L& ILT 1 & 1 mg
L& LT 1 & 2 mg
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REFERERASHT




LE&HILT 18 1mg
L& ILT 1 8 2 mg
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1.5 ERXFIEROFERUFAEDERE

151 EEXEFEROZE

A IIE DI, 1950 F R 7 a7 a~Yr, ~a XY R—LoERFERICHED,
F D%, Wxr &LL< OIRHRE G MAREUSHFRIE ; DUT, ERPUEMHRE) 2% sh, e
KAEIBIRICRE 2 725 Lz, ZNH0OHANL, B L TRV Dy ZREKT v 2 3=
AMERZAET LD 0D, HERMEITIIMANO RARIAFEOBENRSH 5 55, Wb
RS R AR STz, 2 ERPURRMRIEIL, HERKREDO LR CE 2 E oGk
FER OBHIIZERR L2 b O, FEMERER GRIEHHSC B B ER M, #2512 260 %) ~0
BEIERARFDTHATZEITMAT, N=%2 V=N, THAVYT, PRAF=T ROV RAF
RTT e EOHEBRINEIER (EPS) OFBENRFH N2 ERMETH -T2, £, EMRGRICAH
BNOBEFRMESZAXFRYT, BioFus s F oo by, Hia) MEWER, W (ERZI1Z0
DRI, B, M5 DRERE) BRROOLNTZ, TNHOZ Enb, EEMZBREL, Bk
SERSCEER 2 H 7 2 FiBlEREDORENEE L TV,

FD%, RRIUVDyZHRRICMAZTEr h=r S-HIW ZAKICH L TH T v & T=2 MEM
A 5 H ARG EE CGEERPUFHRSE) 2B STz, S-HT W /KT 2 A=A |k
{EFIE, Meltzer HORIET 22 1 b = A O PR AT HIMER TH Y, R8I D ZRIK
7y I=A MERICHED EPS 2RI 2 & & bic, RIEREZGET DL EXLN TS, B
TE T A R EBII R T A KT A 22Oz 5 CIEERIPUREH R IR S
Zo AFITIN TS, KR E A Y B RS ORA RIERIE N A BT A 5% B AR
BHIEFR LT K D H A RIVEIMISE T A KT 4 27 C, JEERIGUE MRS RIS LT B,

L L7223 S, FEERPUEMHRIEICBWTY, WEZEPS (3RBT 5 Z LR LIL T\ 5, EPS
%, BEICL > T TRIREWER TH 5721 T, TOERBEMOZDICH NS Hi=
U FNC LD ZRARGREREEIR TR FORWER Z b b3 B2 b 5, £7, EPS ILkE
(CRRPEIER & 309 SRRk 2 R S L RN b 5 5 10, IS, AP I, AREN,
g MAECHE R 72 & OAGHMERRE 722 S RBIER O BL S b, R 2 X EIED RS
nTwall

PLED X5 e FUEtim SRR OBIE O, KIFRIEEASFEE, 1972 F12 Carlsson HIZ X0 %
DIFER BN STz B v ECREPICE R LAIEEE 1970 FER&E L VBB LT, B
NI VHOCERERIE, PRSI AEBIMER O VT T AREMLIAFIE L, R VDGR, K
R O K 2 IS IRE T 52 B/ETH L, YUk, RERERAS T, RXIVaessR
I T BN T T =& RS EPS O 720 LWPUEmR3E e L THIRFC& 5 LB %, A3
e WD, 1980 I OPC-4392 DA RITHE) L7-, 1983 4F X 0 BRIRFRER A BRAG L, Z DO#ER, EPS
IHFE A ERBET, RBEERICHT 2UEERREO bR b o0, BHERICH L Tix+4a
BRRPELNT, BFPLRICEST,

LN LR G, KGR S TIE, OPC-4392 oD R/32 U HEZFIRT 2= 2 hOFFRE
HEND, KNI UVBECZFERT T=2 MEA L EHEERGCGEERIIEECER T S5 X, R
NRIVHOERFEERT =2 MERICINZ, 8872 T 7 ABENL Dy /KT v 4 2= MEA %
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PR LEME AT 2 Z LI2 L0, BEFOERFUGMRIE L 1R 28 LWEREFZA L,
Rk K OB PE D MRER I C R0 D USRS 2 R T & 2 L OIEEIGR AL T, A7 U —=7
L7-fESR, 1988 4F, RS2 VAT A AXETAH— (DSS) THHT IV ETT Y — /L&
L, BIEEBAT LTz, TV BTV — U, RS U Dy ZAEREST I=2 FThHY, BUETI,
A RFEI S L, FEETFOREMRIE & AEOFEIMEELE T2 2 LITNA T, ZibMmANT T~
TRAAMEROBBEMERENT & RFERA S, A RFET T Tl OBUBMERREE SR 5 DIIck L
THHHARERELE LTHERESR TV, LrLans, TIVET 7Y —nict, EEHRGURE
FHETHBE L 2> TV BEER ' LERARZORIER (THY7, IR, BbEx0Rs,
b, TEMH) 2BV ESE SN TEY Y Lo EER O W IBIRIERE EN TN D,
2T, KBRS TIE, RV Dy BIRE 7 I =2 MERICET 282D 5
&b, BEFOPURMRE GEEMPUBIHRIESLT V77 Y —)L) KV ENAEE L L4
T 77 AV GL, LOAEMEOREWEBILEMOEGR K OB Z B L Lo WF5eiEBh 4 ik
fe L7ofER, 2006 4F, Tu b=y - RSV 777487 4 T2 —%— (SDAM) ThdD
TV AT = (K 1.5-1) IR L, miEsRBAT L,

H
—_ N/\\/“\/O N. O
SUS ARG

X 1.5-1 TJLIRETZJV—ILOEER

TV I AT T =X, SREEOE ) T I U FEEASORES B L OEEEZ A LT 5,
ZLT, V7 AT TV =T, RV Dy ZBFERKR DR =2 5-HT 5 ZEKRITHR S S
LTS 7 T=A bE LTI, £72, B0 h=2 S-HDA ZAKRIIZ T v 2 =2 k& LT,
tr b= - R URRRERETA2EHZA LD, £72, 7 RLFU 2 aig KO ape ZFF
Kizxt L ThHm<FEA L, 7o A=A M LTHERAT S, TL T, INHOZFERIZHT DG
BHMMENZIERIETH D, TLIZ AT IV =L, TIETTS— LT RV Dy
ZRMRICKT DHRERA AT, BB EATEEMEWERS T =2 F Th D aIICMZ T, Eu k
S URZEEAOREERPENE VI HTRES R, W)ete k=0 FR~DEHZRT,

152 FREDRE

1521 RERUVFHERABROMEDRE
i E S OFEERIR R OB OREER 2 X 1.5-2 12~ LTe,
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(1) BEIET HHER
(a) EEOMEMILLHMERUTEN

TV AET T = ORISR E Ot 20 B Lz, k72, Ty 2E S
Z Y = O THE R ORI IET N EMRBRE Ei L=, 7V 7 AT Y —ig,
30°C/65%RH 123\ C JEMZETHH = L 2R LIz,

(b) HF|ORIAKRUVREM

FERAREBR I L 7oA L VIR T ERANT 7 4 v b a—T 4 V7 EETH Y, RUE
tc o oE (3 I . O - C 55, TR T ERR O LR LT 4
#& 1 mg X0t 2 mg 1%, N I - - @, I 7 -
IREIEINTEY, ZNENEENDT 4 VAN —T 4 T INTZHDTH D,

B AT A T ORMIRGERBRICIS O TRET RSB ERD b T LY, =iET e
MZEThH D & a2 L,

(2) EEHER
(a) BAZEEMITIHHER

TV AT T =, b PREERZERBIAK A O TR OREIR, 5-HT A, 5-HTaa,
Dor, aip, KON ape ZAFRITH L CIEFITEWEAEBAME (K <1 nM) %, 5-HTpg, 5-HTy,
D3, aja, ap AWK L THEWESB M Ki=1-5nM) #7~L, D4, 5-HTp, 5-HTa,
5-HTs, 5-HT7a, t2a, 028, £ A% I Hy KIS U TP RRE OGS BAE (K =5 - 100 nM)
EHTH I EPER I, RIS, FFie NZFMBRITKT 5 in vitro BEREMEFEM SR 2 52056 L 7=,
Do X ONDy Z BB EZ VT, 74/ A3 ) VR cAMP BNV T AL T DB
B2 FERE IR L7 R, Dy KON Dy Z AR 2 EATEME (U > RPZHEEISHEEG LT
AT DREIER ORREE T KX AT T HM%HE) 037 Y B 77— L LRV T T =2
FCHD DL BHER ST, 5-HT o KO 5-HToe AT 5 HERESTAM 2 [°S]-GTPyS & %
IR LTe L 2A, MZERICH L THE DT T=X MEPRENTZ, —F, 5-HToa %
KROFEFET RLF U UZRRICH LTI T2 =2 & LTER LTz,

In vivo B§REMERHT & LT, 7 v M & HWTHANRUNEITESCERAEB PR FIEC X 2 HE%
1T o 12, BN NBITEIC L D flastE ) 7 2 U R OENS ORBMOBREZRF LT- L 25,
A TIE R ARSI VOFRE R E RISV oREWTH D 34,- 8 ReX U7 = = LEEE
(DOPAC) K ONVKRENA=V U (HVA) OFEZHM, NRIRIEELE (mPFC) TiX DOPAC
M ONHVA OFEREIMAHR S NIz, 2D KX VRO ORBICKT 50813, D%
BRET T=A MERZKM L TWD LB b, KRIZ, BEXAHEENRFHIBW X
5-HTia ZBERT T =2 MEH, 5-HToa BT % A=A MEM, Dy SBEKEHyT T =2 ]\
R, aup ZBERT 2 T=2 MEM, o BRKT 2 F=2 MERIfER Sz, HIiZ, v~
F T AR N F T AEENLD Dy Z AR 5-HTop ZHIRICK T DHEREZ S+ 5720, L&
IEVHI 34,0 Fuxy 7 2= 7 7= (DOPA) ¥/, LA VERE T 0T 7T
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VIE, (£)-2,5-FV A FF¥T4-9— K77 =X (DOD) @R EIEY ITENC T D0 EH
ZRHl L7 R, 2 Dy BRI T T =2 MER KO 5-HTop Z/IKT o # =2 MME
AR ST,

TVLI AT T = L OhUEMIREE S L TORREMNEE invivo RERICCRMEEL 72 & 24, 7L
J AT T, GUREHIRERIEN 2 THIT2ET A TH DT v MBI 27 RE/NLE X
FEFEHRELE, TRENLE RFERERITE), K OSMERERSZIH L, 2 ORIE7T Vv
T =NV EDHITh o7, BIZ, 7Y VST Y — )L b e Dy BRI B [E A TEMEN
K<, oL 0 BARPEMFRRIER 27" b b 59, B RO EPS 2 XT HIEHE L 5
ZHNTWDEI X LT v—FEERAZK LIZGE, 7L 7 AET T Y — L OfuEmRaRIER
WCRT2ZOHERIZTIES 7Y — L EIZERZETHY, VARY R HERENVT EN
RSN, ZDZ LE, 7L 7 A ST —/LAHN EPS Z 3B &8 5 AfREMEIMEV = & AR
LTW5, £7o, WA KIEORBIEREES OB ET L LB LN TVWDLHEMET = v
UV UBRBASREREET T AL ERAWT, 7L AT T Y — L OB E 5 D 1R
IRERBI LI ZA, TLIAET T — LA BEREEDREZ R L, ORI 5-HT 4
RIS T T =2 MEH KO 5-HTop ZBWT v % T =2 MEH OG- R ST,

INHOZEND, TV AET T, EROFFEZEFERICK U THERT 52 & T,
A RKIEDIERZWET H Z ENRBIND & L BIT, TV T HET EPS 7217 The<,
AR, BHEZORS, Bl - EEE WO TeAEREROBES, #1) DIEROSENSHIFFTE
D, HIZ, TVLZAET TV =)D H ZBEE~OBFNEX, Dy ZBR~OBFME & A~ TH
NN <, H) AEICEE 5 R ERBEIC 22 5 BIEH Ch 2 EF-CARE N 2 5575
DAEEMEDMENZ & HRIZ LTV D,

(b) ZEMREHAER

TV I AT TV = OREMKERRE, K13 46 H 21 AERFRSE 002 & Lt
A A FFA 2o T) ey, GLp T, 20 &0 20 ek Lz, =78y
TU—#Bre LT, Ty AW TH MR RIC KT TR L 0T 5 a8k, SRR X 42
UN TR Je OV L8 SRS M E T B 2 R 3 2 BRI 2., CHO M@ % M v T human
ether-a-go-go related gene (hERG) F v R/VEIIZ KT TREL TN 2R 2 Z 2 FEhi L
Too ZOFER, AEOFEHEHITERT 5 &3 2 602 FREHER, mE TR, QT IR LD
hERG B350 H i1, MEFELRD QT ERICOWTIE, 612, 7+r—7 v 7 ilEia
Fhi Lz, MEFRERIZOWTIE, 7==L7 U VFRICE DT v M REMREEAR O ULHE OGS
K ORIEA X OFESONI S U, RIEOIANWEN 2 a3 28806, 7 FL T U & o ZAK
WEWHEANCER T 5 Z & 2R LT, QT ERICHOWTIE, MEEA X & A7 AR EEEh B R
R D, RNEARE OBIEMEITR VW L2 MR LTc, 2D ORBREE RN D, KRIEITIHEREL)
IR INDBRBEEOFTMHICEBWN T, Z2M EOBEKRRMEZEEZ L2V O LR Sz,

(3) EMBEHER

Fsgospmesss, 20 e 20l i KO R R ORI E VT, Ty MR
T B B MR IE R PRI, 5 v M CB T BMBNATRER, Fioe Mkt
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BE2 AWz in vitro 3R & F2li LT, £ ORER, AIITR ARG RITEHSLNITRIN S, KFED
RS . HPR BE & RIS LA EOREE 2R L, SR Z RIS &2/ L CHEhicitt s 5 &
Ex bz, BIZ, Aoafse, R#7e 7 7 AV ROREBERORE LR Lz, KEDTZA
EfEERITEMEEZ R L, BT VT I Lal - BEVEREE BISH & LTz, £72, CYP3A4 L TN CYP2D6
ZA L TCEICANERF Y MEREARRT D Z &0 in vitro THER ST, CYPR b T v AR—H —
2 LTS AAEH O FTREME % in vitro SRBR TRFT L 72 & 2 A, AJEIX CYP2B6, 2C9, 2C19,
2D6 KON 3A4 (Zx L Ch T lEERHZ /R Lz (Ki > 5.01 pmol/L) 7%, D8 % KIF§ iR
X e N TOBRKRIEE (Cpax = 0.19 pmol/L) &£ Y @b D Tdh - 72, A%EIL MDRI1, BCRP, OCT1,
OATPIB1 &N OATPIB3 DIE Tid7e <, BCRP (Zxt4 5 [HED ATREVED in vitro T/RE S U7z
M, BANREF AR D B A T L 2B ARRBR OFE R, BCRP ~OMLEMENITR D b
Mol

(4) =R

TV AT T = O MERBRIT, SERRERIZB W TENRATA BT A AT HEDWTEHE
i, —HOMEFREABRZFRE, GLP M CEfi S -,

7w R RO VAR W HERE OG- R L O 13 8 £ CoOER O 5 mERER, in
vitro N in vivo BARTEMERER G 2 W 7018 m28IR AR BLah, M sLARAE &2 O 7o BidE 228k
7 BB K O R BB, 7 v b &2 AT/ MEERB L O EH DNA AkakER) , 7 v b
HWT-tEEDZ REERER, 7 v ML ONT X2 HWIE - lplssARER, 7 v MERO&E#H
PEFRER O 51 ) & C A D AU 72 I M OV B 09 BEAR AR PN AL DR P RGETRER, 7 v b & AWz ifig
Tu gy FopEERs e 20 00 20 Fio kL, b ORBRERN D, R
AENSEELEOREREZEEICT=F— L THETI2E T HRABROERITETH D &
Ez bz,

