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KT B A EDRARERE.

EERR: 1-[5-(2-|AE)-1-(Mkne-3- HEEE) - 1H- Mg -3-E]- V- R ER
fREEDRE

L

DT CiHisFN:O,S-CeHOs



NFE: 46146

Rl D-HERE. MRBA4ER. RRAER. 20K, KERFPEFHZN.
ISR . RN FFER. BZ 6000, — sk, L84 ((R20mgH ) .
BEMH ((RIOmgHF)

[HEIR]
10mg (¥ CuHxFN:O.Sit) 1 AmAXREEERA, REBREREA

20mg (#2 CuH.FN:OS it) 1 AmAXLABEERA, REBREREH
e,
[ERzfE]

RAMEEX,

518 L9 R A DURBRE [ TI24TH
[#48] #% CoHWFNLO.S it (1) 10mg; (2) 20mg
[AERAE]

mp:

REMRER

RAEH 1R, 82X 20mg. KEHDEERE 4 Ak, MRITHALE,
TRERZUEKE 8 &,

ATREZENRAMERERBSNERNATH, 8K 10mg, H—X;
MRITHAE, TIBIMEEK 20mg, BH—XK,

515 SR =B A URER T TIRATE

RIERIAE20mg, BAFR, BESFEREMLY. ThERO0.59FIAEKER 5
TH0.6g (#H=TH#0.229) SHEMREKKERMA14X.

[FRRE]
EEFRRE (AXRKXH)



Ao, KERLIHRE . MMM WARRZAE. AR,
AP FFIEEIRE . REMREIACMME. EHF X -APHEEIL. 2
M. FENERRFMEIREREEX MRS
I R3S
REh A B AR

TR T RERIME KRR ER &R R R &R EEMIA
TREIFARERFREZRNFZERZRS (CIOMS) 5/ +0EL (=1/10);
B (=1/100 £ <1/10); 18I (=1/1,000 # <1/100); EW (=1/10,000 &
<1/1,000); +2FR (<1/10,000); RiF (TEARIEDT BEIEHITETT)
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R BRI TS A 4R B dm 42

7K B
Hith -- -- --
EE MR AiRtE 2

RENESHERR, FhE R TAGHERER S FHEC A i

U T RAERERE SRR, ST S TG 9 5 B 69 Ia R IR 5 PR
ENEAARRY (>1%) , BERERERBRERANRURE, XERRRE
FERENRE,

DIERRERR: OF

R REHREER SIEMAE;

BRMERGER: W

BRRE REAKLE, OBIZAS, O8AS.

KTHEAR, T EXFTTGRBTFNIRRNESHER, FIEA®
WHRH.
thEEE

UTRELTERRENELXREBRENARRE, SRR,
RERGER. HYBERE (BR8N ARRE). AYMERE. SKE.
FRERgGER: S, JE.

[#=]

1 NARBPEETADEHENEELEM.

2. EHAERMIABHHMNEEMETNEEEN (SN [AMBEER].

3. RTESRHENAERGHEMANGY (RUER. WEAMIGRILM) £
BHER, BHFRARBERNERI.
CEE=m]

1. &% BRRRFELRETHNRRE (BEFHR7G). LTEHRE
KRBT lRE, EPFEREARTITRRAA. NHTEVINE, WHHY
BEFEILENEARTHNERENELTIER, NXREBBEHENNELHE

i



2. RERESSHBRN pH FS, FABRINARBSRUKREST B R pH A
#YER (S0 (ER]. [HWEEER]D.

3. RAARAUREEERMMEBNER, FiafERARIRN LRSS
PREERYTT RE

4. ZMENMROVERFR (FBIRERES) RECEZRTRIE
FURITMBET, WREREFTSIEN B pE L NG, WHREEXMIES
TR RBREM T EN S HERATIER. WRUIMBESINEES, MR
BREEHEANNELER. RTRESER, BEIAXKANER (RUEER
FIRIEEMR) WHRBFH [ERFT] .

