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Gt JiH 4
ALK Anaplastic lymphoma kinase Kok Y o EF S —F
ALT Alanine aminotransferase TI=VT3I /) N7 AT 2T —8
ALP Alkaline phosphatase TNAY T H AT 7 2—E
AST Aspartate aminotransferase TARGX BT I ) N T AT =
7—%
A/G Albumin/globulin TSI a7y
AUC.24n Area under the plasma concentration— | 07> 5 24K & T oD IfiL 4 A BE B R
time curve from zero to 24h iR T TR
CHL Fibroblastic cell line isolated from F ¥ A =— AN B RS — i A
Chinese hamster lung il
Cmax Maximum (peak) plasma concentration | i /i M3 o S84 2
FISH Fluorescence in situ hybridization HHA LA TFa—n AT VXA E
—vaV
GLP Good laboratory practice = 3E 5 DL AVEIZ B3 5 FEER IR AR
D FE i D H: e
v-GT y-glutamyl transpeptidase W= NWEINRNT U ANRTTF
i
HPCD Hydroxypropyl-B-cyclodextrin t R o —-_—F_v7n
TXARMY
HPMC Hydroxypropyl methyl cellulose t e e/ AFreirn—
A
ICs Half maxir.nal (50%) inhibitory 5004 L2 =
concentration
International conference on
ICH har@onlsatlon of tec.hnlca.l H oK BU [ 356 B 2 [ s 2
requirements for registration of
pharmaceuticals for human use
MCV Mean corpuscular volume IR ML ER S FE
MCH Mean corpuscular hemoglobin FEHFRIMER~NE 7 B &
MCHC Mean corpuscular hemoglobin WHFRIMERA~E 7 1 B R
concentration
NZW New Zealand White =a—Y—=J LV FRFKUA b
OECD Organisation for economic co-operation | #%%% /7 BH &A%
and development
SBECD Sulfobutyl ether-B-cyclodextrin ANT F T FNT—T R H
Ja7rx ANy
UVA Ultraviolet A RO A I
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2.6.6 FEHBROBEX

2.6.6.1 )

TV F=TEmE (LT, AFK) OO OMMFEE LT, in vitro W7 =
T7ANVNNE FEFELTWDE Ty RO =7 AP NVERIR LT, 72720, AR AERMER
Bz VT, A ABEOFLIC I HNO N TWD T v N RN X 28I LT,
BEHRBITRAR B GRS RO & L, RIEOBFHERAR—EEE 2.6.6.1-11TR LT,

SUETEMEIL, 2B 5L B T v MINERER K OV = 7 A YOV B E R ER O ) B $E 5
PHFETOREN O LT-, AREITEITHNADOIGE L A E Lo huBEMEERE R TH D720,
ICH (Hk EU EHSHEGFRATIERESZ) SOV A KT 4 > (HrEMEES R O FER R B9
HHARTA L) ICHKSZX, RERGEERBRORGHMIIREIBEME Lz, ZNHDONE
BHEHERBRTIE N v adx T 0 7 AR A5 L CIRFERLZHERT D & &b, IRIEHIRH
ERE L CRO LN ROEBEMEZ BT L, BamlEi R Efiiias bty (HIREAELR
RER, in vitro Y KB EIRER, in vivo /DERER) TEHME L, BEmMERBRCEEINT /M
DFFETF BT 57201, By ha A TN E O L7z in vitro X in vivo (7> k) @
IR 2 T LT, AR AFERRE LT, Ty FEOTYFOR-BIROBAICET S
HERERREZEmR L7, 20 TAIEN T v NEKOTHFOR-gliicxt L CaEttzs
HFTHZEPHOLNERSTZ LD, AR LI ARBRITER L Ty, £, K
IR ZEMOFMRI R L 720 9 B EMHEK TH 5290~700 nm OFIFHN THWINZ/RT 2 &
M6, in vitro DICEEMERER 2 FEH L2, FIZ, b MBI HAEKO FEAHY CH5468924—
000(M-4)IZ DV T b B m w2 FHM L 7=,

ICH SO A KT A4 ClE, EITHRADIREZ B E U- iR o 85E IR EAGR R I
BT ZREB X OEKRE TCOYMMREAICET 536, THARR X OHAZORAN
N RENM) OFEEEIZ B3 258k | KON AR O EIEA RO LTV RN b, T
O ORERIIATD /o Tz, £z, AIEOERBEGREEDIEOTH D Z &0 0 Rl atskix
Fhti L CE 5T, BERBR L ORI )T 2 5B A et U io 2 bR BRI v T
HXARIR R~ D R 2 R A FT NGO AL TWRW I Enn, EWELICEE4 5 R ER
b FEh Lo T,

AEOFMRBRIL, ICH A RT7A4 ST TEML, FERRITGLP EWA T Tiro7-,

TR DOV & U C, BARWIEIC RIS ER Lo =27 A L0238 B i iR <
i3] wiv% SBECD/J movL sams vtz vy, X0 #%EIc =i L o5 <] wvse
HPCD/] moL » % o 2 e/ movL ks s M-, Ei, 5y PROH =
7 AP O13BERAE B G- B R NS T v N RO X OIR- I7 R3S AEIZEET 2 38R T,
B % HPMO moVL SRR AR 2 LY Uiz, 20 X 5 (TR OEEEAE TV - 2 &
O, mEFHmIIERE &L EICIT o7, ok, AR CIIAKOFERE L 2 RmE & L
THWED, ZOMOEBRIIAIKOE IR 2 -, ARFED F & M OV B | LBt Ja i 8¢
R~UT,

AMEN

AIOLMFEMITXT v PEOH =7 APV EZRNCEME L7, 7 > b TlI/hEERBR (0, 6,
20, 60, 200, 500, 1000} 02000 mg/kg/H, KE6H/HE) D2[A HFHFH A £ TO—HAIKAE L Y
(RE - AR A ISR L, h =7 A YL IR Fiimttab (0, 6, 20% 160 mg/kg/ H,
MEREA1B1/BE) OPIEIER G- B £ TO—BRELLIZFHT L7z, 7 v b O/MZER TI22000
mg/kg/H £ T, B=7 AV /LO2BM e TlX60 mgke/ H £ T, FECROMREE/IT
IR T,
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REHRESH
AEDOEROFEGEEEL, Ty PRI =I AP L EZANTIMELZ, WThodmEic
BWTYH, 4L VI3 HEMOKE 5 2R CHEIC X 28T UDIREELIZ A LN d o T,
BAE AN RBINAT o 7o h =7 A YL Ol M Tl s sk <1k, & A &R 245 4 1451 23 PR
FERREIZHA Y, #5130 BICUhaEMR L, IREEL o ERNTEME, HLEICB T 2 NEMIT
BE OV L EIEEOMLMRORE L& 2 5, HEHIREEIIECER O R &k L,
ZFy NEOD =7 4 PILORKEROEGFEERBRICBWTHGE L TA LN EE R PT I,
RIMERR, WILE, HFILERLKORIBICHT 2B ThHo7-, TOMIZ, 7 v N TIERE, M,
B K OB (k7 2 52280 ONT i iR e [ RE [ O IE & & £ 9 [BIIG O i 2 b b A b iz, 4%
O3B R E R G FERBR T BT, T2 N4KOSHE B ORELIM D% 121X E1E X
X EEE T &R Lz,

BinEH

2 AW EIREARERRBRICB N T, BEFEAREEFERIERIALON 2 ho T, Bk
CHL iz FH W= et R B BRIc B W T, PR RIBE RS OFRITA N0, %
AR oEMRRD bz, 7 v FEHWTE in vivo /MMERERTIL, BHICBT 5 /NERE
A IRMER NI LT, /NMEFEFR OMT 2 R 5 72 O FEi S 47 TK6ME A2 H 72 FISH
HEEOEH LIz in vitro /IMERBRIZEWT, B2 ba AT 2 & T/ IMERARIOBINAZED B
7o F£72, 7w FT FISH EZ20FH L TTo 72/hEERBRICEB W TG, B e AT 25 AT/
BELRA SN A AR IMLER O FE DHMN DGR BTz,

INLORERLY, AT DNA R OYERIZH§ 5 BEEERIZR WA, Ykl i %
BERTDHZEDBREBEINT,

SEFRESHE

AEFER A TR & LR BRI AE IS T D HER TR 21T o T2,

7 v N TIX9 mgkg/ UL BT, REWORERNIEH, EIAEEOMRKME, NERE (RER
iR, MARER, DE/NEL LEBEIEEA L) OHBLER OB E WEALEBIENR D bivis, 27
mg/kg/ H TIE, B2, REWORE-BEFERD, BE RO IR EE 2 5 i 7k OB E)
MEFNZBT 2 2MRBEERRD vz, ¥ TIE9 mg/ke/ H UL L TRENM) O IR M ERTE RE B H
MDHHIL, 27 mgkg/ H TIE, B2, MEORERKME, BEEOHRD L ORI A - Mg
{EZEHIREICB T DREMOZLN A DNz, £, ZORETIIRE, 2RES, BREE
RO, BREROMKME, IREAREOIKER VERERORBEROENE LR L,

2B ORBRITIER I D IEIREN Y 2 W o /B 2R CTh v, E 7 EWIZB W TEMED
HONDEMETIEH-T=bOD, KEFZT v PERTHFOMR - fRIRREAICK L CEEEHT
% L ST,

KEMOEHE

t MBI DAREO EENRFHY E LT, CH5468924-000M-HN[EESINTWND, ZOEHE
EH) OB m w3 2w L7z,

Ay Y —= v om— AARER KON TK6AIE 2 V= in vitro /MERRBRICE W T, Bis 12958
ERFFRME R OV IEFHF TR O b h o7z,

fREMH

AFNTC L EPE DR G & 72 0 O DR TH £290~700 nm DHEIFHN THMIN AR,
ARIEDNFHMEDEAEY A7 Z2iatd 5 HAIT, SHEEFMIakkZ M7 in vitro Y2 2 VERER %2
Tolzy ZOMBRICBWTAIIIGMEZ R L, XEte AT 5N H L LB LN,
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% 26.61-1 FLYF-JDFESHRB—ER
b ; y e GRR IS I = 1,2 GLP
AR ¥H iy =n N ==E ) N
Ak OO FEEH B HE /AR St T 5 BRI S
. L - P 0, 3,10, 30 N
H BH.=u - < \X 5~ > PAN
4 H &R E A | (me/ke/ ) FEE A
. = P 0, 6, 20, 60 .
[ RYZEN ,\X s Vs ) I\
43 [ A Ve H (mg/ke/ F) A
; = P 0,3,9,27 .
H o K /\X s Js 7y AN
% 1328 [ A & H (mg/kg/ H) A
% - - _ . y 0, 6, 20, 60 A
i 23 [ i =7 4% & H (mg/ke/ F) FEM G
o . FEIET e _ . y 0,1,3,10 N
pE | A EERE =7 AHPn & H (make/ F) FEME G
: _ . y 0,1.7,5,15 N
43 i} =27 A% A (meke/H) SRS
. _ . y 0,1.3,4,12 o A
1338 fH] =74 Y & H (ma/ke/ ) HE
. . FARAITFT A . 0,31.3~1000 .
R ZBIRIE R, ’ o
18 )T 22 IR B ERPN T in vitro (ug/plate) A
THA =K 0,3~10
AR N Y LA B — ik in vitro (’ /mL) A
i AR He
f= N3 TK6t R~V 3 i vitro 0,0.4~6.3 TN
E (BT ZFEERAS A R iR (ug/mL) =
0, 6, 20, 60, 200,
N3 7w b . 500, 1000, 2000 ke
(mg/kg/H)
N = , 0, 100, 200, 500, N
(B& AR ) 7>k #EH 1000 (mg/kg/ H) Ea
% I - i VA Sk 0 0,3,9,27 A
g (FH % e ) (FHR7~17H) (mg/kg/ H) =
A
= IR - fe IR 38 . | 0,3,9,27 N
| oRREEER) vV (K6~ 18F) (mgkg/ F) Ba
ST 75 |2 7e bk L
Qfﬁ%gfjﬁf': FRIFT R . 0, 1.58~500 .
R = KB In vitro (ug/plate) FEiE A
F| T T—LR) ’ ng/p
) S D in vi [ERNUISS .
s ﬁﬁﬂ@d\*};n vitro T;}_g*%\%éﬂé%\ In vitro 0,0.1~2.8 (ug/mL) FEiE A
N A Balb/c 3T3~ 7 . 0, 0.02~50 i AL
In vitro Yt &4 L AR in vitro (ug/mL) A
1) SEREMWRBR CIIAREOWEEE I 2 W E & LTV, T OMoORER CIIAREOHERE S vz, HE&
T ORIl e e & L TR LT,
2)  In vivo AR TIIIFEOWEE A =, B =2 A F 028 T AR C I vvee SBECD/J moiL

MR 2 V2, ZOMORBRTIE, 7y Meh =27 A YA D138 GLP EH 5w o
v FROYH XM - IRRAECHET 238 (AERERR) 2k, vy HPCO/ molL # #
v 2 B moVL M AV £ Ve, Ty b & =2 A YL D135 GLP KA 5 BRI
W2 T v MRS X oIk e sgaic 285 (REgeAmn) <, vy ipMO I molL 1

BRI 2 I T,
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2.6.6.2 A=t

ARIEOREOBHIZ L H2aMHENEE, GLP @A T TEMLLET v b (M) /IR (2.6.6.4.4)
KON GLP FEi A FCHME L= =27 A YLl MR ER O &5 T tEslit (2.6.6.3.3) THE
fliL7z, 7 v bTIE2BIAREGEH £ TO—MREBE, KREXOCEMEEL LIS, 1=74Y
NATIERPIEEERH £ ToO ke Z HICFm L=,

7w F®6 mgkg/B (7 v MEBREBROYIEE S B OBED V) AUC), 4, : 6480 ng-h/mL) T
BEIH BN 5T, 20 mgkg/ H LA ECERTRPD, 500 mg/ke/ H DL b CHAERIININH i
PREWD, 1000 mgkg/ Ll ECERABHLNT HOO, —HREBIZERFZRLN RS-,
2000 mg/kg/ A (Z > MMZERBROWIE$S- H D45 AUCoa4, : 53700 ng-h/mL) FE T KU
RREEALIZ 2D o T2,

B =7 4P NTiE, 60 mgkg/H (FElFE H D44 AUC).4, @ ME11500 ng-h/mL, 12600
ng-h/mL) F TOMET, #lEEEHEKOEBO—BREBICEE TR LR T2,

2.6.6.3 KRELREEH (FX2axRxTa4 V0 RAFFEMEED)
AIEDOREHREFEERRE LT, 28O TH#EERBRE D=7 A FALHNTERL, 4K,
13 ORBRE T v FROT =27 A Pz AW TER L7z, GLP EHRERTIE, —RRiEs
22, (RE-EENE, IRFFRORE, MKEmE, MifbFameE, RRE, Simmi
R, kR, EssEERE, HEERTTIRER NN axd T 0 7 Ao ERL, 4X
VX8 DIRFEWIR] (ZE 4TI E & G- mERER) 23 CREEERE Lz, &
= AP ATIHINSOREIZINZ TOERKBRE Z Ehit L7,

2.6.6.3.1 v FEAV4LERRERORS SR
(EFE54.23.2-2)

LEMERES 15610 RecHan™WIST 7 v M2A#K %0 (Jlwvo HPCD/JlmorL * 5 > 2175
i/ moVL k) 6, 20, 60 mg/kg/H O ECHRBROEE Lz, 54T %,
VEREMERE A S A2 4 ORI RERICHL L, BIEMZRG Lz, 72, bFraxxs o7 2K
Bk & U CIRAMEIER 30 CIR R B O MR Z1T > T2,

BHEIXT v B HERERER (0, 3, 10, 30 mgkg/H) ZIICHRE L (BEE S
4232-1) , ZORBRTIE, 30 mgkg/ H £ THEMITER LT REEIT -T2, 30
mg/kg/ B THREIEININH, v-GT w&ifE, MEIRMERBOSEENRO SN2, WL BRED
ElbThole, Tk, AN mEREHE S HELE I N 560 mg/ke/ H & AGER D & H &
WEREL, DLTFARKITHEAE 20 mgkg/ H) ROMEHE (6 mgkg/H) Z&EE LT,

R T 1 M OVl & 322.6.7.7.1- 11T R LT,

ARERHIRE 208 U T L OVRREE LT 2o T,

6 mg/kg/H (%528 H H DK OMED -1 AUC).4 : 9340 % 1813900 ng-h/mL) LI ET, FiZ
MET U =RARMER, ARMLERIET Ao AR ERERE R (BE1X20 mgkg/ AL E) ,  ALP (KEIE20
mg/kg/ A LA E) ROVERL ALP OEE (1360 mg/kg/H OA) , MEME T o B KL/ IME,
D~ 27 v 77— UREE N S E A A Dz, MESEIIRECHY, 7 v hOI13H
M E R G EFERBR 2 S0 OMmoORBR CIERO 5N TR LT, HEFNRERIIBENTH
HEEZLNT,

20 mg/kg/ B (B&5-28 A B O & O D ) AUCq04n : 38100 T33200 ng-h/mL) LA LT,
MEECORE R ININHI, HECHEIRMER (ME1X60 mg/ke/H) M CHlREEO M (H1X60 mg/kg/
H) , MERETHESO BB, I ALP R ORFEEOSE, AFMaoER, [HE B
Dz, BB & ORI R EDOIER, BRE EROZEM:, WHALE LB D e E MM A =
KOS, &% (i, MECoOWTIZ60 mg/kg/B) L% (MEKE) ORI BIT 5~ 2
07y —V/SEEMRREEN R L, METY RO U L oRERED, AmEREE (A
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MmER, U /NEk, aFPERE) , DIEEESE (W T b R0 mekg/H) , HEIZRT k=
L AT v —/b @ K& OV o 77 M B3R R O gESME M, W ONZHEIZ I 2 AR (—ilih)
NI BNT=, WD, MEHECTTRAOMESEED S OMAE, M T F IR RTEE ML OB 72 ZE i
(FRAETHI06], SmAETYI0H) bElZESn-, TERRATEOZENIC X 58T F IR
RATEEE D FHMMEICHRBO LN TV RN Z End, ZOFTROFEERZNERIIENEE 2
BTz, F£7z, 2D b HE TIEAREREIMmE L OB RO BN TWD Z &
DD, RIEREOBALICER L7222 Z{LThH o - rREE B 2 b7,

60 mg/kg/H (528 H B O}z O %) AUCo.04p : 39800 140300 ng-h/mL) T, Mk
THIZIT DIEVE LR E AN, & 2R, BRI DA R ERIE IR OMEIC 31T D y-GT
EES I ST,

4B ORI LV WF o2 b b [EIE SUXEIE/EM 27~ L7z, 60 mg/kg/ H OIRIEREMES K
LB CHEMEATR SR ICEmIE A RN A biz, LrL, 7 v M3EBNEREGEERBRO & HE
OIEFEEIIARRBR & FRETH - BN FARROE(ITA LT, ZOMoOFRER T AT}
TOHEENRBDOLN TRV EnD, ZOBLITBEENR LD EEZ LN,

T v MIARIEZ 4B EE G U 7R 7 ME f136 mg/kg/ B A Td - 72,

2.6.6.3.2 Sy hrERAV-13ERRERORESHHER
(ERIEF4.232-3)

VBEMERES 151 RecHan™:WIST T v MZAIK A0 (. w/v% HPMC/- mol/L & EE/KIE
) , 3, 9, 27 mgkg/ HOHETIZBAMMEOEE Lz, BEGKTH, 1REHERESSH]Z @M O
EERBRICH L, BIEMEEZRFI L, 72, bSvaxxTy o7 2 BE U CIRMERES 3BT
IgiE EOMER LT o712,

BH&#&IT T v MEBEMRER D EEEERR (2.6.63.1) ZREICRE L, ZORBRTIE, 6
mg/kg/ H UL L CARIMERIZRE R %, ik I R M/ MR O B, ALP O & fE23, 20 mg/kg/H L E
CILREIEININE], MR R O E BN, Pk, TEE, HEE CoORmBET RN,
60 mg/kg/ H TIXHITHICBW TREF ANRBO bz, £/, HEROLGEFIZHEY, K
AR CIIBRFEROUENTHEEINZ, ThHDZ b, HLENRHEENRET S LHEE S,
2o, Ty MBBRER DS HERBRO60 mgke H & FFREEOREE RN SN 527
mg/kg/H A mHAREIZEREL, LT, A3 THMAHE (9 mgkg/H) ROMEHE (3 mgkg/H)
BRGE LTz,

ARBRITVE M OV & £22.6.7.7.2- 11277 LTz,

BRI 208 U R CRMICER T 258 T L ONRIEE I /e o 72,

3 mg/kg/H (B591H B O-ER OMED Y] AUCha4n : 5100/ 18450 ng-h/mL) LLET, HET
IREIEININH] (KEIX9 mg/kg/ B LA E) , AST mfiE, JTHEAL o BLAR AL/ BRIS MEEESE, T o> Fa I b
MR /B mE LS (O b HEIE27 mgkg/H) , MECHilRORK~ 7 07 7 — VR
M, HECEIE AR O KGR (X9 mg/ke/H LA E) DA bivie, #ETRNRO B
S rEmEE (M9 mg/kg/ HLLE) b8 B, BMlEEZRETLATREEZ BN,

9 mg/kg/H (591 H B OBER OMED -4 AUCo4 : 1860012 1825800 ng-h/mL) LLECTiR®
SV E AT A, MECEAT R, Mk o KRB M/ ME (O3S BEX27 mekg/H)
HECARMERTERE R T, WHLERNED ~ 7 1 7 7 — /2% BB/ 2 E AR IE D128 M O T 1
JEA R (BEIE27 mg/ke/H) , MERETHEK ZFF O BB R LR OIEKR, BE EROZEME, U
YREiDO~ 7 v 7y — VR MERER/MEW IS A DAL, BETY RO U o ER D

(ME1%27 mg/kg/H) , MEMET ALP KR OWFR ALP O, HECRERMEREME (1327 mg/kg/
H) , MEZHBT L8 ALP K OVLIREESE CTH-o7-, T, METLHHER (HEIX27 mg/ke/
H) , MET a2-Z7 07V, B-Zu7 V) OEEbAbin, 2Tl bE kRO & E
PERAR ORI & 0 R S 3D RIEPEZALITHE D 2RI B b LB 2 BT,