Z D%, 7 v b Hvic 26 BREIAER A &Gl Yvz vz 39 B AER A & 55
PR, ~ U AKNT v FERHWEDRARMERE, 7> M HWIc AR R N A% S AR,
7w MR O L& AW TARAEERER, 7 v &2 AW REm R SR, invitro X W in vivo %24
PERBR (FLERII A2 W otiifa B, kOt~ U 22 R0 & 5 4 & st
W), vUREHWEME T r 77 T URERERBRE S LT,

GG BB CIXEFEMEEN G O, MR INTEE(LDZ ITARED R 72 K /EH Ik
KT 2bDEEZ BN, BEMERIITRE SRR ROBRBERIHZ 20O H o7,
ZO FOHAETHALNTCEEZE, BRMEH FRERXRMEE 252 TiEneE&Ex b,
B T, MEESEMRIC RO Tl EE O A2 b s HE TOAERmEERA LT
2, MEE T v MZBWTIRO b o Tz, DAKMERERCIX, i~V X T, a7 75
v EFICER L, o wHEEA OIS LB X B IS IERMERZ OBEEE N A 5= 8,
K~ 7 A ROMEREZ ~ MIARIKIZ K D RSN OBERINERRD Hiieh o o, AR AR
RERTIE, MET v FOAFCEENLSNTD, FoWHEA O 0T 7 F L AMKAFET 5 Ak
RRICES B (L E B 2 b, BABEITRES bT, BIESUIHAERIZEES b -2k, ¥
ORI EEOR LN D HETHEL L, oM, GEElE, e, ALeMizo>0nT,
R LR L 72 D RITRRD Hiedr o Tz, BLED K5I, AREITIREI A Wife L CEH
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THFBAICBWT, Ze EOBERRBEE RISV EH O EHER I,
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1522 ERKRHABOFARDERE
(& N AR T FE i S LT BRIRRRBR IZ DWW CTRHIE ORI 2 X 1.5-3 IR LTe,

2008 2009 2010 2011 2012 2013 2014 2015 2016
H.20 H.21 H.22 H.23 H.24 H.25 H.26 H.27 H.28
4 8 4 8 4 8 4 8 4 8 4 8 4 8 4 8 4 8
[ | || || [ | | | || | | | | ||

[E] IR

L[] 52 R R

(331-07-002)

BAR #5553l

(331-10-001)
7T R R SRR
(331-10-002)
R 5
(331-10-003)
WS ERBR
Hi[E B G- RE O ENRE, ~ AT
A, BHOFAHER (331-07-201)

S P 5-3RR (331-08-206)

AR E PRI DS BYRE ~ D A
5 (331-10-244)
BRI B C OB REAER
(331-09-225)

BHSRER B E TR I IERBR
(331-09-226)

FHATFV — LD AR
5 (331-10-240)

CYPFHER ULCYPIE I LPHE
SR S E A e LT
3% (331-08-207)
CYPPHFEAIDFH 512 L D31
HLAEHEAER (331-08-208)

U i E At s L7
AHAAEH R (331-09-224)

TH VLR OFF  GC L D S AR
JHER (331-10-239)
RS R F PR 5L D3
FHAEAE TR (331-12-207)

PET# 5% (331-07-202) 11 7

FAE #5305 (331-08-205)

QT 7 3
(331-10-242)

R RR ~ oD 32 243 Bk
(331-08-209)

PET# 5%
(331-09-219)

AR AR 7 :;: 9
(331-07-203)

E 535 g e
(331-08-210)

77 AR KR T EE R R 71 11
(331-10-230)

75 e Rk R R AR g
(331-10-231)

R bR 9 ]
(331-10-237) [ [ CSREZRL

% T B i R 0 ' L,
(331-10-232) [

77 AR B E R AR 3:;: 12
(14644A)

R Gk Y — )
(14644B) [ | [csrem

2 = AR P EeE

1.5-3 RREAER DR EDRER

1.5.2.2.1 BRIZHE T HMERMEICH T DERKRFAEDIER

20 iR A B ARG & U NS | AR 5B (33107-002) ZEML, T LY
AT TV =D 02~4 mg DHER GO AR L, 20 ickia ke 2 x4

1.5 IR I3 oo R M OBE 38 Ok
10



& LTZENE THERER R (331-10-001) #3EfL, 7L 27 AESZ7Y—LD 1, 4, 6mg D
A #E G- DS ENRE e V2 M2 Rl LT, BN O G RIRIEBE 255 & U751 FRE
ekl (331-08-205 M TN 331-10-001) DRLAF & b L7ofE R, SEEIRE K OB MEIZ DV TR
TRETFBOONRN -T2 0D, ENT 7RG _EEHRRR (331-10-002) 1%, HEIE
I FA7 7 AR - EERMER (331-10-230) 27V v VU 7xtGilliie LT, Wt —F %46
957V vy ZEIKICIE S EABRREGHE & Lz, £, AROEMEGRO BARANOZ S
PEZRTTT D7, Rk 745 H 24 BAF3EEEES 592 75 T8 i) TR VWERICK L BB O£ 5.7
FE S5 FTIE S5 OB BB B\ TR M2 T3 5 72 OIS LB RE AL & B G- BRIz o0
T) 2Z2ZIENESKRGHER (331-10-003) %3 L7z, A KMEITEERETHY, &l
2o CHHANERIET D2HLER DL Z Lonn, ERNESEGRER (331-10-003) TiX, N7 7€
AR T HEERER (331-10-002) 76 OREGHNIINZ, 65 bl Lo @Eling 2 & R e & x5
L, minEICB TR bR LT,

(1) HEEZS5RER (331-07-002)

fRHERR A B 58 4] (TR 124, 7L 7 AT TV —LEE46 f5]) xRS, 7L AL
TTY = 02~6mg XTI T AR E “HER FCHERAKE L, 7L AT TV — L&
R G LZBROEMEIE T, 7 L7 AE 7T V' —)L KT DM-3411 TiE, Cpax, AUC168h, AUC.,,
AUC, 2 FH BRI L7, DM-3412 TlX Cpax, AUCjesn, AUC 25 H EARIFAOICHEIN L 7=,
Fio, TV I AT T =L DEIRSHTORER, AUCOIZ HELFIMENRD b,

T VLI AET T = L OEND D OIER T, BHEOFSIIIEFITNE D o7,

72, CYP2D6 #fn B DOIEMENEETIE, EM BRI TIM BEO LR, T L7 AET T
—/v® AUCig8n/D, AUC/D, tip, WRELMETHY, CLF (FEVMETH 72, DM-3411 Ti
EM BED S D, Chaxs AUCie8n/D, AUCL/D B K ERETH -T2,

KIGBRTIZ, SECH], ZOMOBEERAFFZLOMMOBEREL2AHFFRITROONT, AFF
G D IEBI S 2ol 6 mg BECAT v 77 v 7O IEHAETH 5 FDA O [ Toxicity Grading
Scale for Healthy Adult and Adolescent Volunteers Enrolled in Preventive Vaccine Clinical Trials] ¢ 2
L— ROV 3 UL RIS 2 MBI T ORGE M E< 80 mmHg) 23%HL L, 1RERIEE OB
BEDH Y | L INTeled, WAT v T ~OBATII T O oT2, Lo T, 7LI7 AT T
—/V 4mg £ TCOHETEEMNPHER SN,

(2) HMEKAEREEZNRE LI-REKZSHE (331-10-001)

MARIIERE 21 Bl RRIT L7 AT TV =D 1, 4 XL 6mg ZHERTFT1H 1 H
14 BREIEROHRSG- Lz, 7L 7 AT T =D CouplTWNTNOHBERETHKERE 10 A H
TEFEIREBICEL, KEHRS 4 HEDOT L7 A ST Y — LD AUCwu, Cuao  Coan ZFHEN
1 HEH®D 2.5~55 (GREICRET 2 LnRahi, RKEHES | HEAORERS 14 HED
Crma/D KON AUC,y/D XA EMICKE e 22137e <, F, FUROGHTORKBERLY, KEKS 14 A
H D Cpax 2 N AUCoq \IZHEHLBIEDFED BTz,

CYP2D6 & inFRIBI OB ENREDMFI T, 7L 7 AE T T — /L0 Couy/D 1L EM KN IM i
BT, RER S 10 HA TEFRBIZEL, MEKRSG 4 BEO 7 L7 AT Y — /LD AUCou,

1.5 2RI SO fe B ONBRJE O e e
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Crav ComlE, EMBEL HHZ L T IMBETE S BT HHAICH T2, TV I7 AT TV — /L DK
185 14 H H D Cpa/D XN AUC /D 1T EM B & B LT IM BETrRidro 7o, E#H S 14 A R
DT VI AT T — kT D DM-3411 O AUC,q, Db (RHIEEHR 1) 1T EM BE L LEE L T IM
HETHNSWETH T,

MERKMERFICT L7 AT T =D 1, 4 Lix6mg% 1 H 18] 14 ARES LIZEEOR
BMED RS STz,

(3) MARMEBEEZNRELETSERIR-EFTHRFAR (331-10-002)

%é%%ﬁ@%@ﬁ%’i@ﬂﬁ%£¢é$%%ﬁ%kLT7V7fo?f~w4mg
2mg, 1mg DA « ZEMEARTTT 2 77 BRI H SR HEGER 2 £ L7,

FEFHE A m@é PANSS #8227 D_X—RAF A )5 Week 6 £ TOE(LEIZOWT, 2 mg
BECTIE, 77 B ARBRCKIT 2EBMEN RSN, 4mg BETIHE, 77 BARBHIXIT 2 A ERZET
D BRI ST, TOELEILT T B ARRE L e U TR & 2y 72, BIRIREIGE B
Td 5 PANSS OFEMERER 27 1E, AHl2mg #f & 4 mg #, Marder Factor A = 7 D [EPERER A
I7E2 mgEE 4 mg BE, EBMAERITIE, 2 mglETENETNT 7 BARRE L iR U CiEt
HICH B RBEEDRTR O BT,

TV I AT TV = dmg/ A, 2mg/AHEG KN 1 mg/ A5 ORZEMER OEEMETRLF
Thol=,

(4) MEXREBEZHNRE LE-RIKEHER (331-10-003)

ENEHEGHE (331-10-003) TiE, EANY 7 ARR _HEERFEBR (331-10-002) 68
1T LT RIE RS (EeB]) & B ICHA AN DA JGRIERE GO Zxt8icy
LAY T T =)L 1~4mg & | A 1[5 L, KK %2 EW&RG U0 R e &A% et
L7z,

PANSS #8 A a7 1%, HHifl, Ml iz 2 Mt E TLELTHBEL, 7L 7 AT 7Y —
N D EMEGAZ L DNFEOMERF R S T2, 65 UL EOWEERTE & 65 miAm O YEHE & [FIERIZ%h
BRHERF SN T, MERIERE L RNRICT LI AT T — )b I~4mg/ A E LT L& 0%
EVEROERMEE 52 M E TRIFCH D, ARMEITEMIC O o THERF S 7z, IS, A4 4 mg/
A~ L TR DN RE N — EBAFET 5 2 L DGR ST,

1.5.2.2.2 NEIZHITOMERAEREEZNRE LI-BRKRAROREE

WAL ClE, MAKRMIEZRIGE L2E T HRER SRR (331-08-205) , 25 LA JH SRR
(331-07-203) #& 71, M7 T BRI _EHEMRRAE (331-10-230 & T 331-10-231) & i L
7o 7283, BT 7 & R —HEE R (331-10-231) IZB W UIHAARZDEE T T 5,
MATEFETUimEEER (331-10-232) , AIZMETOY 7 AR ZESHRAR (14644A) %
Fhi L7z, RUEGHRBIIERE TR (331-10-232) (204 T, % DAHH &R
(331-07-203) 726 ORI 558k (331-08-210) , H 77 & 7R xR —H 5tk (331-10-230,
331-10-231) K OVFH TRifREHEBR (331-10-232) >0 O EMIE 5588 (331-10-237) , AIAH&E
TOT 7R EHERRER (14644A) O ORWF 5588 (14644B) @ 4 3 BRMNFEfE ST
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W5, Bk L7350 5 5 0 £ | 7 P A cRIBREERRER TH 23 BRIT, EMRS
AR 2 3B (331-10-237, 14644B) Th 5, 7235, KENZIBWTIE, MAEIHET 7 &A%
CHEEMHHER (331-10-230 X T*331-10-231) TARAIOK G RFIEICKT T2 A2 - LMD R
EH, BEARHESEH & 2~4 mg T 20154E 7 H FDA &R s T 5, [esuvciasie, sy
it Th 5,

PR L7230 5 B, ARG CRHME R & L7z is I 77 & A S ki
(331-10-230 K& T 331-10-231) (2N THEFE TGRS (331-10-232) (ZOWTLLFIZFMZ R
R

(1) BHAEMETSARMB_EGTHRHER (331-10-230)

A RTEDBIET I LV A2 BT 2 BEZRNE L LT, T L7 AT T — LD 1 mg,
2mg, 4mg 7T EARELHE L., FEMBEE THDH PANSS fBA AT D= T A nb
Week 6 £ TOZEILEIZOWT, 4mg BED T T B RBHIRIT BN RS2 Enh, 7L
J AT T =)V 4mg/ B B GIIHAE RIVERE T 2 HRIBFEIETH D Z L RSN,
BV EHTE H @ 9 5 key secondary Td» % CGI-S A 2T D_—Z T A )5 Week 6 £ TOE{LE
X, dmg BECT 7 BARBEL i L K& <, FEFHEHEE OEREZ T 26D Thole, 2D
il D EKFEARIE H (CGI-1 A =7, PANSS Bt REE A =277, PANSS fatt REEZ =277, PANSS Marder
Factor 2 =7, PEC 227, FUGTH K OME AN - #HBOMRERITE 25132 PSP 2 =27) 122
WTh, 77 AT T — L dmg/ AEGOENMEEZ —B L TXFT2bDTH 72, 2 mg Bif
RO 1 mg BETIE, BEx RARMEDFME B 2 OWT 7T B AREE & bolgs U TRl I e i &
RLT, MAKFIEDORANEEIHTIH T LI AT T —)L 4mg/B#E, 2mg/ AL XD
1 mg/H &5 OLEM L OEFEITIRIF TH -7,

(2) BHEMBETSARRMB_ETHRHAER (331-10-231)

MAERTEOBVERBICL Y AREZETHEEFLZHRLLELT, 7L 7 AET T — LD
025mg, 2mg, 4mg 7 7 ERELH LT, FEFHEE CTHDH PANSS RA T DR—R 7
A B Week 6 £ TOZEEIZOVWT, 4mg FELD 2 mg BEO 7T BARBITIHT 5 @M VR
ENTZZEME, TV Y A TS TV — )L 4mg/ A5 KO8 2 mg/ H #5134 A FEBE T 5
ANRIBRIETH D Z LR ENT, RIRGHIIEE O 5 5 key secondary TH % CGI-S A7 D
R—=2F 4 )5 Week 6 £ TOLEALEIZOWT, 4mg BN 2mg BED T T BRI S8
B R S, FEFEEE O REZ FFT 2D Th oz, EOMORIKFHEEE (CGI-I A
217, PANSS BPERFEA =27, PANSS [2ERE A =277, PANSS Marder Factor A =27, PEC A
a7 ROBSER) IZOWThH, 77 AT TV —)L 4mg/ A% G KON 2 mg/ B 5 OF M %2 %
FT2b0Tholz, RIBRTIE, B E IR/ REA LT 2 HAYT 025 mg FEZRRE L
7oo 025mg BETIL, 77 BARREE il LT, FEFEAGEH & O key secondary DUVNT LT § 72813
RBOBLNIRMNoT, TV I AET TV —)L4dmg/H#EE, 2mg/HEFEEG KL 0.25 mg/H &5 D24
PR OAEMEITI R Th -T2,
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(3) BETIHHRITHRER (331-10-232)

