I.'O14'6 42.2.6-2
’ ’ ’ ’ Hydrochloride ADMJ-001 42.2.6-
2C19, 2D6, 3A4) y ) o019 6-3
In vitro Permeability Caco-2 cells Invitro (10 pmol/L, Alectinib . .
h Ph 1 Co., Ltd. AD 001 4.2.2.6-
Hydrochloride) Chugai Pharmaceutical Co., Ltd. M. 0017 6-6
In Vitro Transport Caco-2 cells (human P-gp) In vitro (0.03 to 3 pmol/L ,
(Sensitivity as a substrate and ['“C]Alectinib or Alectinib Chugai Pharmaceutical Co., Ltd. AD 0084 4.2.2.6-4
ty g
inhibition) Hydrochloride)
Human BCRP expressing In vitro (0.01 to 3 umol/L,
MDCK cells ["*C]Alectinib or Alectinib I V0055 422.6-5
Hydrochloride)
In Vitro Transport Human OATP1BI1, OATI, . ..
In vit /L, Alect
OAT3 or OCT2 expressing - 70 (3 wmol/L, Alectinib I oV ooss 42265

(Inhibition)

HEK293 cells

Hydrochloride)

LA L
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2.6.5.2 SWAERUVNYT— 3 ViR
& 2.6.5.2-1 HWAHERUNIT—L 3 VEBRER
Assay method validation of Alectinib in plasma, Assay: LC-MS/MS

] Range of Intra-Assay Intra-Assay Inter-Assay Inter-Assay o
Species o . . ‘o . Study No. Location in CTD
Quantification Accuracy * (%) Precision ~ (%) Accuracy (%) Precision ~ (%)
Tox|jo128 422.1-1
Rat 1 to 250 ng/mL —8.2t012.6 1.7t0 11.9 —8.1t0 0.8 7.0t09.2
ToxJo130 422.12
Rabbit 1 to 250 ng/mL —3.6to 4.1 0.8t03.1 1.1to3.4 1.9t04.6 TOX.-003O 4.2.2.1-3
Cynomolgus Tox|jo129 422.1-4
1 to 250 ng/mL 7.81t09.9 1.3t0 12.2 54106.9 2.1to0 8.1
monkey Toxjjo131 422.1-5

*1: (Mean value of the concentration determined in reproducibility samples — Nominal concentration) / Nominal concentration x 100
*2: Standard deviation / Mean concentration determined in reproducibility samples x 100
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*x 2.6.5.2-1 SWAERUN)T—3 VEREBRER ()
Quality control in the assay of metabolite M-4 and M-6 in rat and cynomolgus monkey plasma, Assay: LC-MS/MS

Accuracy™ (%)

Nominal conc. Rat, Study No.: ADM.—OO42 Cynomolgus monkey, Study No.: ADM.—0043

Sample
(ng/mL) Location in CTD: 4.2.2.1-6 Location in CTD: 4.2.2.1-7
M-4 M-6 M-4 M-6
1 0.1 -1.6 0.0 0.7
3 -1.2 2.9 —25.8 (Not used) —23.8 (Not used)
10 —0.1 3.9 0.5 —10.6
Calibration 30 8.5 7.9 —2.4 8.6
standard 100 0.4 -1.2 -0.4 2.8
300 1.1 -33 0.8 2.9
1000 =35 8.1 1.5 —4.5
3000 5.2 —-0.6 NT NT
10 0.0 -1.3 =35 29.9
100 -7.6 —8.8 0.2 0.1
1000 -3.7 -33 -1.1 4.2
oc 10 -1.6 4.7 -1.9 2.1
sample 100 20.2 11.3 —3.7 —5.3
1000 =5.0 —5.2 6.7 9.8
10 NT NT =5.6 6.0
100 NT NT 231.4 239.4
1000 NT NT 3.6 12.5

*1: (Mean value of the concentration determined in reproducibility samples — Nominal concentration) / Nominal concentration x 100; NT: Not tested
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2.6.5.3 EYEEHAR  RIN: HEKRE

Species / Strain:
Gender / Number of animals:
Feeding condition:

Formulation / Vehicle:
Method of administration:
Dose:

Sample:

Sampling time:

Analytical method:

F 2.6.5.3-1 S v FEEREOXEHIKNEZES

#EBRY)'E : Alectinib Hydrochloride
FLAFEAT ¢ 4.2.2.2-1
#E% 5 - ADMJooes

Rat / RecHan™: WIST

Male /3

Fasted from the evening of the day before dosing to 4 h after dosing
p.o.: Solution / o HP-B-CD/f} movL MsOH/Jf molL HC
i.v.: Solution / DMA:I mol/L HCI:.% HP-B-CD =10:2:88

p.o.

Lv.

1 mg/kg as a free base

Plasma

p.0.:0.5,1,2,4,8,12, 24,48, 72 and 96 h after dosing

i.v.: 0.083,0.25, 1, 2, 4, 8, 24, 48, 72 and 96 h after dosing
LC-MS/MS

LA L
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F& 2.6.5.3-1 Sv FHEEBRAOXIIFHRAEZES )

PK parameters for Alectinib

Parameter p.o. 1L.V.
Tonax (h) 8.0+0.0 NA
Chax (ng/mL) 60.9 +14.0 (Co: 175+ 59)
AUC .96 (ng*h/mL) 1320 £ 280 1530 + 410
AUC;y¢ (ng*h/mL) 1400 + 320 1580 + 450
MRT (h) 27.6+£3.6 204+53
Vg (L/kg) NA 13.3+4.3
CL (mL/min/kg) NA 11.0+2.8
ti2 (h) 32.1+4.9 244+109
F (%) 88.6 NA

Dose: 1 mg/kg

The value of each parameter represents mean = SD or mean of 3 animals.
Cy:  Extrapolated plasma concentration at time 0 after administration
NA: Not applicable

F = (Mean of AUC;y ,,,/dose) / (Mean of AUCy ;,/dose) x 100

LA L
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2.6.5.4 EYEEHAR  RIN: REKS

Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation/ Vehicle:
Method of administration:
Dose:

Sample:

Sampling time:

Analytical method:

*x 2.6.5.41 Sv rEBREROKRS
#eERY)'E © Alectinib Hydrochloride

(Suspension product)

FLHE T : 4.2.3.2-3
#Ee % 5 ToXJoo2e

Rat / RccHan™: WIST

Male / 3, Female / 3

Fed ad libitum

Suspension / .% HPMC/ - mol/L HCl

p.o., once a day for 13 weeks

3,9 and 27 mg/kg/day as a free base

Plasma

1™ dosing: 1, 2, 4, 8, 12 and 24 h after dosing

28" and 56™ dosing: Before dosing

91* (last) dosing: Before dosing, and 1, 2, 4, 8, 12 and 24 h after dosing

LC-MS/MS

LA L
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# 2.6.5.4-1 Sv MIBERAREZEOKRS F)

TK parameters for Alectinib

LA L

Dose (mg/kg/day) 3 9 27
1* dosing 91* (last) dosing 1 dosing 91* (last) dosing 1* dosing 91% (last) dosing
Thnax Male 33+1.2 4.0+0.0 6.7+23 53+23 93+23 93+23
(h) Female 4.0+0.0 27+12 53+£23 33+£1.2 6.7t4.6 8.0+4.0
Cinax Male 208 =30 370 + 82 649 + 45 1250 £ 380 1780 £ 130 1840 + 160
(ng/mL) Female 238 £26 524 £ 114 872 £ 149 1520 £ 190 1960 + 30 2170+ 90
AUCq.24n Male 3010 £ 660 5100 £ 1410 9770 £ 720 18600 = 5700 30000 + 4000 35300 + 3300
(ng-h/mL) Female 4000 + 490 8450 £ 750 15100 £ 700 25800 + 1900 35800 + 1800 41100+ 2100

The value of each parameter represents mean = SD of 3 animals.
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Comparison of TK parameters

# 2.6.5.4-1 Sv MIBERAREZEOKRS F)

Dose (mg/kg/day) 3(1.0)" 9(3.0)" 27 (9.0)"
1* dosing 17 (last) 1* dosing o1 last) 1¥ dosing 17 last)
dosing dosing dosing
Cnax Accumulation factor > Male 1.0 1.8 1.0 1.9 1.0 1.0
Female 1.0 2.2 1.0 1.7 1.0 1.1
Dose proportionality Male 1.0 1.0 3.1(1.0)° 34(1.1)° 8.6 (1.0)° 5.0 (0.6)°
Female 1.0 1.0 3.7(12)° 2.9(1.0)7 8.2 (0.9)° 4.1(0.5)7
Gender factor * Male 1.0 1.0 1.0 1.0 1.0 1.0
Female 1.1 1.4 1.3 12 1.1 12
AUCy24 Accumulation factor 2 Male 1.0 1.7 1.0 1.9 1.0 1.2
Female 1.0 2.1 1.0 1.7 1.0 1.1
Dose proportionality Male 1.0 1.0 3.2 (1.7 3.6(12)° 10.0 (1.1)" 6.9 (0.8)"
Female 1.0 1.0 3.8(1.3)7 3.1(1.0)° 9.0 (1.0)" 4.9(0.5)7
Gender factor * Male 1.0 1.0 1.0 1.0 1.0 1.0
Female 1.3 1.7 1.5 1.4 1.2 1.2

*1: Dose ratio

*2: Mean of C,a, (or AUC04y) at the last dosing / mean of Cmax (or AUCy.p4p) at the first dosing

*3: Mean of Ca (or AUCq04) of each dosing group / mean of Cy,,, (or AUC.04,) Of the lowest dosing group (3 mg/kg/day)
*4: Mean of Cpp,y (or AUC.04,) for female / mean of C,y (or AUC.041) for male

*5: Dose proportionality / dose ratio
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# 2.6.5.4-1 Sv MIBERAREZEOKRS F)

Trough value ' of plasma concentration of Alectinib (ng/mL)

Gender Pose 2 dosing 28™ dosing 56" dosing 17 last)
(mg/kg/day) dosing
Male 3 47.0+16.4 90.5+24.4 104 +31 107 £ 26
9 181 +47 323 +23 356 + 69 363 £ 102
27 709 + 224 1200 £ 100 1070 + 90 960 + 134
Female 3 82.4+20.6 190 + 35 233 +£56 214+ 36
9 388 +32 834 £ 59 877 £135 722 + 86
27 1040 £ 90 1340 £+ 290 1560 + 300 1200 + 170

Each concentration represents mean + SD of 3 animals.
*1: Plasma concentration before dosing
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% 2.6.5.4-2 Hh=UAFIILIBERREZOERE
#ERY)'E © Alectinib Hydrochloride

(Suspension product)
FLRLTET : 4.2.3.2-7
#BrE 5 : ToX|oo27

Species / Strain: Monkey / Cynomolgus
Gender / Number of animals: Male /2 or 3, Female / 3 for 1.3 mg/kg/day

Male / 5, Female / 5 for 4 and 12 mg/kg/day
Feeding condition: Treatment period: given just after dosing once a day

Other period: given in the morning once a day

Formulation / Vehicle: Suspension / .% HPMC/ - mol/L HC1
Method of administration: p.o., once a day for 13 weeks

Dose: 1.3, 4 and 12 mg/kg/day as a free base
Sample: Plasma

Sampling time: 1* dosing: 1, 2, 4, 8, 12 and 24 h after dosing

28" and 56" dosing: Before dosing
91* (last) dosing: Before dosing, and 1, 2, 4, 8, 12 and 24 h after dosing
Analytical method: LC-MS/MS
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TK parameters for Alectinib

& 2.6.5.42 A=V 4AFIILIERMREROES )

Dose (mg/kg/day) 1.3 (n=3)* 4 (n=5) * 12 (n=5) *
1 dosing 91* (last) dosing 1 dosing 91* (last) dosing 1* dosing 91% (last) dosing

Trax Male 53£23 2.0 (n=2)* 6.8 2.7 244+0.9 8.0£0.0 44+22

(h) Female 33+1.2 33+£1.2 4.0+0.0 32+1.1 4.0+0.0 44+22

Cinax Male 59.8+26.9 83.4 (n=2)* 170 £42 243 + 33 394+ 129 461 £ 134

(ng/mL) Female 87.5+£8.2 94.3+£26.0 175+ 45 189 £ 51 439 £ 82 463 £ 60
AUCq.24n Male 792 £274 894 (n=2) * 2700 £ 530 3610+ 580 6640 + 2370 7060 + 2530
(ng-h/mL) Female 942 +133 1030 £ 60 2520 £420 2810+ 1040 6410+ 1170 6920 + 1680

The value of each parameter represents mean = SD or mean.