27 mg/kg/H (%591 H B OBER OMED -3 AUC)a4 @ 35300 141100 ng-h/mL) TiE, FEiZ
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MR D B BV ERZ EREE N (MEE) , IRAE ERE o ZERu b (MERE) /EVE/EESE (WL ) , Bl
DIFRER (MERE) /ERZER (M) o, [UEKREAE O~ 7 v 77—/ EME (ML)
IPRAEVERIRE (ME) ORI, WERE /NI R OFCEI AL FIBE,  [BIASRE R i, AR Y
VNEIOZ BRI, BIE ACRE IR ORI, TEVECACE s, B, Bk o
T A VIR O BE S AN HE 2 VB S OVFLEA /S 2 e g o B AE PL5R, T EARHTEED
B ZEME, IEMELE Sy e AR T T AT URERAE R NS B ER - HEEE U O mED B D
, T a ba B UREENER Uiz, MECITEICRE IR R OBSIAEE, FHEUIE O H
bR, Yt ORFHEMILOEY|AREE, FA ALP KON y-GT-IFEEO EHE, HEEA KL
B OEESME- AL LRO Oz, 2B, BEHMICEET EEXoNLHEE LT,
B, KRIBORREG (WP bR /Y —RoWNEY ) , &2 RimEk
(M) , ~EraeRgE (M) , ~~ 27Uy b () KO MCHC (Mf#E) ORMEIE N
IRERDZ (0 (MERE) ), MEHED R FEEFRIE O SR OO RAME OEB OGRS, BT
% MCV KN MCH OIRAE, HEZE T 2R MEKEE, BEBRY VR Eo~ETT U g &
OMfSME Ml N iR O BRI O s AR b b A b, SRR CIIMcB T 57
VT X UARAE LB B BEDIRAE R E b A DI, WIS R K O bz &
% RFARBEDEACITHE 9 2RI B L E 2 DTz,

UM DIRIEIZ LD W oZ b EE SUIEHEEM AR L, 7 v MIAREZ 1I3EM 5
L 7= D MM B 133 mg/kg/ B Riii TdH - 72,

2.6.6.3.3 h=U A HYIILZRAWN-2ERMREROKXRE T HEESHEHER
(ERIEF4.23.2-4)

11 Bl o =27 A P ek z0 (] wivoe SBECD/J molL ik i) | 6, 20,
60 mg/kg/H DA EC2HEMBEOERE Lz, 7z, bFvaxxT 47 2ARlBR%2 5 L CIREE
s L7z,

by, FMUBEETTRMICER L= 4 FILHEE N axxT ¢ 7 238k (6,
20, 60 mg/kg) DEARZ FEICEHEZ60 mg/kg/ H 2R E L, LATFAWKITHEHE (20 mg/kg/
H) KOMEHE (6 mgkg/H) Z3E LT,

BRI VE R OVAE & 222.6.7.6- 11T R L T2,

5 HIE T, 60 mg/kg/H D2 1] () 2SMBEIRREIZKE Y, BhEHIR STz, ZOEH T
TG54 H B B ERD ITEER D, 5O EZICITEERD 2 DR W& O
LB BEED, H5 130 BIC—HREED (L W HIR Sz, REBE O ER T 54
H H LARRIZ 2 D T D/ (8, {LE IR 1T 2 WA IR K OWHA L IEIRSE O W b o B
HEBEZADI, MERIREMITHE RIS 28 Lk LT,

6 mg/kg/H (F514H B DR OWMED AUCqa4n : 38705 10M4140 ng-h/mL) TIXEFITA LN
Mol

20 mg/kg/H (5148 B O L OWED AUCqa4n : 121005 88520 ng-h/mL) LA ETiE, FEizw
=ARIRIMEKR, ARALERET AL DR MBI RE R (MERE, 7272 LD 60 me/kg/ BT RAUME) , MERE
T MCV, fT~E7m b RBEROHERET~~ 87 Uy O (7272060 mg/kg/ H LMD
A) , HET MCHC K OMECHAZR MEROHEM, HeCRIEMILZ £ 5 A A (1260 mg/kg/
H) , MERECHFMARIE R K ORI BEIRRD A DLz, b Oz T, H iMoo
W (BE1%60 mg/keg/H) , BEEOEMARILED, PESOREE, MigED 5 > (60 mg/kg/H X
HEDZ) J OMERET T RIRAIZEDOZEME L A DN, IZIERKOBRER CHARES L=
JAFNLVOHBRERRTIE, ZNUOLDOFRITEO bNRN-T2Z &b, Wb EETH
RERIFIREN B2 BT,

60 mg/kg/ H DALFHIRE (F5-14H B OBED AUCoo4 : 9820 ng-h/mL) TiE, EIHEED/MEE,
Wt (5 E%) , MEEAEE, EAEER, ALP-RE U L e o, FEEEE, B
BOREaE, HOOb AAREROER, + BBV A, KIBONBWITEE K OO 5
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AMMB BT, TOMIZ, REREOEALSLCA N L RTEI 2R ELEHR SN DR L
AT =), EAE, T/L7 I KO AG OB, KR, VU SHJk OWEbekiiE B o2
i e OVF AR E & OMKE, —MCIREEOE(CICEE Lo 2 b LR IN D 7 LT F =0 ROV
U OIS BT,

T =27 A PIVICAKRIEZ 2B G- LT 56 O EEME 136 mg/kg/H Th o7z,

2.6.6.3.4 H=—UAYILZRAN-4ERREZROKRESEEAR
(& kI 54.2.3.2-6)

VB3~ 5l =27 A F iz A %20 (Il wve HPCO molL # & o 2k v ik
M oL SEEEKESR) 17, 5, 15 mgkg/ H O R THRBRO#S Lz, #EKTH,
1.7 mg/kg/ B B4 b < B HEOMERES 20 2 4T O BRI L, [EIEMEME Lz, 72,
FvaxxT ¢ 7 ARBRZ L OB a2l L,

B GBIIh =7 A 4R AERCHER (0, 1, 3, 10 mgkeg/H) ZHEICHE L (BEEF
54232-5) ., ZORBRTIE, 10 mgkg/ H F THRE K OREEITRD SR>, 3
mg/kg/ A LA ECHRIMERDIZIER F AEEM L, 10 mg/kg/ H TITMEIRMERDOEE NI Nz 7 v~ 2
VAIG LD RRO BT, Tk, KRBT S homEEA THEIND 15
mg/kg/ H ZmHEICERE L, LTAKKZTHHEHE (5 mgkg/H) KOMEHE (1.7 mgke/ H)
ZERE LT,

SRR VE M OVURE & 322.6.7.7.3- 11T 7R L T2,

ARBRIIE 0@ U2 T L OMRREE LT 2o T2,

1.7 mg/kg/H (%528 H H O K OMED -4 AUCq04n : 11602 V1300 ng-h/mL) LA LT, MET
U = WRARIMER, FRIMERKT b, FERSRIMEROIRIMER O RER T (XS mgkg/ HLLE) BAb
niz,

5 mg/kg/H (B528H H DL OMED Y] AUC) 4 : 24008 183980 ng-h/mL) DL ECi, M
KETHR ALP H90, RIGRBEOHEFEH R K OHEIC R T 2RIB B KRS A Hivlz, EIZ,
ZOMEU EIZB W TIRERAME (M) LB INR, EE A Rme 3 25T R SOX
MRG0 H LA 5 D J5 BRAR AR PO T LT A DTy, F72, ARikER & 572 594 F
WTAThONTE =7 A4 PO 13 RKAE R G- mERBR T, & H &R O 2SR &0 AR5 &
BIEREThoIcb bbb T, BAMIBEIN ehol, EDZ s, KRR TH
SN BEMEIIHEE M A2 RET 5O TiERl, BHEENRERIERNEEZLND,

15 mg/kg/ B ($ 528 H H DK OMED Y- AUCoa4n : 6530/ 716540 ng-h/mL) TiL, HERET
KIGHEIE, /NBRIEOMAEH R, BV Ve BN, IFREESE, IFmaEx, 70 v
B OJIEVEMARRY, BB REREEIN (7' v U8 O SEVERII IR IS 53 2 BSOS ED &b
EEZLND) , ~7 7 Uy N, SEERMERA~T 7 v BRI, BRI D IRIMER
FONEZ B REORD (BR) KO v )=l oER, W ONCHMEIZ IS T 2 (R E - E
BEOWDNAHBITZ, BT, HEIFITIEARMEICERMR 5 > b0 bz, (ZIXFEEOE
BETIZAMEGE L =7 A P LORBRICBNT, 2ok Rt lixEoohnd, £,
RO M A R0/ bA6ND Z LD, BHEFNRERITEVEEZ BN,
4R ORIEIZ LV RMERTZREEF 2R WTOZbEIE L, RMEREERF I [EIE
Hrns bz, =27 A4 VIR IEL4GARE G L2560 mHMAERIX1.7 mg/ke/ B A T o

ST,

2.6.6.3.5 AH=UAHYILZRAV13ERREROKRSEMEAR
(&R 54.2.3.2-7)
1BEHERES 3~ 51D =2 A Pk H 20 (] wvve HPMC/JR molL smek i) | 1.3,
4, 12 mgkg/ HOHETIZEMRZORE L, B5ETH, 1.3 mgke HEEZ R BREOMEMES2
Bz SEM OREREBRICHE L, BEEEZRFLEZ, $/2, by axxs 07 ZARBRaE L
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TR B A MR LTz,

BH BT =7 A POVARB AR D &5 EERER (2.6.63.4) ZHEICRE L, ZORBRT
1%, 1.7 mg/kg/ B UL ETHRIMERFZREEF 3388 H i1, 5 mg/kg/ B UL ETIHLE OEAL R OFIE %
BIERERZ DTz, FIZ, 15 mgkg/ B TIIARIMERR X T A — 20 J OFF sk © o 53 EREAR %
PALENRBO BNz, Flo, BGIRDOLGELITHY, REEZKRE LT H4H MR
A& GRBRIEVIBEENGOND Z RSN, ZNH6DOZ EEBEL, MLIrOREME
AN FPREEIND12 mgkg/ BEZBARICEREL, ITFAKKITHHAE (4 mgkgH) KO
KHE (1.3mgkg/H) Z%E LT,

R T M OVl & 962.6.7.7.4-11T R LT,

R A8 U2l CEMICER T 558 C R OREBE(IZ 20 o T,

1.3 mgkg/H (#%591 H H OREM OMED 1) AUCq4p : 894 TM030 ng-h/mL) UL BT, 7=
WARMER, FRMERET (b, BRRIRMERO IR IMERFERERF 2374 itz (1.3 mg/kg B FECILIELH]
DI, WEIT4 mgkg/BEL L)

4 mg/kg/H (Be591H B OIEKROMED Y] AUCoa4 : 36105 12810 ng-h/mL) LLET, #o
y-GT 00, MEEOFEEEME, MOE A (X112 mgke/H) |, MEHED H BE RO 5
iR e ORED BN BB O RG> (ME1X12 mg/kg/ H) 3 BTz,

12 mg/kg/H (#591 H H O-EK OMED -] AUC).a4 1 70605 TR6920 ng-h/mL) T, HERETK
REPEAE S OV E S, MEC3s1F 2 77U Y B O RIEMEMBIZE, Bl 2 Rk (1
FlE~E 7 a E“/J;;%T”&O‘V\V 27Uy RO S TWe) KORIEREIRRR A BT,
E’ﬁ%;@%% , HIRRIFIC I 2R OB e b L QIR EEBEN 7 D AL, T8 BRI LG

ﬁé%%ﬁmmﬁmmﬁﬂlmm%/f)/ R~ n Ty — U OEENBIE éhto

_OD%be@O)Hm@’j‘fﬂ: TR S AT RIEE OMMOPT A>T 6T, ZOfEED RS KR
E%?%ot:k#%,E%ﬁ%%%%%%?é%ﬁ?ﬁﬁw&%i%ﬂko:ﬂ@WWﬂf
THLNEFRTHY, 7y MaED, L0 EBREINTCEWIZIBO TNt bi T2
biieinote, £z, RBREMIEHICBT D0 =7 A4 FAOERT — X Tk B 2 b
B @) osEcssnTsY, Zoflicisd 2o Him i, SEEORTR
Thol-AlEEENEWEB X LT,

83 [H] DIRFEIT L B BE DB T Z < W oZb b EE L, 802t EE
Bz R LIz, =274 FVICRIEZ 1IBEBE S LR O BEME #1313 mgkg/ H AW TH -
776

2.6.6.4 EEEM

AEDBREIERE & LT, BEENLRMASDETHHMEZ AV 218 IR 228K B, 5
# CHL #fa 2 W= YR B g B L VT v R & W= in vivo /IMERBR %2 580 L7, FIZ,
INGHEREDOVERMFF Z B LM T DT, B bua AT ZOH L7z in vitro KOV in vivo
/IR 2 I L T2,

2.6.6.4.1 HMEZRAW-EREALTESRR (T—LXEHR)
(& EHEHF4.23.3.1-1)

AIEDBIR T RRERFHRMEERFT 5720, FAXAIF 7 AHE (TA100, TA1535, TA9S,
TA1537) K OVKBE (WP2uvrd) % W i=o— A AR Z REHEELR (T v MF S9) OfF
ETFLOEFETT, b= MEEORT LA U FaX—2 g UIETHEE L,

FEIL, 156~5000 pg/plate DHETT L — MELDT LA v FaX—T g R THEML
TR ORI A LRICRE Lz, 2o 0RETIE, RENEHILROFEIZ)H D LT,
5000 pg/plate F THLETEMEITIRO BV D> 7273, 313 pg/plate 7> HILERRBO vz, Zivk
0, ARBRClIfmiBE %1000 pg/plate & L, LT, ZA27T500, 250, 125, 62.5&%031.3
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ug/plate DFF6H E AR E LT,

FRER T VE M OVliRE 2 £22.6.7.8.1- 11 R LT,

T =R MNERDRT LA o FaX— g NEONTDOHIEZBN TS, REHEMERO AR
Wb bT, HIRAR e =—KoMNEALNT, FUEEELRD Lo T,

PLEDOFERN G, REBREMETIZBWT, REITHE IS L ClEls FRARERFRMELZ RS
AR 1] TR Py el

2.6.6.4.2 EECHLMEZRAW-EBAEEHR
(B EHE=4.233.1-2)

KIEDYu i R B w H I A RRFTT 572, CHL M Z U 7= Yo (R 5 5Bk A R ENE LR

(7 v M S9) DIFTET K OFEAFAE T THEM L7-,

P EI L ETE R BR D B2 TR E LTm, & OREBR CIREHIBALEE (GRS ALER-1 81 [H]
[B118) OREHEMELIEFLE N R OFEIE T DO 50% M HH F IR, 3.8 pg/mL } 1.8 pg/mL
Thotz, Fiz, #iEE ((RENEMELRIEFIE T C24RERHIALER) D 50%:HM A 5 PH 5 i B
1%, 34 pgmL THho7o, Tk, RRBRIIRFNEEIEGFIE T CIXI~7 pgmL (THE)
RBEVE(CAEAE FTiE2~12 pg/mL (10H &) THEM L7, MBS R4 i, EHEn
HIEONHENEMEILIETFAE T TIid4, 5, 6 pg/mL DO3HE, REHEMHLFEEFTIX7, 8, 9, 10
ug/mL D4 &, EFHAFRIETIE3, 4, 5Spg/mL O3HETHEMIBOBLEEZIT -7,

BRI M OVl & 322.6.7.8. 2- 11T R L T2,

FLAR AR (TR EALIEIFIE P R OVFEE ) R ONER LB BT, Yefaiimis By
OEENNEA BT, AT CHL MR L CRaEEERFE 2FHE L kL, —7,
SR ALEE i O REHE ML TFEAE FICB WL, 10 pg/ml ISR W TR (polyploid) i
TZREEINNFRD BT,

INDHORERND, RENBEMEFERELZAT D2 EARBINT,

2.6.6.4.3 TKeMifaZ= B =/NZAER (BEFH2ER)
(B k& =54.233.1-3)

Z v bEHWE in vivo /IERBR (2.6.6.4.4) (2B C/NERA AT IR MEREL D HEIN N 7 5 1
T En, TOERBFEZHLNCT2HMT, b MU UoSSERREEIIE (TK6) 2 AW T,
o hu XA TREN) DNA 7' 0 — 712X 5 FISH %2 0 U=/ Ml 2 320 L 7=,

TK6#IE & fCHTE VL IEFAE T C0.4~6.3 ug/mL O TARERE L, /IMERAMIEE % 51
W7z, WEXHRO2ELL EO/NMEE AT DM BleL S viz2.7, 3.6, 4.5 054 pg/mL D4
FABICBWT FISH a2 Bl L, &2 ba X7 25T/ MED HBRE T,

TR TR K OVl AR # £82.6.7.8.3- 11T R L7z,

2.7 pg/mL LA ETE Y ha AT 2S5/ MERA MDA HivTz, = — 2 A5 Mk Ve
REFERBIZBNT, TNENEBTFRERER KR OROAREERTE OFRN Pl &b E
BT 5 &, RIEO/NEFHEOIERETITRAER~OEZEEHNTIIRL, FaESEEORE Th
HEEBEZ LN,

2.6.6.4.4 Sy ERUL=in vivo IMREER
(EFIFE54.23.3.2-1)
AEO/NMEF RN A RFT D720, 1BeHIOHET v MeA#EZ0 (v HPCD/J molL
x5 v 2k i/ moVL SR k) L 6, 20, 60, 200, 500, 1000, 2000 mg/kg/ H O T
T2HMR ARG L, BEELGOURMBRICERBHRIEARZ R U, BHBHRIEAZ B L
T/IMERA ERIMER O BB E 2R ~7-, F7=, BLRIEBHIOREZ »~ MIARZE0, 500, 1000
S O2000 mg/kg/ H Z2 HAI# 5 U, BREEE AR L7z,



T Lk 2.6.6 FPERBR OB E L Page 13

Beh- BT B (0, 30, 100, 300, 1000, 2000 mg/kg/ H) % FEIZFEE LT-, Z OFRERTIX2000
mg/kg/ H THEFNIRD DR T2, RENEAD Lz, 2k, 1EHOREBR CIEEH
42000 mg/kg/H & L, LLFA2TI000 K (8500 mg/kg/ H 2 8% @ Lz, 1alH ORER Tl
WHET/IERADERMENHEML, BEELIFARTIIEIRETHoT, DD, /IEH
FEOM B 2RO 5 HIYT, 200 mgkg/H 2 mAEE L, 60, 20516 mgke/ H D4 &%
AXE LT B InaRER & 5k L7,

TR T VE B OVRUAE & 222.6.7.9.1- 11T 7R L 72,

200 mg/kg (4 Coae ¢ 1850 ng/mL, F-¥J AUCq04p : 36700 ng-h/mL) & C/NELRA ShA5 AR 1 ER
OEEIMT 72y 72h3, 500 mg/kg/ B LA ETHEMMNA A S, REIIDEFERIEAZETH 0L
WL 7,

2.6.6.4.5 Sv rZERAL invivo /MEEER (BFAZER)
(ERIE54.2332-2)

7w FEHWMMEERRR (2.6.6.4.4) ITBWTNMEIRA SR IMLERE DB 2 LTz Z & o
D, INEOFHERBFZ invivo IZB W T HHEEH LT,

1o v oAz (v HPCD/J movL x 2 o v o oL gk
FRIE) , 100, 200, 500, 1000 mg/kg/H O HET2HMBEO® S L, Hi&EE 022052412
B2 PRI L CERERHIEAR 2R LT, /RS RMLER DO HBUBHE 2R~ 5 & & b1,
HREHAE D DB L T /NSRS BIRMERIZ OV T > b a A TREF) DNA 7 u—7 %
7o FISH M Z21T o7, F£7z, BIRIEHOET » MIAI, 100, 200, 500%T1000 mg/keg/
AaHEERG L, REELHER LT,

BB EITICE R L= v MR E 212, 100, 200, 500, 1000 mg/kg/H D4 B4 5%
E LT,

FRIBR 7 VE M OV & £22.6.7.9.2- 11T 7R L 7=,

500 mg/kg/ H (¥ Chax : 4140 ng/mL) UL b CT/MERA AR MER OBEE OHIMAFRD 51,
NGO FISH BT TIE, B2 b a AT 28 AT/ INERA S IR IR OB A 5 & 1
7o T D AGRBR M O R BRIV T, TN R 122582 B O\t (A 1
DFERENIRP-TZ L bBET D L, RIEO/NEFHE O IR AR ~DEREEN TR
<, EKRSEORE THDLLEER BN,

2.6.6.5 MHAERERM
AIITET R ABEDORREZ AR E LIEERLTH S, ICH SOTA T4 Tix, MNAENK
AR T BOEIREAGE R ITIIR D I TWRWN D & Bk 2 F0i L 72 0o 72,

2.6.6.6 HAIERESMN

EERAETERBRE LT, 7y MRS EHWIE - IR AICET 2 HEHERR %
Fhi Lz, ZNHORBRICBWNT, AL - BIRFEMEEZE T Z RSN Z EnD, K
ABRIT TN Loz, F7o, AREITEITHRARFEORFELZHNE LIZEERLTHY, ICHS9
WA RTATlE, THEHEOZIREER OEIK F COMIMIEAICBE T 28k WO THAR]
KON AR OF AN NS REEMW) OBEREICBI 3 238k 1E, RLEBCEAGRPFHFICIERkD 5 Tn
RN N BERERE N Lo T,

HIRT v P RO 2 HNT, B - BIERAEICET 2 HERERRZ £ L=, A% 25
BRI G L, MIERICHF EYR L, 7y b8 L i, BEmoma (kR
RedlsE, RE-EBAEENE, FR, SR, ERE AR BRI THEE R ¥ o
XRT 4 7 A0 ROMREORAE (BREE OUIEENE, P, RERE, AR, N
B, BHMRE) 21T-o7, UHXTIE, BEWOMKFEARAE R ORI ERA S R
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TIT-o 77,

2.6.6.6.1 Sy bRV - BREAICEAT SHERTERR
(EEF4.23.52-1)
1t oiERE 7 v McA#EZ0 (v HPMC/JRoVL SRk ER) L 3, 9, 27 mgkey
HOMETHKRD? O AZMAHE TCOIRBEIEAM (EIRT~170) ITRA&KE L, EHR20H 2
HEYI L7z, REMEAZMEIR0OA & Lz, £72, ¥ axxT ¢ 7 2/BE L IR0
ERREL, BBROWREIT-T,

FH#EILT > BB ERGEERBR OB (2.6.63.2) ZREICHRE L7, ZORERTIX
(REHININH2Y, 3 mg/kg/H Tl Day 1875, 9 mg/kg/H Tl Day 1125, 27 mg/kg/H Tl
Day 82260 bz, T LV, EEWHFETITEERREMIMEINRZBO N5 & THIND27
mg/kg/HZmHEZ & L, LLFAK3ITImgke/ H, 3 mgkg/ HZRE LT,

AR TR I OVl & 2.6.7.13.1- LT R L7z,

BRI 2B, EYICHEE L -HE O TITRR D il hoTo,

REMW) ClE, 9 mgkg/HLLE (BEIR17HIZ Té$ﬁAmxmumm0@mmm‘@%iﬁm
MR O B, 27 mgkg/H (EE17 BIZ31T 28 AUC) 4, 1366400 ngeh/mL) TILARE &
OMBRE SR LT, SR CIIMR S RBEIC ARG, BEREY o _Ei OB R E R QRIS O 18
AR A BT,

JEIETIE, 9 mg/kg/ B THREARME &K OVELIEIE (UHEL CVERHER OID) B biv, 2N
R REIIE, MRSR, O/, LEBEEH(L) ORAEROEMBRD b, #EY)
%ﬁpﬂﬁ@@ﬁ@il@%fi%ﬁ%ﬁm@%ﬂ JRFE =, WM 13 K ORIE

MM LT,

REEh) O —ficm e OVEFERERE IZ B9 2 M | IX 2 213 mg/kg/ H &K TN mg/kg/H, I -
N R OFREIZBT 5 mEIERIT 3 mgke/H Th o7z,