MARPERFT AR E LT, T L7 AET T — LORBHIEIR O FH - BRI T2 TE%)
BRI U7z, EEEIHIIE A T 5 EIEL B T 2 DREHEIR OB - B £ TORIX, 7T
EARBLHBE LTI L7 AT I Y —ABETHEICER LTz, 77 B REOHBREIL, 717 R
BT VBEORIRE LV b 342 f5OHF - B{kD U X7 & LT\, key secondary T
L EALOFUECEEY LIBRE OBISE, 77 8RB LTI LI AT T V) — )Lt
THEBIE» -T2, BEAER (PANSS, CGI-S, CGILI, ZELIEMEICHEY L-wiBa 04,
FARODFEMEIZEL Y LI OEIE) OWERE O LR EEEE (GAF, PSP) KUY, #Rtne

(Cog State) % iHilid 2D E OMFHBTEH OFERIL, 7V 7 AT T — Lg% X F
THLDOTHHT, hbEXY, TL 7 AT T =D 1~4 mg/ HEG1L7 7R L kLT,
W RFRIE DFSHEIR O FEFE - BALICK T 2 TR AT Z LB BN L ooz, 7L 7 AY
77 =D 1~4 mg/ B 5 OR MK OBFMEILRIF Th -T2,

1.5.23 RIBHBICAWSEBERRABRT—2/Vyr—3

[E N4 C D ERARSEERRRERFE 50> 5 HARN & BCK A DY B RE DRI R STz 7o D, 24],
EWN7 7 2R EERHAR (331-10-002) 1%, WAE W 77 2R EERHR

(331-10-230) 27V v VU IR E LT, WHIT — X ENFT 57V v ¥ v TG HES
< EWNBAFRGE E LT,

RO LBV EE L TERLZENT 7 AR EEHRRAR (331-10-002) OFFRICBNT,
TV AET T )b 2mg BEOT T BARRHIS T D EEMEIIR SN2, 4 mg BEICEBEITER
D HT, EEENED S R 3 BR (331-10-002, 331-10-230 & TX331-10-231) TH7Z2-
TWe, ERNT 7R EERRAR (331-10-002) T, 4 mg BT 7 BRITRT D EBMEN
WD LNT, VENRR RN RS FERICOWTER LI 2 A, ENT I ARMB _ES
FRElBR (331-10-002) @ 4 mg BEIIE, 2 mg BEL OV 7 B ARBEZ A, BAEDUBHIRIEDOZHIK
BREGHINZEUTTENTEY, £, WIAEIMEY 7 B AR _HEERAR (331-10-230 &
O 331-10-231) T, ZAIKEHRLGHNIIFEA L R —EN TS, 2O b,
BGOSR IR DO ZHIREHR 5D 4 mg FECTHIMEDORD Shieno2EIK & & 2, ZHIKER
L TWRWER] GEZAIRGH) Zxt GBI 217> 7=, EWNSh 3 38 (331-10-002,
331-10-230 J& O 331-10-231) TIHZHIEGHI %2 ARG LIER, 7L 7 AT I3 —LDh
PR 3 R THEEIL, EAY 7 AR E SR (331-10-002) O 4mgHETH, 77 &R
BEICHER LT, AR sz (P<0.05, MMRM) , £7-, ENT 7 tRxR HEHRRAR
(331-10-002) DZEVEOFERIX, 2 >OWFSMENM T 7 R HEHEKRER (331-10-230 KO
331-10-231) FEREFHELLTEY, 2mgH AN 4mg L HICAFHITIRF TH -T2,

—J, AFIDO 1~4mg % 1 B 1A, BHELLEEOLRENEE FMEE2 B L-ERNERES
R (331-10-003) TiX, AAID 1~4 mg/HEGTOREMENOCEEEDI RSN, £, A
RSO > THERF S Uiz, B, A% 4 mg/H ~EE L CTHRORD LN BRE D — Tk
FET D Z DR ST,

2B DVRBREGE R OB T % 3 T o sk s s G <mssirsosa
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PR S E AR SR DR SN B S 2 E 2, MBAMER IR BRI 2 38 1 D ARAI DA 2t &
OLZEMEOERZF L2208 bENT 7 AR EEHRHER (331-10-002) ZMREEARER & (7
(I TR T — 2 Ny r—JICEE L, HiETAICE -7,

ARHEERE T, BT T B AN HE MR (331-10-002) , EIPN &£ 5308k (331-10-003) ,
HESNVEIIAR 7 A IR B E AR (331-10-230 KO8 331-10-231) & HARIHIEICK T 5 H%h
P, ZARMAERGIT 2 ERFHMEEE e U@z, £, ERIEERBRO S 6, HARANZX
G L CENTHEE S 2 3B (331-07-002, 331-10-001) K OVESC 5 S AL 7= 5 & S TiIE 8
FHTO QTe B Td 5 331-10-242 FhER & RHANE L & A& ST 7o, R G 4 5 Lo 2 Ofth
DEERIEBRE LR L Lz 9 BB, 7 L7 AET T — L O, LM% 79 5
ETHBICRLEHWL, ZEERE L ORTIEE Lz, BRT — % 3y 7 — Y OBl % 4
1.5-4 [TR L=,
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[BERERRA - £ Dtz G & LTis kiR ]

HAE I G OIEYENE, ~ AT R, BREORERR
(331-07-201)

A8 P 5508 (331-08-206)

R EPER O FE BN RE~ D AR (331-10-244)

PRk e B C o IE Y B RERER (331-09-225)

B M RE R R C OB HERER (331-09-226)

F AT T — N E DI A AE R (331-10-240)

CYPFLEAI X IZCYP I ST P-PlisE A A& 5
\Z LD H W BAE 3k (331-08-207)

CYPFEEHIGF % G- (2L 5 3 MHE AR 35k
(331-08-208)

V7 7o PR B LSRR B AR BR
(331-09-224)

TEPEROF A G- L2 3R BLAE B
(331-10-239)

AN RAZF G I 2 S AR LA TR
(331-12-207)

PET#B% (331-07-202)

(R A RAE R G & LT s R ]

FRAPR BT R

SR 5305k (331-08-205)

QTcitBi (331-10-242)

AR ~ DR BR (331-08-209)

PET#ER (331-09-219)

o5 1/ FERABR

FEBEEER (331-07-203)

7R R E B MR (331-10-230)

7 EAR% R E B R (331-10-231)

AIEMETOT 2R R _EHE MR (14644A)

£ 5305k (331-08-210)

R 538 (331-10-237)%

FE W 535 (14644B) ™

PRI T B

R T BH AR (331-10-232)

CBERRERR N - Z DAz G & L7 [E N R ]

Hi[m]$ 5-3X80(331-07-002)

(Rt A LA 2ot G & L7 [El AR

B R ST SR

KAE #5308k (331-10-001)

EAINIIEEEY

7T AR R B MR (331-10-002)

T G- ali

FHI# 535 (331-10-003)

1.5-4 BERRT—2 /8Ny — O DI

XKAWORENT — X OHEDI,
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1.5.24  BEHFRVBRFEDEUNORFKR

K[E Tl an adjunctive therapy to antidepressants for the treatment of major depressive disorder (MDD)
DR TAREZIGEL THY, HBTEFRDEICTHESTH 5,

153 JTULIRETSY—-ILOBFEERVUERKE
1531 BEBRIABREE, LA -HEEVEAM
(1) MELRAEOCAMDEREZRET S

A RFIE D BIEFFFIT L 0 ABE A2 23 2 B 2RI, ENTIE T 7 B A% H E MR

(331-10-002) , WAL TIEZT T AR IR ZEE MR 2 3B (331-10-230 & T 331-10-231) % 3%
i U=, FEFHMEER TH D PANSS R A a7 DR—RZF A /b Week 6 DZE(LEIX, ENT
7R I T EEMRRR (331-10-002) TiX, 7 BARREE HE LT 2mg BECHAHEICAEE
REENBD BN (p=0.0124, MMRM) , 4 mg CIIHFHAMICA B RUEITRD SN ho Tz
73, PANSS ¥8 2 17 DI T 7 B ARFEL O BRI KR E o 72, AV AR T 2 A iR

BEREBREER (331-10-230) Ti, 77 BABEL R L T 4 mg B CHEHFMICHE B REEN
7 B (p=0.0022, MMRM) , 2 mg #f TIEHGHFANCA B RUEITRD b - 7275, PANSS
WA T ORDET 7B ARBEL O EMEMICKE o Tz, WAMVE T FHY 7 2 A xR B R
bR (331-10-231) TIE7 7B ARBEL B L C, 2 mg BEKL N4 mg BE CREGHAMIICH B /R E N
A5 (p<0.001, MMRM) ,

EN7 7 BRI EERAR (331-10-002) @ 4 mg BETIX, 77 wAREEL ol L CTREEHE
FINCA B RUGEITRD LR o 7ed, SRR ER GBI 2 50 BRI R0 D 4 mg BED
L HIP 5B THMED RS SN (P<0.05, MMRM) .

PUbXv, 7072877 — VA RHEO BB T 2 ek O s 2 H9 5
TR E NI,

(2) REBREIZBEVWTHLAIMEHEL, XETHEATHD

[EIN CTHEM L 7= %558 (331-10-003) (2B T, HHFID PANSS ¥R a7 DR—R T
A B OELE (0C) 1X, Week 24 12-531 L7210, ZDth Week 52 £ T-7.01~-5.86 D#iFH
TLELTHERE L7z, Mkl TH Week 24 12-7.20 & 720, Z Dtk Week 52 £ T—9.93~-5.84 O
HHCLELCHB L, REMCELIHROMFREZER L, 7L 7 AT 7Y —L (I~4my
H) ORMIFBEIC XLV BFICRBIBIGNE ROAFEFRITRL, ABMIBHTHLEERH
iz,

WA RTE, BMEAREE & 2B THY, IRELGET D22 L2, RELINTND, K
koD KA, #F?ﬁlﬂr;ﬁé KD RERM, $E, T TREICLVT e T T UABMETL,
RO AL & and'% TL oy 28T — LD RHITGICHT B AR, &
LEMEPHER SN2 LD, RIIICIRIEZ ki 2 WEDO H LM ERIERE T L > THMH
REHTHDLEEBEZ NS,
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B) BEMAICBVWTLHERLGEATHD

ENE# 55 (331-10-003) @ 65 Ll EOE#EE 1231 5 PANSS A 37 D_—R T A
DD OEALRIIHHBI AR & K& IdnEe <, WG58 TR HRGI AR L FRRE CH
0, mEIZBWNTHREBI Eofﬁ%@%ﬁﬁ#é LR LT, 72d, 65 Ll Lo sl
FIZBIT 2 P RIL 294 mg TH Y, HHpIKICHSIT L EERGETH D 311 mg &K
IREWE R o T, AEFSOBBEGCHEBIIIERERE LFETH Y, HICEE CHEETR
THFRLIRDO NN 0T,

A KREITEI T T D2REB L EZX LN TRY, LIS > TEYIBREN/LETH Y, milmic/e
STHEMEREST ZMBENDD, TV 7 AET T — TSR OMA KERZ I L THE
NS TIRATE 2 RRIEAITH D Z ERRB I NI,

(4) BETHMELHAFIND

WS CENE L 7o i3 T IMGETRER (331-10-232) 123\ T, HRE L E TOREH 2 M5t L 726
%,7v&xt77/~wﬁi77t$ﬁk%@bf%@ﬁ%@ﬁ%%ki?@ﬁ%i,ﬁﬁ_
EMnol= (p <0.0001, log-rank B/E) ., 7 L7 AT TV —)LBEHIK L7 7 B REEE, FHUE
WOFREILDY 27 N34 EFEmNZ EIRENT,

WA RARIE X %ﬁ%ﬁﬁ%kéf$f&@ IRIE AT 5 = & D3 e b A 20 e TR B I T B,
&%z%néoik,ﬁ%%ﬁwﬂﬁt (ZABPERYIREER VR TE LRSS O <7D
LORELH DS, SEAERE L LEMNERRRICBNT, L AT T —LEEET
BN R CTE 72 2 L DA RIFEDO BRI RIBEO~ RV A v MO ET 2 2 & 21
FFCT&E %,

(5) BIFEETHELLIATEROSABERARICEVWTTISERLERBREORBEE
THD

EWNT T 2R E SRR (331-10-002) OT L7 AT T —LOFKHERET 5% E

WCHBLEAEFLZO IS, 77 vREHEO 2HEU LORIGTHRALEAFFLRIE, 7L 7 AES
7V =/ 1 mg BFEDOWEEHR 5.2% (77 BAREE0.9%) , 2 mg BEDOHEL 5.3% (77 BARHE 1.7%) , 4 mg
HEDOWEM: 71% (77 8RB 3.4%) , P71 T 7 F BN 6.2% (777 EAHRRE2.6%) , NI 5.3%
(7R 1.7%) Tholz, P77 7 FoHEINIT L7 AT T — /Lo HEEINC
S TRBEEIGN 2 EUEEL o> T o 72, 1 mg BEORBE G T 72 REEL VK 2%(K<,
2mg HTIET 7 EREFMURBEIE ThoTe, 7LIZAETIZ Y —LDOWT 0O HERET,
TTRREELD b 5% EFEBEIG B E o BRI R o7,

WA OEIFE (R 2.5.5-1 2H) OT L7 AT 7Y —)L 2-4 mg BEIZHBWT, 5%LL EITH
BLIEAEEZOO L, 77 BRELY & 25 EOREG TR LIZFERII R T, £72, 24
mg BET, 5% BB LIEAERERD Y D, 770 RBEL D bRBEEOENSTZFRIITH
VT 50% (FTERHE45%) OB ThHoTlo, WNEERED T L7 AV TS T Y —/L 2-4mg #f
ICBWT 2%, BICRBLE-AERERD Y D, 7T RBED 2 (52l EOEIE TRIE L= FRI1TE
FEHIIN 4.6% (77T B AREE1.9%) , IR 2.7% (77 REE 1.1%) , $HEF2.3% (777 2 REE 0.6%)
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ThHol,

F7z, EPSOESERERT — 5 T, FUEMRERSICIVBO LN 2RENRAEFRTH D
HEMROMNE RO A F RS, NIRE, WEEE, FEEE, IBERHBEEOAEFRORBEISIT, 77
AR FRRETH -T2,

UbEDZ EnD, 7V 7 AT T — NG D FICEBE T RE e EOE KR EEE
372, e A7 IHMEWEE XD,

1532 BEONEHRBEEDRBELILIAETSY—ILOEEFEINIHE

15321 BHFEOHFEHREDRE

A RE DOEMPIEIT, 1950 FER D7 nvFa< P, ~aLl) R—)LoOFFFRFERICIEE Y,
D%, Wx & B S NERHRERR A Z O Th o724, BUETILR A R TIE O EER 72
HA KT A2 24987 2 d5u T, BIVER S BB RIS T 2 FEETBUR RS I HELE S h
TWD, AFIZIHN TS, FEHE SR Y E 2RLEORA RTEIRET A R4 P RpAk
PR IRE 2 2 K DA RIPERMIGI T A RT 4> ° C, JEEAPURS A e X
nTna,

L L7 t, EEMPURFMREIZIB VTS, REEPSIIHRET L Mo TWD, 77
YT EDEPS IE, BEFICE > TRO TRRRBEIWER TH L2 T, ZOIEREMD -8
CHWBRDH T ) UHIC KD TR TR L oRIERE b b T B E b b D, £
77 EPS IE WIS BEVERER & 30 5 SIER 2 BB S 5 AlREME S & B 10, HIC IR R RS R B C
i, ORI, @S MR RE f E ONRBIEREE A L AR ORE L 2 b0, kTS
NREFENE STV D, TR 26 4R 0 [E N AR E IR S E 160 A ER = — X L
Bl pEF=— X IZBWTEAIEEE D 50%LL EThHIZH D LT, 1RH S D 50%ATH
DEBO—DITHARIER HF SN THY, HARTEILRFICI T 2 EAOEHETE N
DO, EFEOMEFEITHS TRV ERRSHTNG Y,