5. BSMTRIJVIMM SR MR RIRE, RTFRIVHIFATHAE B REARIE X
MEERT . BXDHBEEEHNNRIEN. EZXesFESKH (=145) AT
BEBITNEGIEMEARE.

6. AT NN EVIMEERHE, HRIBERELEARKRLERTHIZ.

7. BIRRESMAEREERERRERE, B AKER SRS
MRS IR, NRSBME P RERARENS.

8. EAMRIRE, KPLTARPBEUEIRMEBEEAN.

9. KEAERARE, EEHTHNERESHITETIVNE,

10. RAMRERERATNATREXENESE. N TATELEFGITHN
BE, NBRFEAAD. IRERKNANERZBEALEANR, NEEES
2K 20mg FIE TIAZE 10mg FIESIEZA.

11, HARMATREE VBT ENEITE, NN EARAE#AYiET
REMVZSYIR E1ER

(2R 7L HAE % 2]
SRHEA

124 h 1 AR EFRAZIAE PR TN RIBERLENRATR. E—TARK
SEFMRT, NREEBIRBENERKIEAKFIE (40 mg/R) £EE (AUC)
29 28 fERT MR EI KRG -BRILE

ER, BRIBAATERR AT KRBT A T R A RS, AN AT RER o #E ST IR

=]



M B E NNk AR A .
e L EA
2% H Ik EAREMILHRAE PHTENRBRENRATAR . BREER
ARG RI AT S AT RFPELIUERREN A THEME LS.
BRI RAAENE, YASHN, NEEFLEMIL.

[JLERZ]
RIFITIZIRE B LT &5 %5 3k
[ZER%]

HTEEEENBELEYE (WMTEIEE) TH, Bit, ZEEENER

PiNC
[Z#4E B {E ]

RERNESSHEERN pH AE, RBRAENTFER pH ROREVFREEER
ERENAY, KERETRZMERK., RKENERN SFEILIH. FEFHHK
EAR, MIZESZIENE. FihRe. BREMEEIHEF (FEERE. BEERE.
&%) Bk, RAXLAYNIEATRESE. KERNENEESSE. A
EE Rk, EAXEAYNERTESIERE,

RIBHAE EEEd FFAE 2 I5TEE CYP3A4 HEITMRIS, B4 i@iT CYP2B6.
CYP2C19 #1 CYP2D6 it . RIEH R EES CYP3A4 MIHIF R EZE R, E
ARBERENMARETRESTS.

HERESRER BAMES (—F CYP3A4 BUREY)) SHRIEHE L R4
MBS A SERARCHIMZAIREIGIN 1.9 . RiERENIEES CYP3A4 &
BJRY (LEERTIEHAY) BR, RATRSSEX LAY MEAREIEM.

[t E]

EARBITARIAR, BEELA T I E/EBARNIRIRE.

KRR ERRBE MABENBRE . WREZERALE, NG TN
HERIT .

(PR Z52E]



1. I BER s 1 H

EREREBMZAERRBRILEI 10 mg 5 20 mg FIEHHH 7 KfE, 24
INEYA) pH ZEFFE =4 KRB EI B 20 Eb 70 Bl 8 63+9%F1 83+17%.

2. Xf & B =B R AR A 70 i 4R B 25 AV 5201

(1) REHI4E 10mg 5 20mg, BH—XK, ARAZ, MEBMEKTHLE
STZFhM 15mg H. ZERAHTHRKRIEF, BRBHT "I nmESE
BUNERE 2~ 8 FAMBEBWEKEFRELE.

(2) EEAHTHRAMREREFTREMKRNRKF, KiEh4E 10mg 5
20mg, BH—X, BORR%Z, 452 B, ANEEIBREEF AN SR EE
ERBEINESE,

B hFE
LERGAFZFMGTNARNNZE

TRIMTETENBEEEIERETRNERE 20mg NEBRKFS MR

REPRIERENAGRIHNFSE (P{ELSD.).