*: The number of animals
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& 2.6.5.42 A=V 4AFIILIERMREROES )

Comparison of TK parameters

Dose (mg/kg/day) 1.3(1.0™ 43.17 12 (9.2
1* dosing 17 (last) 1¥ dosing 17 (last) 1* dosing 17 (last)
dosing dosing dosing
Cnax Accumulation factor > Male 1.0 1.4 1.0 1.4 1.0 1.2
Female 1.0 1.1 1.0 1.1 1.0 1.1
Dose proportionality>  Male 1.0 1.0 2.8(0.97) 2.9(0.9%) 6.6 (0.77) 5.5(0.67)
Female 1.0 1.0 2.0(0.67) 2.0 (0.67) 5.0 (0.57) 4.9(0.57)
Gender factor * Male 1.0 1.0 1.0 1.0 1.0 1.0
Female 1.5 1.1 1.0 0.8 1.1 1.0
AUCg.o4n Accumulation factor 2 Male 1.0 1.1 1.0 1.3 1.0 1.1
Female 1.0 1.1 1.0 1.1 1.0 1.1
Dose proportionality > Male 1.0 1.0 3.4(1.17%) 4.0 (1.37) 8.4(0.97) 7.9 (0.97)
Female 1.0 1.0 2.7(0.9%) 2.7(0.9%) 6.8 (0.77) 6.7 (0.77)
Gender factor * Male 1.0 1.0 1.0 1.0 1.0 1.0
Female 12 12 0.9 0.8 1.0 1.0

*1: Dose ratio

*2: Mean of Cmax (or AUCq_,4y,) at the last dosing / mean of Cmax (or AUC.4y) at the first dosing
*3: Mean of Cay (or AUCq4y) of each dosing group / mean of C,, (or AUCq4y) of the lowest dosing group (1.3 mg/kg/day)
*4: Mean of C,, (or AUC 04, for female / mean of C,, (or AUC.04,) for male

*5: Dose proportionality / dose ratio
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& 2.6.5.42 A=V 4AFIILIERMREROES )

Trough value ' of plasma concentration of Alectinib (ng/mL)

Gender Dose (mg/kg/day) 2 dosing 28" dosing 56" dosing 91* (last) dosing
Male 1.3 (n=3)" 14.8+3.2 23.1+92 21.9+11.5 13.8 (n=2)
4 (n=5)" 64.1+17.3 120 + 38 128 +29 96.1 +35.5
12 (n=5) 187 92 253+ 72 183+ 52 193 + 82
Female 1.3 (n=3) " 13.4+5.1 24.5+10.6 18.5+4.4 16.5+5.3
4 (n=5)" 49.5+8.0 83.3+31.2 68.8 +36.5 63.2 +40.8
12 (n=5)" 145 + 33 234+ 120 199 + 92 188 + 94

Each concentration represents mean + SD or mean.
*1: Plasma concentration before dosing
*2: The number of animals
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2.6.5.5 EYEEAER RN : FAFTEIR

Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:
Dose :

Sample:

Sampling time:

Analytical method:

# 2.6.5.5-1 Sv +GIFREER
WBRM'E : [MC]Alectinib
ROARTE T © 4.2.2.2-2
B %5 . ADM|JJo064

Rat (bile duct-cannulated) / ReccHan™: WIST

Male / 3

Fed ad libitum

Pooled bile collected up to 24 h after i.v. dosing of ['*C]Alectinib to bile duct-cannulated rats
id.

1.96 ng eq/8.77 kBq/1 mL/rat

Bile, urine and feces

Bile: 0-2, 2-4, 4-8, 8-24 and 24-48 h after i.d. dosing

Urine and feces: 0-24 and 24-48 h after i.d. dosing

LSC
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& 2.6.5.5-1 S MEEER )
Radioactivity excretion in the rat bile, urine and feces after i.d. dosing of the rat bile collected up to 24 h after i.v. dosing of ['*C]Alectinib
% of dose
Time (h) Cage washing
Bile Urine Foces In methanol/water In methanol Total
0-2 02=+0.1 NA NA NA NA NA
04 04+0.1 NA NA NA NA NA
0-8 1.1+0.2 NA NA NA NA NA
0-24 24+04 ND 384+249 ND NA 40.8+252
048 3.0+0.6 ND 76.3+13.8 ND ND 79.3+14.3

Each result represents mean = SD of 3 animals.
ND: Not detected
NA: Not applicable
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2.6.5.6 EYBEAR: 2%

Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:

Dose:

Radionuclide / Specific activity / Purity:

Sample:
Sampling time :

Analytical method:

: fAR
# 2.6.5.6-1 BBEZv MEREOKREROBEBTRE
WERME : [MC]Alectinib
RO T ¢ 4.2.2.3-1
#EE 5 . ADMJo149

Rat/ ReccHan™: WIST

Male / 1/time point

Fed ad libitum

Solution / o6 HP-p-CD/Jf} mo/L. MsOH/ [ mov/L HCI
p.o.

1 mg/4.5 MBg/kg

“C /4.5 MBg/mg / 97.7 - 98.0%

Whole-body thin sections (tissues), plasma
4,8,12,24,48,72,120 and 168 h after dosing

QWBA (LSC for concentration in plasma)
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& 2.6.56-1 ABS Y MEEREAKRSROBEPRE )
Radioactivity concentration (ng eq/g) and the elimination half-life
Tissue Time after administration t12 (h)
4h 8h 12h 24h 48 h 72h 120 h 168 h
Plasma 68.9 50.0 57.8 13.9 6.85 4.05 1.72 0.923 41.6
Blood 136 139 202 55.2 15.3 10.2 6.14 ND 56.0
(2.0) (2.8) (3.5) (4.0) (2.2) 2.5 (3.6) (NO)
Cerebrum 36.6 46.9 41.1 214 9.70 7.38 ND ND 231
0.5) 0.9) 0.7) (1.5) (1.4) (1.8) (NC) (NO)
Cerebellum 35.0 29.4 36.6 14.8 7.82 ND ND ND 71
0.5) (0.6) (0.6) (1.1) (1.1) (NO) (NC) (NO)
Pituitary gland 1030 722 1240 558 357 201 ND ND 106
(15) (14) 21 (40) (52) (50) (NC) (NC)
Spinal cord 39.2 38.6 46.6 214 9.46 1.74 ND ND 132
(0.6) (0.8) (0.8) (1.5) (1.4) 0.4) (NC) (NOC)
Eyeball 4.05 2.85 2.98 284 ND ND 6.02 ND NC
(0.06) (0.06) (0.05) (2.0) (NOC) (NO) (3.5) (NC)
Harderian gland 1010 3210 4000 4790 2600 1610 218 75.8 3.0
(15) (64) (69) (340) (380) (400) (130) (82)
Submaxillary gland 1370 1380 1500 821 376 245 96.5 ND 36.6
(20) (28) (26) (59) (55) (60) (56) (NC)
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# 2.6.5.6-1

B&S v FERROKRSROMBEBRRE )

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti (h)
4h 8h 12h 24 h 48 h 72 h 120 h 168 h

Thyroid gland 1880 1410 1100 733 339 226 222 ND 36.8
@7) (28) (19) (53) (49) (56) (130) (NC)

Thymus 623 800 922 502 233 124 ND ND 233
(9.0) (16) (16) (36) (34) 31) (NC) (NC)

Heart 856 1260 1270 651 267 133 66.2 ND 371
(12) (25) (22) (47) (39) (33) (38) (NC)

Lung 1580 2820 3590 841 202 169 63.7 ND L6
(23) (56) (62) (61) (29) (42) (37) (NC)

Liver 1390 2100 1870 817 389 225 127 120 38.0
(20) (42) (32) (59) (57) (56) (74) (130)

Kidney 1050 1440 1370 851 336 205 97.8 55.7 s
(15) (29) (24) (61) (49) (51) (57) (60)

Adrenal gland 3930 8960 7690 5370 1860 1240 508 275 1.0
(57) (180) (130) (390) (270) (310) (300) (300)

Pancreas 1100 1550 1490 610 287 192 ND ND 588
(16) €1y (26) (44) (42) (47) (NC) (NC)

Spleen 1180 1780 1630 841 402 290 265 ND 391
(17) (36) (28) (61) (59) (72) (150) (NC)
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#® 2.6.5.6-1 ARZY FEEEOKSROMBEPREE 8)

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti (h)
4h 8h 12h 24h 48 h 72h 120 h 168 h

Brown adipose tissue 1100 2590 2540 1410 590 346 137 55.3 363
(16) (52) (44) (100) (86) (85) (80) (60)

White adipose tissue 63.4 368 388 142 76.5 NS ND ND 164
(0.9) (7.4) 6.7) (10) (1) (NC) (NC) (NO)

Bone (femur) 35.0 110 169 16.6 15.2 19.1 ND ND NC
(0.5) (2.2) (2.9) (1.2) (2.2) 4.7) (NOC) (NO)

Bone marrow 693 820 624 505 215 157 ND ND 6.7
(10) (16) (11 (36) CD) (39) (NC) (NC)

Skin 214 314 682 595 278 174 97.0 ND 18.6
3.1 (6.8) (12) (43) 41 (43) (56) (NO)

Skeletal muscle 396 446 404 164 64.9 38.4 ND ND 99
(5.8) (8.9) (7.0) (12) 9.5) 9.5) (NO) (NO)

Testis 91.6 156 219 120 40.9 19.4 5.72 ND 256
(1.3) 3.1 (3.8) (8.6) (6.0) (4.8) 3.3) (NO)

Epididymis 145 256 402 181 NS NS ND ND NC
2.1 S (7.0) (13) (NO) (NC) (NO) (NO)

Vesicular gland NS NS 80.3 24.0 NS NS ND ND NC
(NC) (NC) (1.4) (1.7) (NC) (NC) (NC) (NC)
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#® 2.6.5.6-1 ARZY FEEEOKSROMBEPREE 8)

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti2 (h)
4h 8h 12h 24h 48 h 72 h 120 h 168 h

Stomach 628 813 560 178 89.4 NS ND ND 13
9.1) (16) 9.7) (13) (13) (NO) (NO) (NO)

Small intestine 738 660 425 380 NS NS ND ND 0.7
(11) (13) (7.4) (27) (NO) (NO) (NO) (NO)

Large intestine 69.2 NP 1610 594 169 NS ND NP 113
(1.0) (NC) (28) (43) (25) (NC) (NC) (NC) .

Stomach (contents) 16700 7400 1760 299 110 75.9 27.7 ND NA
(240) (150) (30) (22) (16) 19) (16) (NO)

Small intestine 5380 5040 1960 2010 441 227 123 ND NA

(contents) (78) (100) 34) (140) (64) (56) (72) (NO)

Cecum (contents) 8530 10200 6380 2320 722 418 166 ND NA
(120) (200) (110) (170) (110) (100) 97) (NO)

Large intestine 6.21 NP NP NP 1450 1040 244 NP

(contents) (0.09) (NO) (NO) (NO) (210) (260) (140) (NO) NA

The value in parenthesis represents the ratio of concentration in tissue relative to plasma (T/P ratio).
ND: Not detected, NS: Not specified, NP: Not presented, NA: Not applicable,
NC: Not calculated (owing to ND, NS or NP for radioactivity concentration, or owing to lack of sampling points at the elimination phase for t;/,)
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Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:

Dose:

Radionuclide / Specific activity / Purity:

Sample:
Sampling time :

Analytical method:

% 26562 HESY FEEROKRSZOMBBDEE
PeBRE « [C]Alectinib
Alectinib Hydrochloride
ROEE T - 42232
% 5 . ADMJooos

Rat / Iar: Long-Evans (partially pigmented)

Male / 1/time point

Fed ad libitum

Solution / [Jjoo HP-p-CD/JJff molL MsOH/ i} molL HCI

p.o.