APEIARRICE T DB, K8, ERE TN BELCHEOKETH 8, WA LIE
ZEBEOREE LD EBEL, EKMIBREMGEL, RE Lk 2R L oo R E L & b
| HRAETRIC L 5 TUBEARMERE « QOL ICHA A BN ZIBE~ BT T 2L ERH 570, 204
BIEBELRDION, T RET T2 A LEA DR - BAMOMBECTH S, HARMETIL,
RO KIS AR RENEE, FIXRMERA ORBED 7=, EYTREOT KT F v A &<
ZERHBITN DY, Byerly ST o IS A ST B RO A S TRIG e E RS At L L
FROFIOT RE T 70 2% E LERR T, BEMT A1 2% HVIRERZET Y AT AT
T RET IV ARBLHB S NIZBEIL ST% Chor=, 7 R 772 A% 52 2 EIER
iE, BEICEE SN EBROBIEA LY, EEOREER @2E, THLOTOF 4 A7
FUTRE) ThdEEbNTNDED, £, KEOT FET7 7 v AMEOEME 258 & Lz
TXANR—RhavbB U AT RTA LD E, (REEN, @EHERT I TIE, 7 Re
T IR B E B2 DY AV EREEZ SN TWE™M 7 R T 70 2DE T, H¥RE,
ABEY 227 ROEEEY A7 NS5 L ORfN e 0 2272 Iz © 1 EM OB TH%Ic e
EHEZ B RERFTO—oL LD TVDY, BFOMIE - QOL OBLETIE, %2 LiiEiks
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HERE L7278 D SRS RO SRR 2 [T 5 = L NEREE & 72 578, AT BT 37
DY B 72 Y ORIWER 2N b D558, MRSV CILEE OBSRE - QOL I4F £ L<
<, FROEFELZET HZMBERHTL 5, TR0z 13k LTAES TR, FHZES -
B ORBET-LH2L 6550, UEDZE L, HAKRBEOHBIICHENT, M iams)
RELBHIL, TRET IV RICEBEE2 3R T2 CTEXLEITMORE, B0 HIELEL L
VR IR AR ATRE R 22t - BB WIEFI R ST\,

15322 JULYVRETZIV-ILOEFESINLIHR

1.53.1 IZFtHk L7 & B0, ERNADERKRRIZIBWNT, 7 L7 A7 7 — U3 atE s
%F$%’ﬁbfﬁﬁfkb EME I8 CTHAMEIIMER S L7, ¥ CIEas TR R

REN, SHERCRAERE~OUE R b RR STz, PURMIRIEDIRIET e 7 7 &
%@%Ezéjxﬁglkbf%théwiﬁm ER, TV T OAERRORBREIS
KL, BB era 7y A VBRI THL L EZ LN,
PLEDZ &b, RANIHEE RFE D& OIEFRRE 2 T 72 THEDZRIBRR & @ OWEE L
b, QW MERFEZE L T2 ANONDIREIEE L CTARRBRIEDO —2 L2055, 4
JEIZ D7z o TIRFEIGR AR T 2 BN o DA RKIVERFIZ L > T, EREMERFL, IREkE A
i DA EREGN DI AANL, EFEEGICEL, 7 ReT 70 A% BAFICHERFT 5 2 & TR -
FHRTEC 220, S RPIEDIEE T — /L Th % QOL DEIE IZHRTE 5 L TE 5,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use REXULTI® safely
and effectively. See full prescribing information for REXULTI.

REXULTI® (brexpiprazole) tablets, for oral use
Initial U.S. Approval: 2015

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS
See full prescribing information for complete boxed warning.
¢ Elderly patients with dementia-related psychosis treated with antipsychotic
drugs are at increased risk of death. REXULTI is not approved for the treatment
of patients with dementia-related psychosis (5.1).

¢ Antidepressants increase the risk of suicidal thoughts and behaviors in patients
aged 24 years and younger. Monitor for clinical worsening and emergence of
suicidal thoughts and behaviors (5.2).

o Safety and effectiveness of REXULTI have not been established in pediatric
patients (8.4).

RECENT MAJOR CHANGES
Warnings and Precautions, Falls (5.9)

INDICATIONS AND USAGE
REXULTI is an atypical antipsychotic indicated for:
e Use as an adjunctive therapy to antidepressants for the treatment of major depressive
disorder (MDD) (1, 14.1)
o Treatment of schizophrenia (1,14.2)
DOSAGE AND ADMINISTRATION
Administer REXULTI once daily with or without food (2.1, 2.2, 12.3)

02/2017

Indication Starting Dose Recommended Dose | Maximum Dose
MDD (2.1) 0.5 mg/day or 1 mg/day 2 mg/day 3 mg/day
Schizophrenia (2.2) 1 mg/day 2 to 4 mg/day 4 mg/day

e Moderate to Severe Hepatic Impairment (Child-Pugh score >7). Maximum
recommended dosage is 2 mg once daily for patients with MDD and 3 mg once daily
for patients with schizophrenia (2.3)

o Moderate, Severe or End-Stage Renal Impairment (CLcr<60 mL/minute): Maximum
recommended dosage is 2 mg once daily for patients with MDD and 3 mg once daily
for patients with schizophrenia (2.4)

e Known CYP2D6 Poor Metabolizers: Reduce the usual dosage by half (2.5)

DOSAGE FORMS AND STRENGTHS

Tablets: 0.25 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)

CONTRAINDICATIONS

Known hypersensitivity to REXULTI or any of its components (4)

WARNINGS AND PRECAUTIONS

e (Cerebrovascular Adverse Reactions in Elderly Patients with Dementia-Related
Psychosis: Increased incidence of cerebrovascular adverse reactions (e.g. stroke,
transient ischemic attack) (5.3)

o Neuroleptic Malignant Syndrome: Manage with immediate discontinuation and close
monitoring (5.4)

e Tardive Dyskinesia: Discontinue if clinically appropriate (5.5)

e Metabolic Changes: Monitor for hyperglycemia/diabetes mellitus, dyslipidemia and
weight gain (5.6)

o [eukopenia, Neutropenia, and Agranulocytosis: Perform complete blood counts (CBC)
in patients with pre-existing low white blood cell count (WBC) or history of leukopenia
or neutropenia. Consider discontinuing REXULTI if a clinically significant decline in
WBC occurs in absence of other causative factors (5.7)

e QOrthostatic Hypotension and Syncope: Monitor heart rate and blood pressure and
warn patients with known cardiovascular or cerebrovascular disease, and risk of
dehydration or syncope (5.8)

e Seizures: Use cautiously in patients with a history of seizures or with conditions that
lower the seizure threshold (5.10)

ADVERSE REACTIONS
Most common adverse reactions were (6.1):

MDD: Weight increased and akathisia (>5% and at least twice the rate for placebo)
Schizophrenia: Weight increased (>4% and at least twice the rate for placebo)

To report SUSPECTED ADVERSE REACTIONS, contact Otsuka America Pharmaceutical,
Inc. at 1-800-438-9927 or FDA at 1-800-FDA-1088 (www.fda.gov/medwatch).

DRUG INTERACTIONS

Factors
Strong CYP2D6" or CYP3A4 inhibitors

Strong/moderate CYP2D6 with
Strong/moderate CYP3A4 inhibitors

Known CYP2D6 Poor Metabolizers taking
strong/moderate CYP3A4 inhibitors

Dosage Adjustments for REXULTI (2.5)
Administer half of usual dose

Administer a quarter of usual dose

Administer a quarter of usual dose

Double the usual dose and further adjust

Strong CYP3A4 inducers s
based on clinical response

* REXULTI may be administered without dosage adjustment in patients with MDD when
administered with strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine).

USE IN SPECIFIC POPULATIONS

Pregnancy: May cause extrapyramidal and/or withdrawal symptoms in neonates with third
trimester exposure (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide
Revised: 02/2017
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REXULTI® (brexpiprazole)

FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. REXULTI is not approved for the treatment of
patients with dementia-related psychosis [see Warnings and Precautions (5.1)].

Suicidal Thoughts and Behaviors

Antidepressants increased the risk of suicidal thoughts and behaviors in patients
aged 24 years and younger in short-term studies. Monitor closely for clinical
worsening and for emergence of suicidal thoughts and behaviors. The safety and
efficacy of REXULTI have not been established in pediatric patients [see Warnings
and Precautions (5.2), Use in Specific Populations (8.4)].

REXULTI® (brexpiprazole)

Table 1: Dosage Adjustments of REXULTI for CYP2D6 Poor Metabolizers and for
Concomitant Use with CYP3A4 and CYP2D6 Inhibitors and/or CYP3A4
Inducers

Factors Adjusted REXULTI Dosage
CYP2D6 Poor Metabolizers

CYP2D6 poor metabolizers

Administer half of the usual dose

Known CYP2D6 poor metabolizers taking
strong/moderate CYP3A4 inhibitors

Patients Taking CYP2D6 Inhibitors and/or CYP3A4 Inhibitors
Strong CYP2D6 inhibitors*
Strong CYP3A4 inhibitors

Administer a quarter of the usual dose

Administer half of the usual dose

Administer half of the usual dose

1 INDICATIONS AND USAGE

REXULTI is indicated for:
o Adjunctive treatment of major depressive disorder (MDD) [see Clinical Studies (14.1)].
o Treatment of schizophrenia [see Clinical Studies (14.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Adjunctive Treatment of Major Depressive Disorder

The recommended starting dosage for REXULTI as adjunctive treatment is 0.5 mg or 1 mg
once daily, taken orally with or without food /[see Clinical Pharmacology (12.3)].

Titrate to 1 mg once daily, then up to the target dosage of 2 mg once daily. Dosage
increases should occur at weekly intervals based on the patient’s clinical response and
tolerability. The maximum recommended daily dosage is 3 mg. Periodically reassess to
determine the continued need and appropriate dosage for treatment.

2.2 Treatment of Schizophrenia

The recommended starting dosage for REXULTI is 1 mg once daily on Days 1 to 4, taken
orally with or without food [see Clinical Pharmacology (12.3)].

The recommended target REXULTI dosage is 2 mg to 4 mg once daily. Titrate to 2 mg
once daily on Day 5 through Day 7, then to 4 mg on Day 8 based on the patient’s clinical
response and tolerability. The maximum recommended daily dosage is 4 mg.

2.3 Dosage Adjustments for Hepatic Impairment

For patients with moderate to severe hepatic impairment (Child-Pugh score >7), the
maximum recommended dosage is 2 mg once daily for patients with MDD, and 3 mg
once daily for patients with schizophrenia [see Use in Specific Populations (8.7), Clinical
Pharmacology (12.3)].

2.4 Dosage Adjustments for Renal Impairment

For patients with moderate, severe or end-stage renal impairment (creatinine clearance
CL,<60 mL/minute), the maximum recommended dosage is 2 mg once daily for patients
with MDD and 3 mg once daily for patients with schizophrenia [see Use in Specific
Populations (8.8), Clinical Pharmacology (12.3)].

2.5 Dosage Modifications for CYP2D6 Poor Metabolizers and for Concomitant use
with CYP Inhibitors or Inducers

Dosage adjustments are recommended in patients who are known cytochrome P450
(CYP) 2D6 poor metabolizers and in patients taking concomitant CYP3A4 inhibitors or
CYP2D6 inhibitors or strong CYP3A4 inducers (see Table 1). If the coadministered drug is
discontinued, adjust the REXULTI dosage to its original level. If the coadministered CYP3A4
inducer is discontinued, reduce the REXULTI dosage to the original level over 1 to 2 weeks
[see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

Strong/moderate CYP2D6 inhibitors with
strong/moderate CYP3A4 inhibitors

Patients Taking CYP3A4 Inducers
Strong CYP3A4 inducers

*In clinical trials examining the adjunctive use of REXULTI in the treatment of MDD, dosage
was not adjusted for strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine). Thus, CYP
congiderations are already factored into general dosing recommendations and REXULTI
may be administered without dosage adjustment in patients with MDD.

3 DOSAGE FORMS AND STRENGTHS

REXULTI tablets are available in 6 strengths (see Table 2).
Table 2: REXULTI Tablet Strengths and Identifying Features

Administer a quarter of the usual dose

| Double usual dose over 1 to 2 weeks

Tablet Tablet Tablet
Strength Color/Shape Markings
Light brown; “QRY? « »
025 mg Round; shallow convex; bevel-edged BRX" and "0.25
Light orange “RRY” «() B»
0.5mg Round; shallow convex; bevel-edged BRX” and *0.5
Light yellow «RRY” wqn
1mg Round; shallow convex; bevel-edged BRX" and ™1
Light green “RRY? won
2mg Round; shallow convex; bevel-edged BRX" and "2
Light purple “RRY” wqn
3mg Round; shallow convex; bevel-edged BRX" and "3
amg White “BRX” and “4”

Round; shallow convex; bevel-edged

4 CONTRAINDICATIONS

REXULTI is contraindicated in patients with a known hypersensitivity to brexpiprazole
or any of its components. Reactions have included rash, facial swelling, urticaria, and
anaphylaxis.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at
an increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of
10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death
in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated
patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-
treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group.

Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature.
REXULTI is not approved for the treatment of patients with dementia-related psychosis
[see Boxed Warning, Warnings and Precautions (5.3)].

5.2 Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults

In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other
antidepressant classes) that included approximately 77,000 adult patients, and over
4,400 pediatric patients, the incidence of suicidal thoughts and behaviors in patients age
24 years and younger was greater in antidepressant-treated patients than in placebo-
treated patients. The drug-placebo differences in the number of cases of suicidal thoughts
and behaviors per 1000 patients treated are provided in Table 3.

No suicides occurred in any of the pediatric studies. There were suicides in the adult
studies, but the number was not sufficient to reach any conclusion about antidepressant
drug effect on suicide.




REXULTI® (brexpiprazole)

Table 3: Risk Differences of the Number of Patients with Suicidal Thoughts or
Behaviors in the Pooled Placebo-Controlled Trials of Antidepressants
in Pediatric and Adult Patients

Age Range Drug-Placebo Difference in Number of Patients with Suicidal

(years) Thoughts or Behaviors per 1000 Patients Treated
Increases Compared to Placebo
<18 14 additional patients
18-24 5 additional patients
Decreases Compared to Placebo
25-64 1 fewer patient
>65 6 fewer patients

It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents,
and young adults extends to longer-term use, i.e., beyond four months. However, there is
substantial evidence from placebo-controlled maintenance studies in adults with MDD that
antidepressants delay the recurrence of depression.

Monitor all antidepressant-treated patients for clinical worsening and emergence of
suicidal thoughts and behaviors, especially during the initial few months of drug therapy
and at times of dosage changes. Counsel family members or caregivers of patients to
monitor for changes in behavior and to alert the healthcare provider. Consider changing
the therapeutic regimen, including possibly discontinuing REXULTI, in patients whose
depression is persistently worse, or who are experiencing emergent suicidal thoughts or
behaviors.

5.3 Cerebrovascular Adverse Reactions Including Stroke in Elderly Patients with
Dementia-Related Psychosis

In placebo-controlled trials in elderly subjects with dementia, patients randomized to
risperidone, aripiprazole, and olanzapine had a higher incidence of stroke and transient
ischemic attack, including fatal stroke. REXULTI is not approved for the treatment of
patients with dementia-related psychosis [see Boxed Warning, Warnings and Precautions
(5.1

5.4  Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) has been reported in association with administration of antipsychotic
drugs.

Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status
and evidence of autonomic instability. Additional signs may include elevated creatinine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

If NMS is suspected, immediately discontinue REXULTI and provide intensive symptomatic
treatment and monitoring.

5.5 Tardive Dyskinesia

Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary,
dyskinetic movements, may develop in patients treated with antipsychotic drugs. The risk
appears to be highest among the elderly, especially elderly women, but it is not possible
to predict which patients are likely to develop the syndrome. Whether antipsychotic drugs
differ in their potential to cause tardive dyskinesia is unknown.

The risk of tardive dyskinesia and the likelihood that it will become irreversible increase
with the duration of treatment and the cumulative dose. The syndrome can develop after a
relatively brief treatment period, even at low doses. It may also occur after discontinuation
of treatment.

There is no known treatment for established cases of tardive dyskinesia, although the
syndrome may remit, partially or completely, if antipsychotic treatment is discontinued.
Antipsychotic treatment itself, however, may suppress (or partially suppress) the signs
and symptoms of the syndrome, possibly masking the underlying process. The effect that
symptomatic suppression has upon the long-term course of the syndrome is unknown.