2.6.6.6.2 HHXEAWNE - BRRELICET SHERTERER
(EFIFE54.23.52-2)

161 OaTgE NZW 7 1c A% %20 ([ wvee HPMC/ R molL gk vER) | 3
27 mg/kg/H DA ETHEKR O OHEAHE COWBAN (WTIE6~18H) TR O&5 L, 4F
PR28HZ FUIBH L7z, REMRH ZIEIR0OH & Lz, £72, F¥iaxxTr g7 ARBE5E
i U CHRER B A el LT,

B G- B IIEAEIR 7 X ~D10 A MR GRBR O AR 2 IR E Lz, ZORERTIE, 90 mg/kg/
H CIIARE LR OB & OBHE 7K T2 6 261% Day 7028588 L7z, 30 mg/kg/H CTlI2/361 34K
BEROEHERFZ27R Lz, 10 mgkg/ A T, KE, B, —BER &k ORRET Iz 2
ITRBOLNRPoTe, ZHEY, MHELOFMENTHEIN 527 mgkg/HZmHEICREL,
LUFA3TImgkg/H, 3mgkg/ HZRE LT,

R 5 1 M OVl & #62.6.7.13.2- 11T /R L7z,

ARERMIR 28 U, SEYICBEE L7-E OFE T IERR O b o iz,

REMW I, 9 mgkg/H (FEIRISHIZ Té?ﬁAwkmm%mnymm)uLffm%@
SRERLE B STz, 27 mgkg/ B (WEHR18 HIZH5 1T 5 ) AUC) .04 1343200 ng-h/mL) O 14
DMEIR21 BIZHRPE LTz, Z OFE TIE AR CREOR//EENGRD by, BEOBEER
P, RERMES DI, ER18 B O Mk FHIMR A & O L P &I BT, &, KE
RREDEAL K ORIE I A LR L7k (~~ b7 U v ME, MCV Of&fE, MCHC,
/i, AFHRERO EE, AFRRER, AFEIRER, MERE, MV ZVEIA R, I T LEDRK
fill, ML 27Fa—, %05 ES) 75%6@%%7175: FRIZ B W TRE XA DI D>
72

# EUIBHRE, 27 mg/kg/ H D26 TEMBIENTED HALTZ, T ORETIXEREZ LN
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L, W&« BRSO, AFREEOBL NRD bz, B, BREEROREERED
BRERR SN, S, NIBLKOEHRE CEMICTER L2 ZFITRD bR oTohy, Hk
BRCTH D22\ EIE NN, H/ANBRHE 23 8 Lz,

REE) O — % TP B9 2 MM B33 me/kg/H, AEFHEEREICBI 4 2 ML B39 me/kg/H,
IR - fe R DR AT BT 5 EFME 139 mg/kg/ H Th o7z,

2.6.6.7 ZDDEM%

2.6.6.7.1 REMOF AR
b MZBITDAREO FEFHY & LT, CH5468924-000(M-H N [EE S TWDH, ZOFHE
R D e n w2 1A L 7=,

(1) MADRARY ) —=r F x— K ARER
(EFFE54.2.3.7.5-1)

M-4 DG - Z2RE BB R ERFIT D720, FXIF 7 ZHE (TA100, TA1535, TA9S,
TA1537) KOVKIGE (WP2uvrd) ZHWIEA T ) —= 7o — A AR B %, 0, 1.58, 5, 15.8,
50, 158}%Tr500 pg/plate D THM L7z, BBRIFMABNEMELR (T > MFS9) OFE T EW
HFET A 70T L — 2T LA U FaX—2 g ETITo T2,

PR T E K OVORE & £82.6.7.15-11C R LTz,

RENEMEALIETE T TlE15.8 pg/plate UL E (WP2uvrd 13158 pg/plate LA E) T, {REREMELAT
£ K TlE TAI535 K% % TA15371%15.8 pg/plate LA L, TA98 K& T8 TA1001%50 pg/plate LA L,
WP2uvrd 13158 pg/plate DL ECTHIEIGTEDGRD vz, REHEMALR O A EIZH) 00 6318 7
B oo =—HOBEMIA LR T2,

PLEDOFERN S, ARBEMETIZBWT, MATMEICx L OB 2R BFE R4 R E
7euN ECHIET LTz,

(2) TK6AMIZ FVN 72 M-40D/NZA R
(EFIFE54.2.3.7.5-2)

b b U S REEERERHIRE (TK6) % FVNT in vitro /M&ZakBR % 3k L 7=,

18] B OB TI3 TKeM D 2 RENEHALIEFET, 0, 1.2, 1.6, 22, 2.8 pg/mL DRI T24
WREfRTALER U, /MEZORA MR A 31 L7z, 2081 H OB CIE RS LIEF/E T, 0, 1.0, 1.5,
2.0, 2.8 pg/mL DS T4RFMAE L C/MEZIRA M 25 H4 5 & & 12, 0, 0.1, 0.3, 0.7
pg/mL O T 24 FHJ AL BRA% | 2415 [ D [E1 1 W1 ) 20 5% E L C/IMEIRAT MR A8 2 A9 2 5B b
Fhe L7,

ARBR T VE I OV & #22.6.7.15-210 7R LTz,

FHEICB T D AEFERFIEH ORERD2.8 ng/mL T49%, 20 H DORERD2.8 ng/mL (7]
BHIF72 L) T43%, 0.7 pg/mL (FHEHIEIH V) T45%Th o7, 1A H R U2[EIH ORRIZE
W, IMEERTAHIROBINIZRD b o iz,

VL EDORERNS, AR TICB W T, M-AIZ/MEBRIEIL 20 &Il L7,

2.6.6.7.2 #2#E#ARA%k Balb/c 3T3Z ALz in vitro R & MR ER
(BEEE5423.7.7-1)
AT ZEI~ T nm OB EEWINT B, EFEIEOEED 22 £ HFT 5 HIIT, Balbl
3T3HMERE Z FIN = in vitro Y6222 VERER 2 i L 7=,
AR 2 ASE (0, 0.02~50 pg/mL) & & BT RIEEE Lz, TD%, BELKEE (UVA,
1.64 mW/em®) 7% FRES SUTIERE L7 REET, S0 M=RIBETHE L, =2—hJ L v R
DY IAFIZ L0 MR 2 RO, MIAEFEDOS0%MAEFERE (ICs) Z#HM L7, Kt
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D¥)EIE, PIF (Photo Irritation Factor = FEMRIEED 1Cso, FAHEED 1Cso) M55 2 B AT
FHENGMELE T2 OECD 7 A A K7 A HEHRAEIZHE L 7=,
R 715 M OVl & £22.6.7.15-312 7R LTz,
Z ORBRICEB W TARIKIGMEEZ R LTz (PIF=94.8) .

2.6.6.8 ERRUKEH
Ty NROA =7 A P NLVOREIIBHEABE COREROEGHEEICBNCIH@E L TALNEE
FepT AL, RMERCR, {ELE, FFIHER K ORIBICRHT 58 @T&oto%mm Z, 7wk
TIERE, M, #EOYHE ﬂ?éﬂﬁiw_mwﬁlﬁﬁ®kﬁ%ﬁ9ﬂ BoHmEZEl S
T, AR BB RER G HERR CA LN ZblE, EZE 4l O8I E DR SEH
& TR E TICEE UL EIE MR 2 o8 LTz,
ﬁ-%mwt@J%ﬁﬁiﬁﬁﬁoﬁﬁﬁﬁ%%%wt AR RBRICBWT, ThEh
DNA N OEEARIZKHT D EEERITRD bR o72hd, 7 v M wa%@¢®AEE%
_;édﬁﬁﬁﬁﬁﬂwwghtoit HIRET v RO X ~DIE TR G
IR BRIRFEN A B T=, FIZ, invitro Y2 EMERBRIZB VT, tﬂﬁﬂ%%k&oto
B G- BEORINIE - TREENHINL, ERIME mu&b%niﬁfnoto Ty MR = 74’#
L& BICIRBREN OFMEICH S MEITBD Lo 7=, EER in vivo OFMERERICE
BRI E AR 2.6.6.8-11 R~ LTz,

% 2.6.6.8-1 FEL /n vivoRBRRUVEKRFHBRICHTARERSEODFEHEEZES

B O FHE G5 Cinax AUC T
(mg/kg/day) (ng/mL) , M/F (ng-h/mL), M/F
F v 4R 6 673/841 9340/13900
20 2190/1770 38100/33200
60 2200/1990 39800/40300
F v b 13 Y 3 370/524 5100/8450
1250/1520 18600/25800
27 1840/2170 35300/41100
H=7 AP 458 1.7 102/92.5 1160/1300
5 205/302 2400/3980
15 456/464 6530/6540
H =7 A 13 H Y 1.3 83.4/94.3 894/1030
4 243/189 3610/2810
12 461/463 7060/6920
Z v b IR BRIESEAED 3 -/827 -/13900
(R Z >~ 1) 9 -/2140 -/40600
27 -/3590 -/66400
X R JRIEREA D 3 -/163 -/2950
(U= ™ 5 2¢) 9 -/1385 -/6650
27 -/2090 -/43200
T v b N 6° 412/- 6480/-
20° 1560/- 24200/-
60° 1770/- 28400/-
200 1850/- 36700/-

500 3030/- 55800/-
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B O FEEE e h& Crnax AUC 40T
(mg/kg/day) (ng/mL) , M/F (ng'h/mL), M/F

1000 3020/- 59400/-

2000 2810/- 53700/-

7 vk MEY 100 2100/- 37000/-

(B 7 ) 200 3210/- 58700/-

500 4140/- 74900/-

1000 4440/- 84200/-

600 mg/ H 575 11900

t I (AF-001JP 3Bx) (300 mg, 1 H 2 [A])

S ML, BEE ARG OVEERAEFERBRIINER SR OBER, T v b/NMEBR T A

H#%OgERE

vt a) [vrvee HPCD/ movL % 5 > v s g/ moL Him ki, b) [ v HPMC I molL 1

B AKVAHR, ©) Conax S Y AUC 4 127 > M AE AR R O £ 53808k % SM

t B b AUCqom: HAANIE/NAD IR BEIZRIT S AF-001JP REBRDO a2k — F 6T, AL E600 mg/ H

(300 mg Z 1 H2[E[#5.) #REFAFG LMD AUC, o 2245 LIZEEZHWE, 2oL, RERAH

S0 B £ CORED M PIREHRBICE ST, v %= A2 MEFTIZE D HH L7z AUCo &1F
FREICETH - 722,

(1) FECRRAEEAL

T NI =7 AP ND4 K O3B GEERRICIS W T, AREICER T HETE X
ITRBEALIT A SN o T, BIRHIMICERREIC I Lo =27 4 VL0228 Ttk
BRClX, 60 mg/kg/H EEDO2MH1 141 A3 8 G- Wi I BESEIRRRIC R, Slhad S, ZOHE)
W CIEE 4R B bAERED SUTEFEN L D4, &5 O AR IZIEERD 2 bR B &
DO B IED, F513 0 BIC—BREED EAL ) S BT SNz, FIRRERI I LSRN
KO, HILENDO T Z R OTHLE OILIRESE, Wk RORE 2.0 & LICi AR 5
iz, HILERROEFIZEY, ZoffRo—fRENEL L bDEEZ N, o, Z0D
FERED, H=7 AP NIZBT 2 AERIRFEEITEER IR D8 Ll S v, B1aH
FRENZ DN TIAZ B G152 D AUCqoan BTN Cox 1 FRET D Z LIXTE 2o 7203, 60 mgkg/H
FEDOAEIFHNZRIT 2% 5140 HD AUCooun KO Chax 1EZFLZ419820 ng-h/mL M (8568 ng/mL
Thol,

(2) RIMERRICKT DR
T NI =7 AP NO4 K O3 M AR B G FERBRICIS W T, RIMERR~D BN
Do, RMEROEEREITRIBEEN OGRS L2EMO—2>ThoTe, £ OHE, IR
MEROTRER T NEN, BBEOWINILE- T, =7 A FATITEMBE@R, T v FTIEE
MR T 2 REME & E 2 DD EARMERD S, MU 1T 2 B i oD HE N %)
MNHBNT, FRMERRNRT A—=ZOZBACIIE L TRETH Y, 1I3HEMER SRR Tl
HREEORNSOTY, 7 v b Tl BRI U ClEZR kB IAI1.365 (9 mg/ke/ B B
ME) , =2 A VTG RMEO R U R M ERE3590.94 % 1R0.98(% (ZHE 4112
mg/kg/ B REDOIER OME, LLTFREE) , ~F2Z 0 B BEEIF0.96 % 100.994%, ~~ 27 U v ME
130.94 %X V0955 DEEN T - 7o, 4R O3B M AR I G- o s H &I 218 &ILZ
FERETH ST b DD, BHEHIRBERICHE I WBEITA LN 2T, UHFOM - JRIEREAEIC
B9 2 HERERBRICEVTY, 9 mgkg/ H UL ETHRIMERDOZHE RS, 27 mg/kg/H TG T
e (WEBR18H) ICHRIMER ST A =2 DZEAL (~~ F27 Vv ME, MCV FEDIKfE) BBlESh,
IRIMERIC )T A EBIIEPHREIC L O TROOND Z BRI, B, 7 v MOI3HEMKE
e H-#MERER D27 mg/kg/ B BT O A MK ERE R O IE R A £F O [BIIGRE R O H i 238182 S 4,
ZORETIEIA LR Z M AR B (Wi & Z IS BE T 2 2 b O FEmE T(7) ik e[
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MOIER ] OFETHERD) |

W5 cytotoxic drugs (HERREEMERIGLAN AAISE) LIXER Y, BEEIE 2 R4 528 kiX
O HIVT, RMEKRE/NT A —Z OEAIIMO MEK DR Z (> T o Tz,

WEMRE L b, 4R ONBEMKEE G EERBR CA LN RMEKRDOEIL, TNZEN4L T
QA [ DIRFEMA AR T IRf £ CTIZIXEE X EHE/E M 2 7R LU, ARIERRIZ 39 2 52 8L n i) C
boHLEZONT,

(3) THILE ~DE
T MR =27 A4 F D4Rk O3B RE R G HEHERBR CHLE ~DORENRBO I, 14
L BRIk 2 52 (THLE RO HE AR R) A MBI Im L Tz,
7 v FTCIE, EIT, BE EEROEM, MEZMNEO BREMNE LR oK, HIbEMED~ -
07 7 — Y/ E MR SE VAL DR, /NI E Rz oD B AN/ 3 B K OV i H o B
ALP OEENBIER SN, BRI D= ZEEME, —RNc~s7e7 7 —o
DEY) 2 ERT HBRIC BT 2R EERG & P L T\, ZEEMRIE, EILE OO
~ /a7y —UREGE (BER) CEENOIWBRMEEZER LI LERBT B THD
AIREMENE 2 iz, £, Bl U772 EE R O RIEME MR ORI BhET 5 £ B 2 6
LETRE LT, mMHOAME, o2-7a7 ) kN B-Z a7 U roOEfEl NS E Iz D4
FREREE A A 6 Tz,
=7 AT, RBOILENZE SN, £z, BABROMICHERNICERS N =
7 A OO T meE sl T, 60 mg/kg/ B EED 25 H 25 TIEJEAD, MEAHE & OVELE 12
BT ANEYATE LSO RN B, = OREO VEIEELEER O EARIC L ) — Bk BE S H A,
L, eSSz, 28H TR EtERBRIx B o &2 HW R R Tidb o 7o, =7
A PCEBT D5 HERIREMEITECSRRICHTLRETH D L Sz, WThoBhfE
WZBWTYH, MEEERTINAROREG THALID X ) RELEREICE T 2 MiEECZ i
WZRE D TS ORI Do 7z,
WEFE L b, AR O3B ER G FEERBR CA LN EE ~D0RBIX, ThEthdk
OV H] DRSS TR & CIlTIEXEIE SUIRE A 2R~ L, AR ZbThdr &6
776

4) NFAHE R~ 2
7w REOT =27 A FN-D4K O3 MR A5 5 MERER T IEE R ~DEENFR O b,
F v b ClE4E BB TIE R O ALP, y-GT K OMe = L AT o0 —/LOEfE, HE Lk
FEozEfafb, FFAIROER LK ONFEEO @EN A B, 13HEFEKER S EERBRCiTElc, 1|
B bR oA/, RS, JEIRBEN N IE K8 A A SR TS M OV o> BRI /B R
R LRO LN, 7 v FOMFRICZE T 2k ELOREIXTB BT RBRM DR ETH D,
1338 f S A 4% G- B M3 BR 027 mg/kg/ B BED2/19BZ 35 1T 2 FRFPERFHIAREESE D 2 p3 v 5 FE D 25
fkThoto, BERBMEOLZILLBETHY, T v b O4BEMKER S FHMERERO & H 2
(60 mg/kg/H) TIIRPEREEEIMEICH L TRa L AT o — 14K OIS (ZR 2R,
e, LLTFRER) Tholo, 7 v MoOBERKER G HERRO A &R (27 mgkg/H) TiX
KRBk U TR ALP 13 K C23K V5205 CTh o 70, F7z, THEED y-GT 13 H
RALLTF CTHoT-DICK LERE FRMEZ R L8N A S iz, ZORBRTIT AST O
REE SO IS OO Gof BEEESIMMEIC K L T27 mg/kg/ BHEDOIENR QM TENZEN13 %
O.6f%) , ALT O@fEIEE-> THE O T, LA Ol D AST O & - 7= FTREMEN
b,
T =27 A YU CIIAE B A & 53R g O ALP X OEEEE Y L e O, 7
U UEEORAEMERR IR, AP UL v SRR OfE K LK ONFEEO SEN A B, 13
MR ER GmBERBR TIL, ®IZ, MmiED y-GT O & &4 3D Sz, FEEREER
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EAITWT N LB TH Y, BEAREEOEILLBRETCH -T2, =7 A VL0138 [ 18 B
HEERBROmHE (12 mgkgy H#E) TG RMEOREEICK LT v-GT 13891.2 K OV.445
(ZNENHEROME, CUREER) , A ALP I3/1.8 K UB2fETH - 7=,

BHHMOIER > THILEROFTRORBRENE L ELTHZ LT o b DD, F
v MZBW TG ORIV, X0 KRR O IFILE R ISR 2 BN REL Lz, W
L b, AR OBEMRERGFHERBR CA LN IFIEROFT RIX, TNZEn4Kk 08
ORI THRFE CIZRHE L, JFILERICH T2 2BIIYHThd EE 2 LT,

(5) EIB~DR%E

T RROT =2 A D4 ) O30 W R AE G- ERER TRIB ~DRENRFRO b,

T b CIXAE B SCE & G- R BR 020 mg/kg/ B UL CRIE E &S E M ORI B O JE K8
FHAL, BT, 13 SE G MR O R R SR MR o KBAE I o B0 SO AR A o
W33 mg/kg/ HEL ETH L2 (3 mg/kg TIX KRB OB (14]) OHEE) . =7
A P TITAE R E G EERR CRIB R E O KAS5 mgke/H L ETH LA, 13EMXE
P G- MR I R SRR IR o IR A 534 mg/kg/ B UL ECEIZE S vz,

D DIFERRFR R BN DL TR A R LRI L > THEREINL LD ERAETH
0, I K DTN OB ~DEE R EIR A R R R REENEZ BN, T
FCIEA RV RSB EHESNDATRE LT, U SRl (iR, U o s, Mg ok
% U 2 RERIBD B OMALIE H O i HH ER S IN 23 430 [ SCAE 4% 5- 3 3R BR Clx20 mg/kg/ H PLE T,
1338 ) S G- MR Cll9 mgkg/ HEL ETRO bz, LInLeR b, 7 v FhOERERNE
HA— R T7VF 777 10— (2644.1) TIHEEIZEHWEHBOMDBRINTNDZ &0,
KRN RIBINAT DB Z RIE L TV ATREME S T EIX T E 220,

A R 5 B R C A DN BB OFT BT Ch - 7228, 133 MR E & 52 iR
TITE R AT ISR CIREZRFT R BB SNz, MWL b, 4% ON3E M E &5 3%
R CTHONT-RIB O RIL, 4K O8] ORI TR £ T2, BfE X XEE
iz Lz, ZhiY, BB 2B I Thd LB LT,

(6) MR ZRT~D R

7 v hCTHERERR (HEORE) ~ORENRD LT,

7 v F D4R 3B B K E &G EERBR Tk~ r e 7y —URMEA AR, Zh
IR CTLA LN TH DM, FG RO E > TRE & RBUAE NN L, 4%
O3 M E R G FERBR OB A RICBIT 2BERILZEFRETH -7, HE5EHHOERIC
fESHEHEIIERO HNT, WITNORBRIZEBWTHEBBNOEREDORT R TH -7,

MO R EFRIIRBO N7 E BB T 5 &, ZOFROBFEFN R ERIIRE
BT EBZ LN, ARCIBEMKERGHFERBRICBIT 20k~ 7 17 7 — R,
TN ALK O [ O RS T RS BIE X EIE ) 2R Lz,

7 v h D4R O3 E K E &G EERBR T, KEREICEAOMIZE (w777 —
PR OSEEMIN, FIZ, 13 E RS EERRBR CITREMEME) AR e, Ty bD
1AM E G EHRRIC W T, — OB CTRUE R R D8R 7o Bl S A &
PEo T, —MICKRE I 5 BEEER, RIEMMIEORIEIX T » b CIREEE SR L8
BENDHNY, KRB CIIEERIC R BT RO, R K OB I35 1B OER 24k -
TN LT, T v OB OG5 EIIT LI LIS (reflux) 230, #EHKRIC L Vb
BN TRBRAEMICHBBEIND Z ENMBNTWS, KUEKIFEICRD b2 EH
faik, —Mic~r v 7y —UREMEBRRT HRICHBLT 2 REEMG L EE LTk, &
B (BER) CEFENIWEWEEs~rn 7y —VURAR LI L ERBRT LB TH D AlEE
PEREZ LN, F2, MlROEE~ 7 a7 7 — U — RS2 & Te B 5RO sl R 1 &%
Bk THBTAFALEELTEYY, b5k (RBIK) 108 N 5K W5
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WEE~I/m 77— VURAR LI EZRET 518 Th D rRENRE 2 BT,

LU EDERIZ, AFEDT K OB TR LTI B DR % K AF 4 v Re I3 82T B E TE R
WA, RRPRAE IR TET D K5 il REW, M LRI OEGE, @I URHEL
FOFRIIE->TRLT, ELREEOLIFTATH-72Z L0h, WTFROFT R HAIKIC &
o THRR LRI & 72 D 0PREREFEDRFHER S ND Z L 2R T 56D TIERWEZ L b,