10 mg/4.48 MBq/kg

['*C]Alectinib: '*C / 4.48 MBq/mg / 95.2% (Specific activity in the formulation: 0.442 MBg/mg)
Whole-body thin sections (tissues), plasma

12,24, 48,72, 120, 168, 336 and 504 h after dosimg

QWBA (LSC for concentration in plasma)
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*® 2.6.5.6-2 ARy FEEEOKSROMBEPEE 8)

Radioactivity concentration (ng eq/g) and the pharmacokinetic parameter

Time after administration tip tin (168 h) AUC(Flég h AUCO,[ AUCinf
Tissue
12h 24 h 48 h 72 h 120 h 168 h 336 h 504 h (h) (h) (ng eqeh/g) (ngeqeh/g) (ngeqeh/g)
Plasma 503 209 52.3 41.6 ND 10.1 ND ND 495 495 13000 13000 13700
Blood 1360 601 150 116 BLQ BLQ BLQ BLQ
16.6 16.6 NA 30300 33100
2.7 (2.9) 2.9 (2.8) (NC) (NC) (NC) (NO)
Cerebrum 498 268 BLQ 106 BLQ BLQ BLQ BLQ
29.0 29.0 NA 15800 NA
(1.0) (1.3) (NO) (2.6) (NC) (NO) (NO) (NO)
Cerebellum 472 242 BLQ BLQ BLQ BLQ BLQ BLQ
NC NC NA 6960 NC
(0.9) (1.2) (NOC) (NO) (NC) (NO) (NO) (NO)
Pituitary gland 15200 6750 1780 1650 1540 964 1030 966
NC 144 482000 817000 NC
(30) (32) (34) (40) (NC) 95) (NC)  (NC)
Spinal cord 540 245 BLQ BLQ BLQ BLQ BLQ BLQ
NC NC NA 7720 NC
(1.1) (1.2) (NC) (NG (NC) (NG (NG  (NO)
Uvea 59100 66900 59000 61100 36300 34000 34500 36500
NC 114 8030000 19700000 NC
(120) (320) (1100)  (1500) (NC) (3400) (NO) (NO)
Eyeball 699 458 483 555 171 195 224 143
NC NC 59200 125000 NC
(1.4) (2.2) 9.2) (13) (NC) (19) (NC) (NC)
Harderian gland 39700 45600 15900 12900 4160 1760 749 341
142 334 2280000 2560000 2630000
(79) (220) (300) (310) (NO) (170) (NC) (NC)
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*® 2.6.5.6-2 ARy FEEEOKSROMBEPEE 8)

Radioactivity concentration (ng eq/g) and the pharmacokinetic parameter

Time after administration tiz tizaesny AUCoiesn AUC, AUC,¢
Tissue
12h 24 h 48 h 72 h 120 h 168 h 336 h 504 h (h) (h) (ng eqeh/g) (ngeqeh/g) (ngeqeh/g)
Submaxillary 10200 5200 1320 1230 506 402 324 231
420 629 310000 417000 NA
gland (20) (25) (25) (30) (NO) (40) (NC) (NC)
Thyroid gland 8280 5090 2300 2000 998 781 657 487
493  71.7 376000 592000 NA
(16) (24) (44) (48) (NC) (77) (NC) (NC)
Thymus 5190 2650 944 830 463 339 257 152
290 769 187000 270000 334000
(10) (13) (18) (20) (NC) (34) (NC) (NC)
Heart 6330 2970 1110 953 477 380 368 281
600 724 215000 332000 NA
(13) (14) (21) (23) (NC) (38) (NC) (NC)
Lung 23600 10500 2680 1970 1160 1030 724 600
401 854 654000 911000 NA
(47) (50) (51) (47) (NC) ~ (100)  (NC) (NC)
Liver 15900 7590 2450 1780 1070 717 310 196
180  73.2 499000 622000 673000
(32) (36) (47) (43) (NC) (71) (NC) (NC)
Kidney 8170 4580 1340 1080 516 469 214 134
189  73.6 276000 359000 396000
(16) (22) (26) (26) (NC) (46) (NC) (NC)
Adrenal gland 16300 11500 6040 4700 1860 1520 1300 1950
NC 45.0 823000 1330000 NC
(32) (55) (120) (110) (NO) (150) (NO) (NO)
Pancreas 10600 5170 1410 1080 531 420 294 132
202  65.8 313000 407000 445000
(21) (25) 27 (26) (NO) (42) (NO) (NC)
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*® 2.6.5.6-2 ARy FEEEOKSROMBEPEE 8)

Radioactivity concentration (ng eq/g) and the pharmacokinetic parameter

Time after administration tiz tizaesny AUCoiesn AUC, AUC,¢
Tissue
12h 24 h 48 h 72 h 120 h 168 h 336 h 504 h (h) (h) (ng eqeh/g) (ngeqeh/g) (ngeqeh/g)
Spleen 9740 5830 2650 2830 1720 1930 1940 1320
NC NC 507000 1100000 NC
19) (28) (51 (68) (NG (190)  (NC)  (NC)
Brown adipose 8100 4450 2430 1550 882 585 371 414
NC 683 340000 485000 NC
tissue (16) (21) (46) (37) (NO) (58) (NO) (NO)
White adipose 3590 1780 502 251 165 BLQ BLQ BLQ
478 478 NA 95300 107000
tissue (7.1) (8.5) (9.6) (6.0) (NO) (NO) (NO) (NC)
Bone 997 578 161 309 113 122 113 BLQ
NC NC 43500 63200 NC
(femur) (2.0) (2.8) (3.1 (7.4) (NO) (12) (NO) (NO)
Bone marrow 5810 3170 1250 908 421 487 393 211
279  NC 215000 337000 NA
(femur) (12) (15) (24) (22) (NO) (48) (NO) (NO)
Skin 2870 1360 1260 865 399 524 161 157
193 NC 149000 227000 271000
(pigmented) (5.7 (6.5) 24) (21) (NO) (52) (NO) (NO)
Skin 2310 1190 636 701 392 233 117 BLQ
133 604 112000 140000 162000
(non-pigmented) (4.6) (5.7) (12) (17) (NO) (23) (NO) (NO)
Skeletal muscle 4380 1680 457 321 182 146 124 BLQ
443 724 111000 134000 NA
8.7 (8.0) 8.7) (7.7) (NO) (14) (NC) (NO)
Testis 2130 1480 364 267 157 137 127 105
876  83.7 77800 119000 NA
4.2) (7.1) (7.0) (6.4) (NO) (14) (NC) (NO)
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*® 2.6.5.6-2 ARy FEEEOKSROMBEPEE 8)

Radioactivity concentration (ng eq/g) and the pharmacokinetic parameter

Time after administration

i tin tinaesny AUCo i63n AUC, AUCy¢
issue
12h 24h 48h  72h  120h  168h  336h  S04h 0 () (gehle) (ngeqhle) (ngeqhig)
Epididymis 3100 1520 707 298 214 221 156 BLQ
NC NC 105000 136000 NC
(6.2) (7.3) (14) (7.2) (NC) (22) (NC) (NO)
Vesicular gland 908 443 121 BLQ BLQ BLQ BLQ BLQ
124 124 NA 19200 21300
(1.8) (2.1) (2.3) (NC) (NC) (NC) (NC) (NC)
Prostate 2750 1990 490 509 445 113 110 125
NC 442 117000 155000 NC
(5.5) 9.5) %4) (12) (NO) (11) (NO) (NO)
Stomach 4300 1820 802 730 486 411 180 200
NC 117 159000 238000 NC
(3.6) (8.7) (15) (18) (NO) (41) (NO) (NO)
Small intestine 7190 3840 1470 537 371 334 230 243
NC 140 227000 314000 NC
(14) (18) (28) (13) (NO) (33) (NO) (NO)
Large intestine 6090 2690 1050 1010 427 133 193 127
NC 328 198000 251000 NC
(12) (13) (20) (24) (NO) (13) (NO) (NO)
Bladder 2600 1420 638 532 259 158 220 BLQ
NC 572 104000 136000 NC
(5.2) (6.8) (12) (13) (NO) (16) (NO) (NO)
Urine in bladder 953 299 121 983 BLQ BLQ BLQ  BLQ
299 299 NA 19800 24100
(1.9) (1.4) (2.3) 2.4) (NO) (NO) (NC) (NO)

The value in parenthesis represents the ratio of concentration in tissue relative to plasma (T/P ratio).
The t;,, was not calculated for the tissue in which the elimination phase did not decrease at the last three consecutive time points or more.
The t1/, 168 ny and AUCy_;63 1, were calculated using the concentrations determined by 168 h after administration.
BLQ: Below the lower limit of quantification (< 97.9 ng eq/g)
ND: Not detected (< 10.1 ng eq/g); NC: Not calculated; NA: Not applicable

LA L

WlE A 9T

gq

oF T Y

1€ a8eq



2.6.5.7 EYBEAR:: 2% EOHES

% 2.6.5.7-1 Invitroh$EEQHES
HBRE « ["C)Alectinib
RUEEE T : 4.2.2.3-3
5% 5« ADM|o150

Study system: In vitro

Target entity: Plasma from mice, rats, cynomolgus monkeys and healthy volunteers
Test system: Equilibrium dialysis

Radionuclide / Specific activity / Purity: C /4.5 MBq/mg /97.7 - 98.0%

Analytical method: LSC

Plasma Protein Binding (%)

Concentration of ["*C]Alectinib (ng/mL) Mouse Rat Cynomolgus monkey Human
100 NT 99.5+0.1 99.6£0.0 99.6 £0.1
1000 99.4+0.1 99.5+0.1 99.6+£0.0 99.7+0.0
10000 NT 99.6 £0.0 99.6 0.0 99.7+0.0

Each result represents mean + SD of 3 samples.

NT: Not tested
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Study system:
Target entity:

Test system:

Radionuclide / Specific activity / Purity:

Analytical method:

% 2.6.5.7-2 Invitrok FIEDESER

In vitro

PBRE « ["C)Alectinib
SOEE AT  4.2.2.3-4
5% 5 : ADMo067

Human serum albumin (HSA, 40 mg/mL), human o,—acidic glycoprotein (o;—AGP, 1 mg/mL)

Equilibrium dialysis
1C / 4.48 MBq/mg / 96.8 - 97.0%
LSC
Protein Binding (%)
Concentration of ['*C]Alectinib
HSA ,-AGP
(ng/mL)
100 97.0+£0.0 49+45
300 97.0+0.0 25+1.5
1000 96.9+£0.1 Not estimated*

Each result represents mean = SD of 3 samples.

*: The protein binding ratio was not estimated owing to incomplete dissolution of [14C]Alectinib.
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% 2.6.5.7-3 In vitrom¥#B1T
PBRE < ["C)Alectinib
ROEE T  4.2.2.3-3
5% 5« ADMo150

Study system: In vitro

Target entity: Blood and plasma from mice, rats, cynomolgus monkeys and healthy volunteers
Test system: Centrifugation

Radionuclide / Specific activity / Purity: “C /4.5 MBg/mg / 97.7 - 98.0%

Analytical method: LSC

Distribution in blood cells (%)

LA L

WlE A 9T

435

Concentration of ['*C]Alectinib (ng/mL) Mouse Rat Cynomolgus monkey Human
100 NT 72.8+0.5 86.6+ 0.6 822+0.6
1000 534+19 72.8+0.3 84.9+0.2 80.3+0.2
10000 NT 60.0+0.1 68.4+0.2 59.8+0.4

oF T Y

Blood/Plasma concentration ration (Rp)

Concentration of ['*C]Alectinib (ng/mL) Mouse Rat Cynomolgus monkey Human
100 NT 2.06 +£0.04 3.95+0.17 2.92+0.10
1000 1.11+0.05 2.06 +£0.02 3.52+0.03 2.64+0.03
10000 NT 1.40 £ 0.00 1.68 +0.01 1.29 +£0.01

Each result represents mean + SD of 3 samples.