Given these considerations, REXULTI should be prescribed in a manner most likely to
reduce the risk of tardive dyskinesia. Chronic antipsychotic treatment should generally
be reserved for patients: (1) who suffer from a chronic illness that is known to respond
to antipsychotic drugs; and (2) for whom alternative, effective, but potentially less
harmful treatments are not available or appropriate. In patients who do require chronic
treatment, use the lowest dose and the shortest duration of treatment needed to produce
a satisfactory clinical response. Periodically reassess the need for continued treatment.

If signs and symptoms of tardive dyskinesia appear in a patient on REXULTI, drug
discontinuation should be considered. However, some patients may require treatment with
REXULTI despite the presence of the syndrome.

REXULTI® (brexpiprazole)

5.6 Metabolic Changes

Atypical antipsychotic drugs, including REXULTI, have caused metabolic changes, including
hyperglycemia, diabetes mellitus, dyslipidemia, and body weight gain. Although all of the
drugs in the class to date have been shown to produce some metabolic changes, each
drug has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical antipsychotics. There
have been reports of hyperglycemia in patients treated with REXULTI [see Adverse
Reactions (6.1)]. Assess fasting plasma glucose before or soon after initiation of
antipsychotic medication, and monitor periodically during long-term treatment.

Major Depressive Disorder

In the 6-week, placebo-controlled, fixed-dose clinical trials in patients with MDD, the
proportions of patients with shifts in fasting glucose from normal (<100 mg/dL) to high
(2126 mg/dL) and borderline (>100 and <126 mg/dL) to high were similar in patients
treated with REXULTI and placebo.

In the long-term, open-label depression studies, 5% of patients with normal baseline
fasting glucose experienced a shift to high while taking REXULTI+Antidepressant (ADT);
25% of subjects with borderline fasting glucose experienced shifts to high. Combined, 9%
of subjects with normal or borderline fasting glucose experienced shifts to high fasting
glucose during the long-term depression studies.

Schizophrenia

In the 6-week, placebo-controlled, fixed-dose clinical trials in patients with schizophrenia,
the proportions of patients with shifts in fasting glucose from normal (<100 mg/dL) to high
(=126 mg/dL) or borderline (>100 and <126 mg/dL) to high were similar in patients treated
with REXULTI and placebo.

In the long-term, open-label schizophrenia studies, 8% of patients with normal baseline
fasting glucose experienced a shift from normal to high while taking REXULTI, 17% of
subjects with borderline fasting glucose experienced shifts from borderline to high.
Combined, 10% of subjects with normal or borderline fasting glucose experienced shifts
to high fasting glucose during the long-term schizophrenia studies.

Dyslipidemia

Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of
antipsychotic medication, obtain a fasting lipid profile at baseline and monitor periodically
during treatment.

Major Depressive Disorder

In the 6-week, placebo-controlled, fixed-dose clinical trials in patients with MDD, changes
in fasting total cholesterol, LDL cholesterol, and HDL cholesterol were similar in REXULTI-
and placebo-treated patients. Table 4 shows the proportions of patients with changes in
fasting triglycerides.

Table 4: Change in Fasting Triglycerides in the 6-Week, Placebo-Controlled,
Fixed-Dose MDD Trials

Proportion of Patients with Shifts Baseline to Post-Baseline

Placebo 1mg/day 2mg/day 3 mg/day
Triglycerides
Normal to High 6% 5% 13% 9%
(<150 mg/dL to >200 and (15/257y* (71145 (15/115)*  (13/150)*
<500 mg/dL)
Normal/Borderline to Very High 0% 0% 0.7% 0%
(<200 mg/dL to 2500 mg/dL) (0/309)*  (0M177)* (1143 (0/179)*

* denotes n/N where N=the total number of subjects who had a measurement at baseline
and at least one post-baseline result.
n=the number of subjects with shift.

In the long-term, open-label depression studies, shifts in baseline fasting cholesterol from
normal to high were reported in 9% (total cholesterol), 3% (LDL cholesterol), and shifts
in baseline from normal to low were reported in 14% (HDL cholesterol) of patients taking
REXULTI. Of patients with normal baseline triglycerides, 17% experienced shifts to high,
and 0.2% experienced shifts to very high. Combined, 0.6% of subjects with normal or
borderline fasting triglycerides experienced shifts to very high fasting triglycerides during
the long-term depression studies.

Schizophrenia

In the 6-week, placebo-controlled, fixed-dose clinical trials in patients with schizophrenia,
changes in fasting total cholesterol, LDL cholesterol, and HDL cholesterol were similar in
REXULTI- and placebo-treated patients. Table 5 shows the proportions of patients with
changes in fasting triglycerides.
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Table 5: Change in Fasting Triglycerides in the 6-Week, Placebo-Controlled,

Fixed-Dose Schizophrenia Trials

Proportion of Patients with Shifts Baseline to
Post-Baseline

Placebo 1mg/day 2mg/day 4 mg/day
Triglycerides
Normal to High 6% 10% 8% 10%
(<150 mg/dL to >200 and (15/253)*  (7/72)* (19/232)*  (22/226)*
<500 mg/dL)
Normal/Borderline to Very High 0% 0% 0% 0.4%
(<200 mg/dL to =500 mg/dL) (0/303)* (0/94)* (0/283)* (1/283)*

* denotes n/N where N=the total number of subjects who had a measurement at baseline
and at least one post-baseline result.
n=the number of subjects with shift.
In the long-term, open-label schizophrenia studies, shifts in baseline fasting cholesterol
from normal to high were reported in 6% (total cholesterol), 2% (LDL cholesterol), and
shifts in baseline from normal to low were reported in 17% (HDL cholesterol) of patients
taking REXULTI. Of patients with normal baseline triglycerides, 13% experienced shifts to
high, and 0.4% experienced shifts to very high triglycerides. Combined, 0.6% of subjects
with normal or borderline fasting triglycerides experienced shifts to very high fasting
triglycerides during the long-term schizophrenia studies.

Weight Gain

Weight gain has been observed in patients treated with atypical antipsychotics, including
REXULTI. Monitor weight at baseline and frequently thereafter.

Major Depressive Disorder

Table 6 shows weight gain data at last visit and percentage of adult patients with >7%
increase in body weight at endpoint from the 6-week, placebo-controlled, fixed-dose
clinical studies in patients with MDD.

Table 6: Increases in Body Weight in the 6-Week, Placebo-Controlled, Fixed-Dose
MDD Trials

Placebo 1 mg/day 2 mg/day 3 mg/day

n=407 n=225 n=187 n=228

Mean Change from Baseline (kg) at Last Visit
All Patients +0.3 +1.3 +1.6 +1.6
Proportion of Patients with a >7% Increase in Body Weight (kg) at Any Visit
(*n/N)
2% 5% 5% 2%
(8/407)* (11/225)* (9/187)* (5/228)*

* N=the total number of subjects who had a measurement at baseline and at least one
post-baseline result.
n=the number of subjects with a shift >7%.

In the long-term, open-label depression studies, 4% of patients discontinued due to weight
increase. REXULTI was associated with mean change from baseline in weight of 2.9 kg
at week 26 and 3.1 kg at week 52. In the long-term, open label depression studies, 30%
of patients demonstrated a >7% increase in body weight and 4% demonstrated a >7%
decrease in body weight.

Schizophrenia

Table 7 shows weight gain data at last visit and percentage of adult patients with >7%
increase in body weight at endpoint from the 6-week, placebo-controlled, fixed-dose
clinical studies in patients with schizophrenia.

Table 7: Increases in Body Weight in the 6-Week, Placebo-Controlled,
Fixed-Dose Schizophrenia Trials

Placebo 1 mg/day 2 mg/day 4 mg/day
n=362 n=120 n=362 n=362
Mean Change from Baseline (kg) at Last Visit
All Patients +0.2 +1.0 +1.2 +1.2

Proportion of Patients with a >7% Increase in Body Weight (kg) at Any Visit (*n/N)

4% 10% 11% 10%
(15/362*  (12/120)* (38/362)* (37/362)*

* denotes n/N where N=the total number of subjects who had a measurement at baseline
and at least one post-baseline result.
n=the number of subjects with a shift >7%.
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In the long-term, open-label schizophrenia studies, 0.6% of patients discontinued due to
weight increase. REXULTI was associated with mean change from baseline in weight of
1.3 kg at week 26 and 2.0 kg at week 52. In the long-term, open label schizophrenia
studies, 20% of patients demonstrated a >7% increase in body weight and 10%
demonstrated a >7% decrease in body weight.

5.7 Leukopenia, Neutropenia, and Agranulocytosis

Leukopenia and neutropenia have been reported during treatment with antipsychotic
agents. Agranulocytosis (including fatal cases) has been reported with other agents in
this class.

Possible risk factors for leukopenia and neutropenia include pre-existing low white blood
cell count (WBC) or absolute neutrophil count (ANC) and history of drug-induced leukopenia
or neutropenia. In patients with a pre-existing low WBC or ANC or a history of drug-induced
leukopenia or neutropenia, perform a complete blood count (CBC) frequently during the
first few months of therapy. In such patients, consider discontinuation of REXULTI at the
first sign of a clinically significant decline in WBC in the absence of other causative factors.

Monitor patients with clinically significant neutropenia for fever or other symptoms or
signs of infection and treat promptly if such symptoms or signs occur. Discontinue REXULTI
in patients with absolute neutrophil count <1000/mm? and follow their WBC until recovery.

5.8 Orthostatic Hypotension and Syncope

Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is
greatest during initial dose titration and when increasing the dose.

In the short-term, placebo-controlled clinical studies of REXULTI+ADT in patients with
MDD, the incidence of orthostatic hypotension-related adverse reactions in REXULTI+
ADT-treated patients compared to placebo+ADT patients included: dizziness (2% vs.
2%) and orthostatic hypotension (0.1% vs. 0%). In the short-term, placebo-controlled
clinical studies of REXULTI in patients with schizophrenia, the incidence of orthostatic
hypotension-related adverse reactions in REXULTI-treated patients compared to placebo
patients included: dizziness (2% versus 2%), orthostatic hypotension (0.4% versus 0.2%),
and syncope (0.1% versus 0%).

Orthostatic vital signs should be monitored in patients who are vulnerable to hypotension,
(e.g., elderly patients, patients with dehydration, hypovolemia, concomitant treatment
with antihypertensive medication), patients with known cardiovascular disease (history of
myocardial infarction, ischemic heart disease, heart failure, or conduction abnormalities),
and patients with cerebrovascular disease. REXULTI has not been evaluated in patients
with a recent history of myocardial infarction or unstable cardiovascular disease. Such
patients were excluded from pre-marketing clinical trials.

59 Falls

Antipsychotics, including REXULTI, may cause somnolence, postural hypotension, motor
and sensory instability, which may lead to falls and, consequently, fractures or other
injuries. For patients with diseases, conditions, or medications that could exacerbate
these effects, complete fall risk assessments when initiating antipsychotic treatment and
recurrently for patients on long-term antipsychotic therapy.

5.10 Seizures

Like other antipsychotic drugs, REXULTI may cause seizures. This risk is greatest in
patients with a history of seizures or with conditions that lower the seizure threshold.
Conditions that lower the seizure threshold may be more prevalent in older patients.

5.11 Body Temperature Dysregulation

Atypical antipsychotics may disrupt the body’s ability to reduce core body temperature.
Strenuous exercise, exposure to extreme heat, dehydration, and anticholinergic
medications may contribute to an elevation in core body temperature; use REXULTI with
caution in patients who may experience these conditions.

512 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Antipsychotic drugs, including REXULTI, should be used cautiously in patients at risk for
aspiration.

5.13 Potential for Cognitive and Motor Impairment

REXULTI, like other antipsychotics, has the potential to impair judgment, thinking, or motor
skills. In 6-week, placebo-controlled clinical trials in patients with MDD, somnolence
(including sedation and hypersomnia) was reported in 4% for REXULTI+ADT-treated
patients compared to 1% of placebo+ADT patients.

In 6-week, placebo-controlled clinical trials in patients with schizophrenia, somnolence
(including sedation and hypersomnia) was reported in 5% of REXULTI-treated patients
compared to 3% of placebo-treated patients.

Patients should be cautioned about operating hazardous machinery, including motor
vehicles, until they are reasonably certain that REXULTI therapy does not affect them
adversely.
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6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the
labeling:

e Increased Mortality in Elderly Patients with Dementia-Related Psychosis [see

Boxed Warning, Warnings and Precautions (5.1)]
e Suicidal Thoughts and Behaviors in Adolescents and Young Adults /see Boxed
Warning, Warnings and Precautions (5.2)]

e Cerebrovascular Adverse Reactions Including Stroke in Elderly Patients with
Dementia-Related Psychosis [see Warnings and Precautions (5.3)]
Neuroleptic Malignant Syndrome (NMS) [see Warnings and Precautions (5.4)]
Tardive Dyskinesia [see Warnings and Precautions (5.5)]
Metabolic Changes [see Warnings and Precautions (5.6)]
Leukopenia, Neutropenia, and Agranulocytosis [see Warnings and Precautions
(6.71
Orthostatic Hypotension and Syncope [see Warnings and Precautions (5.8)]
Falls [see Warnings and Precautions (5.9)]
Seizures [see Warnings and Precautions (5.10)]
Body Temperature Dysregulation [see Warnings and Precautions (5.11)]
Dysphagia [see Warnings and Precautions (5.12)]
Potential for Cognitive and Motor Impairment [see Warnings and Precautions
(5.13)]
6.1  Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in clinical practice.
Major Depressive Disorder
The safety of REXULTI was evaluated 1,054 patients (18 to 65 years of age) diagnosed
with MDD who participated in two 6-week, placebo-controlled, fixed-dose clinical trials in
patients with major depressive disorder in which REXULTI was administered at doses of
1 mg to 3 mg daily as adjunctive treatment to continued antidepressant therapy; patients
in the placebo group continued to receive antidepressant therapy [see Clinical Studies
(14.7)].
Adverse Reactions Reported as Reasons for Discontinuation of Treatment
A total of 3% (17/643) of REXULTI-treated patients and 1% (3/411) of placebo-treated
patients discontinued due to adverse reactions.
Common Adverse Reactions
Adverse reactions associated with the adjunctive use of REXULTI (incidence of 2% or
greater and adjunctive REXULTI incidence greater than adjunctive placebo) that occurred
during acute therapy (up to 6-weeks in patients with MDD) are shown in Table 8.

Table 8:

Adverse Reactions in Pooled 6-Week, Placebo-Controlled, Fixed-Dose
MDD Trials (Studies 1 and 2)*

REXULTI
Placebo | 1 mg/day | 2 mg/day | 3 mg/day [All REXULTI
(N=411) | (N=226) | (N=188) | (N=229) | (N=643)

Gastrointestinal Disorders

Constipation [ 1% | 3% | 2% | 1% 2%
General Disorders and Administration Site Conditions

Fatigue [ 2% | 3% | 2% | 5% 3%
Infections and Infestations

Nasopharyngitis [ 2% | 7% | 1% | 3% 4%
Investigations

Weight Increased 2% 7% 8% 6% 7%

Blood Cortisol Decreased 1% 4% 0% 3% 2%
Metabolism and Nutrition

Increased Appetite [ 2% | 3% 3% 2% 3%
Nervous System Disorders

Akathisia 2% 4% 7% 14% 9%

Headache 6% 9% 4% 6% 7%

Somnolence 0.5% 4% 4% 6% 5%

Tremor 2% 4% 2% 5% 4%

Dizziness 1% 1% 5% 2% 3%

Psychiatric Disorders

Anxiety 1% 2% 4% 4% 3%

Restlessness 0% 2% 3% 4% 3%

* Adverse reactions that occurred in >2% of REXULTI-treated patients and greater
incidence than in placebo-treated patients
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Dose-Related Adverse Reactions in the MDD trials

In Studies 1 and 2, among the adverse reactions that occurred at >2% incidence in
the patients treated with REXULTI +ADT, the incidences of akathisia and restlessness
increased with increases in dose.

Schizophrenia

The safety of REXULTI was evaluated in 852 patients (18 to 65 years of age) diagnosed
with schizophrenia who participated in two 6-week, placebo-controlled, fixed-dose clinical
trials in which REXULTI was administered at daily doses of 1 mg, 2 mg and 4 mg [see
Clinical Studies (14.2)].

