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SFT: C17H16FN302S-CsH404

DFE. 461.46

Wl D-HERE. MRAER. BERFER. EOR. XHKRFEFERN.
ISR, RARTHER. B2 6000, — |5k, 8Lk ((X20mghH ) .
BEMAE (X10mgh ) .

[HEIR]
10mg (¥ Ci7HicFN3O2S if) 1 AmAXREEERA, REBREES

20mg (3% Ci7HIsFN3O2S 1) 1 AR Ak A e EER ), BREEREER
&,
(&R fE]

REMREX.

51&E SR R DURERE BT &

[#R4%] $% C17Hi16FN3O2S 3+ (1) 10mg; (2) 20mg

[RERE]
mpil
REERER

MAGH 12X, 8X20mg, KHDPEEBET 4 ATRE, MRFTEAE
TRREZULEKE 8 A,

ATREZENRAMREXBZENEREITHN, X 10mg, SH—X;
MRFTALE, THEINEFRK 20mg, FH—XK.
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REhi420meg, EERKR, BESMHEEMKIg. TR B R0.SgMAHRER 4 £

0.6g (1AL TH#0.22g) SARMKKERA14X,
[FRRR]
EEFRRN (FRRKH)

Wi, RELIERY . MMM D . WARRZAE. AR M)
RED . I IRE .. PEMRRIFFERMAE . LHFXHT-ABREEE. ZHM
3. FENSEBRFDEIREREREXEES.

I PR3
REH A SRR

TRIH T AmERSMERIXEERER & A RREL . ZAERE KM U
TREFRBEEFREENFAREZRZS (CIOMS) 58 +o%NW (=1/10); &
I (=1/100 F < 1/10) ;{8 (=1/1,000 £ < 1/100) ; £, (=1/10,000 £< 1/1,000) ;
TAFER (<1/10,000); RiF (FTTERETHEGRETET) .
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—_

LR (ALP) FHs
AEEBISE (LDH) 75
WA RGER . . S
RRRAIRZ TR LRI R
K B
HAth

MEER MR R ARIE &
RiBR 4 SRR, ST S R AGHEER S S5 A Y

U T BERER A SRR, Sph S R MAGGER 9 15K A 89 Ia R I PR
ENEARARRY (>1%) , BEARERESREANRUER, XERARRK
FEREHNRE.

DIERRERR: DF

R REFREER SIEMAE;

BRMERGE R Wi EE

BEKRE REARKLE, OBIRAS, O8HAS.

XKTHEAK, ThBRISRIBFNIRERNEZHER FLEAM
WA,
LHRER

UTRELHERRZNELXXRERNARKE, SRR,
RERGERR HYBERY (BREI8MNKR) . AMMERE. SHZ.
FRERGERK: At ®E.
BRI RRE G R NERIBRME K.
(%3]
L AR &P EASD ISR EELER.
2. FEERFILABEHN L EMETHNEEER (ZU [BWHREER]D.
3. RTSRENARKGEMNAY RuBR. WEAMIEGRLN) £
BHEE, BEREEPABPHNERI




PEF- =)

. &M BRREPELRES T HIERE (BFEFRG). EHEHE
R T KR E, ERTFSRETETAREAR. N#HITHRVINE, WHFI
REF BB IR TSRS MAESIER, NXREFAEAENNESHE
i

2. RENASSEBERN pH S, FLABINASSRIKEST SR pH Ay
AYER (B0 [£R]. [HAYHEEER]D.

3. RAAMAITRESERMMENEIR, FincAAmETN EHREM
APy TT BE

4. ZMEMNFRAMEZ AR (FRSRERESE) IREEEZRF RG]
FLRTTMEE T, IRMERETS NS pE R NEIEMN. RERERX MRS
RERRUITETENSHERTE R, MRLNEREIMERETS, KRR
BREEATNNELERE. RTHBEZEL, BEUAXEKBRNAER (RNEXR
FRIEFEN) HRBFHA [ERFW]