NT: Not tested
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2.6.5.8 EYEREHER : 2% HIRXIRIABYICH T HHER
& 2.6.5.8-1 RS v FERROKSROBBPRERVEE - REBT

Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:

Dose:

Radionuclide / Specific activity / Purity:

Sample:
Sampling time:

Analytical method:

PERME : [“C]Alectinib
SCHEUEPT : 4.2.2.3-5
#E% 5« ADMJ0063

Rat / RccHan™: WIST

Female (Pregnant) / 1/time point

Fed ad libitum

Solution / o6 HP-B-CD/Jf mov/L MsOH/Jff movL HCI

p.o.
1 mg/4.48 MBq/kg

1C /4.48 MBg/mg / 96.8 - 97.0%
Whole-body thin sections (tissues), plasma
4, 8,24, 48 and 72 h after dosing

QWBA (LSC for concentration in plasma)
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F& 2.6.5.8-1 HiRMES v FEEROKRSROMBBHRERCRKE - BRIEBT (B

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti2 (h)
4h 8h 24 h 48 h 72h
Plasma 107 101 46.4 31.6 14.3 243
Blood 661 573 137 119 40.5
(6.2) (5.7) (3.0) (3.8) (2.8) 190
Brain 522 76.5 42.6 19.5 BLQ N
(0.5) (0.8) (0.9) (0.6) (NC)
Eyeball 14.5 44.8 8.44 20.9 BLQ N
(0.1) (0.4) (0.2) (0.7) (NC)
Heart 1670 1880 1390 1050 505 1o
(16) (19) (30) (33) (35)
Lung 4090 5600 1890 974 601 200
(38) (55) (41) (D) (42)
Liver 2050 2620 1580 994 621 .y
(19) (26) (34) (D) (43)
Adrenal gland 6820 7310 5620 6000 2570 s
(64) (72) (121) (190) (180)
Kidney 1730 1600 1620 1410 566 oy
(16) (16) (35) (45) (40)
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% 2.6.5.8-1

PEORMES v FEERORSROBBPRERVRE - BREBIT B

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti2 (h)
4h 8h 24 h 48 h 72h

Mammary gland 750 1030 808 522 306 143
(7.0 (10) 17) (17) @2n

Ovary 549 1060 537 646 279 508
5.1 (11) (12) (20) (20)

Uterus 405 521 359 285 169 142
(3.3) (5.2) (7.7) 9.0 (12)

Placenta 401 568 291 150 535 196
(3.3) (5.6) (6.3) (4.3) 3.7)

Amniotic fluid 58.4 38.4 383 18.7 BLQ 366
(0.6) (0.4) (0.8) (0.6) (NO)

Fetal membrane 583 555 463 347 175
(5.5) (5.5) (10) (11) (12) 394
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F& 2.6.5.8-1 HiRMES v FEEROKRSROMBBHRERCRKE - BRIEBT (B

Radioactivity concentration (ng eq/g) and the elimination half-life

Time after administration

Tissue ti2 (h)
4h 8h 24h 48 h 72 h

Fetus (whole-body) 227 295 207 110 41.2 0.6
2.1) (2.9) 4.5) (3.5) (2.9)

Fetal brain 129 198 64.2 40.9 BLQ NC
(1.2) (2.0) (1.4) (1.3) (NC)

Fetal heart 221 480 88.1 86.4 NS
2.1 (4.8) (1.9) 2.7 (NC) NE

Fetal lung 275 256 104 136 68.3
(2.6) (2.5) (2.2) 4.3) (4.8) 22

Fetal liver 398 487 226 183 69.0 280
3.7 (4.8) (4.9) (5.8) (4.8)

Fetal kidney 373 261 145 90.8 15.7 167
3.5 (2.6) 3.1 2.9) (1.1)

Fetal gastro-intestinal tract 316 264 102 163 159
(3.0) (2.6) 2.2) 5.2) (11) 1864

The value in parenthesis represents the ratio of concentration in tissue relative to plasma (T/P ratio)
BLQ: Below the lower limit of quantification (< 7.96 ng eq/g)

NS: Not specified

NC: Not calculated (owing to BLQ, NS or lack of sampling points at the elimination phase for t;,,)
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2.6.5.9

B

ESRER - 20 . T DD WEAER
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2.6.5.10 ZEMEAEER - (B H#EE (CEBHRER
£ 2.6.5.10-1 £ MEERBIRE

CN CN
Cl‘ |

H,C CH, H,C CH,
CYP3A4 N

O Alectinib 0 M-5

(0]
4 o)
. jose
H,C CH,
N
HO\/\N H,C CH, OK\H

H
CH5468924-000 (M-4) \J\ j
0~ “oH

CYP3A4 O ‘
/Q H,C CH,
HN

CH5507197-000 (M-6)
Minor metabolizing enzymes involving formation of M-4 and M-6 metabolites in thCYPs: CYP1A1, 2A6, 2B6, 2C8/9/19, 2D6, 3A5 and 4A11

The structure in parenthesis was proposed as an intermediate.
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2.6.5.11 ZEWEhREHER - K53 : In Vitro

Study system:
Target entity:

Test system:

Radionuclide / Specific activity / Purity:

Analytical method:

& 2.6.5.11-1 EEFMEBREAVNV:=REM IO I 7ML

PERE - [*C]Alectinib
SCEE AT 4.2.2.4-1
#E% 5 - ADMJJo14s

In vitro

Cryopreserved mouse (ICR/CD-1), rat (wistar), dog (beagle), monkey (cynomolgus) and human hepatocytes
Hepatocytes suspension (1 X 10° cells/mL) containing 10 pmol/L [14C]Alectinib were incubated at 37°C for 1 or
4 h in CO, incubator.

C /4.5 MBg/mg / 97.7- 98.0%

Radio-HPLC, LC-MS, LC-MS/MS, LSC
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+& 2.6.5.11-1 F#EFHMEEZAVEREYM IO 7100 (B

Concentration of drug-related material in reaction mixture (umol/L)
Drug-related material Mouse Rat Dog Monkey Human

1 h* 4 h* 1 h* 4 h* 1 h* 4 h* 1 h* 4 h* 1 h* 4 h*
M-1 0.20 0.42 0.22 0.72 0.11 0.37 0.54 1.06 0.25 0.84
M-2 ND ND ND ND ND ND ND ND ND ND
M-3 0.03 0.04 0.02 0.04 0.02 ND 0.22 0.27 0.09 0.19
M-4 (CH5468924-000) 0.21 0.44 0.73 1.94 0.42 1.06 0.87 1.83 0.44 1.32
M-5 0.03 0.02 0.06 0.07 0.10 0.09 0.10 0.10 0.09 0.13
M-6 (CH5507197-000) 0.06 0.14 0.05 0.09 0.01 0.02 0.61 0.83 0.19 0.42
Parent (Alectinib) 9.38 8.81 838 6.59 9.30 8.40 6.15 4.63 8.59 6.51

(Initial: 9.80) (Initial: 9.69) (Initial: 9.78) (Initial: 9.74) (Initial: 9.75)
M-7 0.06 0.04 0.12 0.05 0.02 0.01 0.13 0.09 0.05 0.04
M-8 0.01 0.01 0.10 0.12 0.01 0.00 0.38 0.36 0.06 0.17
M-9 0.01 0.04 0.18 0.17 0.01 0.01 0.69 0.47 0.15 0.26
M-10 ND 0.00 0.02 0.06 0.01 0.01 0.11 0.13 0.04 0.08

*: Incubation time

The value of 0.00 represents that the radioactivity in reaction mixture is > ND to < 0.005 umol/L

ND: Not detected (< 3-fold radioactivity of the background)
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+& 2.6.5.11-1 F#EFHMEEZAVEREYM IO 7100 (B

Composition of drug-related material in reaction mixture (% of initial parent content)

Drug-related material Mouse Rat Dog Monkey Human
lh* 4h* 1 h* 4 h* 1 h* 4 h* 1 h* 4 h* 1 h* 4 h*
M-1 2.0 42 22 7.4 1.1 3.7 55 109 2.5 8.6
M-2 ND ND ND ND ND ND ND ND ND ND
M-3 0.3 0.4 0.2 0.4 0.2 ND 22 2.7 0.9 1.9
M-4 (CH5468924-000) 2.1 4.5 7.5 20.0 42 108 8.9 18.8 45 135
M-5 0.3 0.2 0.6 0.7 1.0 0.9 1.0 1.0 0.9 1.3
M-6 (CH5507197-000) 0.6 1.4 0.5 0.9 0.1 0.2 6.2 8.5 1.9 43
Parent (Alectinib) 957 899 86.5 68.0 951 859 63.1 47.5 88.1 66.8
M-7 0.6 0.4 1.2 0.5 0.2 0.1 1.3 0.9 0.5 0.4
M-8 0.1 0.1 1.0 1.2 0.1 0.0 3.9 3.7 0.6 1.7
M-9 0.1 0.4 1.8 1.8 0.1 0.1 7.1 4.8 1.5 2.6
M-10 ND 0.0 0.2 0.6 0.1 0.1 1.1 1.3 0.4 0.8
Recovery 102 101 102 101 102 102 100 100 102 102

This table was modified from the data in appendix 17 — 22 in 4.2.2.4-3 (Study No.: ADM.—0148).
Composition = Concentration of drug-related material / initial concentration of parent compound x 100
Recovery: Total content (%) of M-1 to M-10 and parent compound

*: Incubation time

The value of 0.0 represents that the radioactivity in reaction mixture is > ND to < 0.005 pmol/L.

ND: Not detected (< 3-fold radioactivity of the background)
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+& 2.6.5.11-1 F#EFHMEEZAVEREYM IO 7100 (B

Ratio to parent compound in reaction mixture (% of residual parent content)

Drug-related material Mouse Rat Dog Monkey Human

1 h* 4 h* 1 h* 4 h* 1h* 4h* lh* 4h* 1 h* 4 h*
M-1 2.1 4.7 2.6 10.8 1.1 43 8.8 229 29 12.8
M-2 ND ND ND ND ND ND ND ND ND ND
M-3 0.3 0.4 0.2 0.5 0.2 ND 3.5 5.7 1.0 2.8
M-4 (CH5468924-000) 22 5.0 8.7 29.4 4.5 12.6 14.1 39.5 5.1 20.3
M-5 0.3 0.2 0.7 1.1 1.0 1.1 1.5 22 1.0 1.9
M-6 (CH5507197-000) 0.6 1.6 0.5 1.3 0.1 0.2 9.8 17.9 22 6.5
Parent (Alectinib) 100 100 100 100 100 100 100 100 100 100
M-7 0.6 0.4 1.4 0.8 0.2 0.1 2.0 1.8 0.5 0.5
M-8 0.1 0.1 1.2 1.7 0.1 0.0 6.1 7.8 0.7 2.6
M-9 0.1 0.4 2.1 2.6 0.1 0.1 11.2 10.0 1.7 3.9
M-10 ND 0.0 0.2 0.8 0.1 0.1 1.7 2.7 0.4 1.2

This data was calculated using the values in previous table.
*: Incubation time

The value of 0.0 represents that the radioactivity in reaction mixture is > ND to < 0.005 pmol/L.

ND: Not detected (< 3-fold radioactivity of the background)
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Study system:
Target entity:

Test system:

Radionuclide / Specific activity / Purity:

Analytical method:

+ 2.6.5.11-2 FBHRE b CYP ZHV-KBIBEEE
PeBRE « [C]Alectinib
RLEEE AT : 4.2.2.4-2
5% 5« ADMo151

Invitro

Recombinant human CYP (thCYP) microsomes

(CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9, 2C18, 2C19, 2D6, 2E1, 3A4, 3A5 and 4A11)

thCYP suspension (100 nmol/L CYP and 1.4 mg protein/mL) containing 10 umol/L ["*C]Alectinib and
NADPH generating system were incubated at 37°C for 60 min.