PEA (FrdEiRiT) HAA (ZXREKIT)
FIE &M =hg =
=HE (n=12) | &/ (n=12)
(n=11) (n=10)
Trax(h) 2.0 (0.75, 25 (0.75, | 1.5 (1.0,3.0) 3.0 (1.0,4.0)
4.0) 4.0)
Crax(Ng/mL) 18.2+4.5 25.2+10.0 24.3+6.6 26.8+9.6
ti2o(h) 7.0£1.0 7.1£0.7 7.7£1.0 7.7£1.2
AUCwx(h-ng/mL) | 188.1+43.1 | 226.81£67.1 225.3+71.9 241.8+73.5

Too R APAE (BR/MEFIRKE)
2. EEBBZHTNARHNZE

BERMFEFMZREGH —RIEZRERIE 10mg 3 20mg, ELLZH T X,
AUC.« Fl C roces BE B FIE G N T AR ELBUHDIG AN, HTELLZHEE 5 RIAFIRRAS. H



RARALRAES 3 RIAFIRES. Wi, REENARH N FEARER I EKR
e TREHTHHE 7 RABENENARH NFESE (9ELSD.).

FEA HAA
o 10mg QD | 20mg QD | 20mg BID 10mg QD 20mg QD
= (n=12) | (n=11) | (n=10) (n=9) (n=9)
1.50 2.00 3.00 1.5 (0.75, 1.5 (0.75,
Trass (D) (0.75, (0.75, (0.75, 3.0) 3.0)
3.02) 3.00) 4.00)
Corass 11.0+3.49 | 23.4+6.14 | 37.9+10.9 120+18 23.3£6.6
(ng/mL)
tyz: () 76+13 | 76+07 | 53+1.0 7.0+16 6.1+1.2
AUC 19394081 | 2134572 | 2734718 | (016D | 15164403
w(h-ng/mL)

Too R APAE (BR/MEFIRKIE)
3. BEHAAR

¥ 0.1-10ug/mLSEERM[CHRBRIA AN M S (K50, NEHES
55K 85.2% - 88.0%.
4. 5

(1) RIEH A EEB IS AT 25 EE CYP3A4 #47R, #84r181Z CYP2B6.
CYP2C19 #1 CYP2D6 #t4TCil. RIEH 4R B BELTEE SULT2AL #4715

(&58) o

(2) RIBRIEEERINRILEETXS CYP2B6. CYP2C19 F1 CYP3A4/5 HYRT [a] 4k
BMEHIEIER., oM, RIBRIASN CYPIA2 B TRMESRERRMIES
R, X CYP2B6 #1 CYP3A4/5 MIJLFEARTESIER (K51,
5. HEM

FEEHAANBRMESMZRBEIHS MHRCAY (KIERILE 15mg) O
BRZ575/F 168 /MY, 98.5%AVTUS M AW HEM E FRIRAIZER . 674925 HEM
ZERE, 3L1wAYHEHEEE,
6. FIREEREENARHNF

LRI EEZRESRE. FENEZHNREREENREBENESR
HNFERMESNMERRRE B, SHERZRERE 20mg f5, BE. FEM



B ERNEREREEN AUC.H Cr. 3 BIAFFINEEEE ZIXEM 1.2~ 26 fZUEK
1.2~1.8 1%,
7. BEREBENGRINEZ
EERENEEERRESRE. PENEEBERBEEURAKRAER
(ESRD) BEMRENEARMNFERNESNMRARER, SHEEZRK
Whi4% 20mg 4A%)E, BRE. FEMEEEREREEZN AUCH Cou 34
ENREEEZIREN 13~24 UK 1.2~18 1%, BrRABERANREERE
B IhEE AIBR R M S . ESRD BEH AUCHI Coe D BN B INREIEH BEM 1.3 15
1.2 75,
8. ZAMMEEIEA
(1) REREMTRNERGITFAANARHNF
FEBANEBRHNESHZRAEFHTNHYEELERHART, XHETE
1 RFE 8 RFE/F 30 M EEZ R FERIER & 40mg B2, HTEI~IRE
287 30 M EPARE AT 30 N EER TR E R 500mg () EEMAER 4%
MARERETR, SRAUBEEHAANREBRERN AUC.H Cro 55l A B IHEEF
RS 1.6 1540 1.4 f%.
(2) RIERLE. MEEANNTRNBEGFRAANARGNZE
WINAYMHEEERART, BRAESHZHEZEZRIERE 20mg 55
BEPM 750mg () FlsmiiEE 400mg (BIMY) &3EMZE, SRR, 134
TR, MARBTRENEAKRNARDNDFEHFRZEIZN, ERERERN AUC
012 M Cra D BIEBR T 1.8 FH 196, RETHEZRN AUC o1 1 Cro D 5l
=7 1.5 % 1.6 f&.
(3) RIERILE . EFIERI S ARSI RIERI 4. NSAID &HAHNBERINNZ