5. ESMFRAVJLIMAE M RRE, RFRIVEIFE T EA 8 B RERE X
MR . XD BEEEIANKRIEN. BEZeFESKE (=15F) AT
BEBITNRIENEARE.

6. BTN BYIMEERERE, HREEFELEARKLERTHIZ.

7. BEiREREENFIEEREEERRENE, RAKERENRIEHEE
MERSER, NSEM&RFREREREFS.

8. EAMtRRE, KPS TARHPEENRIIRMBERN.,

9. KEMFERAME, EHHTHNEREEHTHYIVE.

10. RAMREREF ST XATREXENES . X TABELFATH
BE, NBEREAAR. NRERKNANEBEZBELEANE, NEEEE
R 20mg FIETIEZE 10mg FEHEZA,

1. BARSATRBRE VBATREAETr I, R S EST AR AT 2548 o]
REAVZSMAR EER.

2. MEEBHNEL A (CgA) KEREAYFSHNBERERMALIAS.

-



CegA KIEABELSHHANMBBOSHMERELIEMEYE. Ei7 ARETHE
CeA KFRINEFERARERNEED 4 B, BWREN CeA KEFE, NER
EEZIETR.

[ZAREA AL AHA]
ST YREA

124 H1E MAEFRAZIAE PR TN RIERENIRRTR. E—TAR
FSEEMRYP, UFREEBIRENERKRKTE (40mg/X) REE (AUC)
2y 28 fERI MR EIPRAE-BR LS M

AR, BRIBAATERRYR T sk s B R T ol se B KBS, 5 NISE IR o) BE ST Uk
MBERRNIRARER A
T 7L HA

RIS LM RARIERA 20mg, SH—KFEFR, £ 4K, It
MENR D ERIBERE (BEFIED 0.012%5 0.023%) . B EEE EFRIER £ ST
HI RS LENZWE NI T M MNEIE. N M RANEL LA
BRERNIL. BENRERRR, URRER AR EEMERTEARTIL
B RE AR ARE M,

[JLEA%]
REFNEFNEATILEERE, 18 FUTEZNTIHRE MM RIERE,
[EER%]

HTZFEENBEEIEYE (MFETEE) T, Rit, 2FEEENIER

N
[ZHEE 1]

RENESSEERN pH Ft5, BTN TEA pH 2OREVFAEETEER
ERENZY, RERETREMERK, RENERRSRFLBES. FETHHK
R, NEESEERS. Fi R BRIRBEABIER (FEBR. BEERE.
[EEER) Rk, EAXLHYNERTRRSE. RENEREESHSE. F
EE Rk, EAXLEAYNERTRESIER,

RIERLE FERIT AT YR GES CYP3A4 #1TRSG, 35 EIT CYP2BG6,



CYP2C19 #1 CYP2D6 fifif. RiEH £ RN EES CYP3A4 HIHIFI R BREAR,
B ARIER A MM RETRSTS.

FEfERESZ R E T, BRIEMEG (—Fh CYP3A4 BURIERYD) SIRVEH A 2 IR4A 2
(RIER A FH 2 5 SUDKE P (1 ML 2R FESE N 5K 1 1.9 5. ARVERLA I S
CYP3A4 BUBIRY) OCHARIT B Wik, BT AL S EOX L2459 1 1ML
ZIREESG N

RiEh 42— CYP3A JKY) ., B EAAIEARE % (PBPK) HREELY
THIERE PR CYP3A4 FSHIX ORABENERBEENTM, FOHRERE
BXEsR (FlanFirese) Fpst (BlandkIEHR) CYPIA4FFHIGAR, Kig
NAENREED A 80%H 50%, Eit, BERBMIPI CYPIA4 FSH S
RIER KSR

RUBRMNENARKEBAJESHENAREREEENTNTEARK
NMEITTREN, A 5EREREA.

[ZiEE]

EARFETAIMMAR, BRiELX T E6BARSNHRRE .

RENAERRBLEMBAENGRE. IRKERAITE, VA TIENFXFE
MERYIETT .

(PR 25 28]
HF
1. {0 BB e

ERERES SR EFRRERER 10 mg 5 20 mg FIBLHH 7 KT,

INEF A pH 4 F57E =4 KRR E E 2 EL 2 31 A4 63+9%H 83+17%.
2. W& B M EMBRARA L A2 E R0

(1) fR¥BHI4 10mg 5 20mg, HH—XR, ORDZ, M5B NEKEEFS:
STZRAM 5mgd. ERA#THRKRES, BREHS+EhnznEE
LHERE 2~ 8 AMEBMEKFERELER.

