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Q)RR O~ T F7 4—

HENDDEES DEE;
RO~ TF7 40—

Pl i
LR

BATHUREMEDHLHRMED
hEAR, AR, B

TEASDERRSR - NIRRT ERICET H1ER
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Z 0t
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V.

1.

ARICEI SIEE

SEEN (TR
4. PMEEX (TR

WEERIEHRICEETHER
RESHL TR
RERUVRAE

(1) FE M O B O fig

6. AZRUA=
HE . AT NSRS LU THIEI150mg, LA IZ2[F B 100mg% =M NICE 535, Z0D#%134
Wiz1mEl, NURYRELCTThmga = XX ERHNIC 595,
B BEOIERE OEEMEITISC T, ASUAYRELT25mg) b 150mg DI C b 525, #
FE(Z1FEH7ZD/NURYR LU Th0me& it 2 72V 2 &,

(i)

AFNTE G EANCHOIREL, MBS E-%, =AM U NI 595,

B DBHERERRE R (VLT F =2« 20T T A50mL/ 45 PA E80mL/ 45 Ais) ~ 4% 53 28 A 1. AFIOHE
WeASERIE UM PR EEDS EA- 28 EN0NHL720D, NN LU THIEIN00mg, 1% 220 H 75mga = 4 /)
PR EL, £O%ITAEITIE], RUNYRELTE0meE =M i XITEEH IR G T2, 7ok, BHDIE
R OBEMETILT T, 2SUAY R ELT25mgh 5 100mg D JH Tl B 543, &I 1[aldH 72030~
R L C2omega Bz a2,

(2) HiER OVHBEOR ERAE « R
HARNE G L7 V7 HRIFRERJPN-43E8Y . 00 ORAEN D, NU_UR LU THIEI150mgE =M iHN, 1%
100mg% =M MMNICE G L, £O%IT4Z1E], RUARYRELT75mek = A i) XIXER NI 53528
T, WA RKMIE KT DARBN O IMEDRRRES T, F2, BARNFEA KIEBE 235 L L2 JPN-5R 5
) DRYAENS, NUARYR LU THIEN50meZ = A KN, 1% 12100mgZ = AFMHNICHR 5L, Z0%I340H 12
1al, NYSRYRELT25, 50, 75, 100X 1X150mg% = A i X IXES NI B LT & . BRI OA ZhitHE
FEospERE NI,

BERUAZSICEET HEE

7. BERUVBEICHETSEE

71 B EICANVARYRY UV ALY R TOEERBRIN 2SS, £, — MR 0 U_UR 3R b
YAARYRBIEN e 5L, IR SONE L OCBRBMENS DL MR LT 1%, O/ UARYR ST O A
URBAIZOF IR K O 52 BG 528,

7.2 BRIEBHSRERE B E (VLT F =« ZUT T A50mL/ 4 LA F80mL/ 4y K 121X, 2~ UR LU THIE]
100mg, 1##% (220 H 75megZ — A NICR 595, TO®%IZ4RIZ1E, NURYR LU Th0mgaE = A X
I NICE 555, 7ok, BEOIER K OCBEMEIISEC T, 2RUARYRELT25mgh 5 100mg D i
T EHET 528, BEIZIEHZD /YRR L T26mga Bz 720 2d, [9.2.2, 9.8, 16.6.1% 7]

1.3 MOFFNMEER AINOARANCOIVEZ 25 81%, KA O EEZZ B L CRGREY, 58I H0ER
L. BEOEREHSICBIET DL,

AKEN e CUARY R D FEFEVERB T SV ARIRTHY, UARYR AR IR B T S IR DARAE ~ D) R
ZAIIHTz-TE, WER GBS, HIEEOHEICEETHIE,

 UUFOBEIIET, VAR MR 51500 i FR BB LR O MU P AT AR Sy IS
 BENLTEMEESLTOS, [16.8.15 8]
o URYRU IR AT 25 me A 2 R TR 5L TS B I, AR H 020 R AT
 SOmeE EHE T TS,
e URAYRER P SRR T ST 50me 2 2 R T G L CWOAEBE I, KR G- OB % DAH]
 100mgAUEMRE T 55, |




74 KAIZRER OHEE BYICREG TETREMBAZEVZE AT, BRRICHIZ), ARIOIEYEREL S

BL TG, BE5EICHSTEL, BEOIERE S8 52L, [16.1, 16.8.2%H]

7.5 AFNTFERA THHZ LD, BGPIERDBEOIRZHEEICEEL, BIERSEORIUT2ICHE

BE4528, [8.1. 16.1=M]

(Fg)

7.1

7.2

AANIERPERFNTHY . EHICARNZERE T DIAEDR RN R ASYARYR S T AUARY R A
(CEDIGRRBOSHE e OBAMEEMERBL Thb, ARl G452,

208 FZN R FERET DY ANYR R PRI FT IS, #mli G- 3 Rl 12 DU LD i il B2 23 L5357,
Z O, #BOGUSHREZ 0205, AANZ, PR GZECH/N P REN ER-550T, @, fh
OFUFHIR A G L2202 E,

1, 7956 DAME A A ISTRIE BE O pkiE 2 ot R E U CRHEM S B REMRIT 2 S HL . EES 7z it Y~
URVIREHERICET2ET VB WT, 257V 7 7 A(CL/F) DIEELELTILTF =020 T T A
(CLer) IRES Iz, BB RERE 2 R (CLer : 50mL/4y LL_F80mL/ 4y Ai) Tk, IEH BEHSRERFE (CLle:
80mL/%y LA |) LH#R L CCL/FAN6%ME T L., AUC - 2319% NN DL HEE S 20, 8 Bl pa s £ A
FHCITAERES OLEEIRB ST,

PLEXY, BEBEREREOHLBHITIL, MIRILOHERHEEDIZ/ YR LTl & 150mg D #E5-
VIRET ., HELERVE R OHEOR G &IV DR VWHEARETHIEEL,

<BE  BEFEERJBICBITHN\URYRUEHREDEYEREDRET >

AHERE N TE S 72 RN BR T (DL T . BHSRE IE 5 BE) 1205 LR EE (CLo50mL/ 45 LA F80mL /4y ATi) . H & s
(CLer30mL/ 43 LA _E50mL/ 43 AVl ) B OVER JE (CLer30mL /4 ARhil) D B RERE E 2 A I D AR E (LI, B
B~ EE TR R RE R TR AE) 3501 (BREE 1261, AR 125 e OVEEEE 111) 12 LT, FEEMIEICZED RUNUR AR
HaEE3mgA FAZE IR AR O 5L, RIRFT LTz, 2R, BIEERSIER SR, SRR
FEN OVE JE B RE R ERE DO Coan (X, BAERE E AL LN TENZIRIL66%, 2565 L U2.14% EH L, AUC
IZFENFIFILERE, 2.80% L O3 4587~

VL EDORGAELY ., BHERERE E 2 A DR A JTIE B () _RUR AR EEA TR 5- L7236, PEIEAS R AE LI
HERIEMIREE N m <D B2 HNHTEND, BRERERREE O BEAE IS U CRAE & & O &0
ERTHULENHDLLHIWILT,

FRORE AT T, B B O B BE PR E R AR A A 5 LT X OB FRBEIZ IS T A S Y
RURREEZREE LT,

RS ~ B P R B RE IR R I 23 me, R R MR RE PR R (26mg, EIHRRE [EH HEIZ6mg M M 2meA 1 H 18] 18 $¢
HLIZLEDOEFIRIEICB T DM ENRE /XT A—H (Cuiny,  Crnax e FAUC ) LA FIRT,

EEEEDOBHERTFHIC/NINRREZREZRORSLELEEOEERREICETEH/ IR DFE
MBS A—F

THE + S.D B FhAE [958 (2353 B B
th g i - B RERE B RERE R BRI TR B RRERE R B REEE ERkEe
(3mg) (3mg) (3mg) (6mg) (6mg) (12mg)

=] _ B
(e MER A f) N=10 N=12 N=11 N=11 N=12 N=12
o 16.4 =986 | 16.1 = 17.6 | 6.26 = 3.27 | 12.5 = 6.57 | 8.12 £ 5.76 | 16.2 & 3.33
(:“/mL) 14.8 12.7 6.67 13.3 5.61 11.2

& (1.80 - 33.0) | (2.10-65.9) | (1.09-11.6) | (2.15-23.3) | (3.36 -20.1) | (6.72 - 40.2)
o 18.4 = 10.7 | 18.1 =19.2 | 7.87 =3.99 | 15.7 =8.00 | 10.4 = 6.39 | 20.9 = 12.8
(erX/mL) 17.2 14.0 7.60 15.2 7.50 15.0

& (2.54-35.4) | (2.97-72.2) | (1.66-15.2) | (3.31 -30.5) | (5.68~24.6) | (11.4-49.1)
AUC 415 = 245 411 * 441 166 = 81.6 331 + 163 224 + 144 448 + 288
(n hr L) 382 318 170 339 157 315

& (50.5 - 814) | (64.1-1659) | (30.8-1304) | (61.2 - 608) (113 - 522) (227 - 1044)




TEFRHE 5/\)“\UF/@H/%$E(AUC DY) Z LB LT fE R . LT OZEnHERSNT,
.%:F—Ex*g% 123mg X X6mga e 5- U= X OBREFE B X, IE 5 BHEEEREIC6me )11 2mea & 5- U 7= iR
%kﬁ@fi“(“&)é\_
@ A B REFE E R IO 3mea R G- LR R T, E B E R 12me e R B LTI B LRI E CThDH L,
@ U B AR R RO 3me A B - LT IR R BT, (B B AERE AT 12mg DR R R L L T, #920% mi<725T
&,
Fo, PEE~FEEBERERERFICBO TR, NUARURCORE EINETIL 72D EIE SRS D%
NBRHHIENE, ZEQEL TS,

7.3 TVILEEEREIZEE T 2IH H J DI (P.24, 25) &M,
AE S CVARY R O EFEVEREHD T )RR ThHD, VARYR U ERN R EFHR D D ARF ~D )R 2
\ZHTz-> L, BEEREIZRHWED, AEROCHEICEETDIE,
uT@K%m&“Eﬂﬂff AN R AR MERR I 1 S 4% 5-RE 0D 7E 7 R BB L [RIRR B oD A TR A Zh koo Ve
PIEONDZENHEESILTND,

YANRYR R MR = R — A
25mg (23 1z 11A]) — 50mg (41 FIZ1[E])
50mg (23 1z 11A]) —  100mg (4RI 1[a])

7.4 TVILEYERe B2 TA B | DIE (P.26~29) &[],

7.5 AANIFFERAITHY . TGP ILROENICERA LR Rt 30720, B2 017928,

& R A AR
(1) BBERT—%/\yr—> O : FHEER — : FRFLLLIFMONRELT
RERL phase x5 HWE | et | RyEhEe s
JPN-13t8R7 BIM | HAA — © © HA ] B 53 dh R A
WA JCTRIE B (2661) (JE PN B R R BR)
JPN-23t RS B/ | BAAN © © © G 5 -3 B BB
WA JCTRIE B (5661) (= PN Fg R R BR)
JPN-37ER? B/ | BARAN © © © A AT N BB S
A JCTRIE FBaE (80H1) EYEREFAR
([ P i P R BR)
JPN-4ERERY- 60 | B | HARANEZ ST © © © TIeRx M HERT MM
TIT N AEATRER] PL SR
WA SIHAE B (32361) (77 SRl A R ER)
JPN-53kBRD ) | I | HAAMAKFERE| O © © FEERE I 5305
(20141) ([ PN B A R
(2) BRRHER

1) [ B e ] i oA AR B (JPN -4k © 69
AMEHERZ A T A A L THIE R E (PANSSHR A 7 23600, F1200LF) 25t R ELIZF TR B —HE
*ﬁttf.ﬁfat%ﬁ ZBWT, AFE AU RELCHIEI150mg, 11220 B 100mga = A FHNICEE L, £0
%5184 M D9 Z | _/\)«%/&Lﬂmg%‘: 1815 AT PR 5L, 13381 £ TOPANSSHR AT
ICOWTEHL 728 & Fe &GS (LOCF) IZB 1T APANSSHR AT T DR— 2T A L B D IRV B D Sl
+HEUEMR ST, AAIRE-3.1120.32, TR EE6.9119.13 T, BEMIZIT-9.7THY ., MEFHIA ZZEN
D HALT (p<0.0001, MBI .