(7) I deeE RE ) O Ik &

Z > b O3 K G 5 MR C iR R E R O SE & A £ 5 [BIIG O H 22 E 0358 0 B i
720 27 mgkg/H T v hur B URRIOMER  Gof BB EAE IS 3 L CRER QN TZ L E412.0
LON21%) ROVEMALE 7y b e v R 7T 2AF VBB OER DN B Stz GRS EE IS % L
THEROMETENZN1.8K N 2M%) o 9 mgke/ BREETIZHA SR HMGIZA LN -T2
OO, IHEEY L oREICB T 2 RMERER, MERINC~E VT U L% o HBUEE & O
FEDBEN M SR E 7L E N H - 72 Z &R X4, 27 mg/kg/ HEE TR W
THMAFD HiL7c, 27 mg/kg/ HEE TIZEIGHIEO M ICBEET 2 LRI DFT L E LT,
B, KIFICBT 28R E/E Y —RONEY, BittoZ bt RiEk/$7 A —% OK1E,
IREKDZ ) |, BIROUIAIRAME OB EaaRILE, FigkoERMEEnOEBatRtE, K
FEFBEOBMEEOFT R LR O SN, SEMOREIIM K THICIE, Hiio “RHEZEILTH
DGR Y VR EiDO~E T Y AR O FESME MM ST b OO, ik R
DIERE R OCHIIERE LTz, L7a2d-> T, MmgEeE R O e R & O U fE 9 i i m)w
MThHsdEEZOLNT, MKEERFHOEREIL, HEENPROONT-HEI YV BWHETRD
S, Mk N I CEA S, IPRETRBMERARD NS Z 06, 1M
TR E R R O IE R (X E D “ R TH D AREE b HEER S D,

8) H~DEE

F v F D4R O3B ER G FERBR CRICHT A EENRD b, SERKER S EE
FRBRCI360 mg/kg/ HEET, 130 MM IE G- 3 RRER Cl327 mg/kg/ HEET, KERE & OHE O
5 SUXWT I — F BT, OO EE O TG MU E Hi AR 0O B8N 2 OV B2 Ok H 82
ST, TNHIZEET D EHRINHHTR E LT, 4HMNERGEERBRTIX6 mgkg/ H
PLETHiEF oEE ALP OB e @EA A Hiv (HREEOFRMEIZKRT L T60 mg/kg/H DREX
OMETENENLIRO2.00%) , 138 M E G EERB CTI327 mgkg/ HEE TP O Y
DORFE 72 BEEAFRD iz GREBEEOSEME I L CTHEL OMETENZ N3 R N.26) , 4%
OB E RS FEERBROSHARICBIT 2BERILIZEFRE T - 7203, HE5EHMOEREIC
PE o TIHERARRE 2 72 2L O R Fe OV AR 13180 L 7=,

4 O3 M B 53R C A DA I BT 2 AT ALY, E 214K U8 [H O RSE
WM TRRZIZEIE L TR Y, Bk 2B Tchd tEx b, 1= 4P LT
XK T HRBITRO LN TE LT, FohEITRA L B2 5 E5RHERT (BIAETHERK
Efkeed 5, BHREEEESECEMRE THLE) JLEEETLLE, RNTIET v b
DR DHBORASOIMEEIZREN THDL EEZBND, LN T, BORENK
T LTV RANBEICKT HARFTAOIMEETRN S O LRS-,

9) E~DE
7 v FO13E M E R G E R COIHEICkT 2 ZERRBO LNz, 7 v FOUIEN A
b AHIM ($9407°55009) & —EH LT, #5520 HH 527 mgkg/ HEET FEHEEIE O @€
B2, ZO®%IT TR O LR bz, WEMERFEAIZIT = A VMR OB SR
RSN/, FLEATE /S 2R NEE O AL O PRIR X NG 2 F TR OBCHIARFE N B STz,
INHOEAE, = F AVEFEATAL CTh DU P FERIC B L CTAHA LD, MR o
HABETETE DN B O T do 2 AR Tl A B 7enn o 7=,
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B OFT RIZ W 8 B ORI IARIE TIRHICIIEE LT\ Z s, iy b s %
Zohiz, WOELIZI =7 A PILTIERD N2 o T, T v MBEBRER 5 R &
OB =7 A4 P A O3 MK E B G EERER T, WIRMICEDORFIIRD 5ol
?/%wﬂﬁit%kﬂﬁwif WZhToTHE LTS Z L6, —RIIZIZT v FoOYIH
\ZxF 7 2 EED RN ~DIMEME i@m%f&ék%z%néoit,tbmiffw “4YIAN

%fi7/ki@%ﬁw:kﬂﬁ%éﬂfwémhﬁ%%@@ﬁ&om ok LT ACHR
MR 5 NOE 4 A HE E?%@wﬁ,@@ﬁ%ﬁ%Twaéﬁk%%uﬂﬁéﬂﬁﬁm
ﬁm%@k%ﬁéﬂto

(10) KI5 TR HT=Z DM OFT R

ZOM, 7 v MRERGHEERBRICEWT, f/GR & OVE B~ 52 ONT Ui B 8 M
OIMfEDEE (W HRE) B’ LT,

7 v hO4RK O3 E & 5 F R Tl MR ~DORENRO v, AL RiX
M/ REAEDTUHEZ RET 5D TH Y, 4E M KE G FERR IR i1 5 B R
IR D B e ONHig L 331 2 BB EAZ ER OB BN B 52 S, BT I3 MR E & G-kt
Br0>27 mg/kg/ B RETITML/ MR OB 72 mfiE ORFRREESFIMEIC 6 L THER DM CTZE N E 1.3 &
QLIH) o Tz, AR QBB ERGEERBO S HEICK T 2 @EEIXIFIERET
Hol=n, HEMMERIZHE Y AL REETA LAY, WTNOFTRA L AW TH-7Z, M
IIMRFEEDTUHEZR TR L 9 2 ER & LT, —IITMEHR BRI D &l & OV O B /8 & > 5
%@éhéﬁm%%®%mﬁ@ﬁ%iEhtofm%ﬁ®§mﬁﬁi,fﬁ%ﬁ®%m%ﬁ@
THRFTHHTY ARz F U OEALZBERICBOTHERT L LARESATEYY, =
)mei%yimdWﬁ@ﬁm%ﬁ@Téﬁﬁ%ﬁLTwémi@;4&@wﬁ%ﬁ@&

PERRBR CA B N SRIEMEZAL (LB R D S EMEHIIRIRE, 1338 R S8 & 5k Br ¢
&%htmaﬁﬁmkr@ﬁm&ﬁ)&Umﬁﬁﬁ@%ﬁﬁrﬁ% BT aEBOHIMIZ,
INROTEENCEN D ETHY, b bI/IMEA %2 Uil S ER EHER SN,

7 v N O4K O3 AR B G- F R C N IR~ OREENGE O bz, 4 MK E R G
FRBR T T A B R ORME & OV T TBARFTEEMIRIC IS T 2 E G0N A~ b, DEEITIET A R
%vxm%®ﬁM&0Aﬂ@®ﬁM%ﬁofwtoBﬁﬁﬁﬁ&ﬁﬁ BT, SHERD
W R B 4 [ SR & 5 s &1 HEThoTIlZb b bd, T ERFTEMIEOZEH;
@ﬁﬁﬁéém,%ﬁﬁﬁiﬂ9tﬁ_Mﬁﬁﬁ@&@%rﬁ% R & C4/100, A &
T9/2041, 13EMKE RS FIERER - @ AEOL4Y190]) . 3B DR R AT iZuv
THLBEMTH 72, FTERSFTEEOFELEIIT, FEREOEICI-THHEREIND Z N
WESNTNEY, FTEREOFTAAFEE LZFERIZH O TlEie s, REINE K OB E
DOWDEfEI HETALNTZZ LG, REREOE[IZ D%%ént%ﬁﬁ&otﬂ%ﬁ
LHEE ST, 4R OVBEMKER S EERBROSHEICE T 2BERIXIZIERSETH - 7208,
G OERIZE D EEXA LN -T2 &, %@ﬁ%ﬁf%ot;k ALEPEO AT R T
&ok:&#%,$%ﬁ®ﬂ%%mﬁw IXRETH D &2 LI,

T NI, DB B O e m i 23408 [ SR # G- R Giések i S OV k) & 1338
MR # G- (oM SUTHERHE) ICB W CTHA BT, SREMRZ b Z D702 &)
5, RETROBHEZNLERIIE N B2 61T,

Z v b D4R G- FMERICB W TOR6 mgkg/ H LA_EORE TR D 772 Sl A3 58
DN, BEMEKERSFERBR TR ONT, RAFTROBEZNRERITE N EE X
Y AW

(11) Bz
Lmﬂ@ﬁﬁmﬁﬁ#% K%iDMA&U“éW *T D EEER TR0, Ye Rl
WEHERTDHIENRI N, — I, RO s R ICRRT 2 8EEEICE, BE
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NHDHEEZLNTHEDMY, Lo T, AEOBBMEOFHFRIEMC LBRENFHET L LS
ZHND, Ty MR D/EHERO MR EIF200 mgkg/H (F¥) Cpyx @ 1850 ng/mL, )
AUC.4, : 36700 ng-h/mL) T > 7.

(12) & - IR IR FM:

AFE (0, 3, 9, 27 mgkg/H) ZMBEAMOERT v MR O HFITEE L, EERRHIC
i EYIB L 7=,

7w MTHEWTIE, 9 mgkg HUL EORENMY) TR MG i, 27 mg/kg/ H TEEE
ENMETF L7z, £, ZOMTEESH CRRBIEN AL, KRIEOLERABEMLZ, 9
mg/kg/ H ORETIX, (REME, MR VRMHES DML, NIREE (REJEE, L=/, O
FREOIEELE) ORAEROHMMPA LT,

T FICE W, 27 mgkg/ B OREMIBNCTE, 201 SRBIENGRD b, EREW T
BEOW DN STz, £z, RMEROFEEE, A, REREOE(|, XL R
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ALT Alanine aminotransferase TI7=VT I/ T AT 2T —E

ALP Alkaline phosphatase TN THAT 7 H—F

AST Aspartate aminotransferase TANRGX T I ) N T AT =
77—+

A/G ratio Albumin/globulin ratio TNT I/ a7 ol

APTT Activated partial thromboplasin time TEMEALERSY ha AR T AF

AUC 241 Area under the plasma concentration— | 07> & 2405 [ & C oD ML fE o 2 B i RS

time curve from zero to 24h i NN

BLQ Below the lower limit of quantification & PR S AT

BW Body weight [LNEEN

Crnax Maximum (peak) plasma concentration | f i ML 1 384 2 B

DMSO Dimethyl sulfoxide VAFIVAILRF TR

ECG Electrocardiogram LN

F Female g

FISH Fluorescence in situ hybridization WA A TFa—nATIHEALE
—va v

FO Parental generation BLHEA

F1 First filial generation A

GD Gestation day IR H

GLP Good laboratory practice = 3 5L D2 M B9 5 FERR AR ER
RESPE S

v-GT y-glutamyl transpeptidase o~ NEIN KT AT T
H—+

HCT Hematocrit ~ 77Uy b

HGB Hemoglobin NET

HPCD Hydroxypropyl-p-cyclodextrin E e mer-R—%_7n
FEARNY v

HCI Hydrochloric acid Yamg

HPMC Hydroxypropyl methyl cellulose E R 7me ALt —
A

1P Inorganic phosphorous R

M Male Y33

MCV Mean corpuscular volume SER IR ER AR

MCH Mean corpuscular hemoglobin SERSRMER~E o B B

MCHC Mean corpuscular hemoglobin FRERMER~E 7 1 B R

concentration

MNT Micronucleus test /NEZ AR

MsOH Methanesulfonic acid A B AR B

MTD Maximum tolerated dose KM &

NA Not applicable W L

NOAEL No observed adverse effect level P Ay Y

NZW New Zealand White =a2—V—J L KFRIA b

PIF Photo irritation factor AR ER

PT Prothrombin time 7'a ko e R

RBC Red blood cell PRIMER
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TK Toxicokinetics FRLaxxT 47 A
UN Urea nitrogen JRFZEFR
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2.6.7 SHHEBREER
2.6.7.1 HMHHABR-—ER
®267.1-1 HHHBE—E
Test Article: Alectinib Hydrochloride
Type of Study | Species and Strain | , é\r/lnﬁggga%fo N fﬁ‘éﬂf\l,%?y Doses® (mg/kg/day) Co n?plfizm ce Testing Facility NSJ&%% Lo%%%n n
Repeated-Dose Toxicity
™, 4 weeks Chugai
RocHan - WIST Gavage %Dose—range 0, 3,10, 30 No Pharmaceutical Co., (T)?4>2(S._ 4.23.2-1
rats inding) Ltd.
™, Chugal
RecHan =WIST | Gayage 13weeks 0,3,9,27 Yes Pharmaceutical Co., | TOX|JJ0026 {4.2.3.2-3
rats +8 weeks Ltd.
Chugai
Cynomolgus 2 weeks . TOXIN-
monkeys Gavage (Preliminary) 0, 6, 20, 60 No E?élrmaceutlcal Co., 00348 42324
Cynomolgus 4 weeks Chugai ) ToXIl-
monke Gavage %Dose—range 0,1,3,10 No Pharmaceutical Co., 01418 42.32-5
ys inding)
r%}ég?(?}s)slgus Gavage izvv%eeléis 0,1.7,5,15 Yes TOX.—0127 42.3.2-6
I(El}(;rrll(l)(ré];)slgus Gavage i%vzfggﬁs 0,13,4,12 Yes ToX|Jjo027 (42327
Genotoxicity
S. typhimurium
TA100, TA1535, _ :
Ames TA9S, TA1537,  |In vitro NA (8’9951'3 1000 pgfplate (+/- | o Toxjo153 [4233.1-1
E. coli
WP2uvrd
Ch 1 0, 4-6 pg/mL (-S9, 6h)
ab;;;z?;(l)ma CHL cells In vitro NA 0,7-10 pg/mL (+S9, 6h) | Yes Tox|o154 |4233.12
0, 3-5 pg/mL (-S9, 24h)
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= 26.7.1-1 SHHRB-EX (k)
Test Article: Alectinib Hydrochloride or Alectinib
Species and Method of Duration a GLP . 1 Study Location in
Type of Study Strain Administration | +Recovery Doses" (mg/kg/day) Compliance Testing Facility Number CTD
Chugai ToXIl-
TK6 cells In vitro® NA 0, 0.4-6.3 pg/mL No Ehgrmaceutical Co., 00795 4233.1-3
td.
Micronucleus | RecHan “WIST ) Gavage 2 doses 9,6, 20, 60, 200, 500, 1000, | yre Toxjo1ss 423321
rats 2000
RccHan :WIST Chugai
rats ) Gavage® 2 doses 0, 100, 200, 500, 1000 Yes Ehgrmaceuﬂcal Co., TOX.-0040 423322
td.
Reproductive and Developmental Toxicity
Rat, Embryo- RecHan™ WIST Chugai
fetal rats : Gavage GD7-17 0,3,9,27 Yes Pharmaceutical Co., TOX.-0019 42352-1
Development Ltd.
Rabbit, Embryo-
fetal Rabbit, KbI:NZW | Gavage GD6 - 18 0,3,9,27 Yes TOX.-0024 423522
Development
Other Toxicity Study
Safety evaluation of Metabolite M—4
S. typhimurium
TA100, TA1535, _ 3 Chugai
Screening Ames | TA98, TA1537, |In vitro NA 2’9;'58 500 pgfplate (+/ No Pharmaceutical Co., TOX.-OOlS 4.2.3.7.5-1
E. coli Ltd.
WP2uvrA
Chugai
In vitro MNT TKG6 cells In vitro NA 0,0.1-2.8 pg/mL No Ehgrmaceutical Co., TOX.-0019 423752
td.
Photosafety
In vitro . Chugai :
Photosafety Balb/c 3T3 cells | In vitro NA 0, 0.02=50 pg/mL No Eltlgrmaceutlcal Co., TOX.—0047 42.3.7.7-1

Alectinib Hydrochloride was used in all studies except photosafety study where Alectinib was used.
a: Doses expressed as Alectinib. b: Mechanism analysis study (FISH analysis)
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2.6.7.2 FoaxxT4 0 RABRO—EX
% 26.7.2-1 FF2aFRT14IRARABO—ER
Test Article: Alectinib Hydrochloride
Type of Studies Test System Method of Doses (mg/kg/day) GLP Compliance Study Number Location in CTD
Administration

Rat 4 weeks dose-range finding |RccHan' : i _
study W Gavage 3,10, 30 No Tox|j-o1428 4232-1

- RecHan™: i _
Rat 4 weeks toxicity study WIST rats Gavage 6, 20, 60 Yes TOX. 0126 42322

. RecHan™: i -
Rat 13weeks toxicity study WIST rats Gavage 3,9,27 Yes TOX. 0026 4.2.3.2-3
Cynomolgus monkey 2 weeks Cynomolgus i
dose-range finding study monkeys Gavage 6, 20, 60 No TOX. 0034S 42324
Monkey 4 weeks dose-range Cynomolgus i _
finding study monkeys Gavage 1,3,10 No Tox|jo1415s 4232-5
Cynomolgus monkey 4 weeks Cynomolgus i N
tocity Sty O Gavage 17,5, 15 Yes Tox|j0127 423.2-6
Cynomolgus monkey 13weeks Cynomolgus G 13.4.12 Y ToxI-0027 423217
toxicity study monkeys avage o e X. o
Rat embryo-fetal development RecHan™
Dose-range finding study WCICSTa?ats Gavage 3,9,27 Yes TOX.-0019 42.3.5.2-1
Rabbit embryo-fetal development | New Zealand
Dose_mngelgnding study Wihoeaand | Gavage 3,9,27 Yes TOX|JJ-0024 423522
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2.6.7.3 FoaxxT4 0 AEBEEND—E
# 2.6.7.3-1 rFXIaxxT40RAHABRHEN—F
Test Article: Alectinib Hydrochloride
Steady State AUCq,4, (ng-h/mL)
Dose Rat Cynomolgus Monkey )
Pregnant Rat Pregnant Rabbit Human
(mg/kg) Male Female Male Female
1 977 ¢ 5284
13 894 ° 1030°
1.7 1160 1300°
3 4150*/5100° 53307/8450° 3160 ¢ 1990 ¢ 13900" 2950
4 3610 ° 2810°
5 2400 " 3980 °
6 9340° 13900° 3870 ¢ 4140 ¢
9 18600° 25800° 40600" 6650'
10 19200 28700 9460 ¢ 14700¢ 11900’
12 7060 © 6920 °
15 6530° 6540 °
20 38100° 33200° 12100 & 85208
27 35300° 41100 ° 66400" 43200'
30 43800° 47000°
60 39800° 40300°¢ 9820 ¢
200 36700
500 55800
1000 59400
2000 53700

a: 4 weeks dose-range finding toxicity study in rats, b: 13 weeks toxicity study in rats, c: 4 weeks toxicity study in rats, d: 4 weeks dose-range finding toxicity study in cynomolgus
monkeys, e: 13 weeks toxicity study in cynomolgus monkeys, f: 4 weeks toxicity study in cynomolgus monkeys, g: 2 weeks dose —range finding toxicity study in cynomolgus monkeys,

h: Rat preliminary embryo-fetal toxicity study, i: Rabbit preliminary embryo-fetal toxicity study, j: AUCg.4, was calculated from the AUC, g, of cohort 6 in AF-001JP study (300 mg,
bid). k: micronucleus test in rats (after single dose) Vehicle: a, c, d, f, k: . w/v% HPCD. mol/L MsOH / - mol/L HCI solution; b, ¢, h, i: . wiv % HPMC/- mol/L HC1
solution; g:. w/v% SBECD. mol/L HCI solution
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2.6.7.4 FHEHR: #BRWE N\vFE) —E
x 26741 EUHR: #BHE N\vFE) —8
Test Article: Alectinib Hydrochloride or Alectinib
Lot No. Specified Impurities (%) Unspecified Total of Assay (%) | Study Number Type of Study
Impurity 1 Impurity 2 impurities Impurities
Proponcd E—
Specification - - -
s Monkey 2 weeks dose-range findin

| N Notdetectable | [N B [ ol | Yorke ge finding
TOXIM-0126 Rat 4 weeks toxicity study
TO -0153 Ames test

- - Not detectable _ . - TOX-0154 Chromosomal aberration test
TOXH-0019S | Micronucleus test (in vitro FISH)
TOX-0127 Monkey 4 weeks toxicity study
TOX.—014ZS Rat 4 weeks dose-range finding

study
l - Not detectable - - - TOX.‘O141 S Monkey 4 weeks dose-range finding
study
Not detectable - TOXm-0047 Photosafety
Not detectable Not detectable TOXpW-0155 Micronucleus test (in vivo)

TOX|M-0026 Rat 13weeks toxicity study

I i Not detectable | Not detectable H Bl OxP0027 | Monkey I3weeks toxicity study
TOX}-0019 Rat embryo-fetal toxicity study

- - Not detectable Not detectable . - TOX-0024 Rabbit embryo-fetal tox?cit study

TOX|-0040

Micronucleus test (in vivo FISH)

Alectinib Hydrochloride was used in all studies except photosafety study where Alectinib was used.
# Estimated based on a different analysis method.
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2.6.7.6 REESHM: EZLGHBRUNDOHER
x 2.6.7.6-1 REESSHMN  EEGHBRUSNOHER
Test Article: Alectinib Hydrochloride
. Method
Species/ of Treatment | Animals/ Dose Mean Cay Mean AUCo.o4 . Location
Test adminis- | Duration | Group |(mg/kg/day) (ng/mL) (ng-h/mL) Noteworthy Findingss in CTD
System . M/F M/F
tration
RccHan |  Gavage | 4 weeks Tox: 0 / / Mortality: No deaths 42.3.2-1
™; Dose S/sex No abnormal findings
WIST range- 3 Day 1: Day 1: Mortality: One animal was euthanized due to its deteriorated
rat finding TK: 179/238 2670/3620 | condition caused by dosing error.
3/sex Day 28: Day 28: In-life: No abnormalities
263/332 4150/5330 | Hematology/Urinalysis/Bone marrow/Necropsy: No abnormalities
Blood chemistry: [F] Increased AST, ALT and y-GT
Organ weight: [F] Liver 1 (1F)
Histopathology: [M, F] Single-cell necrosis of hepatocytes, thinning
of corneal epithelium, [F] Degeneration/necrosis of bile duct
epithelium, bile duct proliferation, inflammatory cell infiltration in
Glisson’s sheath and swelling of sinusoidal cells of liver
10 Day 1: Day 1: Mortality: No deaths
599/721 | 9050/13900 |In addition to the changes seen at the low dose,
Day 28: Day 28: In-life: [M] Body weight gain suppression
1350/1560 | 19200/28700 | Hematology/Urinalysis/Bone marrow/Necropsy: No abnormalities
Blood chemistry: [M, F] Increased ALP and hepatic ALP,
[M] Increased AST, [F] Increased bone ALP (at this dose level only,
1F)
Organ weight: [F] Thymus |
Histopathology: [M] Degeneration/necrosis of bile duct epithelium of
liver, [F] Increased tingible body macrophages in thymus
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£ 26.7.6-1 REBKSHEE: BELHBUNOER )
Test Article: Alectinib Hydrochloride
. Method
Species/ of Treatment | Animals/ Dose Mean Coay \Mean AUCo.o4, . Location
Test adminis- | Duration | Group |(mg/kg/day) (ng/mL.) (ng:h/mL) Noteworthy Findingss in CTD
System . M/F M/F
tration
30 Day 1: Day 1: Mortality: No deaths
1500/1240 | 25300/25400 | In addition to the changes seen at the middle dose,
Day 28: Day 28: Hematology: [M, F] Abnormal RBC morphology, [F] Increased
2300/2430 | 43800/47000 | reticulocytes (1F)