Common Adverse Reactions

Adverse reactions associated with REXULTI (incidence of 2% or greater and REXULTI
incidence greater than placebo) during short-term (up to 6-weeks) trials in patients with
schizophrenia are shown in Table 9.

Table 9: Adverse Reactions in Pooled 6-Week, Placebo-Controlled, Fixed-Dose
Schizophrenia Trials (Studies 3 and 4)*
REXULTI
Placebo ALL
(N=368) 1 mg/day | 2mg/day | 4 mg/day REXULTI
(N=120) | (N=368) (N=364) (N=852)
Gastrointestinal Disorders
Dyspepsia 2% 6% 2% 3% 3%
Diarrhea 2% 1% 3% 3% 3%
Investigations
Weight Increased 2% 3% 4% 4% 4%
Blood Creatine
Phosphokinase 1% 4% 2% 2% 2%
Increased
Nervous System Disorders
Akathisia 5% 4% 5% 7% 6%
Tremor 1% 2% 2% 3% 3%
Sedation 1% 2% 2% 3% 2%

* Adverse reactions that occurred in >2% of REXULTI-treated patients and greater
incidence than in placebo-treated patients

Extrapyramidal Symptoms

Major Depressive Disorder

The incidence of reported EPS-related adverse reactions, excluding akathisia, was 6%
for REXULTI+ADT-treated patients versus 3% for placebo+ADT-treated patients. The
incidence of akathisia events for REXULTI+ADT-treated patients was 9% versus 2% for
placebo+ADT-treated patients.

In the 6-week, placebo-controlled MDD studies, data was objectively collected on the
Simpson Angus Rating Scale (SAS) for extrapyramidal symptoms (EPS), the Barnes
Akathisia Rating Scale (BARS) for akathisia and the Abnormal Involuntary Movement Score
(AIMS) for dyskinesia. The mean change from baseline at last visit for REXULTI+ADT-
treated patients for the SAS, BARS and AIMS was comparable to placebo treated
patients. The percentage of patients who shifted from normal to abnormal was greater in
REXULTI+ADT-treated patients versus placebo+ADT for the BARS (4% versus 0.6%) and
the SAS (4% versus 3%).

Schizophrenia

The incidence of reported EPS-related adverse reactions, excluding akathisia, was 5%
for REXULTI-treated patients versus 4% for placebo-treated patients. The incidence of
akathisia events for REXULTI-treated patients was 6% versus 5% for placebo-treated
patients.

In the 6-week, placebo-controlled, fixed-dose schizophrenia studies, data was objectively
collected on the Simpson Angus Rating Scale (SAS) for extrapyramidal symptoms (EPS),
the Barnes Akathisia Rating Scale (BARS) for akathisia and the Abnormal Involuntary
Movement Scale (AIMS) for dyskinesia. The mean change from baseline at last visit for
REXULTI-treated patients for the SAS, BARS and AIMS was comparable to placebo-treated
patients. The percentage of patients who shifted from normal to abnormal was greater in
REXULTI-treated patients versus placebo for the BARS (2% versus 1%) and the SAS (7%
versus 5%).

Dystonia

Symptoms of dystonia may occur in susceptible individuals during the first few days
of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes
progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or
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protrusion of the tongue. While these symptoms can occur at low doses, they occur
more frequently and with greater severity with high potency and at higher doses of first
generation antipsychotic drugs. An elevated risk of acute dystonia is observed in males
and younger age groups.

Other Adverse Reactions Observed During the Premarketing Evaluation of REXULTI

Other adverse reactions (>1% frequency and greater than placebo) within the short-term,
placebo-controlled trials in patients with MDD and schizophrenia are shown below. The
following listing does not include adverse reactions: 1) already listed in previous tables
or elsewhere in the labeling, 2) for which a drug cause was remote, 3) which were so
general as to be uninformative, 4) which were not considered to have clinically significant
implications, or 5) which occurred at a rate equal to or less than placebo.

Eye Disorders: Vision Blurred

Gastrointestinal Disorders: Nausea, Dry Mouth, Salivary Hypersecretion, Abdominal
Pain, Flatulence

Infections and Infestations: Urinary Tract Infection
Investigations: Blood Prolactin Increased

Musculoskeletal and Connective Tissue Disorders: Myalgia
Psychiatric Disorders: Abnormal Dreams, Insomnia

Skin and Subcutaneous Tissue Disorders: Hyperhidrosis

7 DRUG INTERACTIONS
7.1 Drugs Having Clinically Important Interactions with REXULTI

Table 10: Clinically Important Drug Interactions with REXULTI
Strong CYP3A4 Inhibitors

Concomitant use of REXULTI with strong CYP3A4 inhibitors increased
the exposure of brexpiprazole compared to the use of REXULTI alone
[see Clinical Pharmacology (12.3)]

With concomitant use of REXULTI with a strong CYP3A4 inhibitor,
reduce the REXULTI dosage [see Dosage and Administration (2.5)]

Clinical Impact:

Intervention:

Examples: | itraconazole, clarithromycin, ketoconazole
Strong CYP2D6 Inhibitors*

Concomitant use of REXULTI with strong CYP2D6 inhibitors increased
the exposure of brexpiprazole compared to the use of REXULTI alone
[see Clinical Pharmacology (12.3)]

With concomitant use of REXULTI with a strong CYP2D6 inhibitor,
reduce the REXULTI dosage [see Dosage and Administration (2.5)]

Clinical Impact:

Intervention:

Examples: | paroxetine, fluoxetine, quinidine
Both CYP3A4 Inhibitors and CYP2D6 Inhibitors

Concomitant use of REXULTI with 1) a strong CYP3A4 inhibitor and
a strong CYP2D6 inhibitor; or 2) a moderate CYP3A4 inhibitor and
a strong CYP2D6 inhibitor; or 3) a strong CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor; or 4) a moderate CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor, increased the exposure of brexpiprazole
compared to the use of REXULTI alone [see Clinical Pharmacology
(12.3)]

With concomitant use of REXULTI with 1) a strong CYP3A4 inhibitor
and a strong CYP2D6 inhibitor; or 2) a moderate CYP3A4 inhibitor
and a strong CYP2D6 inhibitor; or 3) a strong CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor; or 4) a moderate CYP3A4 inhibitor and
a moderate CYP2D6 inhibitor, decrease the REXULTI dosage [see
Dosage and Administration (2.5)]

Clinical Impact:

Intervention:

1) itraconazole + quinidine
2) fluconazole + paroxetine
3) itraconazole + duloxetine
4) fluconazole + duloxetine

Strong CYP3A4 Inducers

Concomitant use of REXULTI and a strong CYP3A4 inducer decreased
the exposure of brexpiprazole compared to the use of REXULTI alone
[see Clinical Pharmacology (12.3)]

With concomitant use of REXULTI with a strong CYP3A4 inducer,
increase the REXULTI dosage [see Dosage and Administration (2.5)]

Examples:

Clinical Impact:

Intervention:

Examples: | rifampin, St. John’s wort

*In clinical trials examining the adjunctive use of REXULTI in the treatment of MDD, dosage
was not adjusted for strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine). Thus, CYP
congiderations are already factored into general dosing recommendations and REXULTI
may be administered without dosage adjustment in patients with MDD.
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7.2 Drugs Having No Clinically Important Interactions with REXULTI

Based on pharmacokinetic studies, no dosage adjustment of REXULTI is required when
administered concomitantly with CYP2B6 inhibitors (e.g., ticlopidine) or gastric pH
modifiers (e.g., omeprazole). Additionally, no dosage adjustment for substrates of CYP2D6
(e.g., dextromethorphan), CYP3A4 (e.g., lovastatin), CYP2B6 (e.g., bupropion), BCRP (e.g.,
rosuvastatin), or P-gp (e.g., fexofenadine) is required when administered concomitantly
with REXULTI.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to REXULTI during pregnancy. For more information contact the
National Pregnancy Registry for Atypical Antipsychotics at 1-866-961-2388 or visit
http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.

Risk Summary

Adequate and well-controlled studies have not been conducted with REXULTI in pregnant
women to inform drug-associated risks. However, neonates whose mothers are exposed
to antipsychotic drugs, like REXULTI, during the third trimester of pregnancy are at risk
for extrapyramidal and/or withdrawal symptoms. In animal reproduction studies, no
teratogenicity was observed with oral administration of brexpiprazole to pregnant rats and
rabbits during organogenesis at doses up to 73 and 146 times, respectively, of maximum
recommended human dose (MRHD) of 4 mg/day on a mg/m? basis. However, when
pregnant rats were administered brexpiprazole during the period of organogenesis through
lactation, the number of perinatal deaths of pups was increased at 73 times the MRHD
[see Data]. The background risk of major birth defects and miscarriage for the indicated
population(s) is unknown. 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.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress and feeding disorder have been reported in
neonates whose mothers were exposed to antipsychotic drugs during the third trimester
of pregnancy. These symptoms have varied in severity. Some neonates recovered within
hours or days without specific treatment; others required prolonged hospitalization.
Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms
appropriately.

Data

Animal Data

Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (7.3, 24, and
73 times the MRHD on a mg/m? basis) of brexpiprazole during the period of organogenesis.
Brexpiprazole was not teratogenic and did not cause adverse developmental effects at
doses up to 73 times the MRHD.

Pregnant rabbits were treated with oral doses of 10, 30, and 150 mg/kg/day (49, 146, and
730 times the MRHD) of brexpiprazole during the period of organogenesis. Brexpiprazole
was not teratogenic and did not cause adverse developmental effects at doses up to
146 times the MRHD. Findings of decreased body weight, retarded ossification, and
increased incidences of visceral and skeletal variations were observed in fetuses at
730 times the MRHD, a dose that induced maternal toxicity.

In a study in which pregnant rats were administered oral doses of 3, 10, and 30 mg/kg/day
(7.3, 24, and 73 times the MRHD) during the period of organogenesis and through lactation,
the number of live-born pups was decreased and early postnatal deaths increased at a
dose 73 times the MRHD. Impaired nursing by dams, and low birth weight and decreased
body weight gain in pups were observed at 73 times, but not at 24 times, the MRHD.

8.2  Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of brexpiprazole
in human milk, the effects of brexpiprazole on the breastfed infant, or the effects of
brexpiprazole on milk production. Brexpiprazole is present in rat milk. The development
and health benefits of breastfeeding should be considered along with the mother’s clinical
need for REXULTI and any potential adverse effects on the breastfed infant from REXULTI
or from the underlying maternal condition.

8.4  Pediatric Use

Safety and effectiveness in pediatric patients have not been established. Antidepressants
increased the risk of suicidal thoughts and behaviors in pediatric patients [see Boxed
Warning, Warnings and Precautions (5.2)].

8.5 Geriatric Use

Clinical studies of the efficacy of REXULTI did not include any patients aged 65 or older
to determine whether they respond differently from younger patients. In general, dose
selection for an elderly patient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic, renal, and cardiac
function, concomitant diseases, and other drug therapy.
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Based on the results of a safety, tolerability and pharmacokinetics trial, the
pharmacokinetics of once daily oral administration of brexpiprazole (up to 3 mg/day for
14 days) as an adjunct therapy in the treatment of elderly subjects (70 to 85 years old,
N=11) with MDD were comparable to those observed in adults subjects with MDD.

Antipsychotic drugs increase the risk of death in elderly patients with dementia-related
psychosis. REXULTI is not approved for the treatment of patients with dementia-related
psychosis [see Boxed Warning, Warnings and Precautions (5.1)].

8.6  CYP2D6 Poor Metabolizers

Dosage adjustment is recommended in known CYP2D6 poor metabolizers, because
these patients have higher brexpiprazole concentrations than normal metabolizers of
CYP2D6. Approximately 8% of Caucasians and 3—8% of Black/African Americans cannot
metabolize CYP2D6 substrates and are classified as poor metabolizers (PM) [see Dosage
and Administration (2.5), Clinical Pharmacology (12.3)].

8.7  Hepatic Impairment

Reduce the maximum recommended dosage in patients with moderate to severe hepatic
impairment (Child-Pugh score >7). Patients with moderate to severe hepatic impairment
(Child-Pugh score >7) generally had higher exposure to brexpiprazole than patients with
normal hepatic function [see Clinical Pharmacology (12.3)]. Greater exposure may increase
the risk of REXULTI-associated adverse reactions [see Dosage and Administration (2.3)].

8.8  Renal Impairment

Reduce the maximum recommended dosage in patients with moderate, severe, or
end-stage renal impairment (CLcr<60 mL/minute). Patients with impaired renal function
(CLer<60 mL/minute) had higher exposure to brexpiprazole than patients with normal
renal function [see Clinical Pharmacology (12.3)]. Greater exposure may increase the risk
of REXULTI-associated adverse reactions [see Dosage and Administration (2.4)].

8.9  Other Specific Populations

No dosage adjustment for REXULTI is required on the basis of a patient’s sex, race, or
smoking status [see Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE
9.1  Controlled Substance

REXULTI is not a controlled substance.
9.2 Abuse

Animals given access to REXULTI did not self-administer the drug, suggesting that REXULTI
does not have rewarding properties.

9.3 Dependence

Humans and animals that received chronic REXULTI administration did not demonstrate
any withdrawal signs upon drug discontinuation. This suggests that REXULTI does not
produce physical dependence.

10  OVERDOSAGE
There is limited clinical trial experience regarding human overdosage with REXULTI.

Consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org) for
up-to-date guidance and advice regarding a REXULTI overdosage. Management of
overdose should concentrate on supportive therapy, maintaining an adequate airway,
oxygenation and ventilation, and management of symptoms. Close medical supervision
and monitoring should continue until the patient recovers.

Charcoal

Oral activated charcoal and sorbitol (50 /240 mL), administered one hour after ingesting
oral brexpiprazole, decreased brexpiprazole Cmax and area under the curve (AUC) by
approximately 5% to 23% and 31% to 39% respectively; however, there is insufficient
information available on the therapeutic potential of activated charcoal in treating an
overdose with REXULTI.

Hemodialysis

There is no information on the effect of hemodialysis in treating an overdose with REXULTI;
hemodialysis is unlikely to be useful because brexpiprazole is highly bound to plasma
proteins.

1 DESCRIPTION

Brexpiprazole, an atypical antipsychotic, is available as REXULTI® (brexpiprazole) tablets.
Brexpiprazole is 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butoxy}quinolin-2(1 H)-one.
The empirical formula is CosH27N30,S and its molecular weight is 433.57. The chemical

structure is:
H
_ (\N/\/\/O N._O
s N =~

REXULTI® (brexpiprazole)

REXULTI tablets are for oral administration and are available in 0.25 mg, 0.5 mg, 1 mg,
2 mg, 3 mg and 4 mg strengths. Inactive ingredients include lactose monohydrate, corn
starch, microcrystalline cellulose, hydroxypropyl cellulose, low-substituted hydroxypropyl
cellulose, magnesium stearate, hypromellose, and talc. Colorants include titanium dioxide,
iron oxide and ferrosferric oxide.
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The mechanism of action of brexpiprazole in the treatment of major depressive disorder
or schizophrenia is unknown. However, the efficacy of brexpiprazole may be mediated
through a combination of partial agonist activity at serotonin 5-HTix and dopamine
D, receptors, and antagonist activity at serotonin 5-HT receptors.

Mechanism of Action

12.2 Pharmacodynamics

Brexpiprazole has affinity (expressed as K;) for multiple monoaminergic receptors including
serotonin 5-HT14 (0.12 nM), 5-HTz4 (0.47 nM), 5-HT» (1.9 nM), 5-HT (3.7 nM), dopamine
D,(0.30 nM), D5 (1.1 nM), and noradrenergic oua (3.8 nM), aug (0.17 nM), aup (2.6 nM), and
azc (0.59 nM) receptors. Brexpiprazole acts as a partial agonist at the 5-HT1a, D, and Ds
receptors and as an antagonist at 5-HTza, 5-HTzs, 5-HT7, aia, 0us, ctip, and o receptors.
Brexpiprazole also exhibits affinity for histamine H, receptor (19 nM) and for muscarinic M,
receptor (67% inhibition at 10 pM).