WE 1 5508k (JPN-530R) 2 69

FRMEWER 2 A T DA S TRE B E (PANSSHR AT T 36024 12000 F) A%t %L L= E % 53R I B W)
T, AHFNARYRYR LU THIE150mg, 1A% I2E] B 100mgZ = ARG L, FO%I3481c1E], 3
URURELT25, 50, 75, 1001%150meZ Al 28 F & C =AM UL NI G- LT- &, &KalAfhils
(OC) IZBIFDPANSSHEATT D= AT A L DAY B DS MR 21T, #% 5-518-2.0210.52,

25-7.1+112.41, ¥ 549H-10.7E12.37THY . SENER Hiws L7,

Do
~



(3) B PR ZE IR BR
1) AR (HE e 535R) (JPN-13005R) 7

A AR AR A R RIE R 26614 R EL T, AAKI25, 50 % ON150meZ BRI HLmI B - LT 5 & 02 2%

LZhagdLE, o7 2Mb, FEER WATE M HEGERBRIC TRETLIZE A, BIEH O BRI 2R T69.2%

(18/26%1) . 25mghfTlE50.0% (4/8%1) . 50mghf TIE55.6% (5/9f1) . 150mghfTlE100.0% (9/9%) &,

150mgfEDFBLRD b mn o7, EREWEH (BIRDFBENIG10% 2R T-HR) 1L, Lh7re7sF

HIN34.6% (9/2661)) . EFHERALIENR19.2% (5/2601) . {EEERALALEEL1.5% (3/26f1) Tdh-o7z,

) ARFI O RSN AEL A EE LR A U _RURELTHIREI150mg., 1 I122E B 100mg% =4 5N
(e 535, TOBITAEILE, SYRYRELTT5med = A UTBHNICE G535, 728, BEORERK
VBEBEMEITIEC T, 7YY R 2L T25mgn b 150mg D #iPH Tl B isd 528, $EIX1EH70 /Y ~YR LT
50mgE A IRV E, | THD,

2) AARMERBR (R E % 5-508R)

O £ 53 B REABR (JPN-275x) ©

A AR NS L IHEBES6H 2% 5T, AR50, 100, 150mgZ B ANICARIER G LI-L& D24

WahisxItFE, Zo2 Mb, FEER., WATHER RGBS TRFILIZEZA, BWEHORBLRIZ 2R T

96.4% (54/5645]) Td-7-, H5-FER]TIL50mglENN100% (14/1441) . 100mgiENN92.9% (13/1441) . 150mg

F£2392.9% (13/1441) . 150/50mghE (F1E11L150mg, LARRIL50megZ B i N 4% 5-) 23100% (14/1441]) T -

77e FREWERA (RROFBRN10%LL EOFER) 1%, f 7 a7 7F BN it %<76.8% (43/5641)

WNTHEAIEIR17.9% (10/5661]) . 1EHERALETR12.5% (7/5661) Th-o7-,

) ABIOEGBEINT-HER OCHABEREE, A USRS THIE150me, 1A% 2200 H 100meZ = 45 N
WG4 %, FO%IZ4RIZ1E], RYASLYR LU TThmgZ =M UTBEE NI 595, 7k, BE DR K
OEFMITIRT T, 7R ELT25mg) 5 150mg i Cili B B9~ 2 78, #Ei1[Ed7=0 /Y ~RY R L LT
50mg&a Rz IRV E, | TH D,

@ = A AT N SE 5 5- 38 Eh REFRER (JPN-375R) 9

H AR NS e ilE B 80H 25t B L LT, AHI150mgZ =4 i K& ONT5mgZ = 14 i ST BRI 48] AR

BHLILEOR W E SRR, Zo2 2Mb, FEEMR, WATHM EGERBR ICTRFLize2 A, BITEA

DR BRI 2R TT78.9% (60/7641) . 150mg/ = A AEENT9.2% (19/2441) . 7T5mg/ = A Mhi#E1385.2%

(23/2761)) . 75mg/ EEAHREDNT2.0% (18/25H1) T -7z, TARBMWEM (BIRDOFEILI10%LL ) 1%, 1

R a7 s F D b 2 <AT7.4% (36/T661) . IRWNCTHERBALIERE23.7% (18/76/1) . 1ESTEALIE TR

22.4% (17/76§3]) Tho>T, —AHNEGITEANERTHNE G THEFROIBLRITRY MEA R H BT

HLOD, Fe G O G EAI)H LT ARMEIL R Th -7z,

TE) ARFNOEGBS N HER ORI LA . AT VAR LU CIEI150me,  Lf#22[0] H 100mez =4 #H N
W E %, TD%ITARICLE], RYRYRELTT5megd =M BT NI G- 5, 3., BEDIER KL
OABEVEST T, 2 RUR U ELT25me) B 150mg DO Tl B4~ 223, #HEIX1EIH 7= UL R LT
50mgZF BRI &, | THD,

3) H R
L

4) QT/QTci Azt ER
<% . RONUXURCBAORGE, ST —42 >0
A R FIE ST A RIS B BT 141 Ak S e LT 7 TR IR B B REBRICEB VT, QT/QTe
MR 5/ SU_RUR Y O A RE LTz,
ZOREF, URYR L 8mg GREAMERLA]) SRR 1 35585 GE#REE) 12 B N2 QTeLD DBRFKARIE £ 3 7
DI, 7ok, BEFHEEH CTho/\UNYR AR G T T 2R B REE D 7£0090%ClIE3.66~7.25ms T
V. 90%CID ERRNFERNCER E L ERETH510.0ms% Flal>TWz, £z, MIEF SUARYR
EQTCLDDR—AT A L InEDZEA B E O BE M 2 ONIE XU ARY R AR EE L OAER DR — AT A D B0
FAb B EDOBHEME ARG LIRS R, SUANUR 24K O8mgD H & CTH G- Lz E D i Y ~RUR R
FED LA, QTelD, QTecLDDOR—ZT7 A4 NHDZE L&, (DABE AT D X —AT A B0
BAL BT AIEA B RS 28, M SURYR AR E L Z N SO/EH EO RN B BIRITRO B
IRNoT
) 2 UAUR R R (8 0 4D IXENSMECRKGR Th D, (20254F12 7 IR

(4) FERHAER
M ERRL



(5) HRAEADEABR

1)

2)

AT AL 17 IR R LB
HM AL
HBER

= [t F R PR 5 5% (PALM-JPN-458ER) 4 0

N A ZliskdE, “EER, TUF b, TR, WATRER R EGARR - 77 KR AR
o5 AR R

H K AFNOF DA D728 7 T 2RIk T AEREZRGE T S R 2 E R 5,

POE S AHARANI6HIZETe 77 N(AAR, ®EEH, B5)#A KEEE (323641)
(FZ1R 16461, AAI159%1)

B R DSM-IV-TROZ Wi HHEIZ FE D& A TRIE L2 WS 7= fBag
AP — = T g O — AT A R PANSS DR AT T 7360~ 120 Tl o7~ A

TrBRA LY DSM-IV-TROZ W I C S & H I CRATVELS OREME R, WSS
TAEZWENT-BE (=aF L R OB T = A AEAETERL)
ANCEDRIE N R 7 B

ke 551k AEETIT, AHFIZ U~ R LU THIEI150mg, 1E 1225 B 100mgZ = A 5 NI 5L,
F D5 H M OB % 1T Y~ R LT Thmgah = AN U HNIcE L L, 7ot
AEETIE, ARG LRIBR T, RAZOT72REHANE G L,

FEFE A FofEREAN I (1338 XX —FH 5 R 1L RE) OPANSSHFVR AT T DR—AT A U NHO AL i

[FREEAIMETIE H ] | (R3EfiE#last observation carried forward (LOCF) {12 LV 5E)

Rl AT A ZE

ST O A& REA IRE O PANSS FALEEAMT R EE AT T DR —RAT A b0 R, ik

S DOPANSSL AR A —*DENE | F & EHIEE D CGI-ST) 27 DR — AT A L INBDEE

L& %

k& EEMEF O PANSSHR AT T 3R — 2T A L 7353000, FIRAD LT 5E + 30% L AR & — . 20%LA b33
WU - 20% L AR A — LiEFE

ZOMOFHEE | PANSSKAATT DR—2T7 A L INEO AV FEORRIFHER (KAEEZLOCFIEIZ LV LI 56
L. REfEEHISE L7V observed case (OCTE) DA]) ., A&FHIRF DR — T A nH0
PANSS#& A= 7 D2 (OCE)

AT ] HESNCENi L 723> DO F M 7 72 R G IR MR FE R BR A B 5 1S U2 ks e, PANSSHa AT

DR—=AFTA L NEDEALEIZBIT DT TR REEARBIRED 2N —8.7Ch o722 b, RIEHR
TIERAE M F OPANSSHA AT TIZDOUN T, _—=RTA L INHD I AL EORER 7% —8.0
LIRE LTz, A EARMEZTEIS% ., 90% D ) EL T, B fRAT cF Sk E B WLz,
RO R (FAS) 22Xk 5L T, L FOMi&FE L 7=, KIAMEIXLOCFIZXifise
L7z, Fo. KMo n =T — 20O A% A, KIAMEE LR WEREYT (0C) H1T-
Tro WERHFIIRE A B K E % DI E &2 FEMEL . S XXM 95 %5 X 2
7=e ZEMEOPREEIIITOR T,

(CEZEHE E )
HhMED EEEGE H 1%, B OPANSSIRAZ T DR —25 A b0 2 b EEL . L
TN EIToT2,

- EEARYT

BEBRKROCEHER S, X—ATABREOPANSSH AT T & 328 G &L 7= 3655 W4y #r
(ANCOVA) £ T VEEML, 770 REE AR Z ik L, /b SR PR EORER 2D
95% [EHEIX 2R 72,

(R EEAmE E )

« PANSS FALRHM R EE A2 T
- PEAMRER] B OV K& REAMIRE O PANSS L AR EE [ B PERE IR R B . B ie bk R, 4
HOAB AR AE IR RE K OMarder® FALFEARREE (BGPERESR, BRI, BN, HcE /B
B ARE/NHD) JAAT DR—=ATA U DEDEALEIZOWT, e GREL OEHER T, ~X—
AT A WED RIS T HPANSS FALREAMN R AT % 8 B L LIZANCOVAE T /L& W T
FER 21T o7,