Blood chemistry: [M] Increased inorganic phosphorus and bone ALP
Urinalysis/Bone marrow/Necropsy: No abnormalities

Organ weight: [F] Pituitary gland |, submandibular glands |
Histopathology: [M, F] Increased single-cell necrosis of follicular
cells in skin, decreased trabecular bone and increased activated
osteoclasts in metaphysis, [M] Dilatation of sinusoidal capillaries in
adrenal gland (1M), increased tingible body macrophages in thymus,
[F] Chief cell atrophy and parietal cell vacuolar degeneration in
glandular stomach, inflammation of mucosa mainly in the glandular
base, proliferating zone extension in glandular mucosa of stomach,
atrophy of anterior cell of pituitary gland

NOAEL: <3 mg/kg/day, MTD: 30 mg/kg/day

The vehicle was an aqueous solution of .% w/v HPCD and

mol/L methanesulfonic acid and - mol/L HCI solution, /: Not done
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& 2.6.7.6-1 RERSHE: EECHBRUSNORER 8
Test Article: Alectinib Hydrochloride
Species/ Method off 1 o ont [ Animals/|  Dose  |Mean Cn[Mean AUCoaq, o Location
Test System admllms- Duration | Group |(mg/kg/day) (ng/mL) |~ (ngh/mL) Noteworthy Findingss in CTD
tration M/F M/F
Cynomolgus | Gavage | 2 weeks 1/sex 0 / / Mortality: No deaths 42324
monkeys Preliminary No abnormal findings
6 Day I: Day 1: Mortality: No deaths
262/382 | 3230/4070 |No abnormal findings
Day 14: Day 14:
377423 | 3870/4140
20 Day 1: Day 1: Mortality: No deaths
605/832 | 9870/11100 |In-life: No abnormalities
Day 14: Day 14: Hematology: [M, F] Decreased hematocrit (female only in the case
830/619 | 12100/8520 | of high-dose group), decreased MCYV, abnormal RBC morphology

(data missing as for high-dose female), [M] Increased MCHC,
[F] Increased platelets and reticulocytes, decreased haemoglobin

concentration

Blood chemistry: No abnormalities
Ophthalmic/ECG/Bone marrow/Organ weight/Necropsy: No

abnormalities

Histopathology: [M, F] Centrilobular enlargement of hepatocytes,
atrophy of anterior cells of pituitary gland, hypertrophy of adrenal
fasciculata cells, decreased zymogen granules in pancreatic acinar
cells, [M] Bile duct proliferation with inflammatory cells of liver,
[F] Irregular shaped islets in pancreas, decreased bone marrow
haematopoietic cells, congestion in spleen (these three findings were
seen in males only in the case of high-dose group)
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& 2.6.7.6-1 RERSHE: EECHBRUSNORER 8
Test Article: Alectinib Hydrochloride
Species/ Methpq of Treatment | Animals/ Dose Mean Cypyy Mean AUCo.o4 .. Location
Test adminis- Duration | Gro (mg/kg/day) (ng/mL) | (ng-h/mL) Noteworthy Findingss in CTD
System tration Y up gikgiday M/F M/F
60 Day 1: Day 1: Mortality: The female's condition deteriorated on Day 13 and it was
574/816 | 11500/12600 |necropsied in extremis on the same day.
Day 14: Day 14: In-life: [Survivor] Vomiting, abdominal distention, decreased
568/- 9820/- stools/no-faeces (sporadically from Day 3), decreased food

consumption, [Animal necropsied in extremis] Decreased stools/no-
faeces (sporadically from Day 4), loose stools, decreased food
consumption; on day of necropsy, decreased locomotor activity,
hypothermia, salivation and diarrhea

In addition to the changes seen at the middle dose,

Hematology: [Survivor] Increased platelets, [ Animal necropsied in
extremis] Increased neutrophils and MCHC, decreased RBCs,
eosinophils and lymphocytes

Blood chemistry: [Survivor and animal necropsied in

extremis] Increased ALP, total bilirubin, creatinine and inorganic
phosphorus, decreased total cholesterol, total protein, albumin and
A/G ratio, [Animal necropsied in extremis] Increased AST, ALT, urea
nitrogen and glucose, and decreased Na, Cl and Ca
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& 2.6.7.6-1 RERSHE: EECHBRUSNORER 8
Test Article: Alectinib Hydrochloride
Species/ Methpq of Treatment |[Animals/ Dose Mean Coy \Mean AUCy.2a o Location
T adminis- . (ng/mL) (ng-h/mL) Noteworthy Findingss .
est System tration Duration | Group | (mg/kg/day) M/F M/F in CTD

Ophthalmic/ECG: No abnormalities

Bone marrow: [Animal necropsied in extremis] Low number of
nucleated cells

Organ weight: [Survivor] Liver 1, pituitary gland |, [Animal
necropsied in extremis] Adrenal glands 1, spleen |, thymus |
Necropsy: [Survivor and animal necropsied in extremis] Dark red
focus on stomach, gaseous content in large intestine,

[Survivor] Retention of contents in large intestine, [Animal
necropsied in extremis] Retention of contents in esophagus,
stomach and small intestine, mushy contents in large intestine,
stained fur in perianal region, dilatation of esophagus and large
intestine, dark red focus on gallbladder mucosa, small spleen and
thymus, dark red focus and edematous area of skin/subcutis of
lower abdomen

Histopathology: [Survivor and animal necropsied in

extremis] Bile pigment in bile canaliculi, erosion/ulcer and atrophy
in stomach, erosion of duodenum, atrophy of thymus, atrophy of
mesenteric lymph nodes, atrophy of urinary bladder mucosal
epithelium, [Survivor] increased multinucleated hepatocytes,
[Animal necropsied in extremis] Thinning of lingual and
esophageal epithelium, bile duct proliferation with inflammatory
cells, ulcer of gallbladder, erosion of large intestine, atrophy of
axillary lymph nodes, decreased lymphocytes in spleen, atrophy of
parotid gland acinar cells, atrophy of submandibular gland acinar
cells, edema of subcutis in lower abdominal region, congestion of
skin/subcutis of lower abdominal region, swelling of ganglion cells
in dorsal root ganglion

NOAEL: 6 mg/kg/day
MTD: 20 mg/kg/day
Lethal dose: 60 mg/kg/day

The vehicle was an aqueous solution of . w/v% SBECD and - mol/L HCl solution, /: Not done, -: No sample due to premature euthanasia
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MCYV, increased reticulocytes, [F] Abnormal RBC
morphology

Blood chemistry: [F] Decreased albumin and A/G
ratio

Urinalysis/Bone marrow/Necropsy: No
abnormalities

Organ weight: [M, F] Liver {

Histopathology: [M, F] Decreased lipid droplets
in fascicular cells of adrenal cortex

Reversibility: Not determined in this study
NOAEL: 1 mg/kg/day
MTD: 10 mg/kg/day

& 2.6.7.6-1 RERSHE: EECHBRUSNORER 8
Test Article: Alectinib Hydrochloride
Species/ Method of Treatment | Animals/ Dose Mean Cpax | Mean AUCo4, . Location
Test System adminis- Duration Group | (mg/kg/day) (ng/mL) (ng-h/mL.) Noteworthy Findingss in CTD
tration M/F M/F
Cynomolgus | Gavage | 4 weeks 1/sex 0 / / Mortality: No deaths
monkeys No abnormal findings 4.23.2-5
1 Day 1: Day 1: Mortality: No deaths
35.1/19.8 604/324 No abnormal findings
Day 28: Day 28:
72.8/51.9 977/528
3 Day 1: Day 1: Mortality: No deaths
256/144 2760/1950 In-life: No abnormalities
Day 28: Day 28: Hematology: [M] Abnormal RBC morphology
244/183 3160/1990 Blood chem/Urinalysis/ Bone marrow/
Organweight/Necropsy/Histopathology: No
abnormalities
10 Day 1: Day 1: Mortality: No deaths
383/429 5950/9050 In-life: No abnormalities
Day 28: Day 28: In_addition to the changes seen at the middle
614/820 9460/14700 dose,
Hematology: [M] Decreased hematocrit and

The vehicle was an aqueous solution of . w/v % HPCD, - mol/L methanesulfonic acid and -mol/L HCl solution; /: Not done,
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2.6.7.7 RELSSHMHE EEGHER
2.6.7.7.1 Sy bZ2AVE4ERRERORSHEHR
£ 26.7.71-1 SvbzRAV-4ERREZORSENHR

Report Title : A 4-week Repeated Dose Oral Gavage Toxicity Study of CH5424802-002 in Rats Followed by a 4-week Recovery Period (Study number: 895)
Test Article: Alectinib Hydrochloride
Species/Strain : RccHan ' :WIST rats Duration of Dosing : 4 weeks Study Number : TOX[JJ0126
Initial Age : 6 weeks Duration of Postdose : 4 weeks Location in CTD : 4.2.3.2-2
Date of First Dose : [l (M), I (F) PN Method of Administration : Oral gavage, once daily
Vehicle/Formulation : [l w/v% HPCD/Mll mol/L MsOH/ GLP Compliance : Yes NOAEL : < 6 mg/kg/day
Il o!/L HCl solution

Special Features : None

&AL

i L9T

o

Dose (mg/kg/day) 0 (Control) 6 20 60
Number of Animals (Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:10 (5) F:10(5) M:10(5) F:10(5)
TK : CH5424802-000
Number of Animals 3 3 3 3 3 3 3 3
Mean C,.x Day 1 BLQ BLQ 412+ 19 458 +£3 1560 £ 150 1140 + 80 1770 £ 280 1790 + 140
(ng /mL) Day 28 BLQ BLQ 673 £ 86 841 £ 106 2190 + 330 1770 £ 360 2200 £+ 190 1990 + 270
Mean AUC 43 Day 1 Not determined | Not determined | 6480 + 170 8240 £250 | 24200 +2100 | 23000 + 1000 | 28400 = 3500 | 34900 + 4600
(ng -h/mL) Day 28 Not determined | Not determined | 9340 + 860 13900 £200 | 38100+ 4200 | 33200+ 7100 | 39800 + 3400 | 40300 + 5300
Noteworthy Findings
Died or Euthanized Moribund 0 0 0 0 0 0 0 0
Ez;lylz;lght Gain (g) 12974130 | 63.8+9.6 | 1321116 | 589+11.8 | 117.4+155" | 463+7.7" | 108.8+13.0" | 445+87"
Food Consumption 2094+ 146 | 1683120 | 21.29+138 | 1720147 | 20.65+124 | 1537+ 1.04* | 20.64+1.60 | 15.42+1.63*
(g/animal/day) : Day 4
Clinical Observation

Salivation - - - — - — + +

Data are shown in Mean + SD; — No noteworthy findings, +: slight; BLQ: Below the limit of quantification (< 1 ng/mL)
*p <0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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£ 26.7.7.1-1 Sy rE2AV-4ERREROKRSEERR B
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 20
Number of Animals ) . . . i ) ) .
(Recovery) M: 10 (5) F:10(5) M : 10 (5) F:10(5) M : 10 (5) F:10(5) M : 10 (5) F:10(5)
Hematology: Day 29
WBC ( x 10*/uL) 6.54 +1.59 583+ 1.11 7.48 £1.62 7.54+1.63 8.06+1.61 8.86+2.18" | 9.59+1.99™ | 932+201"
Lymphocytes ( x 10°/uL) 5.74+1.56 5.04+0.97 6.63+1.62 6.61 +1.57 7.06 + 1.41 724+184" | 816+1.89" | 7.70+1.69"
Neutrophils ( x 10*/uL) 0.63+0.19 0.61 +0.24 0.67 +0.23 0.73+0.18 0.82 +0.27 1.39+0.86" 121+£0.64" | 1.37+0.517
Monocytes ( x 10*/uL) 0.11+0.03 0.12+0.06 0.13 +0.04 0.14+0.05 0.14+0.05 0.18+0.06" | 0.17£0.05" | 0.19+0.04°
Reticulocytes ratio (%) 4.07 +0.43 4.50+0.91 4.38 +0.46 434+037 | 497+0527 | 5.49+0.83 468+0.60° | 521+0.46
qunt platelets (No. of 1 0 > 3 10 10 10 10
Animals)
Poikilocytosis (No. of
animals)
Burr cells and/or
erythrocytes 0 0 0 1 7 9 6 10
fragments
Diffusely basophilic 0 0 1 0 5 ] 7 9
erythrocytes
Blood Chemistry: Day 29
Glucose (mg/dL) 107.7+9.0 101.0+£123 | 123.9+19.1° | 112.1+103" | 131.9+88" | 122.6+89™ | 1502+157" | 121.8+7.1"
Total protein (g/dL) 6.11+0.24 6.16+0.39 6.25+0.42 6.28 +0.33 6.45+0.37 6.40+£020 | 671+022" | 637+0.34
Albumin (g/dL) 3.23+0.14 3.59+0.29 3.32+0.26 3.58+0.20 3.42+0.26 3.65+023 | 3.59+0207 | 3.58+0.30
- 578.8 + 444.0 + 633.1 + 538.4 +
ALP (U/L) 377.7+553 | 2268+44.5 | 4369+958 | 299.3+38.8 287" 1307 072" 120.5™
. 55.46 + 12.23 + 69.07 + 15.98 + 142.92 + 82.77 + 216.95 + 141.18 +
Hepatic ALP (U/L) 2175 6.94 25.44 12.69 522" 44.03" 89.39" 81.26"

Data are shown in Mean + SD

*p <0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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£ 2677.1-1 Sy +rEAVLERRERORSEERE B
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 20
Number of Animals . . . . . . . .
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5)
291.94 + 180.35 + 332.05+ 253.13 + 409.65 + 326.85 + 384.10 + 367.76 +
Bone ALP (UIL) 46.42 40.96 81.42 39.49™ 138.00 107.37" 59.20" 80.45"
y-GT (U/L) 0.9+0.3 0.8+ 0.4 0.9+0.3 114023 0.8+ 0.4 1.1+0.3 1.0£0.0 1.6£1.0"
Total cholesterol (mg/dL) 61.7+9.6 48.2+9.0 742+ 14.1 583+11.4 | 984+1417 | 550+112 | 852+102" | 52.9+15.0
Organ weight: Day 29
Liver (% of BW) 3.05+0.12 3.00+£0.18 3.10+£0.19 3.18+£0.19 3.54+0.167 | 4.05+022" | 3.71+0.157 | 4.14+0.17"
Adrenal glands (x107%) 2330+3.01 | 42.18+4.38 | 2514+443 | 4729+546 | 27.75+4.06 | 57.39+3.60" | 29.58+3.95" | 53.12+6.33"
Heart (% of BW) 0.32+0.01 0.34 +0.02 0.32+0.02 037+0.02" | 036+0.02" | 043+0.02” | 0.38+0.02" | 0.44+0.03"
Spleen (% of BW) 0.24 +0.03 0.26 = 0.03 0.24 +0.03 0.28 +0.03 0.25+0.03 035+0.04" | 028+0.05 | 0.32+0.03"
1 0
]Sggary glands (% of 0.20 = 0.03 021+0.02 | 0.19+0.02 0.20 + 0.03 0.18 +0.02 020+0.02 | 0.18+0.01 0.19 = 0.01
Pituitary gland (mg) 8.61 +0.74 12.69 +1.33 8.11 +0.65 1226+126 | 7.86+0.41" | 11.11=1.11° | 7.72+0.78" | 10.11+0.80"
Histopathology: Day 29
(No. of Animals)
Lymph node, mandibular
Decrease, lymphocyte, 0 0 / / / 0 0 1, minimal
lymph follicle
Decrease, lymphocyte, 0 0 / / / 0 0 2, minimal
medulla
Decrease, lymphocyte, 0 0 / / / 0 0 2, minimal
paracortex

Data are shown in Mean + SD; /: Not done, *p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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£ 267.7.1-1 Sy rEAVABRRERORSESHHAR )
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 20 60
Number of Animals ) ) ) ) ) ) ) )
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:10(5) F:10(5)
Lymph node, mesenteric
Decrease, lymphocyte, 0 0 / / 0 0 3, minimal | 4, minimal
follicle
Decrease, lymphocyte, 0 0 / / 0 0 3, minimal | 4, minimal
medulla
Decrease, lymphocyte, 0 0 / / 0 0 3, minimal | 5, minimal
paracortex
Thymus
Decrease, lymphocyte 0 0 / 0 0 7, minimal 5, minimal 10, mrgﬁfinal to
Spleen
Decrease, lymphocyte, .. ..
. 0 0 0 0 0 0 3, minimal 5, minimal
marginal zone
Decrease, lymphocyte,
periarterial lymphoid 0 0 0 0 0 0 3, minimal 4, minimal
tissue
Increase, extramedullary
hematopoiesis, 0 0 0 0 3, minimal 0 3, minimal 0
erythrocytic
Increase, mature 0 0 0 0 1, minimal 4, minimal 5, minimal 4, minimal
megakaryocyte
Bone marrow, femur
Emperipolesis, 0 0 0 0 1, minimal 3, minimal 2, minimal 5, minimal
megakaryocyte
Increase, neutrophil 0 0 0 0 0 0 5, minimal 7, minimal
Bone marrow, sternum
Emperipolesis, 0 0 0 0 1, minimal 3, minimal 1, minimal 6, minimal
megakaryocyte
/: Not done
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£ 2677.1-1 Sy +rEAVLERRERORSEERE B
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 20 60
Number of Animals ) . . . ) . . .
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:10(5) F:10(5)
Trachea
Cell infiltration,
macrophage/multinucleated 0 0 0 / 1, minimal 0 4, minimal 4, minimal
giant cell, lamina propria
Lung (and bronchus)
Cell infiltration, foamy .. .. 7, minimal to 10, minimal 9, minimal to | 9, minimal
0 0 1, minimal 5, minimal . . . .
macrophage, alveolus mild to mild mild to mild
Stomach
Cell infiltration, .. 10, minimal to | 10, minimalto | 10, mild to
inflammatory, mucosa, 0 0 0 0 10, minimal . . K
mild mild moderate
glandular stomach
Cell infiltration, 10. minimal
macrophage, mucosa, 0 0 0 0 0 6, minimal 0 ’
to moderate
glandular stomach
Dggenc?ratlon, glandular 0 0 0 0 10, minimal 10, mlqlmal to 10, mlplmal 10, mild to
epithelium mild to mild severe
Extension, proliferative .. 7, minimal to | 10, minimalto | 7, minimal
zone, mucosa, glandular 0 0 0 0 3, minimal . .
mild mild to moderate
stomach
Small intestine, duodenum
Cell infiltration, 0 0 0 0 3, minimal |, minimal | & Minimalto | g Al
inflammatory, mucosa mild
Cell infiltration, 0 0 0 0 9, minimal to 10, minimal 9, minimal to | 10, minimal
macrophage, mucosa mild to mild mild to mild
Extension, proliferative 0 0 0 0 10, minimal | 10, minimal | 10, minimal | 10, minimal
zone, mucosa

/: Not done
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£ 2677.1-1 Sy +rEAVLERRERORSEERE B
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 20 60
Number of Animals . . . . . . . .
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:10(5) F:10(5) M: 10 (5) F:10(5)
Small intestine, jejunum
Cell infiltration, 0 0 / / / 0 0 1, minimal
macrophage, mucosa
Liver
Enlargement, hepatocyte 0 0 0 0 8, minimal 10, minimal 10, minimal 10, minimal
chuol.atlon, bile ductal 0 0 0 0 10, mnpmal to | 8, mm.lmal to 10, mild 10, mild
epithelium mild mild
Pancreas
Increase, apoptotic body, . . .
. 0 0 0 / 2, minimal 0 4, minimal 2, minimal
acinar cell
Pituitary
Atrophy, anterior cell 0 0 / 0 / 4, minimal 0 9, minimal
Incrgase, apoptotic body, 0 0 / 0 / 0 0 1, minimal
anterior lobe
Incregse, mitotic figure, 0 0 / 0 / 0 0 2. minimal
anterior lobe
Adrenal glands
Hypertrophy, cortical cell, 0 0 0 0 0 0 5, minimal | 5, minimal
fascicular zone
Hy.pertrophy, cortical cell, 0 0 0 0 3, minimal 9, minimal 7, minimal 10, minimal
reticular zone
Skin
Thickening, epidermis 0 0 / / / 0 0 1, minimal
Bone, femur
Decrease, trabecular bone 0 0 / / 0 0 5, minimal 8, minimal
Increased, activated 0 0 / / 0 0 5, minimal | 5, minimal
osteoclast
/: Not done
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# 2.6.7.7.1-1

Zv AV -LEARBREZOBREEEHR &

Test Article: Alectinib Hydrochloride

Dose (mg/kg/day)

0 (Control)

20

60

Number of Animals

(Recovery)

M: 10 (5)

F:10(5)

M: 10 (5)

F:10 (5)

M: 10 (5)

F: 10 (5)

M: 10 (5)

F:10(5)

Bone, sternum

Decrease, trabecular bone

2, minimal

3, minimal

Histopathology: Day 57

Thymus

Decrease, lymphocytes

2, minimal

3, minimal

Stomach

Small, glandular

epithelium
Cell infiltration,

lymphocyte, mucosa,
glandular stomach

Cell infiltration,

macrophage, mucosa,
glandular stomach

1, minimal

3, minimal

3, minimal

3, minimal to
mild

3, minimal

Testis
Decrease,
cell

spermatogenic

NA

NA

NA

1, minimal

NA

Epididymis

Decrease, sperm, duct

NA

NA

NA

1, minimal

NA

Prostate
Vacuolation,
epithelium

glandular

NA

NA

NA

1, mild

NA

/: Not done
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2.6.7.17.2

Report Title :

Species/Strain : RccHan' " :WIST rats
Initial Age : 6 weeks

# 2.6.7.7.2-1

Date of First Dose : |} M), -(F)- 200

Vehicle/Formulation : [lllw/v% HPMC/Jlll mol/L HCI
solution
Special Features : None

2 v FERVE1SERRERORSSHHER
S v FERVEIGEMREROKRSESHEHER

Duration of Dosing : 13 weeks
Duration of Postdose : 8 weeks
Method of Administration : Oral gavage, once daily

GLP Compliance : Yes

A 13-Week Repeated Dose Oral Gavage Toxicity Study of CH5424802-002 in Rats Followed by a 8-Week Recovery Period

Test Article: Alectinib Hydrochloride

Study Number : TOX

Location in CTD : 4.2.3.2-3

NOAEL : <3 mg/kg/day

l-o026

Dose (mg/kg/day) 0 (Control) 27

Number of Animals (Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M : 9% (5) F:10(5)

TK : CH5424802-000

Number of Animals 3 3 3 3 3 3 3 3

Mean Cnx (ng /mL) Day 1 BLQ BLQ 208 + 30 238 +26 649 + 45 872 + 149 1780 + 130 1960 + 30
Day 91 BLQ BLQ 370 + 82 524+ 114 1250 + 380 1520 £ 190 1840 + 160 2170 £90

Z{gaﬁ /fn[LJ)CO'Z‘”‘ Day 1 | Notdetermined | Not determined | 3010+ 660 | 40004490 | 9770+720 | 15100%700 | 30000 +4000 | 35800 + 1800
Day 91 | Not determined | Not determined | 5100 +£1410 8450+ 750 | 18600 + 5700 | 25800 + 1900 | 35300 + 3300 | 41100 +2100

BLQ: Below the lower limit of quantification (< 1 ng/mL)

#: One animal was euthanized due to its deteriorated condition caused by dosing error and was excluded from evaluation in this study.
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% 26.7.7.2-1 v rxAV-1GERRERZOKREEEHR &
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 3 9 27
Number of Animals (Recovery) M: 10 (5) ‘ F:10(5) M:10 (5) ‘ F:10(5) M:10(5) | F:10(5) M:9(5) | F:10(5)
Noteworthy Findings
Died or Euthanized Moribund 0 0 0 0 0 0 0 0
| Day 18 24235+8.94 | 17321 £8.19 | 241.84+9.34 16;%2;* 23831 +9.88 12%?&* 2%‘;21* 1?4%?
Body Weight (g) bay o1 374.51 + 239.03 + 375.87 + 23392 + 357.97 + 219.49 + 299.21 + 202.99 +
ay 23.56 12.79 22.02 11.21 20.59" 8.73" 16.66™ 10.24™
Food Consumption (g/animal/day): 20.06 + 1595+
Days 25-29 | 22.29+1.27 | 17.44+089 | 2235+121 | 17.31+£0.92 | 22.43+1.54 | 16.61 £1.10 1.54" 0.66"
Days 78-85 19.28 1520
2110+ 1.19 | 1694+1.13 | 21.27+1.20 | 16.78+0.90 | 20.84+1.13 | 16.21 +1.13 1.36 1.35
Clinical observation
(No. of Animals)
Brackish feces 0 0 0 0 0 0 1 3
Discoloration of eyeballs 0 0 0 0 0 0 1 4
White discoloration of lower
incisors 0 0 0 0 0 0 0 8
Elongated upper incisors and 0 0 0 0 0 0 0 1
short lower incisors

Data are shown in Mean + SD.