Cardiac Electrophysiology

At a dose 3-times the MRHD for the treatment of schizophrenia and 4-times the MRHD for
adjunctive therapy to antidepressants for the treatment of MDD, REXULTI does not prolong
the QTc interval to any clinically relevant extent.

12.3 Pharmacokinetics

Absorption

After single dose administration of REXULTI tablets, the peak plasma brexpiprazole
concentrations occurred within 4 hours after administration; and the absolute oral
bioavailability was 95%. Brexpiprazole steady-state concentrations were attained within
10-12 days of dosing.

REXULTI can be administered with or without food. Administration of a 4 mg REXULTI tablet
with a standard high fat meal did not significantly affect the Crax or AUC of brexpiprazole.
After single and multiple once daily dose administration, brexpiprazole exposure (Cmax and
AUC) increased in proportion to the dose administered. /n vitro studies of brexpiprazole did
not indicate that brexpiprazole is a substrate of efflux transporters such as MDRI (P-gp)
and BCRP.

Distribution

The volume of distribution of brexpiprazole following intravenous administration is high
(1.56+0.42 L/kg), indicating extravascular distribution. Brexpiprazole is highly protein
bound in plasma (greater than 99%) to serum albumin and o.1-acid glycoprotein, and its
protein binding is not affected by renal or hepatic impairment. Based on results of in vitro
studies, brexpiprazole protein binding is not affected by warfarin, diazepam, or digitoxin.

Elimination
Metabolism

Based on in vitro metabolism studies of brexpiprazole using recombinant human
cytochrome P450 (CYP1A1, 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, and 3A4),
the metabolism of brexpiprazole was shown to be mainly mediated by CYP3A4 and
CYP2D6.

In vivo brexpirazole is metabolized primarily by CYP3A4 and CYP2D6 enzymes. After
single- and multiple-dose administrations, brexpiprazole and its major metabolite,
DM-3411, were the predominant drug moieties in the systemic circulation. At
steady-state, DM-3411 represented 23% to 48% of brexpiprazole exposure (AUC)
in plasma. DM-3411 is considered not to contribute to the therapeutic effects of
brexpiprazole.

Based on in vitro data, brexpiprazole showed little to no inhibition of CYP450
isozymes.

Excretion

Following a single oral dose of ['“C]-labeled brexpiprazole, approximately 25%
and 46% of the administered radioactivity was recovered in the urine and feces,
respectively. Less than 1% of unchanged brexpiprazole was excreted in the urine
and approximately 14% of the oral dose was recovered unchanged in the feces.
Apparent oral clearance of a brexpiprazole oral tablet after once daily administration
is 19.8 (x11.4) mL/n/kg. After multiple once daily administration of REXULTI, the
terminal elimination half-lives of brexpiprazole and its major metabolite, DM-3411,
were 91 hours and 86 hours, respectively.
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Studies In Specific Populations

Exposures of brexpiprazole in specific populations are summarized in Figure 1. Population
PK analysis indicated exposure of brexpiprazole in patients with moderate renal impairment
was higher compared to patients with normal renal function.

Figure 1: Effects of Intrinsic Factors on Brexpiprazole Pharmacokinetics
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Drug Interaction Studies

Effects of other drugs on the exposures of brexpiprazole are summarized in Figure 2.
Based on simulation, a 5.1-fold increase in AUC values at steady-state is expected
when extensive metabolizers of CYP2D6 are administered with both strong CYP2D6 and
CYP3A4 inhibitors. A 4.8-fold increase in mean AUC values at steady-state is expected
in poor metabolizers of CYP2D6 administered with strong CYP3A4 inhibitors [see Drug
Interactions (7.1)].

Figure 2: The Effects of Other Drugs on Brexpiprazole Pharmacokinetics
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The effects of REXULTI on the exposures of other drugs are summarized in Figure 3.

REXULTI® (brexpiprazole)

Figure 3: The Effects of REXULTI on Pharmacokinetics of Other Drugs
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Lifetime carcinogenicity studies were conducted in ICR mice and SD rats. Brexpiprazole
was administered orally for two years to male and female mice at doses of 0.75, 2 and
5 mg/kg/day (0.9 to 6.1 times the oral MRHD of 4 mg/day based on mg/m? body
surface area) and to male and female rats at doses of 1, 3, and 10 mg/kg and 3, 10,
and 30 mg/kg/day, respectively (2.4 to 24 and 7.3 to 73 times the oral MRHD, males
and females). In female mice, the incidence of mammary gland adenocarcinoma was
increased at all doses and the incidence of adenosquamous carcinoma was increased
at 2.4 and 6.1 times the MRHD. No increase in the incidence of tumors was observed in
male mice. In the rat study, brexpiprazole was not carcinogenic in either sex at doses up
to 73 times the MRHD.

Proliferative and/or neoplastic changes in the mammary and pituitary glands of rodents
have been observed following chronic administration of antipsychotic drugs and are
considered to be prolactin mediated. The potential for increasing serum prolactin level
of brexpiprazole was shown in both mice and rats. The relevance for human risk of the
findings of prolactin-mediated endocrine tumors in rodents is unknown.

Mutagenesis

Brexpiprazole was not mutagenic when tested in the in vitro bacterial reverse mutation
assay (Ames test). Brexpiprazole was negative for clastogenic activity in the in vivo
micronucleus assay in rats, and was not genotoxic in the in vivo/in vitro unscheduled DNA
synthesis assay in rats. /n vitro with mammalian cells brexpiprazole was clastogenic but
only at doses that induced cytotoxicity. Based on a weight of evidence, brexpiprazole is not
considered to present a genotoxic risk to humans.

Impairment of Fertility

Female rats were treated with oral doses of 0.3, 3 or 30 mg/kg/day (0.7, 7.3, and 73 times
the oral MRHD on a mg/m? basis) prior to mating with untreated males and continuing
through conception and implantation. Estrus cycle irregularities and decreased fertility
were observed at 3 and 30 mg/kg/day. Prolonged duration of pairing and increased
preimplantation losses were observed at 30 mg/kg/day.

Male rats were treated with oral doses of 3, 10, or 100 mg/kg/day (7.3, 24 and 240 times
the oral MRHD on a mg/m? basis) for 63 days prior to mating with untreated females and
throughout the 14 days of mating. No differences were observed in the duration of mating
or fertility indices in males at any dose of brexpiprazole.

14  CLINICAL STUDIES
14.1 Adjunctive Treatment of Major Depressive Disorder

The efficacy of REXULTI in the adjunctive treatment of major depressive disorder (MDD)
was evaluated in two 6-week, double-blind, placebo-controlled, fixed-dose trials of adult
patients meeting DSM-IV-TR criteria for MDD, with or without symptoms of anxiety, who
had an inadequate response to prior antidepressant therapy (1 to 3 courses) in the current
episode and who had also demonstrated an inadequate response throughout the 8 weeks
of prospective antidepressant treatment (with escitalopram, fluoxetine, paroxetine
controlled-release, sertraline, duloxetine delayed release, or venlafaxine extended-
release). Inadequate response during the prospective antidepressant treatment phase was
defined as having persistent symptoms without substantial improvement throughout the
course of treatment.

Patients in Study 228 (hereafter “Study 1”) were randomized to REXULTI 2 mg once a day
or placebo. Patients in Study 227 (hereafter “Study 2”) were randomized to REXULTI 1
or 3 mg once a day or placebo. For patients randomized to REXULTI, all patients initiated
treatment at 0.5 mg once daily during Week 1. At Week 2, the REXULTI dosage was
increased to 1 mg in all treatment groups, and either maintained at 1 mg or increased
to 2 mg or 3 mg once daily, based on treatment assignment, from Week 3 onwards. The
dosages were then maintained for the 4 remaining weeks.
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The primary endpoint was change from baseline to Week 6 in the Montgomery-Asberg
Depression Rating Scale (MADRS), a 10-item clinician-related scale used to assess
the degree of depressive symptomatology, with O representing no symptoms, and 60
representing worst symptoms.

At randomization, the mean MADRS total score was 27. In Studies 1 and 2, REXULTI
[+ antidepressant (ADT)] 2 mg/day and 3 mg/day were superior to placebo + ADT in
reducing mean MADRS total scores. Results from the primary efficacy parameters for both
fixed dose trials are shown below in Table 11. Figure 4 below shows the time course of
response based on the primary efficacy measure (MADRS) in Study 1.

Table 11: Summary of Efficacy Results for Studies 1 and 2 for the Adjunctive
Treatment of MDD
Primary Efficacy Measure: MADRS
Mean LS Mean Placebo-
Baseline Change from subtracted
Study Treatment Group Score Baseline Difference?
(SD) (SE) (95% Cl)
1 REXULTI 175 26.9 -8.4 -3.2
(2 mg/day) +ADT* (5.7) (0.6) (-4.9,-1.5)
27.3 -5.2
Placebo +ADT 178 (5.6) 0.6) --
2 REXULTI 211 26.5 -7.6 -1.3
(1 mg/day) +ADT (5.6) (0.5) (-2.7,0.1)
REXULTI 213 26.5 -8.3 -2.0
(3 mg/day) +ADT (5.3) (0.5) (-3.4,-0.5)
26.5 -6.3
Placebo +ADT 203 (5.2) (0.5) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted
confidence interval.

* Dosages statistically significantly superior to placebo.

2 Difference (drug minus placebo) in least-squares mean change from baseline.

An examination of population subgroups did not suggest differential response based on
age, gender, race or choice of prospective antidepressant.

Figure 4: Change from Baseline in MADRS Total Score by Study Visit (Week) in
Patients with MDD in Study 1
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14.2 Schizophrenia

The efficacy of REXULTI in the treatment of adults with schizophrenia was demonstrated
in two 6-week, randomized, double-blind, placebo-controlled, fixed-dose clinical trials in
patients who met DSM-IV-TR criteria for schizophrenia.

In both studies, Study 231 (hereafter “Study 3”) and Study 230 (hereafter “Study 4”),
patients were randomized to REXULTI 2 or 4 mg once per day or placebo. Patients in the
REXULTI groups initiated treatment at 1 mg once daily on Days 1 to 4. The REXULTI dosage
was increased to 2 mg on Days 5 to 7. The dosage was then either maintained at 2 mg
once daily or increased to 4 mg once daily, depending on treatment assignment, for the
5 remaining weeks.

REXULTI® (brexpiprazole)

The primary efficacy endpoint of both trials was the change from baseline to Week 6 in
the Positive and Negative Syndrome Scale (PANSS) total score. The PANSS is a 30-item
scale that measures positive symptoms of schizophrenia (7 items), negative symptoms of
schizophrenia (7 items), and general psychopathology (16 items), each rated on a scale
of 1 (absent) to 7 (extreme); the total PANSS scores range from 30 (best) to 210 (worst).

In Study 3, REXULTI at both 2 mg/day and 4 mg/day was superior to placebo on the PANSS
total score. In Study 4, REXULTI 4 mg/day was superior to placebo on the PANSS total score
(Table 12). Figure 5 shows the time course of response based on the primary efficacy
measure (change from baseline in PANSS total score) in Study 3.

Examination of population subgroups based on age, gender and race did not suggest
differential responsiveness.

Table 12: Summary of Efficacy Results for Studies in Schizophrenia

Primary Efficacy Measure: PANSS

Study Tr%ar:)nl}ent N Mean LS Mean Placebo-subtracted
p Baseline Change from Difference?
Score (SD)  Baseline (SE) (95% CI)
3 REXULTI 180 95.9 -20.7 -8.7
(2 mg/day)* (13.8) (1.5) (-13.1,-4.4)
REXULTI 178 94.7 -19.7 -7.6
(4 mg/day)* (12.1) (1.5) (-12.0,-3.1)
95.7 -12.0
Placebo 178 (115) (1.6) --
4 REXULTI 179 96.3 -16.6 -3.1
(2 mg/day) (12.9) (1.5) (-7.2,1.1)
REXULTI 181 95.0 -20.0 -6.5
(4 mg/day)* (12.4) (1.5) (-10.6,-2.4)
94.6 -13.5
Placebo 180 (12.8) (15) -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted
confidence interval.

* Dosages statistically significantly superior to placebo.

2 Difference (drug minus placebo) in least-squares mean change from baseline.

Figure 5: Change from Baseline in PANSS Total Score by Study Visit (Week) in
Patients with Schizophrenia in Study 3
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The safety and efficacy of REXULTI as maintenance treatment in adults with schizophrenia
aged 18 to 65 years were demonstrated in the maintenance phase of a randomized
withdrawal trial (Study 331-10-232, hereafter “Study 5”). Patients were stabilized for at
least 12 weeks on 1 to 4 mg/day of REXULTI (N=202). They were then randomized in the
double-blind treatment phase to either continue REXULTI at their achieved stable dose
(N=97), or to switch to placebo (N=105).

The primary endpoint in Study 5 was time from randomization to impending relapse during
the double-blind phase, defined as: 1) CGl-Improvement score of >5 (minimally worse) and
an increase to a score > 4 on PANSS conceptual disorganization, hallucinatory behavior,
suspiciousness, or unusual thought content items, with either a >2 increase on a specific
item or >4 point increase on the combined four PANSS items, 2) hospitalization due to
worsening of psychotic symptoms, 3) current suicidal behavior, or 4) violent/aggressive
behavior.
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A pre-specified interim analysis demonstrated a statistically significantly longer time
to relapse in patients randomized to the REXULTI group compared to placebo-treated
patients. The trial was subsequently terminated early because maintenance of efficacy
had been demonstrated. The Kaplan-Meier curves of the cumulative proportion of patients
with relapse during the double-blind treatment phase for REXULTI and placebo groups
are shown in Figure 6. The key secondary endpoint, the proportion of subjects who met
the criteria for impending relapse, was statistically significantly lower in REXULTI-treated
patients compared with placebo group.

Figure 6: Kaplan Meier Estimation of Percent Impending Relapse in Study 5
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Note: A total of 202 subjects were randomized. Among them, one placebo subject did not
take investigational medicinal product and one brexpiprazole subject did not have
post-randomization efficacy evaluations. These two subjects were excluded from
the efficacy analysis.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

REXULTI (brexpiprazole) tablets have markings on one side, and are available in the
following strengths and package configurations (see Table 13):

Table 13: Package Configuration for REXULTI Tablets

Tablet Tablet Tablet Pack NDC
Strength Color/Shape Markings Size Code
light brown “BRX"
0.25mg  round, shallow convex; and “0.25” Bottle of 30 59148-035-13
bevel-edged '
light orange “BRX”
0.5mg round, shallow convex; and “0.5” Bottle of 30 59148-036-13
bevel-edged '
light yellow “BRX”
1mg round, shallow convex; and “1” Bottle of 30 59148-037-13
bevel-edged
light green “BRX”
2mg round, shallow convex; and “2” Bottle of 30  59148-038-13
bevel-edged
light purple “BRX”
3mg round, shallow convex; and “3” Bottle of 30  59148-039-13
bevel-edged
white “BRX"
4mg round, shallow convex; and “4” Bottle of 30  59148-040-13
bevel-edged

16.2 Storage

Store REXULTI tablets at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to
30°C (59°F to 86°F) [see USP Controlled Room Temperature].
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17  PATIENT COUNSELING INFORMATION

Advise the patient or caregiver to read the FDA-approved patient labeling (Medication
Guide).

Suicidal Thoughts and Behaviors

Advise patients and caregivers to look for the emergence of suicidality, especially early
during treatment and when the dosage is adjusted up or down and instruct them to report
such symptoms to the healthcare provider [see Box Warning, Warnings and Precautions

(5.2)].
Dosage and Administration

Advise patients that REXULTI can be taken with or without food. Advise patients regarding
importance of following dosage escalation instructions [see Dosage and Administration
2.1),22).

Neuroleptic Malignant Syndrome (NMS)

Counsel patients about a potentially fatal adverse reaction — Neuroleptic Malignant
Syndrome (NMS) that has been reported in association with administration of antipsychotic
drugs. Advise patients to contact a health care provider or report to the emergency room if
they experience signs or symptoms of NMS [see Warnings and Precautions (5.4)].