C /4.5 MBg/mg / 97.7- 98.0%

Radio-HPLC, LSC
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Concentration of drug-related material in reaction mixture (umol/L)

#+ 2.6.5.11-2 HBERE FCOYPZAHVNV-KBBEEESE B

Drug-related material 1Al 1A2 2A6  2B6  2C8 209  2CI8 2Cl19 2D6  2El 3A4  3A5  4All
M-1 005 004 ND 003  ND ND ND ND 004  ND 028  0.03 ND
M-2 ND ND ND ND ND ND ND ND ND ND 0.16  ND ND
M-3 009 007 007 008 015 008 007 ND 008  ND 036  0.13 0.06
M-4 (CH5468924-000)  0.17 ND  0.16 016 027 015  ND 0.15 017 ND 280 029 0.17
M-5 004 ND ND 002 0.8 ND 004 002 004 002 032 006 0.30
M-6 (CH5507197-000) 004 ND 003  ND 004  ND ND 003  ND ND 052  0.04 ND
Parent (Alectinib) 940 955 954 952 921 952 959 957 947 962 466 9.8 9.26
(9.84)  (9.99) (10.2) (10.2) (10.1) (10.0) (10.2) (10.2) (9.88) (10.1) (9.97) (10.2)  (9.80)
M-7 ND ND ND ND ND ND ND ND ND ND ND ND ND
M-8 ND ND ND ND ND ND ND ND ND ND ND ND ND
M-9 002 001 ND ND 002  ND 0.01 ND 002  ND 015 0.2 ND
M-10 000 ND ND 001 002 ND ND ND 000  ND 0.18  0.01 0.01

The value in parenthesis represents initial concentration of parent compound.
The value of 0.00 represents that the radioactivity in reaction mixture is > ND to < 0.005 umol/L.

ND: Not detected (< 3-fold radioactivity of the background)
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#+ 2.6.5.11-2 HBERE FCOYPZAHVNV-KBBEEESE B

Composition of drug-related material in reaction mixture (% of initial parent content)

Drug-related material 1A1 1A2  2A6 2B6 2C8 2C9 2C18 2C19 2D6 2E1 3A4 3AS 4A11
M-1 0.5 04 ND 0.3 ND ND ND ND 0.4 ND 2.8 0.3 ND
M-2 ND ND ND ND ND ND ND ND ND ND 1.6 ND ND
M-3 0.9 0.7 0.6 0.7 1.4 0.8 0.6 ND 0.8 ND 3.6 1.2 0.6
M-4 (CH5468924-000) 1.7 ND 1.5 1.5 2.6 1.4 ND 1.4 1.7 ND  28.1 2.8 1.7
M-5 04 ND ND 0.2 1.8 ND 04 0.1 0.4 0.2 3.2 0.5 3.0
M-6 (CH5507197-000) 0.4 ND 0.2 ND 0.3 ND ND 0.2 ND ND 5.2 0.3 ND
Parent (Alectinib) 95.6 956 940 938 912 951 945 943 959 957 46.7 91.0 94.5
M-7 ND ND ND ND ND ND ND ND ND ND ND ND ND
M-8 ND ND ND ND ND ND ND ND ND ND ND ND ND
M-9 0.2 0.1 ND ND 0.1 ND 0.1 ND 0.2 ND 1.5 0.2 ND
M-10 0.1 ND ND 0.0 0.1 ND ND ND 0.0 ND 1.8 0.1 0.1
Recovery 99.7 96.8 9.4 96.6 977 973 95.6 96.1 992 959 944 96.5 99.9

This table was modified from the data in table 1, 2 and appendix 3 in 4.2.2.4-2 (Study No.: ADM.—OIS D).
Composition = Concentration of drug-related material / initial concentration of parent compound x 100
Recovery: Total content (%) of M-1 to M-10 and parent compound

The value of 0.0 represents that the radioactivity in reaction mixture is > ND to < 0.005 pmol/L.

ND: Not detected (< 3-fold radioactivity of the background)
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£ 2.6.5.11-3 ErFIYOY—LZAHW= /n vitro CYP RBIEEE5ESE

Study system:
Target entity:

Test system:

Radionuclide / Specific activity / Purity:

Inhibitor:

Analytical method:

PeBRE « [C]Alectinib
RO AT 4.2.2.4-3
5% 5 : ADMo066

In vitro

Human liver microsomes

(1) NADPH dependent metabolism
Human liver microsomes suspension (0.5 mg protein/mL) containing 10 umol/L ['*C]Alectinib was
incubated with or without NADPH generating system at 37°C for 15 min.

(2) Metabolism in the specific inhibitor for CYP isoform
Human liver microsomes suspension (0.5 mg protein/mL) containing 10 pmol/L [14C]Alectinib and
NADPH generating system was incubated with or without specific inhibitor for each CYP isoform at
37°C for 15 min.

“C / 4.48 MBq/mg / 96.8- 97.0%

CYP1A2: a-Naphthoflavone (0.2 pmol/L)

CYP2C9: Sulfaphenazole (10 pmol/L)

CYP2C19: (S)-(+)-N-3-Benzylnirvanol (1 pmol/L)

CYP2D6: Quinidine (1 pmol/L)

CYP3A4/5: Ketoconazole (0.5 pmol/L)

Radio-HPLC, LSC
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# 2.6.5.11-3 EFFIIRY—LZERAW:= /nvitro CYP RBIFEEEE )

(1) NADPH dependent metabolism: Composition of drug-related material in reaction mixture (% of peak area)

Drug-related material Without NADPH With NADPH
M-1 0.0 0.4
M-2 0.0 0.1
M-3 0.1 1.3
M-4 (CH5468924-000) 0.2 4.1
M-5 0.0 1.4
M-6 (CH5507197-000) 0.0 1.4
Parent (Alectinib) 98.8 86.5
M-7 0.0 0.1
M-8 0.0 1.4
M-9 0.0 22
M-10 0.0 0.2

The value of 0.0 represents that the radioactivity in reaction mixture is > lower limit of detection to < 0.005 pmol/L.

Lower limit of detection: 3-fold radioactivity of the background
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# 2.6.5.11-3 EFFIIRY—LZERAW:= /nvitro CYP RBIFEEEE )

(2) Metabolism in the specific inhibitor for CYP isoform: Composition of drug-related material in reaction mixture (% of peak area)

Inhibitor for CYP isoform

) Without inhibitor (S)-(+)-N-3-
Drug-related material a-Naphthoflavone ~ Sulfaphenazole Quinidine Ketoconazole
(0 min*) (15 min*) (CYP1A2) (CYP2C9) Benzyluirvanol (CYP2D6) (CYP3A4/5)
(CYP2C19)
M-1 0.2 0.7 0.4 (NC) 0.4 (NC) 0.3 (NC) 0.3 (NC) 0.2 (NC)
M-2 ND 0.0 0.1 (NC) 0.1 (NC) 0.1 (NC) 0.1 (NC) 0.0 (NC)
M-3 0.2 1.6 1.6 (3.6) 1.4 (14.3) 1.5(7.2) 1.8 (0.0) 0.2 (100.0)
M-4 (CH5468924-000) 0.3 4.5 4.6(1.2) 4.3 (4.8) 43 (4.8) 4.1(10.8) 0.4 (97.6)
M-5 0.1 1.3 1.4 (0.0) 1.3(84) 1.2(8.3) 1.4 (0.0) 0.3 (87.5)
M-6 (CH5507197-000) 0.1 1.5 1.4 (10.7) 1.1 (28.6) 1.2 (25.0) 1.1 (28.6) 0.0 (100.0)
Parent (Alectinib) 97.9 88.2 88.0 (0.0) 89.1 9.1) 89.0 (7.6) 88.9 (6.6) 97.6 (97.0)
M-7 0.0 0.0 0.1 (NC) 0.0 (NC) 0.0 (NC) 0.1 (NC) 0.0 (NC)
M-8 0.1 0.6 0.7 (NC) 0.6 (NC) 0.7 (NC) 0.7 (NC) 0.1 (NC)
M-9 0.1 0.5 0.4 (NC) 0.1 (NC) 0.3 (NC) 0.4 (NC) 0.0 (NC)
M-10 0.0 0.1 0.1 (NC) 0.0 (NC) 0.0 (NC) 0.0 (NC) ND (NC)

*: Incubation time

The value in parenthesis represents inhibition rate (%).
The inhibition ratio was determined for Alectinib and the metabolites showing 1% or more of peak area percentage on the radiochromatogram in the reaction mixture incubated for 15 min

without inhibitor.
ND: Not detected
NC: Not calculated
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% 2.6.5.11-4 E FIFMBARUIFI 2 OY—LZAW: /n vitro CYP RGBS

Study system:
Target entity:

Test system:

Radionuclide /Specific activity / Purity:

Inhibitor:

Analytical method:

PeBRE « [C]Alectinib
FLHUET ¢ 4.2.2.4-4
FURA S 1 1056535

In vitro

Human hepatocytes, Human liver microsomes

Hepatocytes suspension (1 x 10° cells/mL) containing 2 pmol/L [**C]Alectinib with CYP3A inhibitor at 0, 1,

10 and 100 umol/L or pan-CYP inhibitor at 1000 umol/L were incubated at 37°C for 60 min.

Human liver microsomes (1 mg protein/mL) containing 2 pmol/L [**C]Alectinib with CYP3A inhibitor at 0,

0.05, 0.1, 0.5 and 1 umol/L or pan-CYP inhibitor at 1000 umol/L were incubated at 37°C for 30 min.

C /4.5 MBg/mg / 97.4%

CYP3A: Ketoconazole

Pan-CYP: Benzylimidazole

Radio-HPLC

LA L

WlE A 9T

g';l

oF T Y

IS a8eq




% 2.6.5.11-4 E FFHBARUFFI QY —LZAW: /n vitro CYP REIBBE5EE ()

Hepatocytes

Inhibition of Alectinib metabolism (%)

Inhibition of Testosterone metabolism (%)

Benzylimidazole Ketoconazole Ketoconazole Ketoconazole Ketoconazole
(1000 pmol/L) (1 pmol/L) (10 pmol/L) (100 pmol/L) (10 pmol/L)
99 43 47 85 97

Liver microsomes

Inhibition of Alectinib metabolism (%)

Inhibition of Testosterone metabolism (%)

Benzylimidazole Ketoconazole Ketoconazole
(1000 pmol/L) (1 pmol/L) (1 pmol/L)
93 78 83

Testosterone: Typical substrate for CYP3A (concentration: 100 pmol/L)
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2.6.5.12 ZEWEhAEAER : 38 : In Vivo
* 2.6.5.12-1

Species / Strain:

Gender / Number of animals:

Feeding condition:

Formulation / Vehicle:

Method of administration:

Dose:

Radionuclide / Specific activity / Purity:
Sample:

Sampling time :

Analytical method:

S v FERROKE®ROMEE - IR - EFKBEY IO 711

Rat / RccHan™: WIST

Male / 2 (plasma), 3 (urine, feces)

Fed ad libitum

Solution / o6 HP-p-CD/Jf} mo/L. MsOH [ mov/L HCI
p.o.

1 mg/4.5 MBg/kg

“C /4.5 MBq/mg /97.7 - 97.9%

Plasma, urine and feces

Metabolite profile in plasma: 2, 4, 8, 12 and 24 h after dosing
Urine and feces: 0-24 and 24-48 h after dosing
Radio-HPLC, LSC

PR« ['“C]Alectinib
SCHEAT - 4.2.2.4-5
#ErE 5 - ADMJo147
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#& 2.6.5.12-1 Sy FEEEOKEEOMNE - K - EPKBYWITOI7 4L )

Composition of drug-related material in plasma (% of radioactivity, pooled sample of n=2)

Time after administration

Drug-related material

2h 4h 8h 12h 24 h
PM-1 ND ND ND ND 2.9 (0.5)
PM-2 ND ND ND ND 1.0 (0.2)
PM-3 ND ND ND ND 1.0 (0.2)
PM-4 ND ND ND ND 1.5(0.2)
PM-5 (CH5468924-000) ND ND ND ND 1.5(0.2)
PM-6 ND ND ND ND 1.0 (0.2)
PM-7 ND ND 1.7 (1.0) ND ND
Parent (Alectinib) 89.6 (28.5) 92.1 (45.0) 90.7 (53.5) 88.3(35.4) 72.6 (11.8)
PM-8 ND ND ND ND 1.0 (0.2)
Others 6.3 (2.0) 5.6 (2.7) 372.2) 79 (3.2) 4.1(0.7)
Total metabolite 6.3 5.6 54 7.9 14.0
Recovery 95.9 (31.8) 97.7 (48.9) 96.1 (59.0) 96.2 (40.1) 86.6 (16.2)

Dose: 1 mg/kg

The value in parenthesis represents concentration (ng eq/mL) in plasma.