*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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% 2.6.7.7.2-1

Zv FERAVEIGERREROKRESMHAR )

Test Article: Alectinib Hydrochloride

Dose (mg/kg/day) 0 (Control)
Number of Animals . . . . . . . .
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:9(5) F:10(5)
Hematology: Day 92
WBC ( x 10*/uL) 4.14+0.52 1.97 +0.40 491+ 1.42 2.36+0.76 508+0.96" | 332+094" | 7.03+1.727 | 4.05+0.51"
Neutrophils ( x 10%/uL) 0.98 +0.29 0.32 +0.09 1.06 + 0.42 0.42+0.13" 131+£032" | 0.60+0.15" | 3.07+0.98" | 1.83+0.43"
Monocytes ( x 10°/uL) 0.07 £ 0.02 0.03 £0.01 0.11£0.05 0.04 £ 0.02 0.10£0.04" | 0.05+0.017 | 021+0.07" | 0.13+£0.03"
Reticulocytes ( x 10%/uL) 14543 + 172.08 + 153.56 + 200.23 + 184.15 + 215.48 + 418.90 + 42334 +
Y H 9.21 29.19 1231 34.78 21.05" 32.80" 277.73" 131.70"
RBC ( x 10%/uL) 8.00 + 0.30 734032 8.09 + 0.43 7.54 +0.41 8.19+0.36 7.32+0.25 7.93 + 1.08 6.82+0.71"
HGB (g/dL) 15.01£044 | 1428+036 | 1515+043 | 1481+0.46 | 1553+£038 | 14.50+0.50 | 13.88+1.29 | 13.17+1.45
HCT (%) 41.17+143 | 4025+1.69 | 41.70+£132 | 41.93+1.87 | 4265+1.50 | 4058141 | 39.26+2.73" | 38.13+4.09
MCHC (g/dL) 36.45+0.92 | 3546+0.70 | 36.34+0.83 | 3533+0.65 | 36.46+0.51 | 35.76+0.62 | 35.33+0.98" | 34.55+091"
MCV (fL) 51.51+£0.93 | 5490+2.05 | 51.60+1.78 | 55.65+1.30 | 52.13+139 | 5542+094 | 50.00+4.77° | 55.89+1.53
MCH (pg) 1878 £0.69 | 19.48+0.75 | 18.74+0.86 | 19.68+0.64 | 19.01+0.54 | 19.82+0.52 | 17.63+1.31" | 19.29+0.56
3 1014.1 + 11212+ 1026.5 +
Platelets ( x 10°/uL) 880.0+77.2 | 9404+951 | 826.6+1143 | 9793 +£111.0 | 877.5+85.2 2045 305.6" 1un
PT (sec) 1952+1.16 | 17.31+0.46 | 20.72+1.63 | 16.95+0.60 | 21.66+4.85 | 16.70+0.88 | 38.90+8.85" | 20.38+3.67
APTT (sec) 17.42+248 | 17.62+2.03 | 19.10+1.72" | 16.65+2.61 | 19.81+1.53" | 18.62+1.67 | 30.69+3.96" | 22.02+2.95"
Giant platelets
. 0 0 0 0 0 2 6 5
(No. of Animals)
Poikilocytes
0 0 0 0 7 4 9 7
(No. of Animals)
Blood Chemistry: Day 92
Glucose (mg/dL) 161.6+£242 | 128.0+23.7 | 1522+18.7 | 133.0+185 | 148.0+£24.1 | 1353+163 | 124.1+165" | 130.1+11.0
AST (U/L) 90.9 +15.6 87.2+13.7 100.0+£16.3 | 134.3+4097 | 111.7+15.1" | 117.3+31.37 | 121.2+41.17 | 139.8+40.2"

Data are shown in Mean + SD.

*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.

Increases of APTT at 3 and 9 mg/kg/day in males were not considered adverse because these changes were small and within the historical data.
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% 2.6.7.7.2-1

Zv FERAVEIGERREROKRESMHAR )

Test Article: Alectinib Hydrochloride

Dose (mg/kg/day) 0 (Control) 27
Number of Animals ) ) ) ) ) ) i .
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:9(5) F:10(5)
ALP (U/L) 248.1+67.2 99.5+24.6 2757+783 | 1124+255 | 341.5+558" | 132.3+33.4" | 2973+84.7 17949'133
. 46.51 + 457+ 64.34 + 553+ 100.26 + 7.01 + 108.34 + 23.90 +
Hepatic ALP (U/L) 275 2.13 3834 1.99 50.03" 3.78" 38.91" 10.46™
. 133.04 + 5791+ 142.03 + 73.22 £ 161.37 + 82.59 + 12529 + 123.90 +
Intestinal ALP (U/L) 55.60 22.15 73.77 24.09 40.48 3227 69.90 78.89"
68.58 + 37.04+ 69.31 + 33.65 + 79.85 + 42.69 + 63.69 + 51.52+
Bone ALP (U/L) 16.89 17.20 16.04 7.57 2229 9.80 12.81 17.12"
y-GT (U/L) BLQ BLQ BLQ BLQ BLQ BLQ BLQ 2.0+0.0
Alphal-globulin (g/dL) 1.18 £0.09 1.05+0.10 1.19 +0.06 1.05+0.11 1.16+0.08 1.06 +0.10 0.94+0.09" | 0.94+0.10°
Alpha2-globulin (g/dL) 0.44 + 0.05 0.40 = 0.00 0.44 + 0.05 0.41 +0.03 0.50+£0.00" | 045+0.05" | 0.52+0.04" | 0.49+0.06"
Beta-globulin (g/dL) 0.85 +0.05 0.75 £ 0.07 0.81+0.07 0.77 £ 0.07 0.93+0.05" | 0.89+0.06" | 1.10£0.07" | 0.92+0.09"
Gamma-globulin (g/dL) 0.23 +0.05 0.26 + 0.05 0.22 £ 0.04 0.26 + 0.05 0.21 +0.03 0.31£0.06 0.17£0.05" | 0.20+0.05
Albumin (g/dL) 4.08 +0.09 4.15+0.24 411+ 0.10 452+0.14 4.19+0.12 4.45+0.14 3974022 | 3.96+0.24
UN (mg/dL) 18.15+245 | 17.99+3.01 | 1894+243 | 17.85+2.67 | 1850+1.90 | 18.85+236 | 22.57+2.34" 2(2"233
IP (mg/dL) 433 +0.66 422+0.92 471+1.11 3.82+0.94 478 +0.59 422+1.02 | 574+0.80" | 521+035"
Necropsy: Day 92
Mesenteric lymph node
Enlargement 0 0 0 0 6 3 9 10
Dark-red discoloration 0 0 0 0 3 1 9 10
Colon
Dark-red contents 0 0 0 0 0 0 2 1
Gelatinous contents 0 0 0 0 0 0 1 0

Data are shown in Mean + SD; /: Not examined; BLQ: Below the lower limit of quantification

*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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£ 26.7.7.2-1 v rE£AVIGERRERORSEERE 6
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 9 27
Number of Animals
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:9(5) F:10(5)
Ileum
Dilatation 0 0 0 0 0 0 0 7
Tooth
White discoloration 0 0 0 0 0 0 0 6
Short lower incisors 0 0 0 0 0 0 0 1
Elongated upper incisors 0 0 0 0 0 0 0 1
Adrenal glands
Enlargement 0 0 0 0 0 0 0 4
Dark-brown discoloration 0 0 0 0 0 0 0 1
Necropsy: Day 148
Mesenteric lymph node
Enlargement 0 0 0 0 1 1 5 5
Brown discoloration 0 0 0 0 0 0 3 2
Organ weight: Day 92
Heart (/100 g BW) 2501150 | 2804194 | 2582167 | 3001134+ | 2TLY ptaby Yy B
Adrenal (/100 g BW) 17754252 | 31675420 | 18314299 | 3136443 | 19294269 | 007 Py o
Liver (/100 g BW) 2601.8 + 25742 + 26653 + 2671.5 + 27549 + 2908.7 + 3028.1 + 3664.8 +
140.9 189.8 191.3 216.7 119.7* 134.3%* 112.2%%* 175.4%%*
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£ 26.7.1.2-1 Sy rtxAN-IERREROKZSSHEHSR D)
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 27
Number of Animals
: : : : : : :9(5 F:10(5
(Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M:9(5) (5)
Histopathology: Day 92
Spleen
Increased .ex'Framedullary 0 0 3. minimal 0 8. minimal 1, minimal 8, mm?mal to | 10, mlmmal to
hematopoiesis mild mild
Increased mature 0 0 0 0 0 0 2, minimal | 8, minimal
megakaryocytes
Decreased lymphocytes 0 0 0 0 0 0 9, minimal to | 10, minimal to
in white pulp mild mild
Bone marrow, femur
. .. nimal
Increased neutrophil 0 0 / / 0 0 8 mgllggal to |8 m:lrllﬁl;a °
Increased 0 0 / / 0 0 0 1, minimal
megakaryocytes
Bone marrow, sternum
Increased neutrophil 0 0 / / 0 / 1, minimal 0
Stomach
Macrophage infltration 0 0 0 0 6, minimal | 8 minimal | 7, minimal | 'O ™Minimalto
in glandular mucosa mild
Inflammatory cell
infiltration in glandular 0 0 0 0 7, minimal 9, minimal 8, minimal 10, minimal
mucosa
Degeneratlol.l Of. 9, minimal 10, minimal 9, minimal 10, minimal % mlmmal to | 10, m“?‘mal to| 9, mln%mal to 10, mild
glandular epithelium mild mild mild
Hypertrophy w?th mucin 0 0 0 0 4, minimal 1, minimal 3, minimal 4, minimal
of glandular epithelium
Exte9510n of proliferating 9, minimal 9, minimal 10, minimal 10, minimal 8, minimal % mint mal to 9, mild 10, mln.lmal to
zone in glandular mucosa mild mild

/: Not done
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Test Article: Alectinib Hydrochloride

Dose (mg/kg/day) 0 (Control) 27
Number of Animals (Recovery) M: 10 (5) F:10(5) M: 10 (5) F:10(5) M: 10 (5) F:10 (%) M:9(5) F:10(5)
Jejunum
Macrophage/multmucleated 0 0 / / 0 0 7, minimal to 4, minimal
giant cell in mucosa moderate
.Inﬂammatory cell infiltration 0 0 / / 0 0 3, mm?mal to 0
in mucosa mild
Disarrangement/
desquamation of mucosal 0 0 / / 0 0 1, minimal 0
epithelium
Exteqsmn of proliferating 0 0 / / 0 0 1, minimal 0
zone in mucosa
Ileum
Macrophage/multmucleated 0 0 0 0 4, minimal 7. minimal 9, mild to 10, mild to
giant cell in mucosa moderate moderate
Inflammatory cell infiltration 9, minimal to 10, minimal
. 0 0 0 0 0 0 . .
in mucosa mild to mild
Disarrangement/
desquamation of mucosal 0 0 0 0 0 0 8, minimal 7, minimal
epithelium
Hemorrhage in mucosa 0 0 0 0 0 0 2, minimal 3, minimal
Decre'ased lymphocyte in 0 0 0 0 0 0 9, minimal 10, mnpmal
Peyer's patch to mild
Mesenteric Lymph nodes
Macrophage/erythrop hagy in 5, minimal 6, minimal 4, minimal 5, minimal 10, mild to 10, mild to 9, moderate 10, moderate
sinus moderate moderate
Blood absorption 1, minimal 2, minimal 1, minimal 0 6, mlmmal to |3, mlmmal to 9, moderate 10, mild to
mild mild to sever sever
Hemosiderin deposition 1, minimal 2, minimal 0 1, minimal 2, mlnvlmal to 0 9, mild to 10, minimal
mild moderate to moderate

/: Not done
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£ 267.7.2-1 Sy rAVEIEARREROBRSEEERE &)
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 27
Number of Animals (Recovery) M: 10 (5) F:10(5) M : 10 (5) F:10(5) M: 10 (5) F:10(5) M:9(5) F:10(5)
Multinucleated giant cell in 9, minimal to 10, minimal
. 0 0 0 0 0 0
sinus moderate to moderate
Extramedullary 0 0 0 0 0 0 0 3, mild
hematopoiesis
Axillary lymph nodes
Is\;lr';llf;ophage/erythrop hagy in 0 0 0 0 1, minimal 7, minimal 6, minimal 5, minimal
Decreased lymphocyte 0 0 0 0 3, minimal 0 9, minimal 10, minimal
Blood absorption 0 0 0 0 0 0 0 1, minimal
Lung
Foamy macrophage . . . . . . 9, minimal to 10, minimal
. . 1, minimal 3, minimal 5, minimal 5, minimal 10, minimal 10, minimal . .
infiltration in alveolus mild to mild
Trachea
Macropha.ge/mu.ltmucleat.ed 0 0 / / 0 0 9, minimal 10, minimal
giant cell in lamina propria to moderate
D1§angngement of mucosal 0 0 / / 0 0 0 6, mlmmal to
epithelium mild
1nﬂam.matory gell infiltration 0 0 / / 0 0 0 3. minimal
in lamina propria
Liver
Single cell necrosis of . 2, minimal to . 10, minimal
hepatocyte 0 0 / 6, minimal 0 mild 3, minimal to mild
. .. 2, , minimal 3, minimal to | 6, minimal to
Focal necrosis of hepatocyte 0 0 / 6, minimal 0 to mild moderate moderate
Microgranuloma 5, minimal 6, minimal / 8, minimal 5, minimal 5, minimal 4, m:lrllggal to 4, minimal
Swelling/yellow brown 10. minimal
pigmentation of sinusoidal 0 0 / 2, minimal 0 2, minimal 7, minimal >
cell to mild

/: Not done
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£ 26.7.7.2-1 v rE£AVIGERRERORSEERE 6
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 27
Number of  Animals . . . . . . . .
(Recovery) M: 10 (5) F:10(5) M:10(5) F:10(5) M:10(5) F:10(5) M:9(5) F:10(5)
Bile duct proliferation 0 0 / 0 0 0 0 4, minimal
Degeneration/necrosis of .
bile duct epithelium 0 0 / 0 0 0 0 3, minimal
Vacuolation of bile ductal 0 0 / 0 0 0 9, minimal | 10, minimal
epithelium
Adrenal glands
Increasesi large. lipoid 0 0 1, minimal 0 4, mln%mal to 8. minimal 5, mm?mal to 7. minimal
droplet in fascicular cell mild mild
Decreaged lipoid droplet 0 0 0 0 0 0 3. minimal 6, mln}mal to
in fascicular cell mild
Yellow brown
pigmentation in 0 0 0 0 0 0 0 5, minimal
sinusoidal cell
Tooth
Remngntpf eosinophilic 0 0 / / 0 0 7. minimal 10, mlqlmal to
material in enamel space mild
Degenerahqn/n@romg of 0 0 / / 0 0 4, minimal 10, mnpmal to
ameloblast in mid region mild
Dilatation of capillary at
papillary layer in mid 0 0 / / 0 0 4, minimal 8, minimal
region
Dlsarranger'nent'of ' 0 0 / / 0 0 1, minimal 3, m1n¥ma1 to
ameloblast in mid region mild
Dlsarrangement (.)f . 0 0 / / 0 0 0 4, minimal
odontoblast in mid region

/: Not done
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£ 26.7.1.2-1 Sy rtxAN-IERREROKZSSHEHSR D)
Test Article: Alectinib Hydrochloride

Dose (mg/kg/day) 0 (Control) 27
Number of  Animals . . . . . . . .
(Recovery) M: 10 (5) F:10(5) M:10(5) F:10(5) M: 10 (5) F:10(5) M:9(5) F:10(5)
Kidneys

Yellow brown 9. minimal to

pigmentation in proximal 0 0 / / 0 0 5, minimal ’ .

mild

tubule
Bone, sternum

Decreased trabecular 0 0 / / 0 0 4, minimal 6, minimal

bone
Bone, Femur

Increased activated 0 0 / / 0 0 8, minimal | 9. minimal

osteoclast in metaphysis

Decreased trabecular 7, minimal to | 5, minimal to

. . 0 0 / / 0 0 . .

bone in metaphysis mild mild
Pituitary glands

Atrophy of anterior cell 0 0 / / 0 0 1, minimal 3, minimal
Mandibular glands

Decreased granule in 0 0 / / 0 0 2, minimal 2, minimal

granulated duct
Skin/Subcutis

Thickening of epidermis 0 0 / / 0 0 2, minimal 7, mgllﬁl;al to
Prostate gland

Glandular atrophy 0 NA / NA 0 NA 3 mgllggal o NA
Seminal vesicle

Glandular atrophy 0 NA / NA 0 NA 1, mild NA
Mammary glands

Atrophy / 0 / / / 0 / 2, minimal
/: Not done
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% 26.7.7.2-1 v rERAVCIERRERORSSEHER )
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 27
umber of Animals (Recovery : : : : : : : :
Number of Animals (R ) M: 10 (5) F:10(5) M:10(5) F:10(5) M:10(5) F:10(5) M:9(5) F:10(5)
Adipose tissue
Atrophy of adipose tissue in 0 0 / / 0 0 2 minimal 3, minimal to
subcutis ’ mild
Histopathology: Day 148
Spleen
Increased .exFramedullary 0 0 3, minimal / 2, minimal 0 > mlmmal to 3, minimal
hematopoiesis mild
Stomach
Macrophage infiltration in 0 0 / / / 0 0 1. minimal
glandular mucosa ’
Lymphocyte infiltration in 0 0 / / / 0 0 1. minimal
glandular mucosa ’
EXteIl.SIOI’I of proliferating 2, minimal 4, minimal / / / 4, minimal 5, minimal 4, mln}mal to
zone in glandular mucosa mild
Ileum
Macrophage/multinucleated 0 0 / / 0 0 2 minimal 2 minimal
giant cell in mucosa ’ '
Mesenteric lymph node
Macrop hage/erythrophagy in 4, minimal 5, minimal 1, minimal 3, minimal 2 mlmmal |4 m1n¥mal o S, mild 5, mild
sinus mild mild
Hemosiderin deposition 0 0 0 0 3, minimal 3, minimal fﬁ;?ig?a:g fﬁ;?ig?a:g
Lung
foamy .macriophage 2, minimal 2, minimal 1, minimal 2, minimal 3, minimal 4, minimal 5, minimal 5, minimal
infiltration in alveolus

/: Not done
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£ 26.7.7.2-1 v rE£AVIGERRERORSEERE 6
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 27
Number of Animals (Recovery) M: 10 (5) F:10(5) M:10(5) F:10(5) M:10 (5) F:10(5) M:9(5) F:10(5)
Trachea
Disarrangement of mucosal -
o 0 0 / / / 0 0 2, minimal
epithelium
Macrophage/multinucleated 5, minimal to
. : . . 0 0 / / / 0 0 .
giant cell in lamina propria mild
Adrenal glands
¥ncreas.ed large lipoid droplet 0 0 / / 0 / 1, minimal 0
in fascicular cell
Kidneys
Yellow brown pigmentation 0 0 / / 0 0 1, minimal | 3, minimal
in proximal tubule

/: Not done
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% 2.6.7.7.3-1

Report Title : A 4-week Repeated Dose Oral Gavage Toxicity Study of CH5424802-002 in Cynomolgus Monkeys Followed by a 4-week Recovery Period
Test Article: Alegtinib Hydrochloride
Study Number : TOX|§S-0127

Species/Strain : Cynomolgus monkey

Initial Age : 3 years

Date of First Dose

Vehicle/Formulation :

A Y |

% HPCD / “ mol/L MsOH GLP Compliance : Yes
ol/L HCl solution

Duration of Dosing : 4 weeks
Duration of Postdose : 4 weeks
Method of Administration : Oral gavage, once daily

Location in CTD : 4.2.3.2-6

NOAEL : < 1.7 mg/kg/day

Special Features : None
Dose (mg/kg/day) 0 (Control) 1.7 15
Number of Animals (Recovery) M:3(2) F:3(Q2) M:3 F:3 M:3(2) F:3(2) M:3(2) F:3(2)
TK : CH5424802-000
Number of Animals 5 5 3 3 5 5 5 5
Mean Cp,x (ng/mL) Day 1 BLQ BLQ 119+ 58 107 +7 305 £ 104 346 + 128 449 + 108 444 + 63
Day 28 BLQ BLQ 102 + 49 92.5+25.6 205+ 64 302 £ 131 456 =175 464 £ 83
Mean AUC o4 Day 1 Not determined | Not determined 1370 + 560 1210 £ 150 3730 + 1340 3950 £ 1980 6730 £2140 6910 + 1380
(ng-h/mL) Day 28 | Not determined | Not determined | 1160 = 620 1300 + 280 2400+ 1120 | 3980+2210 | 6530+£2630 | 6540+ 2550
Noteworthy Findings
Died or Euthanized Moribund 0 0 0 0 0 0 0 0
Body Weight (kg) Day 28 3.30+0.30 2.74+0.23 3.60+0.50 2.57+0.12 3.20+0.36 2.60 +£0.21 3.42+0.44 2.54+0.23
Food Consumption Day 14 | 1000£00 | 100.0£0.0 | 100.0£0.0 | 100.0£001 | 1000£00 | 92.0+17.9 | 952=67 | 782+ 17.4*
(g/animal/day)
Clinical Observation
(No. of animals)
Blackish stool 0 0 0 0 3 4 5 4

Data are shown in Mean + SD. BLQ: Below the limit of quantification (< 1 ng/mL)
*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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% 267731 A=V4FILERN-AERREZOKRSSHERER D)
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 1.7 15
Number of Animals
(Recovery) M:3(2) F:3(2) M:3 F:3 M:3(2) F:3(2) M:3(2) F:3(2)
Hematology: Day 28
RBC ( x 10°uL) 5.61+0.58 5.37+0.36 5.96 +0.38 5.48 £0.60 5.55+£0.33 5.29+0.28 5.23+0.37 5.10+£0.24
HGB (g/dL) 13.70 £ 1.24 13.08 = 0.44 14.03 £0.12 13.10£0.92 13.26 £0.61 13.28 £0.23 12.80£0.70 12.48 £ 0.64
HCT (%) 44.18 £3.89 4226 +1.21 44.80 +1.23 4243 +£3.27 41.62+2.49 42.84 +1.40 39.98 £2.49 39.24 +2.87
MCYV (fL) 78.88 £4.61 78.94 £4.17 75.40£6.15 77.63 £3.67 75.06 £ 4.06 81.02 +£3.09 76.52 £2.61 77.04 £5.86
MCHC (g/dL) 31.00+£0.19 30.92+£0.29 31.33+£0.59 3090046 | 31.90+0.58* | 31.00+£0.72 | 32.04+£0.59* | 31.84+0.91
Poikilocytes
(No. of animals)
Burr cell 0 1 5 5
Fragmented cell 0 0 0 1 2 4 5 5
Leptocytes 0 0 0 0 0 0 0 1
Blood Chemistry: Day 28
Direct bilirubin (mg/dL) 0.00+0.00 0.00£0.00 0.00+0.00 0.00+0.00 0.00+0.00 0.00 £ 0.00 0.08+0.18 0.04 £0.09
. J4 = J2x 90 + 7+ 30=x S22+ 94 + 24 =
Hepatie ALP (UL G020 | s | aea | ssa | imes | sexs | 18w | as
Bone ALP (U/L) 1962.10 + 1104.22 + 2053.17 + 1367.57 + 2102.62 + 1195.00 + 2075.34 + 884.06 +
415.15 401.54 590.07 189.54 542.95 377.18 417.81 323.41
Organ Weight: Day 29
Liver (% of BW) 1.56 +0.08 1.89+£0.13 1.63£0.15 1.84+0.10 1.77 £0.09 2.07£0.07 1.94+0.16" 2.25+£0.28
Gross Necropsy: Day 29
Enlargement liver 0 0 0 0 0 0 1 1
Dilatation of cecum 0 0 0 0 0 0 1 1
Dilatation of colon 0 0 0 0 0 0 1 1

Data are shown in Mean + SD.