Mz yEEERRRT, BEREEUIIXEEIRBRLE 40mg 50
SIIEHK 100mg 2 NSAID ((RZ&Z54K 60mg, WEIFEEEN 25mg SERE R
10mg) &H4E7%, MRERER, KFIEM S LA NSAID SR HERI A AR

HAFFERFZN, RNERAEIHRFIER ST NSAID MR NFETRE



EEEA 8
(4) RIBREMBREARCEIFAANARS N ZE
WIRAMHEEERRRT, BRAESHMZMHZHETE 1 RME I X
FRZKAME 2mg BHELA—K, FTE2RELE 10 REZRER A 20mg
BHRAEESLYA, MARAET, SHRAMCRMEZAEL, WARCHIRASME
Cmax F1 AUC.7> AR TS 7 93%H0 89%, EIFih, 1-FHEMKIAKES (B CYP3A4 7t
SHKAMS FEFMRIFY) MNFRSME Cmax 1 AUC 1RE T 25%-37%, &

RERRAKR SRS SREERMAZAE, B AERIAERIASEH CYP3A4 5511

(5) RIGRILE. MEREK, TRBRTGRUHESHFRAANBRINF

38 HITHEMNM BT ERAMNPERRBMMEMRAENE 1 RES
14 X525 A Brée T AR 5 $0(0.69). i BHR(0.59). FMEAM(1g)MAER 4
(20mg) (n=20), R R, FAEFR 5 (0.69). T EE (0.50). FIEFEM (19)
L RER M (20mg) (n=18), BRAR, RERAHANMNEUREESILT
BERMBHEEL: Cmax: 42.79 ng/mL vs 32.90 ng/mL, JL{E/H9{E LA 1.30, 90%
Cl 4 (0.94, 1.81), AUCT: 146.5 ng*h/mL vs 136.8 ng=h/mL, JL{EI¥3{ELE 4 1.07,
90% Cl 4 (0.82, 1.40).
BIE IR

E&EmAMRFPWMLT CYP2C19 £75M, £TF CYP2C19 RFFELRZE, K

BHAENARDNELEEERER.
[ RiAL%E]
REMRERNET
— I P E KRR SR B EM P E S X7 3 % D Bl



WEBBIMER AR T, RAMEEABEERRENE 20mg TN
NRABE 8 B, RishABLZIE 8 BRAAKER T2
RRMA T 5B T RiE.

30mg, ®H—X,

2545450 (8] RERIAE 20 mg =FHMBE 30 mg
85.3% (203/23815) 83.5% (192/23015)
A
1.8%[-4.763%, 8.395%]”
92.4% (220/23815) 91.3% (210/23015)
8/
1.1% [-3.822%, 6.087%]""

BESPNHFRTREESEHE/ TN EETRE,

a) SAITARIMNER, FESTHHEFRARM ISHEEXE),

b) IEHIMESE 10%,

—I7EE A AN EN B+, RAMRELEZEZIRIERAE 20mg
S ZRhM 30mg, BH—K, ARBAZ 8 A RENLEHALHFESANRE
FARN F =R AMAMIES SR TR, o, REBERAEESLHE 4 B
EEREZRNBAKAE S ANAEGERZERNAMITE (R 9SKEEFXE) A

1.1% (-2.702 ZE 4.918%) .