Detection of radioactive peaks was defined as more than 3-fold height of the background.
ND: Not detected (< 1.0% of peak area on the radiochromatogram)
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= 2.6.5.12-1

Zv FEEZEOKRE®ROMIE -

% of parent compound in plasma at each sampling point (pooled sample of n=2)

R-#EBhRBMWITO T 7ML ()

Drug-related material

Time after administration

2h 4h 8h 12h 24 h

PM-1 ND ND ND ND 4.0
PM-2 ND ND ND ND 1.4
PM-3 ND ND ND ND 1.4
PM-4 ND ND ND ND 2.1
PM-5(CH5468924-000) ND ND ND ND 2.1
PM-6 ND ND ND ND 1.4
PM-7 ND ND 1.9 ND ND
Parent (Alectinib) 100 100 100 100 100
PM-8 ND ND ND ND 1.4
Others 7.0 6.1 4.1 8.9 5.6

Dose: 1 mg/kg

Detection of radioactive peaks was defined as more than 3-fold height of the background.

ND: Not detected (< 1.0% of peak area on the radiochromatogram)
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#& 2.6.5.12-1 Sy FEEEOKEEOMNE - K - EPKBYWITOI7 4L )

Composition of drug-related material in urine (% of radioactivity, pooled sample of n=3)

Time after administration

Drug-related material

0-24h 24-48h
UM-1 40.0 (0.1) 22.7(<0.1)

UM-2 (CH5468924-000) 48.1 (0.1) 63.3(0.1)
Parent (Alectinib) 8.1(<0.1) 6.5(<0.1)
Others 1.2 (<0.1) 23(<0.1)

Total 97.4 (0.2) 94.8 (0.2)

Dose: 1 mg/kg
The value in parenthesis represents % of dose.

Detection of radioactive peaks was defined as more than 3-fold height of the background.
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#& 2.6.5.12-1 Sy FEEEOKEEOMNE - K - EPKBYWITOI7 4L )

Composition of drug-related material in feces (% of radioactivity, pooled sample of n=3)

Drug-related material Time after administration

0-24h 24-48h

FM-1 12.6 (6.5) 13.6 (3.6)
FM-2 2.0(1.0) 1.4 (0.4)

FM-3 (CH5468924-000) 22.1 (11.5) 39.3 (10.5)
FM-4 (CH5507197-000) 1.3 (0.7) 1.9 (0.5)
FM-5 ND 1.4 (0.4)

Parent (Alectinib) 51.8(26.9) 30.2 (8.0)
Others 2.6 (1.3) 1.9 (0.5)

Total 92.4 (51.9) 89.7 (26.6)

Dose: 1 mg/kg

The value in parenthesis represents % of dose.

Detection of radioactive peaks was defined as more than 3-fold height of the background.
ND: Not detected (< 1.0% of peak area on the radiochromatogram)
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Species / strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:

Dose:

Radionuclide / Specific Activity / Purity:

Sample:
Sampling time:

Analytical method:

+® 2.6.5.12-2 Sv FEEFMIRNZEEROETFKBEMTOT 7ML

Rat (bile duct-cannulated) / ReccHan™: WIST

Male / 4

Fed ad libitum

Solution / DMA:I mol/L HCl:.% HP-B-CD = 10:2:88
Lv.

1 mg/4.48 MBqg/kg

4C /4.48 MBg/mg / 96.8 - 97.0%

Pooled bile

0 — 24 h after dosing

Radio-HPLC, LC-RID/MS

PeBRE « [C]Alectinib
FOHREAT  4.2.2.2-2
5% 5 . ADM|JJoo64
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#® 2.6.5.12-2 Sv FEEFMIRAREROEATFKREMTOT 7L D)

Composition of drug-related material in bile (% of radioactivity, pooled sample of n=4)

Time after administration

Drug-related material

0-24h
BM-1 5.7(1.8)

BM-2 19.2 (6.0)

BM-3 21.4(6.7)
BM-4 2.0 (0.6)

BM-5 (CH5468924-000) 40.6 (12.8)
BM-6 (CH5507197-000) 2.4(0.8)
Parent (Alectinib) 4.0 (1.3)
Others 4.7 (1.5)

Total 100 (31.5)

Dose: 1 mg/kg
The value in parenthesis represents % of dose.
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Species / Strain:

Gender / Number of animals:

Feeding condition:
Formulation/ Vehicle:
Method of administration:
Dose:

Sample:

Sampling time:

Analytical method:

+& 2.6.5.12-3 S v bREZORESEROMBHLBEY 4R T M-6DIREE
#eBRY)'E . Alectinib Hydrochloride
(Suspension product)
FLRE T : 4.2.2.1-6
% 5 . ADMJoo42

Rat / RccHan™:WIST

Male / 3, Female / 3

Fed ad libitum

Suspension / .% HPMC/ - mol/L HCI

p.o., once a day for 13 weeks

27 mg/kg/day as a free base

Plasma (Stored samples from 13-week GLP toxicity study [4.2.3.2-3], Storage condition: in a
freezer set at —80°C, Storage duration: 15 - 20. to 23 -20.)
I dosing: 1, 2, 4, 8, 12 and 24 h after dosing

28" and 56™ dosing: Before dosing

91* (last) dosing: Before dosing, and 1, 2, 4, 8, 12 and 24 h after dosing
LC-MS/MS
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& 2.6.5.12-3 S v bREZOKSEROMEBEHK

B AR U N-6DIRE (5)

Metabolite M-4 and M-6 exposure in rat plasma after repeated oral administration

Cmax AUCO—24h
Dosing No.  Gender Metabolite
(ng/mL) (ng-h/mL)
M-4 553+13.1 934 £ 167
Male
s M-6 6.07 +£3.78 90.8 £32.0
M-4 313+£5.2 593+ 112
Female
M-6 3.03+0.31 493+13.8
M-4 94.9+9.1 1830 + 140
Male
M-6 6.45+1.02 118 £ 13
91% (last)
M-4 589+7.4 1060 + 180
Female
M-6 4.50+£0.73 84.9+15.0

Dose: 27 mg/kg/day

The value of each parameter represents mean + SD of 3 animals.
M-4: CH5468924-000, M-6: CH5507197-000

Metabolite M-4 and M-6 concentration at the trough point in rat plasma after repeated oral administration

Dosing No.
Gender Metabolite ” - - "
2" 28 56 91 (last)
Mal M-4 (ng/mL) 31.0+1.6 75.7+8.0 60.1+7.9 59.0+5.1
ale

M-6 (ng/mL) 4.15+0.79 549+091 S5.18+1.35 4.25+1.48

M-4 (ng/nL) 248+63 41.2+122 472+126 439+129
Female

M-6 (ng/mL) 227+097 323+151 3.78+1.16 3.63+0.82

Dose: 27 mg/kg/day
Trough point: Time point just before dosing
Plasma concentration of time point represents mean + SD of 3 animals.
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Species / Strain:

Gender / Number of animals:

Feeding condition:
Formulation/ Vehicle:
Method of administration:
Dose:

Sample:

Sampling time:

Analytical method:

x 2651274 A=V AP REZFOBRSEZOOZLRBYN-4R VU N-6DERE
#eBRY)'E © Alectinib Hydrochloride

(Suspension product)
FUHE T - 4.2.2.1-7
e . ADMJJoo43

Monkey / Cynomolgus

Male / 5, Female / 5

Treatment period: given just after dosing once a day

Other period: given in the morning once a day

Suspension / .% HPMC/ - mol/L HCl

p.o., once a day for 13 weeks

12 mg/kg/day as a free base

Plasma (Stored samples from 13-week GLP toxicity study [4.2.3.2-7], Storage condition: in a
freezer set at —80°C, Storage duration: 8 - 20. to 23 - 20.)

I dosing: 1, 2, 4, 8, 12 and 24 h after dosing

28" and 56" dosing: Before dosing

91* (last) dosing: Before dosing, and 1, 2, 4, 8, 12 and 24 h after dosing
LC-MS/MS
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+& 2.6.5.12-4 HZVAHPIREZORSEROMBHREY 4RV N-6DEE (K

Metabolite M-4 and M-6 exposure in cynomolgus monkey plasma after repeated oral administration

Cmax AUCO—24h
Dosing No.  Gender Metabolite
(ng/mL) (ng-h/mL)
M-4 45.8 +£20.1 778 £377
Male
s M-6 2.89+1.26 51.5+282
M-4 49.1 £16.7 795 + 283
Female
M-6 4.30+0.51 59.7+174
M-4 107 £22 1890 + 680
Male
M-6 104+42 192 +91
91% (last)
M-4 98.5+25.2 1530 +290
Female
M-6 9.10+2.46 146 + 39

Dose: 12 mg/kg/day
The value of each parameter represents mean + SD of 5 animals.
M-4: CH5468924-000, M-6: CH5507197-000

Metabolite M-4 and M-6 concentrations at the trough point in cynomolgus monkey after repeated oral administration

Dosing No.
Gender Metabolite ” - - "
2" 28 56 91% (last)
Mal M-4 (ng/mL) 2724152 76.1+£251 80.4+£389 56.5+25.5
ale
M-6 (ng/mL) 224+£1.66 7.61+324 9.00£6.35 5.61+2.46
M-4 (ng/nL) 21.3+£69 659+14.0 552+109 458+7.8
Female
M-6 (ng/mL) 1.69+1.59 6.85+2.76 523+£2.04 4.66+0.47

Dose: 12 mg/kg/day
Trough point: Time point just before dosing
Plasma concentration of time point represents mean + SD of 5 animals.
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2.6.5.13 FHWEhAEEAER - HEM : fR - ErpHEt
* 2.6.5.13-1 Sv FEEFOKRSEOR, Ehi

Species / Strain:

Gender / Number of animals:
Feeding condition:
Formulation / Vehicle:
Method of administration:

Dose:

Radionuclide / Specific activity / Purity:

Sample:

Sampling time:

Analytical method:

PERE - [*C]Alectinib
SCEE AT 4.2.2.4-5
#EE 5 - ADMJJJo147

Rat / RccHan™: WIST

Male /3

Fed ad libitum

Solution / o6 HP-B-CD/Jf} movL MsOH/Jf} movL HCI
p.o.

1 mg/4.5 MBg/kg

“C /4.5 MBg/mg /97.7 - 97.9%

Urine, feces, carcass and cage washing samples

Urine and feces: 0-24, 24-48, 48-72, 72-96, 96-120, 120-144 and 144-168 h after dosing
Carcass: 168 h after dosing

Cage washing: 24, 48, 72, 96, 120, 144 and 168 h after dosing
LSC
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& 2.6.5.13-1 v FEREOKRSEDORKR, ZHhH# )

Cumulative excretion of radioactivity (% of dose)

) - - Total
Time (h) Urine Feces Cage washing Carcass
(recovery)
(methanol/water) (methanol)
024 02+0.0 51.9+6.0 0.1+0.1 52.2+6.0
0-48 04+0.1 78.5+2.5 02+0.1 79.1£2.6
0-72 04+0.1 87.2+1.1 0.2+0.1 879+1.2
0-96 0.5+0.1 91.3+1.0 02+0.2 NA NA 91.9+1.2
0-120 0.5£0.1 93.6+0.7 02+0.2 94.3+0.6
0-144 0.5+0.1 94.8+0.7 02+0.2 95.6 0.7
0-168 0.5+0.1 95.7+0.7 03+0.2 96.4+0.6
Material balance at

0.5£0.1 95.7+0.7 03+0.2 0.1£0.0 29+0.1 99.4+0.8

168 h

Each result represents mean + SD of 3 animals.
NA: Not applicable
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2.6.5.14 ZEWEEERER - HEt . IR EEHR
F& 2.6.5.14-1 S v ~HEEFIRNIRSEROETREER

PERYVE
FLA T
R 5

Species / Strain: Rat (bile duct-cannulated) / ReccHan™: WIST

Gender / Number of animals: Male / 4

Feeding condition: Fed ad libitum

Formulation / Vehicle: Solution / DMA ] mol/L HCL§% HP--CD = 10:2:88

Method of administration: L.