« PANSSL 2R & —L—h
[E| CRA#E L 7=Cochran-Mantel-Haenszelf® /& % T, F &R OPANSSL AR 42—
L —haRER b L7z,

- CGI-S
B EEAMREE K O &S O CGI-SAT T D_— AT A L SO B A NEA AL L B8 5-FE R
DEZK T, _R—RATA L HFDOCGI-SE A ELL7ANCOVATE T V& HWT, BER LI LT,
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171) PANSS : Positive and Negative Syndrome Scale (F5ft « Fafhfm R 2EAm R EE)
A IFIE D AE IR REZE 2RI IR T 52 8% HE LU TYERRS IR R, Bt R ETH B
(M, BESORAREE, SRICE21TE), g, FSAM, M. #08) . BERETHA (Fd)
OFARAL, HENSIEZHY, BUEMEOREE, ZEE/ EARIK N ICLAEREIEILY, ENE
EOREE, S0 BRELRGEO XM, FRNEE) | AR R E16E H (DRUE, R4,
JRIEEG, BROR. AMES R BRREE . oo, EENEGR, R, RERREBNE, KA
WEk, FEEORE, CHE SO XN, BEORE, EFEMEoMmEiEE, A, B ERT
2 [E038E) D430 B 2GRN D, EAENOIEH OEIELE L] (Z2L) DT (e EE) ETOTERHT
FIFHNTND,

HAGERR [ HEBEIED 5 Bt

#£2) Clinical Global Impression Severity (CGI-S)
CGI-SiF, MEDRRFRERIZIBWCTIRERDOZ 2 F LI EFE LI, SR AU IS T DR
DA FFHIE DR Z TN IR Chd, Fiz, BK EOERIOMZRIZLAZAL (CCI-C) i, A
BRATOFANS:, HHFEIEL LI U CHEBRE ORFIRAE DR S LUTEAL Lo & 5§55 O
THb,

« FEVEREREFAN U (PANSS) v =27 L, B RN 5

LA H
[ E ) A A
]

R STEE OPANSSHA A7 DR—XSA4 UM SN ZEILE (FAS, LOCF)
KABIEZLOCFIEIZ IV FEL 25 A O i FEMIRF IZ B 1T DPANSSHR AT D_R—RF A2
(0i8) DB ZEAL BEDNEHIE +S.DAE, AFIBE—3.1120.32, 7T vAREE6.9+19.13T, Bf
MZIT—9.7CHY, T T BRI T OARFIFEOEE S FRFES I (p<0.0001, 431
0T o

PANSS# A= 7 Ak &
7T RRREE D LR
fe/N I fE
DREEZ=
[95%CI]

e hR N2

S S V2 .
p

TR
(16441)
AFHE
(159%1))

S +S.D.
a) W HRER OVEME AR T, N—RATA L DPANSSFR AT T %328 8 L U7 3855 BT

83.5+15.18 | 90.3£22.35 | 6.9%19.13 — —

85.7+14.57 | 82.4£23.52 | —3.1£20.32 <0.0001

BT H

PANSS TR EFHIREXIT7DR—ASAUNoDELE

B AEFEAMREZ 35 1T DPANSS FALRFM R EE OB HE . BEEER, BB MRR, s/ bildE
ORI REATT OR—AZ A2 (i) ) HOZA b iid, ARAIFEZ IV CRlkE /Bt
BER<AHEEB TR L, BRI O TR R AT O_—27 A2 (0#) 1 HO 2L
mAEFHMIER LA, 7T BRBEHCR UARAIRECIZSH B X TTHD BRD LI

(p<0.0001~p=0.0025 (ZEMEFHHE/2 L) . HEHT)
FIRREEL D b
TIEREE| ARRIRE | R/ T IRESE
(16461) | (15941) DRERZ= pfi
[95%C1]
NR—2T A 24.3+5.56| 24.2+5.66 o7
BHEREIR | _R—2T Ao h ) <0.0001
e ol 1.6+6.06 |—1.1+6.2 —4.1;—1.4
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(2) & MR EE]ERRD
oA LI BB TR AN 2 Y ~_Y R L T25, 50 M TN 50mg B E /% PN B [m1 3 B L T- L& o I B Y~ R
BEITRER0MNT FH L, BE1I~18H BT m I s LT,

(3) ERRERER CHERSIN M PR E
1) BEEZE
OBEARANIZE TS HE (JPN-1585%) 7
A ITIE BB ITARAZ SRR L T25, 50 ON50mgBE ik i PN EL a3 5- L 7= & oL g ) ~UR
VIR ERL, BEII~18HBICCrnl JIELIZ . $E00NTIR T L, &R ERF O 514126
HIZBWCHLEBRECTH -7,
MAEKRAEEETOEDHRNICHERIRELI-EEDMmMBF/ YRR REHT

(ng/mL)

=O=25mg (n=8)
=0-50mg (n=7~9)
=@ 150mg (n=9)

FAEAS.D.

o i 6 B

0 T T T 1
0 28 56 84 112 (H)

RE5&ROEFRE

MEXFEEEDERHRNICERRESLEESDMEFR/NNYRYRD DEYEIRE/ NS A—42

b & Cmax (ng/mL) tmex® (day) AUC« (ng-h/mL) t1/2 (day)
25mg (n=8) 3.68£2.26 16.0(4.0-25.0) 5,713+£2,829 47.2+46.8
50mg (n=8) 7.94£6.64 11.0(4.0-42.2) 9,198+4,764 44.7+t21.6
150mg (n=9) 17.2+9.95 18.0(4.0-28.0) 20,861+9,960 49.71+22.6
a) : OB (FHE) F#9fE+SD.

) AFNOEGBEI N HEROHEZ, R, AT ARYR LU THIEI150mg, 1 IZ2[F B 100mgs = A
NICH LS5, FO%IFARICLE], NURYRELUTT5meh =AM TE S NIcR 545, ok, BEOER
K OEBEVETIC T, 7YY R 2L T25men) 5 150mg D H#FH Tl B T2, HEIX1EH 70/ U_RYR LT
50mgZ A X V2 d, | ThD,
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@35% AEAT—ET

%&mﬁ%iﬁf$%‘ WA /SRR 2L T25~150mg = A i N HE AR G L& 0 MmfE R ~_YR 0
Coaxl . BN GRS T28% mfE Th o7, AUCIT A RICEMIL THEIML7ZA3, 75mglh
| CCnax DB I T A B LK 72, t1/21325~49 F O#JH Th-77,

HAERAEEED=ABRXIIBEHANICERIZEL-EE2DMmIEFR/NRYRY D EYENRE/ AT A—4
(E9fE£SD.)

55 ‘ Crmax (ng/mL) ‘ tmax® (day) ‘ AUCe (ng-h/mL) ‘ t1/2 (day)

=fAmAE L

25mg (n=22) 5.88+2.31 13.0(4.0-35.0) 6,074+1,942" 25.51+10.2

50mg (n=23) 10.4+6.23 13.0(4.0-48.0) 11,800+4,579¢ 33.31£16.6%

100mg (n=22) 13.4%+7.82 12.5(4.0-56.0) 20,069+ 7,778% 45.7+16.19

150mg (n=21) 29.2+11.8 14.0(4.1-48.0) 36,883 +11,095¢ 38.0%10.6%
RN 5

25mg (n=21) 4.89%+2.10 16.0(4.0-55.2) 5,308+1,850% 27.1%£15.1%

50mg (n=24) 7.8213.28 13.4(6.0-41.0) 10,556 +2,039° 34.1+14.39

100mg (n=25) 12.6£7.04 14.1(6.0-62.0) 19,674 +8,478 40.6+10.49

150mg (n=24) 17.9£9.52 17.0(4.0-75.9) 30,415+9,287% 47.54+19.89

a) : FOfE (FiPE) . b) : n=20, c¢) : n=18, d) : n=16, e) : n=19

TE) ARBNOAGRS - HER OH &, Tl AT U~ R 2L CTHIR150me, 13 122[0] H 100mgZ = £4 /)
PIZFE 535, D134 1IE| IRYRYR LU TT5mgd =AW T NICIR 515, . BEOER
K OBEMIIET T, 2NUARYR L T25mg) b 150mgD# I Tl BT 528, #RIZ1 R0/~ R e LT

50mgZ Rz IRV d, | TH D,
2) ﬁfﬁ&'a—-
OERE PRELER'®

,fr/\%ﬂraa%& VZARHNZ /U ~RY R ELTHIIEI150mg, LA IZ2[E] H 100mg = A NG L, 20%, 48
(Z1E], 75mg#2[m] = U AN B G- LTz, 28] B LLBE O T 7 & O fé #5443 C if ffE
INUNYRAREIXFRIRE ChoTo,

MEKFEBREICHE150mg, 1BEIC2EB100meZ2=AHAEREL. T0O%. 48IZ1[E, 75mg&2E=
AGXILESRHRNIESELI-EE0mEER/ YRRV ERE

(ng/mL)
60 -
50
40
m [ }
pr=3 ®
30 1
8
=
&
20
[ ]
10
0 e+ DU 43 i
0 7 14 21 35 63 91(H)
®E5%ORM
AA 5 l l l l
150mg 100mg 75mg 75mg

E) AFF G- IR 361 2 M U ~SUR AR AR RIE LR -T2 280 h, RERKLOHELT,
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Q=AmXITENMmARERSEYENEHRER

A R AIE B L IARA 2 SRR L CTomg AN ER G- (W1 H . L%, DIRER4EFRRC2E]) P L
TeeEDIMFER RYRYRPEEE L, BN G LR L CE T EEIcHEB L, #E5ICIE =/AmN
B HHED MAER RYRUR AR D EF T N B G RE S LEIE L C R0 C, 28] B R 5 DtnalZ&
DELBELUZ, Mg Y ~YR D Cna & RAUC - D GEAL O L (= A FH N/ AR N) 1%, 208 H %
F1% (1.48 J OM.42) Ll L T4le] H % 5-% TH TRME (1.25 )2 D1.26) ThoTz, AKF|Z/U~LUR LT
75K ON50mg — AN ER G- LT-L&, 2% 04E B F 5% O Mg Y RYRY O Crna e OVAUC < 13 2
R THE N LT

) A OAREN-HERLOHEZ, B, AT SR LU THIA150mg, 112207 B 100mgk =44 7
NICH L5, FO%IFARICLE, NSURYRELUTTomegh = A5 TS GNIcHRE+5, b, BEOER
K OEFEMEITIRT T, 2UARYR ELTC25men) 5 150megDOFEPH Cll B 9-223, B ElX1al&H 70 SU~RYR LT
50mg& iR /2Nl | TH A,

MEXREBECENHEI=AHRICRERS (FME. 1BER. UR4ERRT2E) LIzEED
Mg/ YN EVIREHER

(ng/mlL)
707

—— 150mg/ = (n=20~23)
_ —0—"75mg/ =l (n=17~24)
50 T =O="T75mg/ B (n=21~25)

l FEIfES.D.