A 254545 A ] RIBERILE 20 mg ZERMK 30 mg
96.6% (198/20515) 92.5% (184/19945)

45 4.1%[-0.308%, 8.554%]”

99.0% 95.5%
(203/20541) (190/19941)
85 3.5 [0.362%, 6.732%]”
p<0.0001”

BESPNHFRTREESHE/ TN EETRE,

a) SAITARMNER, FESTHHEFRARM ISHEEXE),
b) IEHIMESE 10%,

REMRE RNBIFETT




—IEREX EHE . DA TP E G XEHETH 3 $1% Fuls  FEL.
NEMENRRRRS, AETHANEENRATRERBZFEZRERNE
10mg 5 20mg = Fhikk 16mg, §H—X, ORGHZE 24 A, KR4 10mg
HF 20mg AN FZRAM 15mg BETMBHRAMREXNEXTENIES
SRR RIS BE] T WA,

RIBRA 10mg RIBR A 20mg = FRhM 15mg
13.3% (24/181 5i)) 12.3% (21/171 51) 25.5% (47/184 f4i))

<fRiBEhi4 10mg 48 vs = FKH ¥ 15mg 4>
-12.3% [-20.291%, -4.277%]""

<fRIBEHI4E 20mg 4H vs = EHBE 15 mg 40>
-13.3% [-21.257%, -5.269%]""

ESHNHFRTELXERENE/TMEZLE,

a) JRITAHBNZER, FESTINEFRTNM OSHEFX 8,

b) IEHIETE 10%.

—IMAEHA#HTHNEXNRAREF, EREH4E 20mg BH—X&K 8 AH
REAFHNR THIANEENRAMRERES, BEXRIER4E 10mg 5 20mg 5
ZRAME 15mg #FGTY, BH—K, ORGHE 24 B, EAXNTF*R. K&
R4 10mg A 20mg BT F =Rk 15mg HEBIEL .

RIBRILE 10mg RIBRILE 20mg = RHM 15mg
5.1% (10/197 f1) 2.0% (4/201 151 16.8% (33/196 f§i)

<RI 4 10mg 48 vs = FKH ¥ 15mg 4>
-11.8% [-17.830%, -5.691%]" , p<0.0001”
<fRiBEhHI 4 20mg 48 vs = FKH ¥ 15mg 4>
-14.8% [-20.430%, -9.264%]" , p<0.0001”
ESHNRFRTELXERENE / FNEEE
a) RITAHBENER, FESHHIEFRTINM ISKEFX (8
b) JEHTMETEH 10%
B T ERAT EARBR
—IMEFREABFARN 3 B, B WERAFRF, @ TETHRAME
EBRBRIEZ AT HFHAYEMRIBERIE 20mg X R EH M 20mg. FIEF
M 1g. BRIEBEZE 05g9. MRS 0.6, 4L 14 K, BIE 7T RIERE 20mg




LAARXS T BRI 20mg AFERBRE T E AL M

F UL 27 HRER 92 M A2 5
RikHE 20mg 86.8% 0.1% [-5.95%, 6.17%]"
PSP AK 1g (210/242 5) P=0.0009¢)
EHIE R 0.58
MR AT 0.6g
A w] BELERIME 20mg 86.7%
P ZEPE MK 1g (208/240 41l)
EHIE R 0.58
MRS 0.6g

BESHPNBEFRTANRBRNEEZE A/ TENEEALE
a) “C-UBT 945 R A EAM
b) JEITHEZEMNER, BSHPHEFRTINM 95% BEXIE,
¢) Farrington #1 Manning %5 Cui-Hung-Wang %% %4, 3ESH
SSHE A 10%.
[Z5EEHE]

ZIRER

REREHFB TSI TE IS B K -ATP BgE M, KA )
ST BEMEAA MG BRAER, THIUDE B HE LB ER G
o

SEMR

BESH

RIERE Ames I . PEESRMAFEARICEBTRE. KRHEZ
IR 45 R A BAM .

H£ESM

RIEREFIEZE 30, 100, 300mg/kg/ AR, SHEMSHEHAREBTHER



BHAMBRABARNEN, =100mg/ky/ BRIETERNY TN GEFE, SF
300mg/kg/BFRIE T 4/20 LM T, BALECR. @R, HEML. SMNRH
ERS. ERS. AeRERE. AERERFERE), 100mg/kg/H
FIE TREEFLEK . XHEMME Y EHES 4 NOAEL A 30mg/kg/R, X4
TEINRE A R HARRAE & B A9 NOAEL 4 =300mg/kg/X.