(2) EEAHTHRRMEREREFTASHARE T, KGR E 10mg 5
20mg, HH—R, ARG, EL52F, RUERBHEFNRND LABEE
2HBIEINES .



BRI A FE
LERGQHFM TR NZ

TR T A=ENEREZERGTRERLE 20mg AIEBEMFS i
ERRNERAENARNNESE (B9E+SD.),

FEA (Eridkixit) BAAN (ZXRRKIT)
FIEHKMH =fE Y=
=i (n=12) | &F (n=12)
(n=11) (n=10)
Tmax(h) 2.0 (0.75, | 2.5 (0.75, | 1.5 (1.0,3.0) | 3.0 (1.0,4.0)
4.0) 4.0)
Crmax(ng/mL) 18.2+4.5 | 25.2+10.0 24.3+6.6 26.8+9.6
t1/27(h) 7.0+1.0 7.1+0.7 7.7+1.0 7.7+1.2
AUC.(hng/mL) | 188.1+43.1 | 226.8+67.1 | 225.3+71.9 241.8+73.5

Tmax RN AFNE (R MEFIRKAE)
2. EFBHFZFMHTHNARDNE

BRMESMZAEGH —XEIRIERE 10mg 5 20mg, ELHZ 7 X,
AUC,ss 1 C maxss BEEFIERIIGINTALELBIMDIG N, FELAE 5 RIXEIRE.
AAANBELRARE 3 RILFIRE. i, RERNENHRN I ZREFHRERK
ik, TRGEETHHE T RRBERENARD NI FESE (HELSD.).

hE A HAA
o 10mg QD | 20mg QD | 20mg BID 10mg QD 20mg QD
m= (n=12) (n=11) (n=10) (n=9) (n=9)
1.50 2.00 3.00 1.5 (0.75, 1.5 (0.75,
Trmaxss (h) (0.75, (0.75, (0.75, 3.0) 3.0)
3.02) 3.00) 4.00)

Cmaxss | 1102349 | 23.4+6.14 | 37.9+109 | 120+1.8 23.36.6
(ng/mL)

t122 (h) 76+13 | 76407 | 53+1.0 7.0+1.6 6.1+1.2

AUC 93.9428.1 | 213+57.2 | 273+71.8 | 0-o*l6l | 151.6240.3

wss(hng/mL)




Tax TR A FNE (R/MEFRAE)
3. BABAX

¥ 0.1-10pg/mL SEE RE[MCHRBRIEMAANTE S (F5h), NENEA
ZEL IR K 85.2% - 88.0%.

4. 5

(1) RENAEFEBSFRAYRIGEE CYP3A4 #HiTRE, BHBEY
CYP2B6.CYP2C19 #1 CYP2D6 #t 17 . tRIEH £ I B R #4758 SULT2A1
FHITRE (A5 .

(2) fRIBRIEEEARIPRILE S X CYP2B6. CYP2C19 F1 CYP3A4/5 [ Ht|g]
WIMEINEIER. Bboh, RIBRIA Y CYPIA2 BirH T BMASIRE RIS
SR, Xt CYP2B6 #1 CYP3A4/5 ML LA ESER (F5h) .

5. et

FEAANBRMESHEZRBREIWSRCAY (KIGRAE 15mg) AR
5755 168 INEY, 98.5%MIIE M A HEM R RMFE(EF . 67.4% AW HEM =
R, 311%ZHHEM = 3ME,

6. FMREEREENARTNFE

LRI EEZRESEE. PENEEFINEEREENREREAR
HWNFEAMNESMNMERRR T, ZREREIRERE 20mg f5, BE. PEM
EEINEERESZN AUCH Crnux 33 A IS IEE ZIXEF 1.2 ~2.6 151U
R12~1815,

7. BERBENARH ZFE
ERENREFZAESRE. PENERBENREREEURELKIER

(ESRD) BEMREBEREARMNZERNEIMNERRLE R, ZHERZRK
BRI 20mg 45755, BRE. PEMERBINEEIREEN AUCH Cru 7354
BEMRERZREN 13~24 FMEK 12~ 1.81F, BETRIEHNENFEEEHES
IR R TS . ESRD BEH AUCH Cnax DR A B NEEEH BEM 1.3 %
1.2 5,
8. ZAYHEERA