60

R i-B R

63 91 119
BER DR

T T T T T
133 161

stz | | [ [

1) AF3IE] B bR 360 D i/ U ~SUR AR EZBARITRE L2728 h, FERELOHZELT,

23



3) BHEREIEE I LD E

<BE HEANT—H >

1, 79551 DM E AT A JTRIE B DR AE 2kt G & U CRHEM SR B REMAT 2 i L. #ESES -t rh /<Y
NRYRBREHERBICBET5ET LB WTC, CL/FOREELL CTI/LTF =070 T T A(CLa) BRIESN
7o, WP BMERERE E BB (CLle : 50mL/4y LA E80mL/ 4y A ) CIEIE# BHEARE R (CLe @ 80mL/%7 LA 1)
LG LU CCL/F316% MK F L, AUC - 2319% NI D EHEESNIzZ e, RSB ER =S ClaH &
FEOMBEEDRIBENZ, [TV, 4. FEROHEICE#ET7EE ], VL 2. 225N ELZOHE | L
[VII. 6. (2) B F el 2 B | OTE S IR

<% NURURAREED RS, BT —% >0

Tl 2 DFLE DR RERERE B B (2 NUARUR AR B BE3me 2 BA[RR O & 5 L7- &, BHEREDIR M, fid

FEALN & U CCL/FITIREREE T32%, HEEEIEE T64%, HERE TT1%DK TARDLIT,

1) 7YY RUARFEE DA GRS VTN EE X NI FT THEA ISTRIE ] ThY, FER O EIE M@ kA U~ R
ELTomgZx 1 H1RIFIEZICR A& G532, 7ods, Fn, IERICED T H 12mga i 2 7o\ VEiPH Cil k3223,
X5 H ML EORIIEEHIT CTIH &ELTmg T 2fTH28, | THD,

4) FFHEREREE LK HEE
<BE  BONURYRCBEIORGRE, SMEANT —5 >0
HHAE B TR RE R 55 FB 3 (Child-Pugh A= 7 7~9) I/ XU ~RUR > Img (HRA) Z L RIFE OB G- LI JIFRERE
DAL IR, Rk A LR L CCnan & AUCIFTZ N I35% M 27 %K F L7228, FERE AT X
AR CThotz, 7o, HEDOHHERERE R ICTBITAMEHI RS TR,
1) SUASYR AR DRANTE NI AR THS, (20254512 H B A1)

5 M EICH T HEMENRE
<BE L NYRYRUIRIREED RAE., FMEANT —& >
R RSN B OMEERE s in & 2kl 51, 2 RURUR AR LS E3me % LRI 1 5 5- K OV H 1[RI7 B [ SRR 1 B
BU-b& R AL LT B S ClECna X CAUCHENFIN9~20% M 24~ 34% BN T-,
1) 7YY RARTIEE DA FBE TN EESUTRIL TR IFE ) THY . HIEL O &I AT sl AIZIE YRR
ELTComeZx 1 H1RIFIEFZICR O®RG5-32, 7ods, Fn, SERICED T H 12mga i 2 7o\ EiPH Cil k228,
IS5 H ML EORMMEZ®HIT CTLH &L T3mgd 211928, | THD,

6) BEMEMEFREMITERICE D) ARYRUEHHMRE IS RIREBREOBZEEDLER

<zE HEANT—H>1

1,795 DA E A A I<iiiE BB DR iEZ kR &L CREEN SR BE T 2 L . fifEshi=t s 1%

FAWT, UARURERFOMERR B SR 2 L QOB F AR &P G- LT L& 0 M A5 2h ik o 12 B A

BAZHOWTHFILT=,

DAY R R PSRRI 5 25 X1 350me % [ AE #% 5-L CODIE & R RIE B E 12, &% 5 o2 R4 7>

D, KAz SYRYR LU TH0 XX 100mg, 48 MR CRER G- LIz e A 2k oo B 1 LRI

HEFF SN EHETES LT,

7283, VANRYR RPN MHIRE I SHR DO OAFNC OV 2 T2 556 O 2 OV MRS L TR,

) ARBNOAGRE NI AE R OH &, T@w, AT U~_YR L THIEI150mg, 1% 122[8] B 100mgZ =4 )
NI G35, ZO%IF4RIZ1E, SURYREUTThmgd =M I EHNIC G515, k. HEOER
K OBREMITIEC T, 2SUARYR L T25me»H 150mgOFH il B H 528, $ 81 Ald 720 /U~ R LT
50mgZE BRI &, | THD,
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(ng/mL)
100

10 7

D BB

0.1 7
YARYRY B IEE AF150mg% YARYRV R R AFI100mgZ
TS iRo5mek 2 ME T - 43E b T AT Omg A 2B MR TR 438 [ B T -
(" Bl (" Bl
URE SN A S S TS A S S
0 2 4 6 8 10 14 18 22 (Jl) 0 2 4 6 8 10 14 18 22 (i)
B B

JARY RN STR25me X (F50meZE REFZREL TLV M A RIEEEIC. BRRIFFOD2EREEN S, K
FlE /)RR ELT50mgX [£100me, 4BFRTRERESLIZEESDMBHRERD RE HBDOHEE
(B« T RpE, W 90% TIIIX )

* o MAEPAZIR BRI, UARYR R IEE I A G- REXY AU R R OVSY AU RS O EE O S5
AF B G RHT M FSY SRR ETHD,

B ERREICHFINSLHEEINDIRERE
@V AR FR M R TR S 25me % 20 [ T G- = AAI50mga 4 R THR 5
@V AR R R 1 B 50me % 200 [E1 [ CHe 5- = AHI100mgZ-41A [E kg CHe5-

7) BEAEYMEBREETERICEDNIRYRUERER SHEDBEEDLLE
<BE HEANT—H >
1, 7950 DA E A A IFIE B DRSS L U CRHEM S Eh e 2 £l L . s hi-=7 v %
FWT, RURURARFEEZE L T BE AR Z B G- LIz L& O Mg U~ R AR EHER 2OV T
Etliz,
INYNRYR AR EE6mg % KA 5% 5L CWOAHE A JSFRIE BB 2 AR FI150meg 810 2 7=1% . 8H HIZ100mg%
e LTml&, MEF /YRR R LRI ISR SN D Z N HEE S L=,

(ng/mL)
100 =

-

Do
(=}

o i S ST B KR B
Y
v
v
v
v

w
31

YARYR AR EemedE H 18 % 5
[0 AFI150mg =4 i N G128 %
8H HIZ100mg = i N5

150mg 100mg

e

G - TRfEL, R 2 90% T RIIXTHD)
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8) BEMEMEFEMTHERICE O BEHRAEW-BENREBEHRICEITFERNRE
<BE HEANT—H >
1,795 DA E A& S e BB DO a2 et 5 & U CRHE M SR B Re it 2 i L, S sz g <)
RURAREREBIZEIT 2T VE VT, ARAIOE G MR ZEW A O G-I OV TRREI 72
a7,
728, LU NICREHS N8 5 5 1 TARAIE B 5 U256 OB itk OVZ 2P IR ST,

M HEF%REER. 2R BR5FEFTORESEBENEN-HEEDHFREERICOVVTOYIaL— 3y
KK %Y ~RYR LU CHIEN50me i 5% . O 1% 1220 B 100mgD G N T3 # 5 [FE3 220
RIS LIt EomEH Y RYRREZ L I2L—Tar Lz,
) AR OAGREIN - HER O EE., TEE . AICE YRR L CHIRI150mg, 131228 H 100mgZ =4
NG5, ZOHKIT4A 1A, _UALYRELTT5meZ = M i XU HNICR 595, i, BED
SEMR K OEBEMEITIR T, 2YAR_UR L T25mg) b 150mg D& Tl B SR 528, #8111 [E&H7-0 /30~
R L TH0mega B2 722k, | THD,

OREE G-t 4R (R 2l —aCiksi) 122[E B SUARUR L L TL00mgz % 5L, 5 1Z3[F] B
Tomga PG Li-b&, 2 B O 5RE I BIfR<, 48] H &% 5 F Tl 7ome & 5RO & F iR RE L [FIRE
EDIMAEF RURYRARENSONDEHEES NI,

(ng/mlL)

100 ~

50
40 7

|
20 -

7.5+l

o i 6

3.5 1

Bl
AFIZENYRYR ELTI150megZE#[E/Day 1IC=AFHNRSL, #EH% 5% 381226 B 100mg, 581238 B 75mg
HREL. TO%GEBBTISmeE R ELIzEEDHETMITRNNYRYRURE
GBR - HPgefiE, AT 90% TIIXTT . AR TEmeg& RPN 5 Lic & E D& FRIEIZ 1T 5 Cran90% T
HIX RO _E R OVE & IRFEIZI 1T D Cain®90% THIX D TER)

QW% ., A~TH (K332 —1 g Trxsil) 122 H XU ~RY R 2L CT100me%, <D 1% (238 H
100mgZ 5. U7~ Lx 4la] B # 5 F Clo75me/ 18 #2 G-I R e LRIFR EE DI AE P XU YR EE N
BoNDEREES I,

(ng/mL)
100

50
40 7

20 -1

i
=2
e
B 75t
:ﬂ
=
E

3.5 1

150 100 100 75 75 75 75 75
| S S S S SR SR

0 56 10 14 18 22 26 (3iH)
=i

AFIZE /YRR ELTI50mgZE#IE/Day 1IZ=HAFHNERSL. #EERE5%58(22E B 100mg. ZOD1:EH%&IC
100mgZiR 5L, ZTDRAGEAMRTIS Mg S LI-EEDHEMEFEH/NRYRFVIRE

(B« HRoefiE, MEENT : 90% TRIRKTE], TR « 7omgA KAE M PN G- LIz & O E FIRIEIZB 1T HCua®90% T
X RO F R R OVE HIRBE I 515 Crin90 % Tl X [ 0D T )
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BA&KNZ Y _RYR LU THIEN50mgPe 5% . THEEROHEE AT U RYRL 1 EE O Rl 7.5ng/mLE

i Chotz, £z, IR G%, THEEEBEL TORY 2L —2aTiE#) 2l B XYY R 2L T150mg

P 5L, ZO1HE%IC3E H 100mgZz i 5-Li-E&, 48] H &5 Tl27ome g & G- 0 & F R R & AR
FED MAER Y RYRARE NG LD EHEES T,

(ng/mL)

100

50 1
40

20 1---!