ARER-IRFRES AR T, RIBREFEXL 100mg/kg/BRRKES
t, 300mg/kg/BFIETINAESY, SERTEERREEREKEL. EH
. BLIT3R%E . EREERERAX B TaERFEFIREINRZE R ER
#hn. =100mg/kg/BFIE T A RNEHAS Y, BFE 300mg/kg/BFIET 1/20 R
PISET, BEFLEUR. BBl WEML. EERD . WESBIRE, =100mg/kg
FERAEAEREKRE. BRERE. RERB-BIFXESHEIRF, KiEhE
FIE7E 3. 10, 30mg/kg/ B, WRERG-RRFRIF M. =10 mg/kg/BFIET T
REGEYE, SREERD. FESGEENED . BRI, 30mg/ke/BFI
ENTN 2 RAfERAS, 1 REREZRTIET.

RARBEFEHEMIRB T, FIEIE 10 mg/kg/ B R LI EHAR F1 FREBH
BRER M, 100 mg/kg/ BFIE T ol WRHARIASTS M, WRTHREMEEFE
BEME. HWERSE 4 RFREERERHEE (HEMEER), <100 mg/kg/BFEXT
P2 RFAMEFH. XERNEKIRNFELWE. RERERERBH~T
BISFTW, FroIBdRERE.

Bt

INR 2 FERUEMR I, EBSTRERI4 6. 20, 60. 200mg/kg/H. TE

RIERLE 200mg/kg/BFIE TR TR, WIHFENIEARE 20 2B (5 88



B) FiaE75, A2 15 RE (3 90 @) MrEFEEYNERaTE6. =
6mg/kg/ B FIE T HEM RN & =60mg/kg/ BFIE T HEMEEIMF, TR EHER D
WAYHBEAPEE, 200mg/kg/ BFIE T O] M BRRIE, =20mg/kg/BFIE TEM YK
=60mg/kg/ BFIE T MNP O] DL BT 4EREARE, =60mg/kg/ BFIE THEMENY)
% 200mg/kg/ B 5 & T MM 090 0BT AR

AR 2EBREREFR, EBLTFRBER A 5. 15, 50. 150 mg/kg/H,
=5mg/kg/ BFIZ T o] LB AR AAEMIE, =50mg/kg/BFIE T AT
HAEAIE, 50 F1 150mg/kg/ BFIE T2 AT W 1 R UM ¥ AT REE A AEAREHN
3 RiEMah4 AT B MAaE .

BHEXMBINAEINASHIHIBERMBSIENSBMEMERX. e

TR R TR RNER, SHABNBESHEX.
[E#] 30°CIUTZIRRE.
(B3] R|EBERLE, 7TH/E, 10R/E, 14 R/E
(B3] 36 1A
[HfTdrAE] #0028 SFMFRE: 1X20190049
[HAEXS]
O EEES:
10mg (¥ CHiFN:O,S i) © H20190064; H20201011
20mg (¥ CrHweFN:O,S 31) : H20190065; H20201005
HAEXS:
10mg (3% CrHwFN;O.S 3F) 1 E 2545 120200015
20mg (3% CoHFNLO,S i) © B 2545 120200011

[EHFTHRAEA]
# #R. Takeda Pharmaceutical Company Limited

JEMHEE: 1-1, Doshomachi 4-chome, Chuo-ku, Osaka 540-8645, Japan



[£/=4r]

1A ZFR: Takeda Pharmaceutical Company Limited, Hikari Plant

4 FHbiE: 4720, Takeda, Mitsui, Hikari, Yamaguchi 743-8502, Japan
EIN

% ¥R KOKANDO CO, LTD.

# 4k 9-1, Umezawa-cho 2-chome, Toyama 930-0055, Japan

DEBR REREARERAT

oE I RIETHSFXXEE 115
[BEREKEA]

2 W RERHEARERRAT

o Hb RIETHEFXXEE 1L S

il 4% 300385

B IS8 400-069-0980

ZHESH: 022-23972240