Dose: 1 mg/4.48 MBq/kg

Radionuclide / Specific activity / Purity: %C / 4.48 MBq/mg / 96.8 - 97.0%

Sample: Bile, urine, feces and cage washing samples

Bile: 0-2, 24, 4-8, 8-24 and 2448 h after dosing
Sampling time: Urine and feces: 0—24 h and 24-48 h after dosing

Cage washing: 24 and 48 h after dosing
Analytical method: LSC

['*C]Alectinib
142222

: ADMJJ0064
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® 2.6.5.14-1 S FEEFIRAKZSROETHEE )

Cumulative excretion of radioactivity (% of dose)

Time (h) Cage washing Total
Bile Urine Feces

(methanol/water) (methanol) (recovery)
0-2 3.8+£0.9
04 6.6£2.0 NA NA NA NA NA
0-8 12.8+4.1
0-24 31.5+7.7 2.0+0.2 79+3.6 0.1+£0.0 NA 41.5+10.5
0-48 425+7.1 2.0+0.1 10.3+43 0.1£0.1 0.0£0.0 549 +8.8

Each result represents mean + SD of 4 animals.

NA: Not applicable
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2.6.5.15 ZEYEEALR . RMBEFER  RYOKBEROFS/MEE

Study system:
Target entity:

Test system:

Radionuclide / Specific activity / Purity:

Inducer:

Substrate:

Analytical method:

& 2.6.5.15-1  HFEE FFMREICE TS /n vitro CYP BEZR

S
i

#EBRY)'E : Alectinib Hydrochloride
['*C]Alectinib

RO ST ¢ 4.2.2.6-1

5% 5« ADM]oos2

In vitro

Cryopreserved human hepatocytes (Individual, 3 donors)

Hepatocytes were exposed to Alectinib (0.01, 0.1, 1 and 10 umol/L), control inducers or vehicle (DMSO) for 72 h in
CO; incubator (37°C). Enzyme activity and gene expression (mRNA level) of CYP1A2, CYP2B6 and CYP3A4 in
hepatocytes were evaluated.

Protein binding of ["*C]Alectinib in exposure medium was evaluated using equilibrium dialysis.

C / 4.48 MBg/mg / 98.5%

CYP1A2: Omeprazole (50 pmol/L)

CYP2B6: Phenobarbital (1000 umol/L)

CYP3A4: Rifampicin (10 pmol/L)

CYP1A2: Phenacetin

CYP2B6: Bupropion

CYP3A4: Testosterone

Enzyme activity and Alectinib concentration: LC-MS/MS

mRNA: RT-PCR

Protein binding: LSC
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# 2.6.5.15-1

Enzyme induction for CYP1A2

HEHE NATFHRAIZEBITS in vitro CYPEERIZEE ()

Initial concentration

Enzyme activity

mRNA

Hepatocytes Test inducer of test inducer Fold induction over ~ % of positive  Fold induction over % of positive
(umol/L, nominal) negative control control negative control control
DMSO (vehicle, negative control) NA (1 NA (1) NA
0.01 1.5 2.1 1.0 0.0
Hul319 Alectinib 0.1 1.6 2.5 0.9 -0.1
1 1.7 29 1.1 0.2
Omeprazole (positive control) 50 24.8 (100) 64.4 (100)
DMSO (vehicle, negative control) NA ) NA (1) NA
0.01 1.0 0.2 1.0 0.1
Hu4197 Alectinib 0.1 1.2 4.3 1.1 0.4
1 1.1 2.8 1.9 2.6
Omeprazole (positive control) 50 6.1 (100) 36.9 (100)
DMSO (vehicle, negative control) NA (1 NA (1) NA
0.01 1.1 0.8 1.1 0.1
Hu8084 Alectinib 0.1 1.1 0.6 1.1 0.2
1 2.0 5.8 2.0 1.8
Omeprazole (positive control) 50 17.6 (100) 58.1 (100)

Induction for 10 umol/L exposure of Alectinib could not be appropriately evaluated owing to insolubility in the exposure medium.

Data represents mean value of duplicate samples.
NA: Not applicable
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# 2.6.5.15-1

Enzyme induction for CYP2B6

HEHE NATFHRAIZEBITS in vitro CYPEERIZEE ()

Initial concentration

Enzyme activity

mRNA

Hepatocytes Test inducer of test inducer Fold induction over % of positive  Fold induction over % of positive
(umol/L, nominal) negative control control negative control control
DMSO (vehicle, negative control) NA (1) NA (1) NA
0.01 1.4 9.1 1.0 0.0
Hul319 Alectinib 0.1 1.5 10.1 0.9 -0.4
1 1.7 14.6 1.5 33
Phenobarbital (positive control) 1000 5.8 (100) 16.9 (100)
DMSO (vehicle, negative control) NA (1) NA ) NA
0.01 1.1 3.9 1.1 0.7
Hu4197 Alectinib 0.1 1.1 4.3 1.2 2.1
1 1.5 19.8 3.1 25.8
Phenobarbital (positive control) 1000 3.5 (100) 9.3 (100)
DMSO (vehicle, negative control) NA (1) NA (1) NA
0.01 1.2 1.3 1.0 -0.1
Hu8084 Alectinib 0.1 1.4 2.9 1.0 0.1
1 1.9 6.6 1.7 22
Phenobarbital (positive control) 1000 15.2 (100) 349 (100)

Induction for 10 umol/L exposure of Alectinib could not be appropriately evaluated owing to insolubility in the exposure medium.

Data represents mean value of duplicate samples.
NA: Not applicable
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+® 2.6.5.15-1 EFEE FIFHMERRICHI1TS in vitro CYP BEREFE (80
Enzyme induction for CYP3A4

LA L

Initial concentration Enzyme activity mRNA
Hepatocytes Test inducer of test inducer Fold induction over % of positive Fold induction over % of positive
(umol/L, nominal) negative control control negative control control
DMSO (vehicle, negative control) NA (1 NA (1) NA
0.01 1.3 6.5 1.0 -0.1
Hul319 Alectinib 0.1 1.4 9.0 0.9 -0.3
1 1.7 16.5 2.5 5.1
Rifampicin (positive control) 10 5.3 (100) 31.0 (100)
DMSO (vehicle, negative control) NA (N NA (1) NA
0.01 1.2 32 0.9 -0.4
Hu4197 Alectinib 0.1 1.5 7.2 1.1 0.5
1 1.8 11.4 3.8 11.5
Rifampicin (positive control) 10 8.1 (100) 24.9 (100)
DMSO (vehicle, negative control) NA (1) NA (1) NA
0.01 1.1 1.3 1.1 0.2
Hu8084 Alectinib 0.1 1.2 2.3 1.4 0.7
1 2.1 13.0 3.9 4.9
Rifampicin (positive control) 10 9.7 (100) 60.5 (100)

Induction for 10 umol/L exposure of Alectinib could not be appropriately evaluated owing to insolubility in the exposure medium.

Data represents mean value of duplicate samples.
NA: Not applicable
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% 2.6.5.15-1 JFEfEE FRFMEREIZE TS in vitro CYP BERFE (F)

Alectinib concentration and protein binding in the exposure medium

Alectinib concentration (umol/L)

Protein binding

Nominal ) ) At the end of exposure during 48 to
After preparation Just after medium change at 48 h o h (%)
0.00753 0.00247 to 0.00323
0.01 BLQQ 53.8
(Unbound: 1.8 ng/mL) (Unbound: 0.6 to 0.8 ng/mL)

01 0.0762 to 0.0780 0.0390 to 0.0418 <0.00162 45.4

‘ (Unbound: 18 to 19 ng/mL) (Unbound: 9.4 to 10 ng/mL) (Unbound: < 0.4 ng/mL) '
. 0.807 to 0.814 0.0756 to 0.153 0.0105 to 0.0360 535

(Unbound: 200 ng/mL) (Unbound: 18 to 37 ng/mL) (Unbound: 2.5 to 8.7 ng/mL) '

Data for 10 umol/L exposure of Alectinib could not be appropriately evaluated owing to insolubility in the exposure medium.
Unbound: The unbound fraction concentration of Alectinib in the case of 50% protein binding

Total Alectinib concentrations after preparation of the exposure mediums were represent as the values measured by LSC using ['*C]Alectinib-spiked exposure mediums.

Total Alectinib concentrations in the other exposure mediums were determined by LC-MS/MS.
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% 265152 £ RFSHOY—LIZEITS in vitro CYP BERIEE
HERY)'E « Alectinib Hydrochloride
ROEET  4.2.2.6-2,4.2.2.6-3
% = - ADMJJJo146, ADM|0019

Study system: In vitro
Target entity: Human liver microsomes
Test system: 1) Method 1 (without pre-incubation):

The reaction mixture containing 0.2 mg protein/mL human liver microsomes, NADPH-generating system, substrate
and inhibitor was incubated at 37°C for 2 to 30 min.

2) Method 2 (with pre-incubation):
The reaction mixture containing 0.2 mg protein/mL human liver microsomes, NADPH-generating system and inhibitor
was pre-incubated at 37°C for 30 min, and then the reaction mixture was incubated with substrate at 37°C for 2 to
30 min.

3) Method 3 (with pre-incubation and dilution):
The solution containing 2 mg protein/mL human liver microsomes, NADPH-generating system and inhibitor was pre-
incubated at 37°C for 0, 4, 8, 12, 20 or 30 min, and then was diluted to 10-fold with the solution containing NADPH-
generating system and substrate to prepare the reaction mixture. The reaction mixture was incubated with at 37°C for
5 min.

Analytical method: LC-MS/MS (for each metabolite of the substrate)
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% 2.6.5.15-2 E I AY—LIZEITS in vitro CYPEERIEE ()

Inhibition of Alectinib for each CYP enzyme activity in human liver microsomes

Pre-incubation 1Cs % inhibition with % inhibition of
Enzyme Substrate Control inhibitor
(min) (umol/L) 10 pmol/L Alectinib control inhibitor
: o—Naphthoflavone (0.2 pmol/L 92.9
Phenacetin 0 ~ 10 13.0 p . (0.2 )
CYP1A2 (30 umol/L, Furafylhne (03 umol/L) 19.9
30 min)"' 30 >10 11.4 Furafylline (0.3 pmol/L) 49.1
: Ticlopidine (1 pmol/L 84.0
Bupropion 0 ~ 10 30.8 . p . (I )
CYP2B6 (100 pmol/L, Ticlopidine (0.1 pmol/L) 34.1
30 min)*1 30 >10 31.3 Ticlopidine (0.1 pmol/L) 57.5
S Montelukast (3 umol/L 93.5
Amodiaquine 0 387 713 . Gu . )
CYP2CS8 (2 umol/L, Gemfibrozil 1-O-B-glucuronide (10 pmol/L) 21.2
2 min)*1 30 6.81 59.7 Gemfibrozil 1-O-B-glucuronide (10 pmol/L) 63.3
: Sulfaphenazole (5 umol/L 88.8
Diclofenac 0 ~10 233 . P o (Su )
CYP2C9 (5 umol/L, Tienilic acid (1 pmol/L) 30.4
5 min) " 30 > 10 27.3 Tienilic acid (1 pmol/L) 81.2
: Tranylcypromine (25 umol/L 81.9
(S)-Mephenytoin 0 ~ 10 8.9 yICyp . 25 )
CYP2C19 (20 pmol/L, S-Fluoxetine (10 pmol/L) 54.5
30 min)"! 30 >10 29.8 S-Fluoxetine (10 pmol/L) 73.0
uinidine (1 pmol/L 87.2
Bufuralol 0 ~ 10 127 Q (1w )
CYP2D6 (10 pmol/L, Paroxetine (0.3 umol/L) 23.3
20 min)"' 30 >10 5.4 Paroxetine (0.3 pmol/L) 72.5
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% 2.6.5.15-2 E I AY—LIZEITS in vitro CYPEERIEE ()

Inhibition of Alectinib for each CYP enzyme activity in human liver microsomes

Pre-incubation 1Cs % inhibition with % inhibition of
Enzyme Substrate Control inhibitor
(min) (umol/L) 10 pmol/L Alectinib control inhibitor
; Ketoconazole (0.5 pmol/L 95.2
Midazolam 0 -~ 10 370 ( H )
(5 umol/L, Troleandomycin (1 pumol/L) 33.6
5 min)*1 30 6.07 62.4 Troleandomycin (1 pumol/L) 69.3
CYP3A4 e (0 " 952
Ketoconazole (0.5 pmol/L 5.
Testosterone 0 -~ 10 9.5 | u
(50 umol/L, Troleandomycin (1 pumol/L) 12.4
10 min)*1 30 7.46 57.1 Troleandomycin (1 pumol/L) 59.4

The method 1 and the method 2 (see test system) were used in this experiment.