7.5 Lo}

3.5

o i -

1

iEE|
AFIZ/NYRYRLELTI50megE#E/Day 1IZ=AFAZEESL. WEES5%7:BIZ2E B 150mg, TO1:EEIC
100meZ 5L, TDRAEMBTISmeE 5 LI-LEDHTEMBTR/NNYRYRFURE
GBR : rhoefil, MEHENT : 90% THRIXTE], fE#R : 7Tomea KB PN B G- LIz L Z O EFIRREIZ BT A Cua90% T
RIXE O _EFR K OVE F R EEIZ 31T 2 Cuind>90 % T I X [H D T FR)

AR5 #%2E B 5EFTORBMNAEVIEES. MRPREENRRBREIHBINIEHEESNIEESE

OHEI150mg ¢ G- A AT RIR 2 22\ 86 = 2[5 H : 100mg = 3[E1H : 5 HIZ75mg (BAF#75mg
AT B G

@HEI150mgt G- A~THEMER W54 = 2[H @ 100mg = 3[EH : 2[5 H O LE%I12100mg (DL
e 75meZ 4 fi 2 5-)

@WE150me& 5- % T 2B 2 CHIEAZEW=5H4 = 2[B1H @ 150mg = 3EIH : 2B HO1EEZIC
100mg (LA 75mgZ 438 fi |2 #% 5-)

AP 515 AR ZFR 5 LT 5E O IWE e OV SR THER S U TUVR LY,
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Q) EEREBIZERICIRSMBAZNIESOREBMICOVTOYIaL—ay
KA AT B G- LA SURURREDSE FIRRBICIEL TODEXIT, B HRIFRAS 22N RITRGL
A O MR YRR AL 2l —ar LT,

1) AFNOAGRINT-HEL O ER, g, A YR LU CHREI150mg, 1341228 H 100mg% =/
HNICE 532, ZO®%IFAEIZLE], NUSRYR LU TT5mga = A i XTSI NICEK 595, 7ok, BED
SEMR M OEEPEITIS U T, 2RURUR &L T25megn 5 150mg DI T B IR 35725, BEIT1ElHI-0 U~
Ry LU Ch0mgZ B A2V 2d, | THD,
OE HIRREBEZ (B GRS 4 2 2 COE L FZEW otk (R 22— a Clid6il) 12, 4T
BeHLizlx, mgEF SURYRREE L, BoOM, HHREICHER L%, EFIRIEL R 282
THEHEES NI,

(ng/mL)
100 ‘

50 |
10 T

20

7.5 Tl

o i -

3.5+

Rl
AFNIZ/R)RYRFDELTSmg R EBRSEOTEEIREIZEWNT, 0BICRE L%, BE5RRA6EZE -5,
BRAZE75meF 5L, UE4BRRCTRERSLEEOHFEMFE R/ YRR RE
GBR - i, fEHENT  90% T )

QE FIRRERERL (& G- N6H 2 2 Tox A LL FZEW 2tk (Rl —a TIiET#l) IR & (72
721, 150mgD A 1%100me) & 1A IR C2E#% G- L7-L&, 40815 OREF 5-ETIOEFIRBEL [FIFRE O
M AEFSYRUR R ENSSNDEHEE ST,

(ng/mL)
100
50 -
107
m 20t
b=
.
= !
E !
151 =
75 75 7575 75 75 75
I SR L SR LR T L SR SU 1
-4 0 78 12 16 20 (i)
BFfE

ARENZ/NNYRYFEL TS mgRIEBR SO EEIREICENT, GBIZHRELE. BRERMRATEAE LGS,
BAZE75mgzix 5L, D 1A% (88) ICRIAZE5meZ k5. UBGARBTRERSLIzEESOHTFMFEF/S
YRYRBREE

GRR - ArgfiE, MEHENT - 90% FIlIX )
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(ng/mL)
100 +

50 |
40 |V

20T

PR =

3.5
150 150 100 100 150 150 150
R S N— S S S
—‘4 6 % é 1‘2 1‘6 26 ()
el

KENE/NRYRELTI50meREFREFHDEZREICS VT, 0BITHRELEER, BRERMRATEZEN5HE
I, NYRYFDELTIO0mgEHEL., D 1:E% (818) (2100me% 5. LIRE4ERIREC150meZ RIER G LI-E
EOHFEMBFH/NINYRVIRE

(%« rPoRfiE, MEHENT : 90% THIXH)

QE HINAER R T 5-RIFE 32438 (K964 H ) 2221212, AFNZ /Y ~_RUR LU T150mga 5L, D
LAZIZ100mgz R G- L&, Tomeg 5 #% 5D B 5 IR BE L[RIFRE D i E 1/ XU RUR R EE S5
LHEE SN,

(ng/mL) —
100 -1 -
AU P T T ! i i i -
g 7.5 - Y i
s | | | L) {1 TTTING i
3.5 F-r--—mm——— - - -1 =Sk H H T HA
N R :
e I
i : I
E i I
s s 7T T Wf[liso s 75 75
RIS S
T T T T T T T T T T T T
8 4 0 4 8 12 16 20 242 29 33 37(H)

Rl
AEIZ/NYNRYRDEL T mgRERSFHOEREREICEN T, 0BITREL&R. REMHREA24:E (F960A) %
WGBS, /NURYRDELTISmeZ = AR EL. £D1LERK (25:8) [2100meZz = AR S . LUR4ERM
RTTmeZ REFHRANIRELI-LEDHEFMEH/NNIRYRVIRE
(% : rPofiE, MEENT : 90% FHIXH)

EEREDNERICRERBREMNENLE, MBPREELRREICHBINILHETEINITERE
D4 % B % CTOMELL T RIFENZEN - e& ¢ (6 B CHBH (DL A B4l 3 28 )
@6 ZRZ T6x H LL T RHIBRAZE N LX
a)100megll FOMAEOHE  FAECTHE = 1HEZICFA&2®&R 5 (LIEFEH &4 4088 28% 5)
b)150mgD 4+ 100mg THBE = 1H#%I2100mega %5 (DL 150mgZ4 1 1312 # 5-)
@61 A B2 CRIBAZE WL - lH O HER OH&E B HIE L) R
A 51 TAKNZ B 5 U356 OA I O B VEITHER S TR,
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2.

(4) &t
M ERRL

(5) BE - ftREDEE
R
<5%H  NYURVRURIIEED AL, FMNENT —42 >
HIL NP2
B IS FRAE SR 1 YRR E BF 6451 CYP3A4 K O\P-gpiB B/E A 95 /L3 <EE > (400mg/ H X
TG L RXUARYR AR TIEE (6meg/ B SAE#5) 221 HGFALIZE &, 7RURYR D Crias s & CAUC < 1TZ 1L
Z37.5% K 1¥36.6 %8 Lz,
a2
fAEFE R A B 60611 CYP2D6RL E/E A2 A 45/t F 1 (20mg/ A SKIEH 5-) &7 U~ R AR K EE (3mgHL
¥ 5) ZPF LIz &, /RU_RURDAUC-1E16.48% H L 7=,
R AR Y 2329
TR N B PESOBNZ A T A b AR —2 — B EEREZA T HN AN L (400mg/ H KB 5-) &3V
YRR EE (6mgH AR 5) 20 LIzt &, TN N0 EAN DM ENEE IO OB IO BRI -T2,

1) ARUARYR AR BEE D GRS VT BE X AT R THE G RFE | ThY, FIELOHEIZET ., AT YR L
LC6mg# 1 B 1ERIEHICRE OB G5, 7ed, A, ERICED1 B 12mea 8 2 e\ vEFH Gl B 523, HEIT
S5HM L EORIREZHITTIH &EEL T3mgd 217928, | THD,

GERICEVEENH AN OV XL 2t (R EoEES) (BT 2HE TAEER I OEES RO
Z&,

(6) B&EM (RE2L—Lay) @KV AL EMANBIEEEER
BT OFE R, U7 T A LTIV T F = ZUT T A, A0 BRI L THEBML ORI A 8
B D EHIIRIBSINT, it —IRWISGEFR U CTIEMERI, A lin, 50K B M O G5B A . 0Tk R
BRICZO R HPEERICADWI ST ICR LTI, BML, {EREOES, BHMA L O G IR & HEHFICE
BB ETHoT,

FEYLRE R/ NTA—S
(1) A E
S BN RERGE DFRNT « B4 &R L
FHEM S B REMEHT %ULYE?F}_ IZORIGEFRET 7 5 A I (ALact) DRI ED — IR IGEFEZEL ., 15
JAEFRZIE— R B A E LT 1 -3 R — A NET L

(2) RILRE TE '
FREEMN IR B REARAT OFE B, AFNE R G LI-EE D IMAER YRR DT 7 2 A 5 (0RBIL) D% IEED —
TR 53 B 225 (KA X 10°) 130.488h 1 e Sdur-,

Q) NAFTRAZE) T+«
SE N B ICARA 2 SYRYR LU Thomg B A N el & B LT & D /U R A Lmg (735
1) BB N B G- IR 2B M XU SRY R OIS A AT RAZEVT 113, #9100% TH-722),
Fo. RKENIZERYRYR LU TE0mgHE % 5- U 7= L XD e U ~RUR L DAUC } O 2 D & TR N~
H[AB 5 L= EDAUC-Z HE50meg THEALLZEIL, RU~_YR U Imgh #HRNE S L2 X DAUC-D
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a— VAR FAL R IR R — LB DOBZICh T, ENFIraY — A% W -in vitrosR B L0 | /%
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8.1 FRhMERANL, FAMER OB L OFRO T 8% BETH8AITHD, 070, AENT, 2Bk
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OB, BAREHFLRN L,
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BREE T —& %, RN, THGE O EBMIOIEH SR CTEBLRNE -T2, R L,

8.7, 8.9 BEIRIA XL DBERERDOH LA . HOVIHERIROZIRIE, b, NS OHERIA O fEBRIN¥-%
AIORBCHLTUL, HEICRETOLENDLN, FEIRIFOERAFOF I NDLT, Aflzis
FHBRITRERPI O B RAER (078, 2k, SRE) LIHEICEEL, HO0CH-BE K IEDOFIRITHL
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EEIOZREZ T HINIRET DL, (TERZRENEM SR | O (P.39) ZH,)

8.8, 8.9 FHEMFUFHITIEIZISWT, ARMAEDSEESN TS, AFNEER G T DERTIE, RIEER ()R,
B, Mt IRE, IR, EREEE) S EICEEL, HO0CHBE L DTOFRITHL TIDLD
REWERD IS5 ENHLZ LA T5I8, o, HRIERPHLONIHEITIE, ELIZEMODE
BRI DIONTHEE 5L, (TERRREIEHEIHEER ] OH (P.39) ZH,)

REDNDEREZAILEEICHIOER
(1) BHHE - BEEFDHLHEE

9.1 EHHE - BEEZEDHIEE
9111 - MEBEREKEE, BlE. XIFZNODRVLDOHLEE
—IBPEDIMIERE FRHLLNDEZENHD,
0212 A EMRDBEEREDHDHEE. AXMEQTERIEIZE
QTAERE T2 AIREMD B D,
913 IN—F Y RRIELE —IMARIBRAED H S EE
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FABEZ K TS BENNHD,
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MAEES ERT526035%, [8.7. 8.9, 11.1.9%]
9.1.7 fiK - REFEREBZFZ S5 ARNEROHIEE
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9.1.8 FEPRRE. REABAR. BR. BKREFDOESE
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9.1.7 K K OSRFEAN BR B S5 2 A0 B (RO BIOIR AR, BEMHIE R FIE D fEIRIE T T HEB DI TND,
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Z0HG ., TEIOBAERNBHAELTNAN, e RIERE OMEIT />,

(6) 24w

9.6 IRFLIF
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FIERZER T 5856, TRV TV OREEIEL T, BAERADR2W a FEEEDO 7 2 =L 7V SR K O o {E
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Rz 10 ( 2.0 TP IR AR RESE A 2 (0.4
WA I RIE 6 (1.2) TEENEE 1 ( 0.2)
bgsdin 4 ( 0.8) S A0 e AR 347 1 (0.2
ZIHE 4 (0.8) Bl E 1 ( 0.2)
L) 3 ( 0.6) T H PR 1 (0.2
H 2% & 2 (0.4) e R 1 (0.2
T 4 e = 2 ( 0.4) JrEETE 1 (0.2
b gl 1 (0.2 SR E 1 (0.2
) 1 (0.2 EIER e 1 (0.2
g - 1 (0.2 LKA P 1 (0.2
B RBE% 1 (02 |REE 5 .. (10)
oKy 1 (0.2 AR ER[ETHATE A 2 ( 0.4)
%5 1 (0.2 T UL —PERE IR S 1 ( 0.2)