*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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Test Article: Alectinib Hydrochloride

Dose (mg/kg/day)

0 (Control)

1.7

15

Number of Animals
(Recovery)

M:3(2) F:3(2)

M:

M:3(2)

F:3(2)

M:3(2)

F:3(2)

Histopathology: Day 29

Liver
Enlargement of
hepatocyte
Enlargement of Kupffer
cell
Inflammatory cell
infiltration in Glisson’s
sheath

2, minimal

1, minimal

1, minimal

1, minimal

0

1, minimal

Spleen
Congestion of red pulp

1, minimal

Adrenal glands
Hypertrophy of cortical
cell at fascicular zone

Hypertrophy of cortical
cell at reticular zone

1, minimal

2, minimal

2, minimal

2, minimal

Bone marrow, sternum
Increase in neutrophil

2, minimal

2, minimal

Stomach

Multinucleated parietal
cell

1, minimal

1, minimal

Duodenum
Extension of mucosal
proliferative zone

1, minimal

1, minimal

&AL

i L9T

o

8¢ a8eq



% 267731 A=V4FILERN-AERREZOKRSSHERER D)
Test Article: Alectinib Hydrochloride

Dose (mg/kg/day) 0 (Control) 1.7 15
Number of Animals . ) ) . . . .
(Recovery) M:3(2) F:3(2) M: M:3(2) F:3(Q) M:3(2) F:3(2)
Cecum

Exte.ns10r.1 of mucosal 0 0 0 2, minimal 2, minimal 3, mm?mal 0 3, mild

proliferative zone mild
Colon

Extension of mucosal 0 0 0 0 1, minimal 3, minimal 3, minimal

proliferative zone
Rectum

Extgnsmg of mucosal 0 0 0 0 0 1, minimal 0

proliferative zone

Histopathology: Day 92

No test article-related abnormalities
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Report Title : A 13-week Repeated Dose Oral Gavage Toxicity Study of CH5424802-002 in Cynomolgus Monkeys Followed by an 8-week Recovery Period
Test Article: Alectinib Hydrochloride
Study Number : TOXB-0027

Species/Strain : Cynomolgus monkey
Initial Age : 3 years old

Date of First Dose : [J(M), Il ®) 20

Vehicle/Formulation : [l w/v% HPMC/ mol/L HCl

solution

Special Features : None

Duration of Dosing : 13 weeks
Duration of Postdose : 8 weeks
Method of Administration : Oral gavage, once daily

GLP Compliance : Yes

Location in CTD : 4.2.3.2-7

NOAEL : < 1.3 mg/kg/day

Dose (mg/kg/day) 0 (Control) 1.3 12
Number of Animals (Recovery) M: 3 (2) F:3(2) M:3 F:3 M:3(2) F:3(Q) M:3(2) F:3(2)
TK : CH5424802-000
Number of Animals 5 5 3 3 5 5 5 5
M(Zagljnfﬁj) Day 1 BLQ BLQ 5084269 | 87.5+82 170 + 42 175 + 45 394 + 129 439+ 82
Day 91 BLQ BLQ 83.4 94.3 +26.0 243 +33 189 + 51 461+ 134 463 + 60
Mean AUC .4 Day 1 | Notdetermined | Not determined | 792 + 274 942 + 133 2700+ 530 | 25204420 | 6640+2370 | 6410+ 1170
(ng-h/mL)  Day91 | Not determined | Not determined 894 1030 + 60 3610+ 580 | 281041040 | 7060 +2530 | 6920 + 1680
Noteworthy Findings
1(death due to
spontaneous
Died or Euthanized Moribund 0 0 acute 0 0 0 0 0
dilatation of
stomach,
day81)
Body Weight (kg):Day 91 4.06+0.59 | 2.70+0.21 4.05 277+031 | 422+071 | 268+033 | 4.12+0.79 | 2.72+0.26
Food Consumption 1000400 | 914+119 | 100.0+0.0 | 100.0+0.0 | 100.0+0.0 99.2+ 1.8 100.0 + 0.0 95.8 +9.4
(g/animal/day): Day 91

BLQ: Below the limit of quantification (< 1 ng/mL)
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Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 1.3
Number of Animals
(Recovery) M:3(2) F:3(2) M:3 F:3 M:3(2) F:3(2) M:3(2) F:3(2)
Hematology: Day 91
RBC ( x 10%uL) 5.91+0.30 5.56+0.21 5.53 5.59+0.57 5.65+0.20 5.10+£0.26 5.14+0.37" 523+0.26
HGB (g/dL) 13.80 = 0.68 13.38 £0.51 13.15 13.30 £ 0.95 13.60 + 0.44 12.52 £0.72 12.66 +1.40 12.76 £ 0.62
HCT (%) 45.38 £1.40 44.00 £ 0.99 42.20 43.47+2.93 44.46 +0.96 | 40.66+1.64" | 40.66+3.81 40.80 £2.44
Poikilocytosis
(No. of animals)
Burr cell 0 0 1 0 1 1 5 5
Fragmented red cell 0 0 1 0 1 1 5 5
Spherocyte 0 0 0 0 0 0 0 1
Blood Chemistry: Day 91
v-GT (U/L) 81.8+13.0 69.6 £ 13.6 84.0 67.7+16.3 114.8 + 10.5° 87.4+21.0 98.0+23.3 78.6 +£29.9
. 118.16 + 173.96 + .67 £ 122.36 + 162.50 + 224,58 + 28+
Hepatic ALP (U'L) 286.065 7837%?) 67.90 735;978 42.3565 38.59% 103?24 32739 8;8
Organ weight: Day 92
Liver (% of BW) 1.30+0.14 1.80 +0.15 1.47 1.77+0.23 1.66 +0.03" 191+0.19 | 1.77+0.10™ | 2.11+0.01
Necropsy: Day 92
Dilatation of the cecum 0 0 0 0 0 0 2 1
Dilatation of the colon 0 0 0 0 0 0 2 1
?(;rel;;lllsscoloratlon of the 0 0 0 0 0 0 3 1
Elﬁ)gv;/msh change in the 0 0 0 0 0 0 | 0
Reddish patch of all lobes
in the lutf)gs 0 0 0 0 0 0 ! 0

Data are shown in Mean £ SD.

*p < 0.05, **p < 0.01: Statistical analysis was performed using the decision tree in toxicological software.
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Test Article: Alectinib Hydrochloride

Dose (mg/kg/day)

0 (Control)

1.3

12

Number of Animals
(Recovery)

M: 3 (2)

F:3(2)

M:

M:3(2)

F:3(2)

M:3(2)

F:3(2)

Histopathology: Day 92
Liver
Enlargement of hepatocyte
Proliferation of bile duct

Inflammatory cell
infiltration in Glisson’s
sheath

0
2, minimal

0

1, minimal
1, minimal

0

2, minimal
3, minimal

2, minimal

Adrenal glands
Decrease in lipid droplet of
cortical cell at fascicular
zone
Hypertrophy of cortical cell
at reticular zone

3, minimal

3, mild

1, minimal

2, minimal

Stomach

Extension of mucosal
proliferative zone

3, minimal

3, minimal

Cecum

Extension of mucosal
proliferative zone

1, minimal

1, minimal

3, minimal

3, minimal

Colon

Extension of mucosal
proliferative zone

1, minimal

1, minimal

3, minimal

2, minimal

Rectum

Extension of mucosal
proliferative zone

1, minimal

2, minimal

1, minimal
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#* 2.6.7.7.4-1

VA FILERVEISERREZOREEEHAR (B

Test Article: Alectinib Hydrochloride

Dose (mg/kg/day)

0 (Control)

1.3

12

Number of Animals (Recovery)

M: 3 (2)

F:3(2)

M:

M:3(2)

F:3(2)

M:3(2)

F:3(2)

Lung
Perivascular accumulation
of hemosiderin-pigmented
macrophage
Multifocal hemorrhage at
alveolus

1, mild

1, mild

Histopathology: Day 148
Adrenal glands

Decrease in lipid droplet of
cortical cell at fascicular
zone

1, minimal

1, minimal

1, minimal
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2.6.7.8
2.6.7.8.1

In vitro Bic&=14
HMEZAW-EBRERETEHR (T—LXHER)
* 2.6.7.8.1-1

HMEZRAW=ERE

Report Title : Bacterial Reverse Mutation Test of CH5424802-002

Test for Induction of : Reverse mutation in bacterial cells
Strains : S. typhimurium (TA100, TA1535, TA9S8, TA1537), E. coli (WP2uvrAd)

Metabolizing Systems : Rat liver S9

Vehicle : DMSO

Positive Controls : S9 — : AF-2, NaNj, 9-AA
S9+ :2-AA

Treatment : Plate method and pre-incubation method (20 minute incubation)
Cytotoxicity : S9 — : Microbial toxicity was not observed in any test strain up to 1000 pg/plate.

S9 + : Microbial toxicity was not observed in any test strain up to 1000 pg/plate.
Genotoxicity : None

AREERAR (T—LXHER)

No. of Independent Assay : 2
No. of Replicate culture : 3

Date of Treatment : - 20.

Test Article :

Alectinib Hydrochloride

Study Number. :

TOXH

-0153

Location in CTD : 4.2.3.3.1-1

GLP Compliance : Yes

Dose Level Plate Method : Revertant Colony Counts/Plate (Mean + SD)
Test Article (ng/plate) TA100 TA1535 TA98 TA1537 WP2uvrA4
He'p S9— SO+ SO — SO+ SO — SO+ SO — SO+ SO — SO+
DMSO 0 112+ 1 119+ 10 11+1 13+£3 21+1 26+3 11+3 20+ 1 36+ 1 40+ 4
31.3 112+ 8 125+ 6 11+£2 12+2 20+3 25+5 13+£2 19+£3 37+2 40+ 1
62.5 123+ 10 132+ 12 10+£1 13+£2 20+£2 25+1 12+£2 22+£2 34 +£1 4143
Alectinib 125 127+ 4 134+ 4 11+0 12+ 1 18+1 27+3 13+£2 18+2 36+2 4143
Hydrochloride 250* 112+ 8 134 £ 13 12+1 13+£2 19+3 262 12+2 18+2 362 40+ 1
500%* 125+2 129+ 15 9+1 10+1 19+4 25+2 14+3 19+£3 33+3 41 +4
1000* 110+ 3 125+9 9+1 10£2 16 +£2 23+3 13+£3 19+£3 35+£2 42 +3
AF-2 0.01 857 + 33 / / / / / / / 237+ 19 /
0.1 / / / / 1182+ 22 / / / / /
NaN; 0.5 / / 597+ 12 / / / / / / /
9-AA 80 / / / / / / 343 + 37 / / /
0.5 / / / / / 238+ 15 / / / /
1 / 1762 + / / / / / / / /
2-AA 100
2 / / / 277 + 14 / / / 215+ 17 / /
10 / / / / / / / / / 1348 + 30

AF-2: 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide, NaNj:

*: Precipitation was observed.

Sodium azide, 9-AA: 9-aminoacridine hydrochloride, 2-AA: 2-aminoanthracene
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# 2.6.7.8.1-1 #HEZAV-RIFEAZTERR (T—LXKHER) &
Dose Level Pre-incubation Method : Revertant Colony Counts/Plate (Mean + SD)

Test Article (ng/plate) TA100 TA1535 TA98 TA1537 WP2uvrA
HEP SO — SO+ SO — SO+ SO — SO+ SO — SO+ SO — SO+
DMSO 0 100+ 3 110+ 10 8+2 10+1 18+3 28+ 2 14+3 20+ 1 28+6 33+£2
31.3 98 £2 109+ 7 10+£3 1141 18+2 25+1 14+2 18+3 24 +3 33+2
62.5 102 +7 108 £ 9 942 10+1 18+2 27+4 14+2 21 +£2 21+2 34+ 4
Alectinib 125 99 +3 109+ 0 11+4 9+1 18+2 23+2 15+2 19+2 24+ 2 32+0
Hydrochloride 250%* 101 £3 105+2 9+1 9+2 18+ 1 26+ 4 14+2 20+3 22+ 1 32+0
500%* 102 £ 11 102+3 5+1 7+1 14+1 24+ 4 18+5 21+£3 26+ 1 33+2
1000* 97+6 109 £ 11 6+1 7+1 17+3 21+£3 15+4 19+ 6 27+ 2 34+2

AF-2 0.01 937 +£28 / / / / / / / 194 +11 /
0.1 / / / / 754+ 23 / / / / /

NaNj; 0.5 / / 566 + 19 / / / / / / /
9-AA 80 / / / / / / 235+ 12 / / /

0.5 / / / / / 260+ 5 / / / /

1 / 1029 + 38 / / / / / / / /

2-AA 2 / / / 200+ 9 / / / 164 + 15 / /
10 / / / / / / / / / 1207 £+
144

AF-2: 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide, NaNj: Sodium azide, 9-AA: 9-aminoacridine hydrochloride, 2-AA: 2-aminoanthracene
*: Precipitation was observed.
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2.6.7.8.2 #FEHCHLMRZAV-2BAREEHR
% 2.6.7.8.2-1 1% CHLMla AL -2 BAKEERR

Report Title : Chromosomal Aberration Test of CH5424802-002 with CHL Cells

Test Article :
Alectinib Hydrochloride
Test for Induction of : Chromosome aberrations No. of Independent Assays : 2 Study Number : TOXIl-0154
Strain : CHL/IU (fibroblast derived from lung of female Chinese hamster) No. of Replicate Cultures : 2 Location in CTD : 4.2.3.3.1-2
Metabolizing System : Rat liver S9 No. of Cells Analyzed/Culture : 200
Vehicle : DMSO
Positive Control : S9 - : MMC
S9+ :BP
Treatment : Short term treatment assay: 6 h treatment (S9 —/ + ) -18 h recovery Date of Treatment : -to - 20. GLP Compliance : Yes
Continuous treatment assay: 24 h treatment (S9 —)
Cytotoxicity : The lowest concentrations at which the cell growth index reduced to less than 50% were 6 pg/mL, 10 ug/mL, and
5 pg/mL in the short-term assay — S9 mix, the short-term assay + S9 mix, and the continuous assays.
Genotoxicity : The incidence of numerical aberrant cells (polyploidy) was slightly increased at 10 pg/mL in the short-term
assay with S9 mix.
Test Article Dose Metabolic | Treatment- | No. of Cells | Cell growth index Total Structural Total Numerical
(ng/mL) | Activation | Recovery Analyzed (%) Aberrant Cells (%) Aberrant Cells (%)
(h) /Culture (polyploids)
Short-term DMSO 0 - 6-18 200 100.0 0.5 0.0
treatment Alectinib 4 - 6-18 200 79.1 0.0 1.5
assay . 5 - 6-18 200 56.5 0.0 1.5
Hydrochloride 6 = 6-18 200 333 0.0 1.0
MMC 0.1 — 6-18 200 not determined 27.0 0.0
DMSO 0 + 6-18 200 100.0 0.0 0.0
7 + 6-18 200 72.1 0.0 0.5
Alectinib 8 + 6-18 200 68.0 0.0 1.0
Hydrochloride 9 + 6-18 200 54.9 0.0 1.0
10 + 6-18 200 394 0.0 4.0
BP 10 + 6-18 200 not determined 39.5 0.0
Continuous DMSO 0 - 24-0 200 100.0 0.0 0.0
treatment Alectinib 3 - 24-0 200 71.0 0.5 0.0
assay Hvdroehlorid 4 - 24-0 200 57.6 0.0 0.0
ydrochioride 5 - 24-0 200 37.5 0.5 0.0
MMC 0.05 - 24-0 200 not determined 19.0 0.0

MMC: Mitomycin C, BP: Benzo[a]pyrene
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2.6.7.8.3 TKefil@ZzRA UL =/MZEHER (BFREH)

% 2.6.7.8.3-1

Report Title : Study to elucidate the mechanisms of micronucleus induction by CH5424

Test for Induction of : Micronuclei with or without centromere
Strain : TK6 cells
Metabolizing System : No metabolic activation

TK6#AfE = AL = /MEERER (BEFFAZEA)

802-002 in TK6 cells

No. of Independent Assays : 1
No. of Replicate Cultures : 2
No. of Cells Analyzed : More than 1000

Test Article :

Alectinib Hydrochloride

Study Number : TOX[JJ-00198
Location in CTD : 4.2.3.3.1-3

cells/culture well for micronucleus test and a total

of more than 100 micronuclei/concentration for

FISH analysis
Vehicle : DMSO
Positive Control : S9 —: MMS
Treatment : 24 h continuous treatment

Cytotoxicity : 6.3 pg/mL

Date of Treatment : - 20.

Genotoxicity : Alectinib Hydrochloride significantly induced CMN (FISH-signal positive micronucleated cell).

GLP Compliance : No

Test Article Dose Metabolic RCC PD MN cells” FISH analysis on100 MN Frequency/1000 cells” Mitotic
(ug/mL) | Activation (%) (%) Positive (%)”/Negative (%) CMN cells MNN cells cells (%)
DMSO 0 - 100 1.7 1.6 53/47 8.5 7.5 1.6
0.4 - 85 1.4 1.6 NE NE NE 1.9
0.9 - 62 1.0 2.4 NE NE NE 1.5
1.8 - 47 0.6 2.8 NE NE NE 1.6
Alectinib 2.7 - 42 0.4 3.4 77/23%* 26.2%* 7.8 0.9
Hydrochloride 3.6 - 41 0.4 3.7 82/18* 30.3* 6.7 1.2
4.5 - 39 0.3 4.47 63/37 27.7* 16.3 1.5
54 - 38 0.3 43" 62/38 26.7* 16.3 1.5
6.3 - 31 0.0 7.27 NE NE NE 1.5
MMS 15 - 49 0.6 6.0 54/46 32.4* 27.6* 1.2

RCC: Relative cell count; PD: Population doubling; MN: Micro nuclei; CMN: Centromere-positive MN; NMN: Non-centromeric MN; MMS: Methylmethanesulfonate

NE: Not evaluated

The value of each dose was the mean of the value with duplicate culture well.

1) Calculated from a) and b) at each treatment; CMN =a X 10 x b/100, NMN =a X 10 - CMN
#MN cells (%) was higher than 2-fold that of the solvent control.

*p<0.01, Fisher’s exact test (FISH analysis and mitotic cells)
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2.6.7.9
2.6.7.9.1

In vivo BIzEE
5w kEAW= in vivo /IMNEEER
* 2.6.7.9.1-1

S FERW: /n vivoINMEERER

Report Title : Micronucleus Test of CH5424802-002 in Rat Bone Marrow - Oral Administration Route -

Test for Induction of : Bone marrow micronuclei
Species/Strain : RccHan™ :WIST rats, male
Initial Age : 7 weeks
Cells Evaluated : Immature erythrocytes

No. of Immature erythrocytes Analyzed/Animal: 2000
Special Feature : Toxicokinetic analyses were conducted in animals (3 males/group) received a single dose of either vehicle

Toxic/Cytotoxic Effects : None
Genotoxic Effects : At 500 mg/kg and above, statistically significant increases in the incidence of MNIMEs
Evidence of Exposure : Toxicokinetics

or the test article ( > 200 mg/kg).

Treatment Schedule : Once daily for 2 consecutive days

Sampling Time : 24 hr after the final administration

Method of Administration : Oral gavage
Vehicle/Formulation :

MsoH/

v /v% HPCD/MEMmol/L
mol/L HCI solution

Test Article :

Alectinib Hydrochloride

Study Number : TOX|I}
Location in CTD : 4.2.3.3.2-1

0155

Date of Dosing : . and . - 20.