(1) RBRNEMTRNBEREHAANARINIZ
EEHANBRNESUEZHEFHITOAYHELERHRY, SHETE
1 RS 8 REERF 30 N HEZERERIER L 40mg 525, HTE3I~IRF
BHI 30 D ERFIRE AT 30 M EER TN EER 500mg () GHMAEELA,
HAERER, SHABREHABHRBAERN AUC.H Cra 5510 B304
ZIRTEY 1.6 £330 1.4 5.
(2) KR E. MEARKNTNEREHABNGRHHFE
WIMZAYBEERARF, BRUESHZREEIRIERNL 20mg 5]
KM 750mg (R2fY) MR BER 400mg () &FBA, SERK, #HH4E
TR, MREFREMNZEMRNARNNZFRZE W, ERERERN AUC
012) M Coax 72 AES T 1.8 581 1.9 1F, REFHREBER AUC 0-12) 1 Cmax 73
AR T 1.5 57 1.6 5,
(3) KRR RFIEM S AR RIER 4 . NSAID & BAMNANRE 1%

WA EERAR T, BRMES MR BRI RERE 40mg 505
LAk 100mg 2 NSAID (& & 7& 3594 60mg, WRIFER A 25mg FHEEE R 10mg)
B, MRERER, KFEM ST NSAID SRIERENARH H1 %
FRIBFRNG, RIEHLEXHEFIE S LA NSAID FZ a0 1 IR T iRH
L8

(4) RIERAEFRIERCEFBANARIN N F

WA EERART, BRAEBHEMLUZAETE | XML I XE
BEXWAM S 2mg BRIBARA—K, HTHE2XRES 10 RIEZRIERIE 20mg
BHRAEESY. HRET, SHARCRMEANEL, WAKRCHIRSLE
Cmax 1 AUC. 3RS T 93%7%1 89%. [E#fih, 1-ZHEKAKE (B CYP3A4
NSMKAR S FEEMHRIEY) MFRSME Cmax 1 AUC 257 25%-37%.

SRNKERCHNE SREEEMAZWE, BibAER #3380 CYP3A4 55



HD I
(5) RiEf 4. MEAK, TRUBRTOGERUFSHRAANARIHIZF

38 ZOTHER M VBT EHMENTERRESEMLEZHENE 1| XER
14 X975 A BR % FHHGER 5 $0(0.6g) . STRBR(0.52). MEEM(IgFRERIE
(20mg) (n=20), FRF R, ATEE AR (0.69). RRBER (0.5g). FIREM (1g)
MY B R KM (20mg) (n=18), BRFMX, RBENABRNMEIREESLT
BRI AARLL: Cmax: 42.79 ng/mLvs32.90ng/mL, JL{e[#9{ELL A 1.30, 90%
CI 25 (0.94, 1.81), AUCT: 146.5ng*h/mL vs 136.8 ng*h/mL, JL{FJ#{ELL K 1.07,
90% CI 7 (0.82, 1.40),
EEHIES

EERKRARPIET CYP2C19 £55M, ET CYP2C19 RIFFEVRTE, K

BNENARINELEEEEER.
[ Rix%E]
R RE REVET
— 7 R E KR SR P IE | B E A E SIS X ATHY 3 HA% Ful (BRI
WEBEI G RIRE T, KRR ERBEREIRER A 20mg 5= FHAIM 30mg,
BH—K, OREHERF, RENEELAE S ANEEREXN TEZRUBA
MAESRMEFE T RIE.

SESESZadinglE) RIBR A 20 mg = FRAME 30 mg
85.3% (203/238%31) 83.5% (192/23041)
43

1.8%[-4.763%, 8.395%]"

92.4% (220/238451) 91.3% (210/230451)

8

1.1% [-3.822%, 6.087%]®
ESHNBFTRTESEZHETNBELRE




a) JBITARMNER, ESTHERFRTRM ISNEEXIE;

b) FHRMFHE 10%,

—IMAEHAATHORNENRIAE T, RAMRERBEEIRENE 20mg
S ZRfUME 30mg, EH—K, OREHEFH, RENLELALARE I FARS
KRN TZRUMARNIFLMEEE TRIE. i, REREBRLHE 4 AR
BREZRUMALLE 8 AARERERNA/MGITE (WM 95%EFX(E) X
1.1% (-2.702 Z 4.918%) .