EERDIESE FKIREHIE(RTEE) BElEADIESE FKIEEHIE(REE)
B 1 (0.2 FLY-IR HE 3 ( 0.6)
T 1 ( 0.2) FLPE R ST AR AR KOE 1 (0.2
EpsUsngiEs 0 2 | (04) | HiRWEEE 1 (0.2)
EIERETIEIN 1 (0.2 op = 1 (0.2
ZE3 WENE 1 (0.2 PEHSRE R & 1 (0.2
DEEE 10 | (20) | #isrimkEsE 1 (0.2)
TN S -L Py NI 3 ( 0.6) PEARAE 1 ( 0.2)
EYIS 2 (04) |—f%- 2BEESLVRESEEIOD 16 (23.6)
PRSI 2 (0.4) |4KEE :
AREERR 1 (0.2 A& TR 72 (14.6)
Nz 1 (0.2 TS RS 52 (10.6)
F7 ay s 1 ( 0.2) AL AR AR 17 ( 3.5)
ZiF 1 (0.2 ST RLEE 16 (3.3
TRVESR 1 ( 0.2) AT B 7 ( 1.4)
mMEEE 3| (06) | VESBALZIRER 4 ( 0.8)
L N 2 ( 0.4) e 4 ( 0.8)
5 I 1 (0.2 %t 2 ( 0.4)
MR, MBELUHREES 0 | 3 . (08) VRS RE 2 (0.4)
E35N 1 (0.2) FEEA 2 ( 0.4)
AL 1 (0.2 o IEN R 1 (0.2
Ui 1 (0.2 TR SR ASIK-RIEEN 1 (0.2
S 1 (0.2 TR ERAL L IE 1 (0.2
1 e ga 1 ( 0.2) fiEEyRa 1 (0.2
BBEE 46 | (93) | ¥#iE 1 (0.2)
T b 20 (4.1 |BER®E 182 | | (37.0)
LR 8 (1.6) M7 a7 7 8 132 (26.8)
T 5 ( 1.0) REHIN 23 ( 4.7)
i I 4 (0.8) TI= e TRINT AT 27— B 8 ( 16)
NEERAS P 3 ( 0.6) Jn :
W P 3 ( 0.6) IRERED 7 ( 1.4)
g 2 ( 0.4) A 1L BRHcE 0 7 ( 1.4)
H PNz A 2 ( 0.4) ML R 27U REAN 5 ( 1.0)
i3 1 (0.2 y =T NWAIJVNG AT =5 — BRI 5 ( 1.0
fEELA 1 (0.2 DR P B 5 ( 1.0)
H K 1 (0.2 7 R o R N 4 (0.8)
A2 1 (0.2) TANRTGX BT I NT VAT 2T — 3 ( 0.6)
TR 1 (0.2 B HN :
VAL A S i 1 (0.2) ey LE N 3 ( 0.6)
frEEREE 9 | | (1.8) M7V T7 F o AR AR — BN 3 ( 0.6)
HFRERE S 9 (1.8 MmEET 3 ( 0.6)
RESLVCETHEEE | 12 | (24) | M/ELES 3 ( 0.6)
i 4 (0.8 M7 LB YRR T 72 —B R 3 ( 0.6)
RS 3 ( 0.6) M=z 27— L 2 ( 0.4)
EOEESE 3 ( 0.6) DERQTERE 2 ( 0.4)
TUILX—PER & S 2 (0.4) T B ER A 2 ( 0.4)
Y 1 (0.2 FFRERE AT B 2 ( 0.4)
LIRERAR 1 ( 0.2) IRHCERYARZE [ 890 2 ( 0.4)
HmERRESUEEMERES | 1] (22) | RhEABE 2 ( 0.4)
17 [ Fig 3 (0.6) o7 e— 1 ( 0.2)
B RS I 2 ( 0.4) i LR A 7K 35 T 3 B 1 (0.2
VU g 2 (0.4) 1 F R A8 1 (0.2
ai 1 (0.2 AR 7)Y R 1 (0.2
I 1 (0.2 DERSTESY T 1 ( 0.2)
ZE TN B 1 (0.2 PR AT RO HERG 1 (0.2
A RS R L 1 (0.2 VRN /e apZ: h | 1 ( 0.2)
BELURBES o (22) | ~EZaevpEd 1 (0.2)
BEDR R 8 3 (0.6) Vo RERHOR A 1 (0.2
TR IR R 2 (0.4) T ERSEE N 1 ( 0.2)
R 2 (0.4) DR F T 1 (0.2
PRIER 2 ( 0.4) U SER T 43 ek 1 (0.2
PR B 1 (0.2 7 = AN JE BHAREE 1 (0.2
EHERERE R 1 (0.2 SR aE Y ) —47 N 1 ( 0.2)
EWRBFVHEEE 0 | 14 | (28) |BE. PESLVREGHE | T (02)
e F % 4 (0.8 nE#RE 1 (0.2
HLHIH # 4 ( 0.8)
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10.

11.

R ARRICRIZTTEHE
FRESI TR

BERE

13.1 #f%. fEIK
W EE G ICEVEZ S ATREE RS A, FERIE, AAOEH P BRENERLIZbOTHY, HHIR, HF,
MR, IRIMLE, QTIER, $EAABIERETHD, -, BA YRR OB ER 5 ThLh—F « K« R
Ty, DEMBEIOHRELHD, [8.1%MH]

132 g
AL IZBERLU X, ARIDRERAIChHHI LB EL, BENRIETLIETHOBIET 5L, [8.15H]

(fiF#)

< PG RFOALE >

BB G BRI UIERICH T D E e D8, FEROEIEZ L9251, AFID R A5

HILEZBETHIL,

ZOM, MEIIGC T FRtOL@EL BT HIE,

BB G, FREHIRR, KB SITESEI O AN T RSN IAE, IEMNFREINSA, AL CLE
HERNHHD T, FEENLETHD,

s PEBRAR R E=AV 7 BRI BAAL | DERI O AT =2 U I LD AR EEARFE B "l REM: & 1 B R B
44520, FIREIRIEIELITORES . DVEIIN, ZPualiqrTIR, 2=V 0fEMIckY, B EAKIO
QTHERAE AN RS D B IENH D,

o IEAS T R OB ERE LSBT 603, B U IR B A (72720, 7S U~ RUAZED o BT ORI
T T B NS AME M EZ BAL ST 5720, TRU TV R ORASIUAIE A LN 8) 7 E O 72 L& 24752
R

- EERHEARINRIEIR DB G 1IE, Pial o Ala &G, BEPEE T ETREOIHERVBIZLE=
VAN s AN

BRLOEE

141 EXRFRAREFDEE

1411 KFN O ICHTz>TiE, BERWFiEZ G528,

14.1.2 fOFEFHRERA UIARUTEA LW &, HEERNCH2IEZL., MIEIREIELIL,

142 ERREHOEE

14210 RENB G- OBRZIX, L FORIUES TS EH2 WD 8, DY) M P RENELNZ2WNBZENNS

%]
g AEIOkgRIDHE : 23G, FORS1AF (25mm)
SABN R {KEIOkgLL DS - 22G, $FDOES1%12F (38mm)
R N ~1 5IeF 220G, #tOEX1%AF (38mm)
14.2.2 RFNT =AU FHNO R G L, tOfAN, K FICEGLaenle, o, FIRNICITHExt
WLz e,

14.2.3 FEFFEAITERIE AR BEEL, [F—EAL~D KB ERII THh/RNZ L,
14.2.4 IR UT- = 44105 BB NICE B ELICHIAL, U YNORREEZPD-VEET528,
14.25 EHENL A S RV IICHRE IR T8,

14.2.6 EHHBALITHETR . W2 220 ZED 0D,

(fiF#)

AFNDOEIMNZDOWTIE, XILES B FiE 1 22RO L,

14.2.1 # 5EALSUTREIZLY, @O ESEOMEEN B2, RITHEWE 72 E 2R INT D524,
WAL SE A K OV AR R BR OB SR BV MRETC. = AN GO 5 DN N G- e~ Tl 2
FORURYRUARE R FRSEAZEDIRBENT-, ZD728, ALV AAIRBITHEEELEL T AN
BRI E T,
F7o, ERR I E R R ER M ONE N R % G-3RIV, 3R H & G- LSO Mg YRR DR 7
JE & BRI N G5 & = AN B GBI T L7z fE R, B R CRERZE R I AN T,
RHEFSEYBEIREET LA VT2l —rar B F L, RO RIVAEFEG-R D M4 /)~
TEEE |\ KT B A BT U 5. (RE2N90kg Ll O BRE 12 1%A > F (38mm) TS #H4 VTR 2 =
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A G LT e EOHEE MAEH SUSRYRAREE L, REIOkgRTHOPERE 1214 F (25mm) S EHE W
TEMAE G LT EXERRE TOHAIENRIBINT, o, AR REICE ST EHERH T =AM
BlLzbx, B E Lt U TR S0 oHEE g rh U~ R EE R L S EICHEE T A2 L0 RIR
Sz, LLEXD, ZAmNEE TREOKREICHEISN T, HONITIREIRO mEF SRR R E
PRI DI E LT,

14.2.2 ARz # RN G- LT BRO2 S B8 ET U7 BT EZ S T e, BRI G-z,
FIRE ORI EAPRBOONL RN DD, Flo, AFNTIREH THL0 ., FHIRMIZE G- L0 dD
(2T HZE, Fe, ZABUIBEBUNAOBHA, R F~DORELITHRNIINTTHIL,

12. ZOHDFEE
() ERERE A IZE D<IE#R

15.1 BRERERICEDER

1511 AANCEDIEE . KRB OZ2RIE N R E S TD,

15.1.2 S E CEMEE IV Bl R AE B E AR L L= 1TOBRR R I\ T, RO IEE R GRS R 35
BRI T TR GREE I L T RN L6~ 1. TS EN T DWERH D, i, AHKlLo
PEIZOWTIIMEFIESNTEL T, BHMETIIR, £2, SMETOEZRFEICBO T, ERHUEHIS
R I E R FURS AR SR L [FIRR I CFE R D L FIC 545 DOMENH 5,

15.1.3 a1 7RV FUAEHER OB LR 2G-S - B 2B\ T, AN R I PR BRI T
JEGERER R EIN TS, T - firtzic, IREPHEZECDAREMRHHD T, WATIZIREHEIZA
F GHEIZ SN TR DI FRET AL,

(fiF#)
15.1.1 Z25RFEIZFIE 245 B LN D T RIS W IRIMESE 1S TH D, [RERBIRIZAL A TIFRW S OO Hi i 4
\ZZERFED R BLFI DG ST fod, [ZFDOMMO R | OTEICEEH L T,

15.1.2 KEFDAIL, FEERMPUGHIRIA TP TIRT T — b UARYRY | JZFTEUAZONT,
R ORRAVE B IZ B T DT B E A G E L2170 7 T 1Rkt B LLEERBR D5, 106451 & fif i L 7= 5
R IEERGURE MRS T DI RN T T RARE L TL6~ LG MW SRl DT 7z, JERITAR %
PEofed, EITOHREREE (D4R, JRIRSEE) | OYIE (i) F Tho7o, ZORER, FDAL, HFER
PURHRSEICT LT, OB AE A ICIFE BB UR M B2 fE A LT85 &, SEC R m<ARDYRS
L. BB OFRAE B OITEIREE S LTI DA MNEIEI T DT LA U SCE T AL LT
I DIoRDTZ,
ZOMIEEZT, ERNICBOTORR YRR AT TR, Bl ORI BE ~OIEE R
FAROBGAZONTIZEDOMOER OBITFLH L, EEMREZHILELTZ,