GLP Compliance : Yes

Test Article Dose Sampling No. of No. of IMEs MNIME No. of IME Ratio among Crax AUC .04
(mg/kg/day) | Time (h) | Animals/ Analyzed Number Erythrocytes Total Erythrocytes (ng/mL, (ng-h/mL,
Group /animal (%, Mean + SD) Analyzed/animal (%, Mean + SD) Mean+ SD) Mean+
SD)
Vehicle 0 2000 13 (0.11 £0.09) 1000 64.6+42 BLQ /
500 2000 277(0.23 £0.17) 1000 623+40 3030 + 840 55800 +
9800
Alectinib 1000 24 M6 2000 337 (0.28 £ 0.09) 1000 60.3+5.3 3020 + 950 59400 +
Hydrochloride 12700
2000 2000 26" (0.22 +£0.11) 1000 60.6+£5.2 2810 + 460 53700 +
4300
CP 20 2000 766™ (6.38 £1.43) 1000 37.2+£5.8** / /
Vehicle 0 2000 14 (0.12+ 0.05) 1000 63.0+22 BLQ /
6 2000 12 (0.10 +£ 0.06) 1000 622+1.6 / /
Alectinib 20 2000 12 (0.10 +£0.06) 1000 60.3+3.8 / /
Hvdrochloride 60 24 M6 2000 15(0.13+0.10) 1000 632+22 / /
Y 200 2000 23 (0.19 £ 0.08) 1000 61.9+£5.0 1850 + 260 36700 +
5400
CP 20 2000 6477 (5.39 £ 1.84) 1000 322+£5.0** / /

IME: Immature erythrocyte; MNIMEs: Micronucleated IMEs; MEs: Mature erythrocytes; CP: Cyclophosphamide monohydrate; BLQ: Below the limit of quantification (<1 ng/mL)
/: Not done; Statistical analysis: ** p=0.01: Student's ¢-test; # p=0.05, ## p=0.01: Kastenbaum & Bowman's method

&AL

i L9T

o

Y a8eq



2.6.7.9.2  Svw FERAW= invivo /MEERER (BEFEERR)
% 2.6.7.9.2-1 Sy rZAWE in vivoINZEER (BEFE#ZER)

Report Title : Micronucleus test of CH5424802-002 in rat bone marrow with FISH analysis

Test Article :
Alectinib Hydrochloride
Test for Induction of : Bone marrow micronuclei Treatment Schedule : Once daily for 2 consecutive days
Species/Strain : RccHan'™:WIST rats, male Sampling Time : Between 22 to 24 h after the final Study Number : TOX.—OO4O
administration
Initial Age : 7 weeks Method of Administration : Oral gavage (MMC, VBS: Locationin CTD : 4.2.3.3.2-2
intravenous
Cells Evaluated : Immature erythrocytes Vehicle/Formulation : .w/v% HPCD mol/L MsOH/  Date of Dosing : . and .- 20.
I 0l/L HCI solution
No. of Immature erythrocytes Analyzed/Animal : 2000 FISH analysis : up to 100 MNIMEs/animal GLP Compliance : Yes

Special Feature : Toxicokinetic analyses were conducted in animals (3 males/group) received a single dose of either

vehicle or the test article.
Toxic/Cytotoxic Effects : At 1000 mg/kg/day, statistically significant decrease in the ratio of immature erythrocytes to the total erythrocytes
Genotoxic Effects : At 500 and 1000 mg/kg/day, statistically significant increases in the number of FISH-signal positive MNIMEs
Evidence of Exposure : Toxicokinetics

&AL

i L9T
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Test Article Dose Sampling No. of MNIMEs/ Observed MNIMEs FISH analysis on Frequency/ Cnax AUCo4n
(mg/kg/day) | Time (h) | Animals/ IME"? MNIME:s (%) 1000 cells (ng (ngh
Group (%, Mean + Total | FISH | FISH FISH- FISH- FISH- FISH- /mL, /mL,
SD) -Pos | -Neg | Pos” Neg Pos Neg | Meant | Meant
MNIME | MNIME | MNIME | MNIME | SD) SD)
Vehicle 0 0.15+0.06 502 77 425 15.3 84.7 0.23 1.27 BLQ /
100 0.18£0.06 / / / / / / / 2100+ | 37000 +
140 900
200 0.21+0.14 / / /! / / / / 3210+ 58700 =
Alectinib 790 10900
Hydrochloride 500 B 0.25+0.06* 600 2447 356 40.7 59.3 1.02 1.48 4140+ | 74900 =
etween | nrg 270 6800
22 t0 24 7
1000 042+ 552 226 326 40.9 59.1 1.72 2.48 4440 84200 +
0.17** +330 8100
MMC 2 5.68 £ 600 70 530 11.7 88.3 6.63 50.17 / /
1.57%*
VBS 0.5 318+ 600 4517 149 75.2 24.8 23.90 7.90 / /
1.10**

IMEs: immature erythrocytes; MNIMEs: micronucleated IMEs; /: Not done; BLQ: Below the limit of quantification (<1 ng/mL); MMC: Mitomycin C; VBS: Vinblastine sulfate,
1) Calculated from a) and b) at each treatment; Frequency of FISH-Pos MNIMEs=ax10xb/100, Frequency of FISH-Neg MNIMEs=ax10-Frequency of FISH-Pos MNIMEs, Statistical
analysis: *P<0.05, ** P<0.01: Mann-Whitney U-test, # P<0.01: Fisher's exact test
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2.6.7.13 4AFERLESM : - RIRFELEICEHT SR
2.6.7.13.1 Sy bRV - REREICET 5 HEHREAR
£ 2671311 Sy rZzRAVER - BRELICET 2AERERR

Report Title : A Preliminary Study for Effects of CH5424802-002 on Embryo-fetal Development by Oral Gavage Dose in Rats
Test Article: Alectinib Hydrochloride
Study Number : TOXIN-0019

Species/Strain : RccHan'":WIST rats Duration of Dosing : GD 7 to 17

Initial Age : 13 weeks
Date of First Dose : ll20.
Vehicle/Formulation :

solution

Special Features : None

Day of Mating : GD 0
Day of Section: GD 20

w/v% HPMC/- mol/L HC1 Method of Administration : Oral gavage, once daily

Location in CTD : 4.2.3.5.2-1

GLP Compliance : Yes

NOAEL :
FO Female: 3 mg/kg/day for general toxicity
and 9 mg/kg/day for reproductive function
F1 Litters: 3 mg/kg/day

Dose (mg/kg/day) 0 (Control) ‘ 3 9 27

Dam

TK: CH5424802-000

Number of Animals 2 2 2 2

Mean Cax (ng/mL) GD 7 BLQ 344 991 1910
GD 17 BLQ 827 2140 3590

Mean AUC .4, (ng-h/mL) GD7 Not determined 6060 16000 38800
GD17 Not determined 13900 40600 66400

No. of Pregnant 6 6 6 6

No. of Died or Sacrificed Moribund 0 0 0 0

No. of Aborted or with Total Resorption of
Litter

All dams showed total litter loss.

Clinical Observations

No test article-related changes were observed.

Necropsy Observations

Red focus of the glandular stomach, dark-
red discoloration in the mesenteric lymph
node, diminished size and black-brown
discoloration in the adrenal glands were
observed.

Body Weight (g): GD 17

312.88 £22.94 308.12£9.47

296.98 +13.12*

259.82 £ 10.97**

Food Consumption (g/animal/day): GD17-18

23.32+£2.26 24.53£3.14

21.17 £2.66

15.45 + 3.38™

Data are shown in Mean + SD, BLQ: Below the limit of quantification; GD: Gestation day; — No noteworthy findings
*p< 0.05, **p< 0.01 : Statistical analysis was performed using the decision tree in toxicological software or SAS system.
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# 26.7.13.1-1 Sy rZRAVEE - BREAICEITLIAERTERER (B
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 3 9 27
No. of Corpora Lutea 143+1.5 145+0.5 133+1.2 133+£23
No. of Implantations 125+2.6 128+ 1.5 125+1.0 122+ 1.3
Preimplantation Loss (%) 129+153 11.6 +8.7 5.8+93 7.6+9.7
Litters
No. of Live fetuses 11.8+2.7 11.5+2.8 11.2+2.0 0.0+£0.0
Embryonic Death (%) 45453 11.5+134 84+11.1 69.2 + 31.7*%*
Early Fetal Death (%) 1.2+2.9 0.0+0.0 2.7+4.1 30.8 +£31.7*
Late Fetal Death (%) 0.0+ 0.0 0.0+0.0 0.0+ 0.0 0.0+ 0.0
Post-implantation Loss (%) 5.7+6.6 11.5+13.4 11.1+£11.6 100.0 + 0.0**
Fetal Body Weight: Male/Female (g) 333‘;1%21%/ 333%1(())1218/ 33‘;11%2117/ -
Fetal Sex Ration (% males) 58.15+15.04 52.05 £ 13.06 49.49+ 14.27 —
Placental Observations Normal Normal Normal —
External Examination
No. of Fetuses evaluated 71 69 67 -
External Anomaly (%) 0.0+ 0.0 0.0+ 0.0 0.0£0.0 —
Visceral Examination
No. of Fetuses evaluated 38 35 34 -
Visceral Anomaly (%)
Ureter—Dilated 2.8+6.8 0.0+0.0 17.8 +£28.8 -
Thymus—Thymic cord 52+8.0 99+175 31.4+30.7 -
Umbilical artery —Bilateral 2.1+5.1 24+58 0.0£0.0 -
Umbilical artery —Transposed 45+69 8.9+10.5 7.0+11.1 -
Heart Ventricle-Small 0.0£0.0 0.0£0.0 6.7+£16.3 —
Heart Ventricular wall —Thin 0.0+ 0.0 0.0+0.0 33+8.2 -
Coronary orifice - Supernumerary 0.0£0.0 42+10.2 0.0£0.0 —

coronary orifice

Data are shown in Mean + SD, —: All dams were noted total litter loss with the 27 mg/kg/day group.

*p< 0.05, **p<0.05: Statistical analysis was performed using the decision tree in toxicological software or SAS system.
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# 26.7.13.1-1 Sy rZAV:RK - RERLEICEIIHAERTRER ()
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 3 9 27
Skeletal Examination
No. of Fetuses evaluated 33 34 33 —
Skeletal Anomaly (%) 0.0£0.0 0.0+£0.0 0.0£0.0 -
Skeletal Variation (%)
Skull, Parietal - Incomplete ossification 11.3+£89 7.0+11.1 52+8.0 -
Skull, Interparietal - Incomplete 52480 425102 17.3 = 14.4 -
ossification
Sternebra - Incomplete ossification 40.7 £ 30.7 12.5+20.9 12.9+23.1 -
Sternebra - Bipartite ossification 0.0£0.0 5.6+13.6 0.0£0.0 -
Rib, Supernumerary-rib -
Thoracolumbar-Short 29.0+243 22.6 +30.8 24.7+25.6 -
Rib, The 13th rib-Short 0.0+0.0 2.8+6.8 0.0+0.0 -
Tbora?lc Ver.tebra? Thoracic centrum - 33489 0.0 0.0 0.0 0.0 B
Bipartite ossification
Fore limb, Metacarpal - Incomplete 2184293 173+ 18.7 18.8+22.9 -
ossification
Number of sacral and caudal vertebrae 82+0.2 8.0=+0.5 7.5+0.5% -
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Data are shown in Mean + SD, —: All dams were noted Total Litter Loss with the 27 mg/kg/day group.
*p< 0.05, **p<0.05: Statistical analysis was performed using the decision tree in toxicological software or SAS system.
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2.6.7.13.2 H9FZzRVERE - RRELICEYT SHE
% 2.6.7.13.2-1

Species/Strain : Kbl:NZW rabbits
Initial Age : 19 weeks
Date of First Dose :

0
Vehicle/Formulation : !vz/v% HPMC/J molL HC

solution

Special Features : None

B
DYXEANEE - BEREICETSIRAE
Report Title : A Preliminary Study for Effects of CH5424802-002 on Embryo-fetal Development by Oral Gavage Dose in Rabbits

Duration of Dosing : GD 6 to 18

Day of Mating : GD 0
Day of Section: GD 28
Method of Administration : Oral gavage, once daily

e ER

Test Article: Alectinib Hydrochloride
Study Number : TOX|J-0024
Location in CTD : 4.2.3.5.2-2

GLP Compliance : Yes

NOAEL :

FO Female: 3 mg/kg/day for general toxicity
and 9 mg/kg/day for reproductive function
F1 Litters: 9 mg/kg/day

Dose (mg/kg/day) 0 (Control) 3 9 27
Dam
TK: CH5424802-000
Number of Animals 3 3 3 3
Mean Cy,x (ng/mL) GD 6 BLQ 155+5 366 + 39 914 + 128
GD 18 BLQ 163 £28 385+9 2090 + 560
Mean AUC .4, (ng-h/mL) GD 6 Not determined 2460 + 240 6130+ 710 16600 + 2800
GD 18 Not determined 2950 + 550 6650 + 50 43200 £+ 10100
No. of Pregnant 6 6 6 6
No. of Died or Sacrificed Moribund 0 0 0 0
No. of Aborted or with Total Resorption of 0 0 0 Abortion:1 (GD21)
Litter Total litter loss: 2
Decrease in stool
Clinical Observations — - — volume/no-stool(all dams
on GD18§)
Necropsy Observations - — - -
Body Weight (kg): GD 18 3.55+0.11 3.56+0.18 3.50+0.12 3.09 +£0.17**
Food Consumption (g/day): GD18-19 141.8 £ 28.1 120.3 +29.6 146.8 £ 25.0 6.8 £4.6%*
No. of Corpora Lutea 82+2.0 9.8+ 1.5 6.8+ 1.6 6.6+2.7
No. of Implantations 7.5+24 92+1.9 6.3+1.9 6.4+2.7

Data are shown in Mean + SD, —: No noteworthy findings; BLQ: Below the limit of quantification
*p< 0.05, **p<0.05: Statistical analysis was performed using SAS system.
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+ 2.6.7.13.2-1 DYXZEAVERE - BERLICEHTIAERTAR K)
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 3 9 27
Hematology: GD 18
HCT (%) 40.18 £ 1.25 41.15+1.14 40.92 +1.23 37.18 £2.12%%*
MCYV (fL) 66.82 +1.33 69.72 = 1.38%* 66.35+£2.76 61.90 £ 1.66**
Reticulocytes (%) 6.48 £0.54 6.38 £0.68 6.82+£0091 2.93 £ 1.61%*
MCHC (g/dL) 32.73+£0.45 32.70 £ 0.41 32.92+046 34.92 +£(0.83%%*
Platelet (10°/uL) 407.5 +87.3 4508 +111.4 376.5+86.9 638.2 £ 155.0%**
Neutrophil (%) 19.70 £3.22 18.88 + 8.34 21.33+4.29 31.03 £7.29*
Eosinophil (%) 248 £1.17 1.85+0.64 2.23+£0.62 0.87 £0.29**
Basophil (%) 7.55+1.45 7.08 £2.01 7.18 £1.43 3.20+0.46**
Poikilocytes: burr cells 0 0 1 6
Blood Chemistry: GD 18
Total protein (g/dL) 520+0.15 5.07£0.32 5.02+0.24 4.62 +0.25%*
Triglyceride (mg/dL) 102.7+39.7 141.5+47.2 124.7 + 66.9 37.8+3.7*
Calcium (mg/dL) 14.00 = 0.48 14.12+0.43 13.87+0.36 12.62 £ 0.41**
Chloride (mEg/L) 105.0£2.0 104.0£2.0 105.2+1.0 101.0 +£3.5%
A/G ratio 3.61£0.25 3.44 £0.19 3.53+£0.14 2.95+047*
Total cholesterol (mg/dL) 22.0£5.7 232+44 33.5+£11.9 79.7 £30.1**
Glucose (mg/dL) 1143+6.4 112.5+£6.5 116.3+£9.0 128.3 +£7.5%
Creatinine (mg/dL) 0.88£0.11 0.92 £0.09 0.88 £ 0.05 1.51+£0.31%*
al-globin (%) 4.88 +£0.44 5.10+£0.54 5.23+0.27 5.80+0.62*
a2-globin (%) 3.47+£0.44 3.60+£0.44 3.38+£0.53 6.18 £ 1.27**
Albumin (g/dl) 4.07+0.12 3.90+0.23 3.92+0.17 3.45+0.25%*
Litters
No. of Live Fetus 73£25 82+1.6 55+1.8 32+£29*
No. of Embryo-fetal death 02+04 1.0+1.3 0.8+1.3 32+ 1.9%*
Postimplantaiton Loss (%) 2.3+5.7 9.8+13.3 11.3+18.5 59.2 £ 38.9%*
. 34.88 £2.04/ 34.50+4.45/ 37.05+4.67/ 24.55 + 4.67**/
Fetal Body Weight Male/Female (g) 35.25+2.20 32.74 £ 1.60 36.09 + 2.66 25.16 = 5.92%*

Data are shown in Mean £ SD, *p< 0.05, **p <0.05: Statistical analysis was performed using SAS system.
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# 2.6.7.13.2-1 HYXZAWNIKE - BEREICEITIAEHRTERARE KD
Test Article: Alectinib Hydrochloride
Dose (mg/kg/day) 0 (Control) 3 9 27
. 5.00+0.37/ 4.55+£0.49/ 5.76 £ 1.05/ 3.47+0.20%/
Placental Weight Male/Female (g) 475+ 0.43 4.08 =026 539 +0.79 3.67+0.84
Sex Ration (Ratio of Males) 0.55+0.27 0.49 +0.24 0.54+0.21 0.38 +0.04
Placental Findings - - - -
External Examination
No. of Fetuses evaluated 44 49 33 16
External Abnormalities (%) 0.00 + 0.00 0.00 + 0.00 0.00 = 0.00 0.00 + 0.00
Visceral Examination
No. of Fetuses evaluated 44 49 33 16
Visceral Abnormalities (%) 0.00 +0.00 0.00 +0.00 0.00 +0.00 6.67+11.55
Retroesophageal subclavian (%) 0.00 0.00 0.00 6.67
Visceral Variation (%) 0.00 £ 0.00 0.00 +0.00 0.00 +0.00 0.00 +0.00
Skeletal Examination
No. of Fetuses evaluated 44 / 33 16
Skeletal Abnormalities (%) 0.00 £ 0.00 / 0.00 = 0.00 0.00 £ 0.00
Skeletal variations (%) 71.63 £28.53 / 75.70 £39.30 80.00=+ 34.64
Thready fusion of sternebra (%) 0.00 / 0.00 5.57
Asymmetrical fusion of sternebra (%) 5.55 / 0.00 0.00
Full supernumerary rib (%) 53.02 / 65.97 80.00
Knobby rib (%) 1.67 / 0.00 0.00
Short supernumerary rib (%) 3593 / 22.22 0.00
Supernumerary lumber vertebra (%) 1.85 / 16.47 17.77
No. of Ossified
No. of Fetuses evaluated 44 / 33 16
Sternebra 5.72+0.19 / 5.77+£0.30 5.80 £ 0.35
Sacral and Caudal Vertebrae 19.45+0.15 / 19.27+£0.48 19.40 + 0.60

Data are shown in Mean + SD; —: No noteworthy findings; /: Not done

*p <0.05, **p <0.05: Statistical analysis was performed using SAS system.

&AL

i L9T

o

]¢ a8eq



2.6.7.14 HXBERESM  HERRUHEROERANVICBAEOEECRET 555k
PP

FEBIHEYERIEE L'9°T £ 3 L

6S a8eq



2.6.7.15 ZothoEMk
£ 2.67.15-1 KEYMADRY Y —=2F IT—LRAHER

Test Article: M—4

Study Type | Treatment | Species/ | Treatment Dose . Metabolite Results Location in CTD
Duration | Test System (ng/plate) Vehicle system
Screening | 1 vitro 1S Pre- 0, 1.58-500 DMSO Rat liver S9 | Cytotoxicity: 4.2.3.7.5-1
Ames typhimurium | Incubation |  (+/-S9) S9 —:>15.8 pug/plate for TA98, TA1537,
TA100, in TA100, TA1535
TA1535, microplate > 158 ug/plate for WP2uvrA
TA9S, S9 +: > 15.8 pg/plate for TA1537, TA1535
TA1537, > 50 pg/plate for TA98, TA100
E. coli > 158 pg/plate for WP2uvrA
WP2uvrd Genotoxicity: None
D Plate Method : Revertant Colony Counts/Plate (Mean)
Test Article (g /‘I’)Slgte) TA100 TA1535 TA98 TA1537 WP2urrd
S9 — S9 + S9 — S9 + S9 — S9 + S9 — S9 + S9 — S9 +
DMSO 0 128 136 14 17 55 32 9 9 50 59
1.58 142 165 13 15 55 32 11 8 48 62
5 115 164 6 19 60 28 11 11 64 60
M4 15.8 99" 156 18 11 26" 38 3 10! 45 62
(CH5468924) 50 110" 128' 9' 9' 23" 35! 7' 10° 50 45
158 101" 134 13 11' 16' 28"P 10" g* 48P 50
500 108" 128" - 9-F 30%" 27%° 7+ 6" 47% 50"
AF-2 0.05 / / / / 531 / / / 1110 /
NaNj 2.5 1255 / 1112 / / / / / / /
ICR-191 0.05 / / / / / / 2745 / / /
0.4 / 1808 / 174 / 911 / 243 / /
AN 20 / / / / / / / / / 180

AF-2: 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide, NaNj;: Sodium azide, 2-AA: 2-aminoanthracene
t: Cytotoxicity, p: Precipitation of the test compound
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& 2.6.7.15-2 TK6#HAE Z AL =X M4 /MEERER

Test Article: M—4

&AL

Study Type | Treatment Duration Species/ Treatment Dose Vehicle Metabolite Results Location in CTD
Test System (mg/mL) system
In vitro MNT Treatment 24 h TK6 cells In vitro 0,0.1-2.8 DMSO _ Cytotoxicity: None 4.2.3.7.5-2
Genotoxicity: None
Recovry
1% study: Oh
2" study: 0 or 24h
Test Article Dose Metabolic Treatment- RCC MN cells PD Mitotic
(ug/mL) Activation Recovery (%) (%) cells (%)
1* Study (recovery: Oh)
DMSO 0 - 24h-0Oh 100 1.30 1.32 2.56
M4 1.2 - 24h-0h 71 1.16 0.83 1.54
(CH5468924) 1.6 - 24h-0h 68 1.81 0.77 1.05
2.2 - 24h-0h 58 2.29 0.54 0.89
2.8 - 24h-0h 49 1.88 0.29 0.58
MMS 15.0 - 24h-0h 56 5.62 0.49 1.14
2 ™ Study (recovery: Oh or 24h)
DMSO 0 - 24h-0h 100 1.15 1.25 1.90
M—4 1.0 - 24h-Oh 70 1.57 0.74 1.15
(CH5468924) 15 - 24h-0h 66 1.65 0.65 0.99
2.0 - 24h-0h 55 1.55 0.40 0.82
2.8 - 24h-0h 43 1.77 0.05 0.34
MMS 15.0 - 24h-0h 62 4.33 0.57 1.06
DMSO 0 - 24h-24h 100 1.28 2.50 2.06
M4 0.1 - 24h-24h 84 2.32 2.26 1.83
(CH5468924) 0.3 - 24h-24h 73 227 2.05 1.74
0.7 - 24h-24h 45 2.18 1.36 1.50
MMS 15.0 - 24h-24h 27 6.59 0.59 0.75

RCC: Relative cell count; PD: Population doubling MN cells: Micronucleated cells; MMS: Methylmethanesulfonate
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= 2.6.7.15-3 KETL2MHHER

Test Article: Alectinib

suggested.

Study Type Treatment Species/ Dose Vehicle Results Location in CTD
Test System (ug/mL)
IPhotosafety
In vitro photosafety In vitro Balb/c 3T3 0, 0.02-50 PBS/1%DMSO | PIF:94.8 423.7.7-1
cells A potential risk of phototoxicity was

PBS: phosphate buffered saline; PIF: Photo irritation factor (calculated based on ICsq(dark)/ICso(UVA) with the Photox version 2.0)
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