Initial concentration of Alectinib (inhibitor) in the reaction mixture with substrate: 0, 0.1, 1 and 10 umol/L (10 pmol/L = 4826 ng/mL)

Concentration of human liver microsomes in the reaction mixture with substrate: 0.2 mg protein/mL

*1: Concentration of substrate and reaction time with substrate
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% 2.6.5.15-2 E I AY—LIZEITS in vitro CYPEERIEE ()

Enzyme kinetic parameters and inhibition constant of CYP2C8 enzyme activity in human liver microsomes

Vmax Km Ki
Inhibitor Inhibition model
(nmol/mg protein/min) (umol/L) (umol/L)
Alectinib 2.18 1.74 1.98 Competitive

The method 1 (see test system) was used in this experiment.
Substrate: Amodiaquine
Initial concentration of inhibitor in the reaction mixture: 0, 1, 3 and 9 umol/L
Concentration of human liver microsomes in the reaction mixture: 0.2 mg protein/mL
Competitive inhibition model: 1/v = K,/(Vax * [S] % K) % [1] + K,/ (Vinax % [S]) + 1/Vinax
v: Metabolic velocity
Vinax: Maximum metabolic velocity
K.,: Michaelis constant
K;: Inhibition constant
[S]: Concentration of substrate
[I]: Concentration of inhibitor
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% 2.6.5.15-2 E I AY—LIZEITS in vitro CYPEERIEE ()

Time-dependent inhibition and inactivation parameters of CYP3A4 activity for Alectinib in human liver microsomes

% loss of initial enzyme

o Concentration of kobs Kinact K; kinac/’ K Tatio o )
Inhibitor . o : . activity with longest tested
inhibitor (umol/L) (min ) (min ) (umol/L) (min~ *(umol/L) )
pre-incubation (30 min)
3.75" (0375 0.000892 5.9
7.51(0.75™%) 0.00115 6.7
Alectinib 157 (1.5 0.00261 0.0624 > 60 <0.00104 10.1
30" (3 0.00496 19.9
60" (6™ 0.0102 35.6

The method 3 (see test system) was used in this inhibition experiment.
Substrate: Midazolam
kobs: kinacl x [I]/(KI + [l])
kobs: Apparent inactivation rate constant
kinact: Maximum inactivation rate constant
[T]: Concentration of inhibitor
K;: Inhibitor concentration producing kqps = kinaet/2
*1: Concentration of inhibitor at pre-incubation (Human liver microsomes: 2 mg protein/mL)
*2: Concentration of inhibitor at reaction with substrate (Human liver microsomes: 0.2 mg protein/mL)
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2.6.5.16 EWEREHER : EMEEER . Y=
+ 2.6.5.16-1 [&EFiEM : Caco-2
#BRY)'E : Alectinib Hydrochloride
FLHUE T © 4.2.2.6-6
#5r% 5 . ADMJJfo017

Study System : In vitro

Target entity : Caco-2 cells

Test system : Permeability of Alectinib (10 pmol/L) was evaluated using Caco-2 cells.
Analytical method : LC-MS/MS

Paracellular marker: Lucifer Yellow (0.5 mg/mL)

Caco-2 Permeability of Alectinib
Py % 107 (cm/sec)

Alectinib 1.88+0.23
Lucifer Yellow 0.15+0.03
Mean = SD of 3 wells
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% 2.6.5.16-2 E rEFitt S o RIR—F—FNL1= in vitro@ERUVEEEHIXREE : P-gp

Study system:
Target entity:

Test system:

Radionuclide / Specific Activity :

Substrate:
Inhibitor:

Radionuclide / Specific Activity :

Analytical method:

PERE - ["C)Alectinib
Alectinib Hydrochloride
Rk EET - 4.2.2.6-4
B %5« ADM]JJo0s4
In vitro
Caco-2 cells (endogenously expressing the P-gp)
1) Sensitivity as a P-gp substrate
The P-gp transport of [*C]Alectinib (0.3 and 1 pmol/L) was evaluated using Caco-2 cells.
2) Inhibition potential on P-gp transport

Inhibition potential of Alectinib (0.03, 0.1, 0.3, 1 and 3 umol/L) on the P-gp transport was evaluated using Caco-2 cells.

4C /4.48 MBg/mg / 96.8 - 97.0%
[*H]Digoxin (1 pmol/L)
Verapamil (100 pmol/L)

%C / 4.48 MBq/mg / 96.8 - 97.0%
LSC
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% 2.6.516-2 E FFitt S o RKR—F—FNLT= in vitro@ERUVEEHXBEE : P-gp )

Sensitivity as a P-gp substrate

Py (10°° co/s) Efflux ratio
Substrate Inhibitor
Apical to Basal Basal to Apical (ER)
3 None 1.91£0.05 153+0.6 8.01
["H]Digoxin (1 pmol/L)
Verapamil (100 pmol/L) 5.15+£0.15 6.07 +£0.22 1.18
14 0.3 pmol/L None 4.48 (n=2) 4.14+£0.28 0.924
[ "CJAlectinib
1 pmol/L None 3.80 £0.55 5.00 £ 0.69 1.32

The value of P, represents mean = SD of triplicate samples or mean of duplicate.

ER = Papp, Basal to Apical / Papp, Apical to Basal
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£ 2.6.5.16-2 b rHEtt FSURKR—EB—FN LTz in vitroB@ERUVEEEXEEE : P-gp ()

Inhibition potential on P-gp transport of [*H]Digoxin (1 pmol/L)

Inhibitor i (107 em's) Fiflux ratio % of control 1o
Apical to Basal Basal to Apical (ER) (umol/L)

Vehicle (control) 1.81+0.32 13.8+ 1.1 7.62 NA NA

Verapamil (100 pmol/L) 4.01 (n=2) 5.02+0.08 1.25 NA NA
0.03 umol/L 1.79 £ 0.06 13.9+1.2 7.76 102
0.1 pmol/L 1.74+0.25 13.2+0.6 7.59 99.5

Alectinib 0.3 pmol/L 1.91+0.09 125+£1.0 6.56 83.3 1.13
1 umol/L 2.58+0.16 124+0.5 4.82 56.0
3 umol/L 331+0.19 8.91+£0.25 2.70 22.7

The value of Py, represents mean = SD of triplicate samples or mean of duplicate.

ER = Papp, Basal to Apical / Papp, Apical to Basal

% of control = (ER of Alectinib — ER of verapamil) / (ER of vehicle — ER of verapamil) x 100
NA: Not applicable
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& 2.6.5.16-3 & rEEM FSURKR—F—FN LTz /n vitroBiZ R UEF#XEE - BCRP

Study system:
Target entity:

Test system:

Radionuclide / Specific Activity:

Substrate:
Inhibitor:
Analytical method:

WBRE - ["C)Alectinib
Alectinib Hydrochloride
RS © 4.2.2.6-5
5% . ADM|Jooss
In vitro
Human BCRP expressing cells (Host cells: MDCK cells)
1) Sensitivity as a BCRP substrate
The BCRP transport of ["*C]Alectinib (0.3, 1 and 3 pmol/L) was evaluated using human BCRP expressing cells.
2) Inhibition potential on human BCRP transport
Inhibition potential of Alectinib (0.01, 0.03, 0.1, 0.3, 1 and 3 pmol/L) on the BCRP transport was evaluated using human
BCRP expressing cells.
%C / 4.48 MBg/mg / 96.8 - 97.0%
[*H]Prazosin (10 nmol/L)
Ko143 (0.1 pmol/L)
LSC
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#& 2.6.5.16-3 E MM ESORAR—E—%N LIz in vitro®wER OCEE#XMEE : BCRP (#0)

Sensitivity as a BCRP substrate

P, (10 ci/s)
Efflux ratio (ER)
in human BCRP expressing cells Corrected
Substrate Inhibitor
Control cells ~ Human BCRP ER
Apical to Basal  Basal to Apical )
(Host cells)  expressing cells
3 None 5.66 +1.25 273+4.6 1.01 4.82 4.77
["H]Prazosin 10 nmol/L
Ko143 (0.1 umol/L) 14.5+3.9 14.6+1.5 1.10 1.01 0.918
0.3 umol/L None 2.86 (n=2) 5.41+0.83 1.58 1.89 1.20
['“C]Alectinib 1 pmol/L None 3.22+0.41 5.63 +0.55 1.08 1.75 1.62
3 umol/L None 3.59+£0.38 4.20+0.23 1.04 1.17 1.13

The value of P, represents mean = SD of triplicate samples or mean of duplicate..

ER = Papp, Basal to Apical / Papp, Apical to Basal
Corrected ER = ER in human BCRP expressing cells/ ER in control cells (host cells)
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#& 2.6.5.16-3 E MM ESORAR—E—%N LIz in vitro®wER OCEE#XMEE : BCRP (#0)

Inhibition potential on BCRP transport of ['H]Prazosin (10 nmol/L)

P (10° co/s) .
) ) Eftlux ratio (ER)
in human BCRP expressing cells Corrected % of Ratio to ICs
Inhibitor
Host cells Human BCRP ER control control (umol/L)
Apical to Basal ~ Basal to Apical )
(Control cells)  expressing cells
Vehicle (control) 6.19+1.23 303x1.1 1.17 4.89 4.18 NA 1.00 NA
Ko143 (0.1 pmol/L) 13.3+£0.8 17.7+0.2 1.31 1.33 1.02 0) 0.244 NA
0.01 umol/L 5.83+£0.42 264+32 1.15 4.53 3.94 92.4 0.943
0.03 umol/L 6.36+0.25 269+ 1.8 1.21 423 3.50 78.5 0.837
0.1 pmol/L 8.51+£0.92 250+ 1.8 1.21 2.94 243 44.6 0.581
Alectinib 0.103
0.3 umol/L 10.9+0.2 23.6+0.6 1.21 2.17 1.79 244 0.428
1 umol/L 12.8+0.9 16.6 £1.3 1.09 1.30 1.19 5.4 0.285
3 umol/L 13.9+0.7 12714 1.00 0.914 0.914 -34 0.219

The value of P, represents mean = SD of triplicate samples.

ER = Papp, Basal to Apical / Papp,Apical to Basal

% of control = (Corrected ER of inhibitor — Corrected ER of Ko143) / (Corrected ER of vehicle — Corrected ER of Ko143) x 100
Ratio to control = Corrected ER of inhibitor/ Corrected ER of vehicle

NA: Not applicable
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Study system:
Target entity:

Test system:

Substrate:

Inhibitor:

Analytical method:

#* 2.6.5.164 EFRYRAH T VRKR—F—%N LTz in vitroEXE#HXE[EE : 0ATP1B1, 0AT1, OAT3R X 0CT2

#eBRY)'E « Alectinib Hydrochloride
SLHUE T © 4.2.2.6-5
5% 5 . ADM|JJooss

In vitro

Human OATP1B1, OAT1, OAT3 or OCT2 expressing cells (Host cells: HEK293 cells)

Inhibition potential of Alectinib (3 pmol/L) on the OATP1B1, OAT1, OAT3 and OCT2 uptake was evaluated

using each human transporter expressing cells.

OATP1B1: [*H]Estradiol 17-D-glucuronide (0.1 pmol/L)

OAT1: [3H]p—Aminohippuric acid (1 pmol/L)

OAT3: [3 H]Estrone 3-sulfate (0.05 umol/L)

OCT2: ['*C]Metformin (5 pmol/L)

OATP1BI1: Rifampicin (30 umol/L)

OAT1 and OAT3: Probenecid (1000 pmol/L)

OCT2: Quinidine (300 umol/L)

LSC

Inhibition potential on OATP1B1, OAT1, OAT3 and OCT2 uptake of each typical substrate

Uptake activity (%)

Inhibitor

OATPIBI OATI1 OAT3 OCT2

Vehicle (control) 100 100 100 100
Rifampicin, Probenecid or

16.3 (83.7) 1.5 (98.5) 6.9 (93.1) 1.1 (98.9)

Quinidine
Alectinib (3 pmol/L) 96.7 (3.3) 106.2 (—6.2) 92.3(7.7) 106.3 (—6.3)

The value in parenthesis represents inhibition rate (%).
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