15.1.3 a1 7R FUAEHFHER OS5 A 28 58N - BE 1B W T, ANREFRM I i BRI T E
ERED BT D A REMENH D ENMBNTEY, VAYRRIFIZ R 5 IN-2 2R3 BHBEITB T
BT P ERRAK IEEREA S SN D, AFIE R GINT-2en3® 5 BE D AN T4 =5
LEIIE, TP AT BRI NAE RN RIE T2 W REME R B EL . I ATICIREE ICARHI & 5 Iz o0
TRZDIHNFEET HZ L,
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(2) FEERPRELERICE D EIR

15.2 JEERERERERICE D IER

15.2.1 Bkl (4 X) THIIEAZH T2 ERHEIN TNDIEND, MOIEANZ IS, HEAZE,
IR S K DR R 2 R BEMEA L 32 AT REME D B D,

15.2.2 KHI%10, 30 O60mg/kg/H Tlxn HIZ1E]l, FvhMZ245 A MRS G- U3 AR HERERIZ 0
. WECIZ10me/keg/ A LA EC, HETIZ30me/kg/ A LA CHMRIES ORAESEE O _EF/-NHESIT
W5, Fo, NUNURATIVASYR O EFEHEGHY THY, VARIR%0.63, 2.5% U1 0mg/kg/
HT<7AIZ18y HIE. T7yhMZ254n H B A &G LN AJJRMERERIZHB W T, 0.63meg/kg/ B LA ET
FUIRIEE (=7 A, Zvh) . 2.5mg/kg/ B LA T FEAKIEES (=7 &) K OWENRN 2 WS IS (F k) o
FRAMED ERPHRESNTND, ZNHOFTRIL, 7077 F AL b LT, FolfET
LS TNND, 1919

(fiRsi)
15.2.1 7Y RURAZEBWTA X THIMAEAZ A THZENHERII TN ZEND, MOJFIRIZ XA NEM-E R %
REAMEAL G D AT REME N DT D Rk LT,

15.2.2 7077 F ARIEHEIEIG O R AE1L, @7 a7 0F U IEZFHRETHEFTITT >t Ic B O TE<mbhn
T2ATRCHD,
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X. JERGEREABRICEA 9 HIEE

1.

FIEEAER

(1) ENFEEHER (TVILENREBICEHISEE ISR

(2) BIREIZEEEHAER

K EREL
(3) REMRIBHB
K EDRL
<BE  NYNYR >
B B@) | BORGER) R
—AEIR S O THE) | 7o (3) 40mg/kg (EHEN) | - W95, WFLT T — FHERIET (3/341)

i RIE T R

IRIRIC TR - RIBART (3/361)

R T =50 - 3/34

IkelZ AT 525D | hERGIE A 0.03~10 & mol/L * Iz i) (1IC50=1.18£0.06 1 mol/L)
HEK2935 fia (in vitro)

Z Ol o I W | B/VE sy NHLEE 10 2 mol/L - kTR E L
(Ik. Inay Tcan) 12K | Dr38 A0 H R (in vitro) e Tkee I ONean 2801 (85% . 15% K TM4%)
F R (5~9)
IEEVEAICRIET | A X 0.01~10 g mol/L. | = 1 mol/LTAPD. ERPK ORTDILE
2853 TR ke | (in vitro)
fHE/LEYR 0.01~10 g mol/L. | = 1 g mol/LLL F CAPDDAEE:
FLEE (in vitro)
fath =% 0.1~3 z mol/L - 1 pmol/LEL " TAPD, ERPMK ORTDILE
TR ik | (in vitro) + 3 u mol/LCEAD3& ] (1HzC0/10f, 0.2HzT2/1041)
i HELE N 1~10 z mol/L, * 1 umol/LEA_ECULHEEE DK T
A0 (6) (in vitro)
I lsAvas 0.1~10 g mol/L + 1 u mol/LEA " CAPDeo 2 N Triangulation D 4E
S VRIVT (in vitro) * 3 mol/LLL_ECAPDDO AR EMEOH N, EADIEHL (1/5
MEA(5) 1)

* 3 mol/LTTdP2SSEBLL 7= (1/54) 73, 10  mol/LTIE A

YN

DIE RICKT9 5| BLEYR
EH (FRARE) (7)59

0.08, 0.16, 0.32,
0.64. 1.25, 5mg/kg
(FFARM . 15571k
DRGSRk
5.5:7.45mg/kg)

+ 0.08mg/kglL FCYHmEDIT

- 0.16~0.32mg/kg T/LHELOHENN, PQIH IR 0 Ji

+ 0.16mg/kglh_FCQTIMI g D kifis

- 0.32mg/kglh FTTH DK K 5mg/kg TSTD | 5-

(1/761)

+ 0.32~0.64mg/kg TQRS g D&
+ 0.64mg/kglh L CQTcBMFRO B, L= MM

(1/741)

0.16mg/kg/ %y

* QRSHIMEIZ A2 L

(B IRPY., 3043 [81%F | < DFagka s8N (3/741)

fife b, BEGE| - PHUINEOK T, PQREIROEM. QTR UQTCBED
4.8mg/kg) SOHE. ST _FH-(1/7141)

0.31mg/kg/ 5y - QRSHIMBIZEE L

(RN, 6023 FEIER | - DA%, FHIMEOK T, PQ., QTEUQTeBM
Wb, MEGE|  WomEE

18.6mg/kg)
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(4) ZDHh D EIBAER
M ERRL
SR
(1) BERE5EEHHER
FRBRTE H #4) (n) Be & (R | BlEmM AE R
Hals  |I=7X% 0. 5. 20mg/kg |54 H < B H4%8, 29, 57, 92XUX149 HIZHIMRL . s BRAERR 20
FEMERRER | (MEn=15/#F) | FBHAN) TR % T L T G- AL ORRIRFI 2B (L 2 B 22 LT,
c ERFTRELT, HEW, RLEENANL, PR E, e
IREIE B OS2 E O AR R ~D B W N5
AL BRI RO BT,
< SPEAR AR SRR T, PR G P 2RI S E A
FOIT, B 557 Bt LB RER) 72 [ 23RO DL
7~
WIS DO EFE B3 20meg/ kiR,
V) 7YY R L TR G-
(2) RIEHREHMHHR
WBRIE A 4 (n) Be Gt (RIE) | B2 FER
AE#E | Foh 0. 20, 80, 3nH « EIREECIRIR T IR OM% 5500 ok, 80me/kgll I
FEVERER | (MERE 160mg/kg OBEFECHEF . 160mg/ kg G-HECREALZ TOH®
n=20/#%) (UH A HAMN) JEERD BT,
- HEME TR TIE R o Tmb o0 Mt TIE T T rF
(PRL) I EE DEEMNNERO I, PRLEN LT LEL T, 4
B PE O MENE TIAEIE, IO ;?LH;%OD%EJ%&UJ&%EE
APEFEREOREME TR IR MIEDORKIE, 80mg/kglh D
P GREOHEME TR OMEMEAL 2SR B,
< BHEALTIE, AR T BRI N RIS ME R SE S
FHSNT-,
=K 0. 5. 20mg/kg |34 H « AFRIERECHRBEB O T R OYER, 20mg/kegft H5-EET
(n=3/%F) | (L A 7 HAWN) FRUE K ORIA 1 T SR8 BT,
o PG T A SRR CRRHEPE AR ERIG I & PES 1B PE 2
SEMFROBITZ,
) RYARYR UL TORE

(7~8)%® 0.16mg/kg/ %>
(FFARP ., 6043 1

Bipes)

AERIEH ) (n) P b2 (R ) FER

DA RT3 5 | A X (EFREE) (4)59 10,08, 0.31mg/kg| * 0.08mg/kg T 0%k, PQRIFROEME, M, SiERE
YEH GRe ) B Oy mERIOK T, PRP, LV dP/dt max,

LV dP/dt max/p & OVCAHEOHIIN, AF(1/441)
-+ 0.31mg/kg T4k, PQREIROBEHE. QTcBREIIRDIE
B, ME., fERER N O AT T, PRP,
LV dP/dt max, LV dP/dt max/p& QN H SO,

REL(2/4151)

TS (BRI 10.04, 0.08, cWTHOHEICB O THQTeBRRA ER S¥7-23,

REENRAEFHRES W20 o7z
« 0.16mg/kg/ sy HECHIZ v 7 (1/861)

MR SRR T DE | Z b (B FR ) | 2.5, 10, 20mg/kg

2.5, 10mg/kg THRENLE DN

JiER ®) (®& 1) WO HERHICB W TH L RHR R L
=074 RS W7k (5) 0.01, 0.05, 0.25.| * 0.01mg/kglh ECHAM

1.0, 5.0mg/kg IR IF YR 425ng/mL

(f& 1) (5mg# 5-00.5H:R1%)

1) AR TR 7= AR ARE T L
APD : {EEENT £ E (action potential duration) |
time of the action potential) .

ERP : AZIAJEH (effective refractory period) .
EAD : 1% i34 (early afterdepolarizations) .

RT : {GEENL A REH] (recovery
APDso : JEBEENL360 % B9 i 9% FTOFRFEREH
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(3) AREFEF AR
T TR « R IRFE AT T 25U (RYA~URELTO0, 20, 80, 160mg/kegZ #EAR3 H IZHL[A]fj A N #
)RV, RETI380me/ kel LOFGHE TR T, (REHE MG SUIAERD | FE R 258
DO, EEEL BRI, FHIRIURE, BRI, EIRAFEC R, AR TR,
RRVAAREE, PEH R OVE RIS SR, W NG IR DA, Wl OVE S BLEI IR G-I Lo BITRE O bV,
- B VAT e OME S TEMEIZRBO Do T,

(4) T DMOEHHH
1) BRI g » o
AYRYRL ST BT AT AP SO B GO RIS DHBIE, AXRUI=7 5% iV
7o M A 53R ER, Ty R OR =7 2% W R G380 NS T v MM W= AR B W TR
Uiee DT RORBES BITRIKTE (B G- 8R O SR RS) 25 b st BN,
) BEBLHBY
AIF 7 AR E OO %§kﬁ§enﬁ%ﬁ&07‘7XJ/7j——7TKuiﬁ%ﬁ ST, B O AL
‘MOML“)’\J UL F AR AT TR G TR SIS T,

3) REE MRS
PRYRYRY P OLIF LR T AT L OTEVE AR Tl D/ U~ R AT S T 120D B o T,
4) A TRIEFERS

T M FAT= 245 7 AR A N8 G- 23 A SRR R (<Y~ 2LC0, 10, 30, 60mg/kg/H) 2B,
B GHL K& OVE DA NI T Rl A R4 DT ISR b oTe, —J7 . MEREO RIS 58 A4 2R
DOHEMMMBFRO BT, ZAUTVARIR L DO O GAZ LD~V T AR Ty MEBIT DN AR T A6
FATRE—F L. SU~YRY OB EFIC L APRLAS WS K L= THY . T Ic s B
JETHHESE Z B,
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X. EEMEREICEISEE