F 2542 52 A ] RIBHILE 20 mg =ZRA¥E 30 mg
96.6% (198/20541) 92.5% (184/19941)
4]
4.1%[-0.308%, 8.554%]?
99.0% 95.5%
(203/2051) (190/199451)
82
3.5% [0.362%, 6.732%]"
p<0.0001»

BSHNBFRTIAEBEUE TN EELE,

a) AT ARNER, ESTHNHEFRTIM 95%EEXE,

b) FEHIMFE 10%,

RRERE RNBIFEST

—INE P E KRG FE . SR T E S B X#EHTA 3 HL il BB,
WEREMEKXE R, AETHIANZENRAMRERBERIRNENE
10mg 3% 20mg = = FHMe 15mg, HFH—RK, ORGHZE 24 A, RKiEH4E 10mg
HF 20mg BEXNT=FHAM 15mg BEMP AU RERNERLTENIESK
MRS E R T B .

fRIEH A 10mg RIBERLA 20mg ZEHM 15mg
13.3% (24/181 1) 12.3% (21/171 1) 25.5% (47/184 f5)

<(RIEHIE 10mg 4 vs 2 FAIME 15mg 48>

-12.3% [-20.291%, -4.277%]®




<IRIBRIH 20mg 4 vs Z FHi M 15 mg 48>

-13.3% [-21.257%, -5.269%]" ©

ESTNHFERTERBERENVNBERE

a) JAITARMNER, ESHHBRFRTRM ISNEEXIE;

b) FEHWMETHE 10%.

—IE B ABTHINEN RIXE P, ERERE 20mg EH—X&KK 8 FM
BRAHEAR THIANEENRAMREREE, BRAERL 10mg 5 20mg 5
=RAM 5mg fFRTy, BE—K, OREHE 24 F, EREXN TR, KA
fIAE 10mg 2870 20mg AN F=FRAM 15mg HEFIFHM.

RIERAE 10mg RIBH A 20mg 2R 15mg
5.1% (10/197 f51) 2.0% (4/201 1) 16.8% (33/196 451))

<fRIERILE 10mg 28 vs = EHi 15mg 4>
-11.8% [-17.830%, -5.691%]" , p<0.0001"’
<IRIBRILE 20mg 48 vs = RFME 15mg 4H>
J14.8% [-20.430%, -9.264%]" , p<0.0001"
BEESHRNEFERTEAERETNE /TN EERE
a) BITAEMNER, FBESHPHNEFREIM 95%EFX 8
b) FHUMHEFEA 10%
W | TIRAT R AR ER
—IMAEFREABETFRERN 3 H. Byl NEIREKRF, dITEFFHEMEER
EFERBRIEZ T AYEAER 4 20mg S SR ER W 20mg., FJERE
W lg. BINEE 0.5g. BRI 0.6, FF4: 14 X, FOUE T RIEHIE 20mg 28
X F X B R SRIME 20mg HAERBRE T EAIFESL M.

BHMNGEHTE RER V2 HigEFH
RIBERLA 20mg 86.8% 0.1% [-5.95%, 6.17%]”
RIS EHK 1g (210/242 151)) P=0.0009°
THBEE 0.5g
FIHEER 5§ 0.6g
B R EHIM 20mg 86.7%




FIRFAK 1g (208/240 1)
"I EE 0.5g
MIEER $ £ 0.6
SN FRTANRRNEE ABTHENEEAL
a) C-UBT Ry ML R A BA M
b) CAITHZENER, ESHHEFRTIM 95% BEXIE,
c¢) Farrington 1 Manning 14% 5 Cui-Hung-Wang 1§30 %5&, FH
SHEA 10%.
[Z5EHE]