1. HHRS
o H BTV ORI 26mes VLY - 50mgi VLY - Thmgi VY - 100mgi VY - 150meg Uy
DS iy AP S
HEE - EMSEON S EIC IV T L
TEVERMR + RU~Y R

2. AKX (H#E AR
AR« 245 H

3. BENRETOHIE
FERIRAF

4. FEHIREL EOTEA
(1) ZERETORKENLDBERICDONT
Rl

(2) ERZMABOREWNNCODWT(BEZICEEIRENEFTEE)
BEMEERLTARN A, <FoLEY . BY

(3) A OBERICONT
LR

5. RIBEHZH
P19

6. BE

(EFVA 2 KERRE25mg ) o)
0.25mL[13Y ]

(ETVA 2 KERFOMg D)
0.5mL[13 V]

(ETVA KB FT5mg D)
0.75mL[13V 3]

(ETV)A U KBERE100mg D)
ImL[13V ]

(ETUADKBERHE150mg D)
1.5mL[13VU 3]

1. BHROME
TVIANRIN Y VT —ay I EOBERRBRIRA L 7 4 aR )~ — B 5
Xyy 7 RIREGORAL T F L L
TTT X — ARy — L REREES N =T L/ TR T VAR T L aR v — R LT RO BT F v
=L
T H =TT R T arr
8. BE—Ry - BxhE
Al —R a3 - 72l
[l %) 3K URAYR NURYRY TUE ST —L ATV JF T T VR, Ttk
TV IR T —)L

9. ERELEERH
20094E7 31 H CKE)
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10. BLERFGTAREABRUVEKDES

WR7e BEIRFEAGRAH A KB
BTV KR E25mgT Vv 20134E9 5 20 H 22500AMX01791000
BIVA KR E50mg Vv 20134E9 5 20 A 22500AMX01792000
BIVA KR E TS mgS Vv 20134£9 20 A 22500AMX01793000
BTVA KR E100mg VY 20134£9 ] 20 A 22500AMX01794000
BT VAL KR TEL50mgS U 20134E9F 20 H 22500AMX01795000

1. REELEREFA B
20134F11H 19H

12. HREREHREM. AERVAREEEMENFABRUTZONE
YL

13. BEEHE. BiMERELARFABRUVUZONE
FEAEMSRARFEHH - 20234:3H8H
AR  BIG, EREIREONE ., AN O M EOMERE B T DA AR E2THE 3 5 A DD
NETOWNTIUTHRE L L7,

14. BEEHM
84F 1 20134E9 H 20 H ~202149 7 19 H

15. HEHRHIREREHICET HER

=194
16. £iE2—F
JEAE G B wr . .
" . P |E o — R e GSl1=—R
WA, HotGokn w e | ki | PICRESTN ey GSOE
EEsa—F ks
BTIA KR 122783301 1179409G1025 | 1179409G1025 622278301 (01) 1-4987-116-01112-6
25mgi VY
BTVA R 122784001 1179409G2021 1179409G2021 622278401 (01) 1-4987-116-01113-3
50mgi Vv
BTVAS 7&:?’75 122785701 1179409G3028 | 1179409G3028 622278501 (01) 1-4987-116-01114-0
75mgi Vv
P
CTVA AR 122786401 1179409G4024 |  1179409G4024 622278601 (01) 1-4987-116-011157
100mg> Vv
PR
TTVA AR 122787101 1179409G5020 | 1179409G5020 622278701 (01) 1-4987-116-01116-4
150mg Vv

17. RIRFEF LOIEE
BB
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XI. ik

1. BIAX#E
1) Velligan DI, et al. : J Clin Psychiatry. 2009; 70 (Suppl. 4): 1-46
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SKIE : https://www.accessdata.fda.gov/scripts/cder/daf/index.cfim?event=overview.process&ApplNo=022264
BN https://www.ema.europa.eu/en/medicines/human/EPAR/xeplion

=4 U.S.

St4 Janssen Pharmaceuticals, Inc.

e INVEGA SUSTENNA®

K - Bk Extended-release injectable suspension: 39 mg/0.25 mL, 78 mg/0.5 mL, 117 mg/0.75 mL, 156 mg/mL,
or 234 mg/1.5 mL

TRAAE 2006

e A3 zh R INVEGA SUSTENNA" is an atypical antipsychotic indicated for
- Treatment of schizophrenia in adults.
- Treatment of schizoaffective disorder in adults as monotherapy and as an adjunct to mood stabilizers or

antidepressants.
HAER O & - For intramuscular injection only.

- Each injection must be administered only by a healthcare professional.
- For deltoid injection, use 1-inch 23G needle for patients weighing less than 90 kg or 1%—inch 22G
needle for patients weighing 90 kg or more. For gluteal injection, use 1%—inch 22G needle regardless of

patient weight.

Initiation Dosing Monthly Maximum
Indication (deltoid) Maintenance Dose” Monthly
Day 1 Day 8 (deltoid or gluteal) Dose
Schizophrenia 234 mg 156 mg 39-234 mg" 234 mg
Schizoaffective 234 mg 156 mg 78-234 mg’ 234 mg
disorder

* Administered 5 weeks after the first injection.

" The recommended maintenance dose for treatment of schizophrenia is 117 mg. Some patients may
benefit from lower or higher maintenance doses within the additional available strengths (39 mg, 78
mg, 156 mg, and 234 mg).

“ Adjust dose based on tolerability and/or efficacy using available strengths. The 39 mg strength was
not studied in the long—term schizoaffective disorder study.

- For patients naive to oral paliperidone or oral or injectable risperidone, establish tolerability with oral
paliperidone or oral risperidone prior to initiating treatment with INVEGA SUSTENNA®.

- Missed Doses: To manage either a missed second initiation dose or a missed monthly maintenance dose,
refer to the Full Prescribing Information.

- Moderate to severe renal impairment (creatinine clearance < 50 mL/min): INVEGA SUSTENNA" is not
recommended.

- Mild renal impairment (creatinine clearance = 50 mlL/min to < 80 mL/min): Administer 156 mg on
treatment Day 1 and 117 mg on Day 8, both in the deltoid muscle. Follow with the recommended
monthly maintenance dose of 78 mg, administered in the deltoid or gluteal muscle. Adjust monthly
maintenance dose based on tolerability and/or efficacy within the strengths of 39 mg, 78 mg, 117 mg, or
156 mg. The maximum monthly dose is 156 mg for patients with mild renal impairment.
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EU

St Janssen—Cilag International NV

HR5E44 Xeplion

A - Hiks 25 mg prolonged release suspension for injection
50 mg prolonged release suspension for injection
75 mg prolonged release suspension for injection
100 mg prolonged release suspension for injection
150 mg prolonged release suspension for injection

R 2011

Zhee X Zh R Xeplion is indicated for maintenance treatment of schizophrenia in adult patients stabilised with
paliperidone or risperidone.
In selected adult patients with schizophrenia and previous responsiveness to oral paliperidone or
risperidone, Xeplion may be used without prior stabilisation with oral treatment if psychotic symptoms are
mild to moderate and a long—acting injectable treatment is needed.

JVE R OV & Recommended initiation of Xeplion is with a dose of 150 mg on treatment day 1 and 100 mg one week

later (day 8), both administered in the deltoid muscle in order to attain therapeutic concentrations
rapidly. The third dose should be administered one month after the second initiation dose. The
recommended monthly maintenance dose is 75 mg; some patients may benefit from lower or higher doses
within the recommended range of 25 to 150 mg based on individual patient tolerability and/or efficacy.
Patients who are overweight or obese may require doses in the upper range. Following the second
initiation dose, monthly maintenance doses can be administered in either the deltoid or gluteal muscle.
Adjustment of the maintenance dose may be made monthly. When making dose adjustments, the
prolonged release characteristics of Xeplion should be considered, as the full effect of maintenance doses
may not be evident for several months.
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Pregnancy Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal
and/or withdrawal symptoms following delivery. Overall, available data from published epidemiologic studies of
pregnant women exposed to paliperidone have not established a drug—associated risk for major birth defects,
miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother associated with untreated
schizophrenia and with exposure to antipsychotics, including INVEGA SUSTENNA®, during pregnancy.
Paliperidone has been detected in plasma in adult subjects up to 126 days after a single-dose administration of
INVEGA SUSTENNA?®, and the clinical significance of INVEGA SUSTENNA® administered before pregnancy or
anytime during pregnancy is not known.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defects, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

In animal reproduction studies, there were no treatment related effects on the offspring when pregnant rats were
injected intramuscularly with paliperidone palmitate during the period of organogenesis at doses up to 10 times
the maximum recommended human dose (MRHD) of 234 mg paliperidone based on mg/m? body surface area.
There were no increases in fetal abnormalities when pregnant rats and rabbits were treated orally with
paliperidone during the period of organogenesis with up to 8 times the MRHD of 12 mg of paliperidone based on
mg/m? body surface area. Additional reproduction toxicity studies were conducted with orally administered
risperidone, which is extensively converted to paliperidone.

Lactation Risk Summary

Limited data from published literature report the presence of paliperidone in human breast milk. There is no
information on the effects on the breastfed infant or the effects on milk production; however, there are reports
of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle
movements) in breastfed infants exposed to paliperidone’s parent compound, risperidone. Paliperidone has been
detected in plasma in adult subjects up to 126 days after a single—dose administration of INVEGA SUSTENNA®,
and the clinical significance on the breastfed infant is not known. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for INVEGA SUSTENNA® and any
potential adverse effects on the breastfed child from INVEGA SUSTENNA® or from the mother’s underlying
condition.

Females and Males of Reproductive Potential Infertility

Females

Based on the pharmacologic action of paliperidone (D2 receptor antagonism), treatment with INVEGA
SUSTENNA® may result in an increase in serum prolactin levels, which may lead to a reversible reduction in
fertility in females of reproductive potential.

<A =AU T DO4FE (An Australian categorisation of risk of drug use in pregnancy) (2025812 H Bfpi) > : C

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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Pediatric Use

Safety and effectiveness of INVEGA SUSTENNA® in patients < 18 years of age have not been established.
Juvenile Animal Studies

In a study in which juvenile rats were treated with oral paliperidone from days 24 to 73 of age, a reversible
impairment of performance in a test of learning and memory was seen, in females only, with a no—effect dose of
0.63 mg/kg/day, which produced plasma levels (AUC) of paliperidone similar to those in adolescents dosed at
12 mg/day. No other consistent effects on neurobehavioral or reproductive development were seen up to the
highest dose tested (2.5 mg/kg/day), which produced plasma levels of paliperidone 2-3 times those in
adolescents.

Juvenile dogs were treated for 40 weeks with oral risperidone, which is extensively metabolized to paliperidone
in animals and humans, at doses of 0.31, 1.25, or 5 mg/kg/day. Decreased bone length and density were seen
with a no—effect dose of 0.31 mg/kg/day, which produced plasma levels (AUC) of risperidone plus paliperidone
which were similar to those in children and adolescents receiving the MRHD of risperidone. In addition, a delay
in sexual maturation was seen at all doses in both males and females. The above effects showed little or no
reversibility in females after a 12-week drug—free recovery period.

The long—term effects of INVEGA SUSTENNA® on growth and sexual maturation have not been fully evaluated
in children and adolescents.
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