HEER

RERE MHBEF RSN TE MG H . K-ATP Bg5E %, KA
S8BT S BRI H S ER AR, T H SIS i E IR G A
B o

SEHR

BEsH

RERE Ames R, PECRIMRTEMELEABTRE . KRHX
RRERI AR,

EESM

RIBERIAFIE 7 30, 100, 300mg/kg/ AR, XEHSHBEEAREENRT
R A B ANE ., =100mgky BFETERFY I NFESY, SF
300mg/kg/ AFIET 4/20 REEMNMIET, BEFLECR. iRl REML. SMBA%K
ERES. EMELS . AERBRILE. FERBERKERERD; 100mg/ky A
ETEEFLAUR. MMM R Y EAF A NOAEL J 30mg/kg/ R, X47E

IhEEF1 R HAPRRG & B B9 NOAEL 4 =300mg/kg/X .




AREIE-FRFEESHEAR T, RIBREFIEA 100mgky BRRKESM,
300mgkg/ HFIE T II NABES M, BERTFEEREEERERD. BEE. AT
TRE . EBEERRRE N THREREREEIREAI S E &£ REN,
=100mg/ke/ AFIE T o] LEHAS M, B1F 300mg/ke/ BFIET 1/20 R,
REFLEA . BBl IREML. 2R HESHHRE, =100mg/ke F 24K E
BEKRE. BRERK. REB-REFLXESHERR P, REREFIEE 3,10,
30mg/kg/ B, XEEFE-BAFARREN. =10 mgky BFE T NEESN, BIF
HERD . REIEEZMNED . FRERD, 30mgke/BFIE TN 2 Rk
w1 RERERRTET.

AREFHSHRR T, FEX 10 mgke/ BRI AR FI FREAER
AE&NT. 100 mgky BFIE T NAFIFSH, MHFNZHEERER
. HERE 4 XFRFRRAHEE (HEFMARR), <100 mgke/BFIEX F2
RYPFHPEFR. RESEKIRAFEZ W, KighERHERB=Y 8@
HE T, FoBERERE.

BUEtE

INR 2 BRI T, EBS TRIERILE 6. 20, 60, 200mgkg/H ., 7R
R 200my/ke/ BB THER TR, AR E 20 RES (5 88 &)
FaEZ, A2 15 REf (8 90 @) M Ea Y LiEiRaTEe . 78 =6mg/ky/
B E T MY K =60mg/ke/ BFIE TUEMENYIH, TS A& K500 4B
%, 200mg/kg/ BFIE TN SRE, =20mg/key/ BFIE FEMEIY R = 60mg/ke/
HFIE TPl WATARRRRE, =60mg/ke/HFIE THEMEIYI K 200mg/ke/

B & T Mt sh el WAT ARz .



AR 2 EFREMREH, EBLTFRIBRLES. 15, 50, 150 mgkg/H, =
Smg/kg/ BFIE T O] W BHME R B HPEIFE, =50mg/ke/H7IE T 0] JL AT 450
BhyEE, 50 #0 150mg/kg/ BFIE T 3IoT I | REgEMEYFFAEE MAEREM 3 R
MY FFREE RARE .

BHEXMENAEINASHFIBRSWaIENSBREIMESR <. T4
BT RE RIS KPS RNER, SHABNESHEX.

[I#] 30°CUA TZRRRE.

(%] 2B REEE, 7TH/E, 10//E, 14 F/E.
[FXHA] 36 1B

[$hiThrfE] # 0 Z4REMFRAE: 1X20190049
[H#EXS]

10mg (#% Ci7H1sFN3O28 it) . E# S HI20190064
20mg (3% Ci7H1sFN302S 1) : EZ5 &S HI20190065

[ETHFTHRAEA]

b4 FR: Takeda Pharmaceutical Company Limited
JEfMfHuE: 1-1, Doshomachi 4-chome, Chuo-ku, Osaka 540-8645, Japan
(£ =]

1M ZFR: Takeda Pharmaceutical Company Limited, Hikari Plant

H =ik 4720, Takeda, Mitsui, Hikari, Yamaguchi 743-8502, Japan
[@%]

%  FR:KOKANDO CO., LTD.

# 3k 9-1, Umezawa-cho 2-chome, Toyama 930-0055, Japan
[BEREXEA]

7 M RERKBARBRAT

Hh Hh REMEEXXEE 115



M3 2% 300385
BiES28: 400-069-0980
fEESRL: 022-23972240