Tardive Dyskinesia

Counsel patients on the signs and symptoms of tardive dyskinesia and to contact their
health care provider if these abnormal movements occur [see Warnings and Precautions
(5.9)].

Metabolic Changes

Educate patients about the risk of metabolic changes, how to recognize symptoms of
hyperglycemia and diabetes mellitus, and the need for specific monitoring, including blood
glucose, lipids, and weight [see Warnings and Precautions (5.6)].

Leukopenia, Neutropenia and Agranulocytosis

Advise patients with a pre-existing low WBC or a history of drug induced leukopenia/
neutropenia that they should have their CBC monitored while taking REXULTI [see Warnings
and Precautions (5.7)].

Orthostatic Hypotension and Syncope

Educate patients about the risk of orthostatic hypotension and syncope especially early
in treatment, and also at times of re-initiating treatment or increases in dosage [see
Warnings and Precautions (5.8)].

Heat Exposure and Dehydration

Counsel patients regarding appropriate care in avoiding overheating and dehydration [see
Warnings and Precautions (5.11)].

Interference with Cognitive and Motor Performance

Caution patients about performing activities requiring mental alertness, such as operating
hazardous machinery or operating a motor vehicle, until they are reasonably certain that
REXULTI therapy does not adversely affect their ability to engage in such activities [see
Warnings and Precautions (5.13)].

Concomitant Medications

Advise patients to inform their health care providers of any changes to their current
prescription or over-the-counter medications because there is a potential for clinically
significant interactions [see Drug Interactions (7.1)].

Pregnancy

Advise patients that third trimester use of REXULTI may cause extrapyramidal and/or
withdrawal symptoms in a neonate and to notify their healthcare provider with a known
or suspected pregnancy. Advise patients that there is a pregnancy exposure registry that
monitors pregnancy outcomes in women exposed to REXULTI during pregnancy [see Use
in Specific Populations (8.1)].
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#®e
REXULTI X X#AIH & A a2 xk LiRBUE O BERRE O
boHEE (471H)

------------------------ T RO W0 - S—
© SRANNEIC B L7 WA 2 AT 5 E i B SR B I
EMEORIER : BmAFEOBIER (AR, M
R L) ORBBGH LRSS (53 15)

BICHRRBSITIE U CRlE
A5 OPFHEFEEE B2 50 T REXULTI 2 &75F 70 LIZ#H
172 CYP2D6 [HEFE (f, N2 FtF>, ZagdFtF)
O TE 5,
BHRER~DOHS
IR - ARSI GE= R U AR & —) T35 LHAaR
(CSEARAMEEIRLCIBIRIER DB D U A7 35 (8.1 TH)

ML, 17 [BE~OAY U BY L 7ER] RO TRE
MITERLTA K] 288,

ET 1 201742 A




BACER : AR
B FBAEICBE LIOBMRIER 26T 5 Rl B Ic ki)
DRECRER, BREERVEBITS

1 Zhee - R
2 AR
2.1 KD DR E OB
22 HREKE
23 Hﬁi%%fmﬁ%ﬁﬁ
24 EEEEBECOHRHE
2.5  CYP2D6 ORE#NEMEXEE KO CYP BHEIK L
HIOFHRF O HRE T
3 ABKRUERE
®E
EERVER LOER
5.0 FRGVEIZBEE Lo RR eIk 2 A9 2 milEE T
DIV R L5E
52 /NR, HE, ROEFRRANCREIT 2 BRSEROH
ﬂﬁ%
53 FRAVEIZBEE Lo REE IR 2 A 2 milmEE I
FUF B s i & B e ik i 1 oo @il
5.4 EMEREE (NMS)
55 BERMEVRAXFXUT
56 oz
57 BEIMERECE, P EREE, & OMERERERE
5.8  ESZPERImE K& OV
5.9 R
5.10 FEEIEAE
511 (RIEREEE
5.12 Wk
513 FRKn K ONEBhEE o Rk

6 RIfEH
6.1  FEIRRERCORER
7 EKWMMEEER

7.1 REXULTI & FERANCEE AR HEAER OB 5 A
7.2 REXULTI & BRAICEE CRWVHAER O H 53
7l

10
11
12

13

14

16

17

AT SCEA D HHIBR S - B

BBRER~D S

8.1 TR

82 %L

84 /NR~DOfEH

8.5 mEilE ~OfH

8.6 CYP2D6 {RafiE K IHHE
8.7 JiFkEE

8.8 EEEE

8.9  fhooHaktE
FELH R OBk F

9.1 MMM

9.2 ELHA

93 kT

BERE

B DG

PR IR R

12.1 1ERRF

122 ¥

12.3  3KpyEhae

FEERR =

13.1 AAJRME, BRI, ShaReREE
FRIREAER

14.1 K9 OIRPEREE Ol BhR L
142 B KFIE
BHATERRARE K OB
16.1 fLfsERE

162 1%
BE~OHY Y VTER

[EGTk  APRGAY/AN



BAXEEFX

B5  RAECEE LIOEMRIER 2T omBEE ICRIT 2ECERER, BREERT
BRATH

FRNE | B L JOBRIER 2 A S Ei A LRI AR R

PURMIREEZ B 5 SN RAEICEET 2BMRERE A T 5EBEE BN LY R
DO EFEBRD BN TS, REXULTI IXFRAVE 1 BE - 2 FBEMRER 28 3 2 BE ORI L
TITERB SN TR ( [BERDEH LOER) 5.1 BER)

BERSEKRCERITS

HHRBRIZRBNT, 24 RUTOBRETH S 2EOBEIC LY BRERKEVERITADY 27
EABEDLNTVD, BRIREBOE(L L BERSE K CERITADREBUI OV THERRES =%
—3 52 ¢, NRBHEIZEITS REXULTI OEZEMR AT SN TR ( BER
OET LEDWER) 5.2 BRD [HFBER~DRG) 8.4 BEMR) .

1 heE - R
REXULTI O T LT O Y Th 5,
K9 OIRMEREEOMBNRE (TG 14.1 HEMH)
WA RFEDIRRE ( HK#G) 14.2 HS/HE)

2 Hi&-RE
21 KRS OFMEEZTOMHBRE

REXULTI |2 & 2 iBhiEEO 72D OBEHE S LT, BRE#ZEZMDT05mg XX 1mgl H 1
B ORGP SIND ( THAFERE) 12.3 HBH)

ZD% 1mgl BH1E)G, BEHED 2mgl B 1 BIETHET S, HEITEE ORI & H
BHECHESE 1EMMRTITORETH D, RAHREAREITZImgl B 1RITHD, 1EFMHED L
P OEIE A EICOWTEBMNICAE LTS Z L,

2.2 WMEKIRE

REXULTI OBt E L LT, BaiA% 2T 1 B 1E 1 mg D 1~4 HHORKR OG- NHERE X
o ( THEEFEPE 12.3 HEME)
REXULTI O#eFFHEE LCT2~4mg 1 B 1 ERAHER SN D, BEOEKRDFE & ZREICESE

5~7THHIZ2mg 1 H 1R, SHHIC4mgl H1EIECHET D, RRHEEHEITZ4mg 1 B 1[H
Th D,



2.3 H:H}-?lzln_. %T@Fﬁi;ﬂﬁﬁ

NS S EONFREERSE (Child-Pugh A2 7 7 LI E) TORKHESEHEIIKR S i tkkEE
BET2mgl H1E, MAKMERETImgl B 1BITHD ( [FFHFEL~DRE) 8.7 HL N
THE KPR 12.3 TR

24 BEEEECOH=RES
R, &EE, Ez(ﬁ?ﬁﬂ;ﬁm fEE (7 L7 F=22 T TR 60mLISAR) OBRETCORKHE

BEH IR D SWHEEEERE TIE2mg 1 A 1, MAEKTEREET3Imgl B 1ETHD ( /45
FE[H~DIT) 8.8 I,E&U\ TR HFERE ) 12.3 IHE)

25 CYP2D6 REFLEMRIEERV CYP HEEXEFEXGHAKFORELR

F F 27 v —2AP450 (CYP) 2D6 FRENEMERIAE KT CYP3A4 [HFERE, CYP2D6 FHFEHE, XITim
7172 CYP3A4 FHEH AP O BFE TIIHERESHEIND (R 1SR . IFHELRIELE
A1, REXULTI Z ot O & E TRT Z &L 0FH L7 CYP3A4 #5834 W 13 5 35418, REXULTI

75: I~2 BT COROMEETRERYZ &, ( CEYHZIEN ) 71 BED KRR 12.3 HZ

& 1:CYP2D6 KBIEERIEE, XU CYP3A4 [HEZ, CYP2D6 [HEZ, XIF5E N7 CYP3A4
FEEZHAPOERIZE TS REXULTI O RERE

ERH EELE

CYP2D6 RFHNEMEREHE

CYP2D6 &K HHE HWEHEOY-REE G
HEFE 358 ) 72 CYP3A4 FHEIEZ IR > CYP2D6 {3 | @& HED 1/4 E&4 5
TE KR

CYP2D6 FHEHR XX CYP3A4 fAEKZRAT D BE

§8 /)72 CYP2D6 PHLE HE* HWEHEOEREERE
987172 CYP3A4 PRESK HWEHEOY-REE G
HAEE ST5R 7] 72 CYP2D6 [HE3E K OV & B 3358 ) 72 WHEHED 1/4 BEO#K S
CYP3A4 fHE IR

CYP3A4 FEIKRAFDBE

50172 CYP3A4 FhH | 1~2 @RI T Ry

* KD I PEREE OMBhRE & LT REXULTI ##%5- L7Z3RBRICEB W T, #7172 CYP2D6 [HESR (faxtF o,
INFXEF L) LOIICE D HEMEIIITONT, CYPICOWTEET & 8L AR HELE &I
FAHIAEN TS Z Eond, KO OIFMEREEBEICIE REXULTI 2 &7 LIRS ARETH 5,



3 FREERUVEE

REXULTI $EiZiX 6 AIERH D (R 22H) |

& 2 : REXULTI SEDEE & 3B D 1= D

EES SERI DR SEAI DZIE]
0.25 mg wrpta, ME, B TEBEAERD ShTnd BRX KT 0.25
0.5 mg YR, ME, EWNEITHEBRHAERY S TWD BRX K 1*0.5
1 mg wta, ME, @O CEBRSAIRY STWD BRX K1
2 mg Yekkt, ME, EWNEITEBRHAERY S TWD BRX ()2
3 mg WA, ME, @R CEBSAERY SnTWD BRX & ('3
4 mg He, [E, @O CREGEA Y STV BRX K U4
4 2=

TV I AT T = SATRAN T OEA RO R LIBBUEDBED H 2 BEITIIERTH 2,
WEOS E LTHE, HEER, RS, 7774 7% =005,

5 ZEERUVEFEALOIE
51 n.mﬂlf_f F%EI L/T-*i*$rr‘{k§;ﬁj_%); n_.s%—co)%tUXOLﬂ'

PURGARIR S & £ 5 ST 2 FBAVE IS BE 3 2 ik 2 9 2 Ml Ic B\ T, Y
27D EADRBDOLNTND, E& U CHEBRTRHREL R G I TV BEEESGE LT
Z AR 17 38R (RO 10 8) 2 L7ofR, 7' 7 8 R kE ShoB#F I,
RN 2R G ESNTBEORLT Y A7 NBEE 1.6~175THDH I LA L, #RIE 722 10 W
OXHERERIZIBNT, T T B RO RN L Z 2.6% Tho7=DIZxt L, 3HHIZ L S &
FORLERIBLZ45%THoT-,

FERIEEA Th o7, DIiER (AR, 288850 ) JUIEYYE (ke y) ICX BT
D% 7o o, REXULTI IEEREVE (2 B 3~ 2 Wi itk &2 3 2 BB OIREICx L TIIKGR S LT
WS ( THEFABEES ) RO TEER O EO/EE) 6.3 HEH)

52 MR, FE RUEBFHBAIZBTIERTERVBERITA

fro o3 (BRI r b= I AHBLEE R O OHNEDHT D SFK) O 7T & A% M
BRIZSIN LTG5 77,000 N NEE & 4,400 N &2 H/NEBE TOT—X AT LTz
FEGE, 24 LA T ORFEOBEEIE L ARITAORBEGI, I1o 2EEHEFICBNTT 7R
BHERE LY @0 oT, BE 1000 AH7- 0 O HRSE & BRITALZ R L BERD, EEI&E
HrL 7T R GREDEE K 3ITR LT,

WTNO/NEERER T BRI S e oo, A E RIS E LR BT E&AN G S,
Lo DIOEBEFERITT I a7l Tid o7,

& 3: MRRUBABEERMRE LIRS 2RO TSt ARMBHBROKSHBITRERICE TS



BRTELEARITAEZRELLBERD IRV E

F i BE 1000 AH7- 0 ERSE L BRITAZ RE
(%) L7 BEBOERRFERE L 7T R R 5HEDE
TR LD HEEM

<18 14 1%\
18~24 KIE2R
TIERALY LB
25~64 1 il 7o
>65 6 Bil/b 72

4 » AEEZ5 &0 BREHERICEVVNE, FE, BERATARIESSEEITAD U A7)
Fit 32208 9 oo TV, LN LADK ) DIRHEEERE Z R L L7 7 AR5
AR TPHRBROBAEN S, H19 DEDOMLHITH: D 5 DI OEIEDFENRARILIG HN TV D,

Lo DEEFEFROT R TOBE T, HICEKGREEE oy AMAKOHBEEERIZIE, BARRE
DERLABAE L CEABITAOHBN VW E=X —F 52 L, BEOTEELEEIEL, E
WM FICRET DL OFEAOINTEZ LRET D2 L, ) OWOBE K<, ITEREEER
O HBAT 2D B L2 B ClL REXULTI O G-H IO ARt & & OIRENEOER 4+ ZET 5
e,

53 RIEICEHELLEHRREREZAT S2aBEICETIREPZSOMMETE
DE|1EH

RINEZ AT HEIMEREZXGE L) ARY Ry, TIET IV —n, F70F 077
TR W T, BRI 2 S, M2 F L OV iR EDS @ =R B LT,
REXULTI (ZF8E0IEIZ B U 7o RPN AER 2 9 2 FBF OTRIRI3 L CIIRR S L Tunaun (4~
FABZEE ) ROV TEER O DM 5.1 HEH) o

54 FBMHEERE (NMS)

PO IR O B A EOEMEREEE (NMS) RIS 2 & 6 5 2 BSEM R RN 0 & H A IE
WrsddE ST s,

NMS OEFHRIEIR & UTIE, BEEE, FENE, KB Z bk OB HMRR AN E OIED b
Lo MOMEE LT, 7V T7FURARSF—¥ LR, 347 verR BERRAE) , Sk
EARENBIT L LD D,

NMS 23t 554, REXULTI O#GITEBIZHIEL, EROETIEEL REFLHE=H ]
YITEITH b,

55 EBEMUEHIRFZRTT

BT AR U TIL, RA[R CARME BT D 70 208K C, JUEMRIEL &5 S

TWHLBHETREATIANND D, BREVAXFI VT ERET LY A7 1 3ENE, FHoEimo

TR OLEWE ) THAHIN, FORETIOIERNBEHLE I 0E2THITSZ LT TER0,
BRMEV AT RO T 2 EIEZT 2 et FUBR B TR 20 E I NIRHTH 5,



BRI AR T HR TV A7 R0F ORISR AT 72 2 FTREVEIS, HURSHRSE O 5
%%,%ﬁ&ﬁgw%?_ohf%m¢éoﬁﬁiﬁ%g@%%@%@%%@&ﬁﬁ_%ﬁﬁé
ZERHY, BEPLERBRIIHAONDZEEH D,

PERNE D AR R VT OMENT SIVTIRIRITM BTV, FUsmREE o 5 2 i3,
JERIT ML RICEMET 220D, L, PUEHREORGIZ XD ZOMiECiER %
P GRPNCg) T2 00, REBOETE~ A7 TH/NNDH D, BERIEVAF R
7 O EHREI R TIERIH O RII AR TH 5,

INLDOZ L EBMELT, BRMUEVAXIIVTOY A7 2RIERICIMZ D X5 FkET
REXULTI Z 759 % 2 &, —RANZHUG IR ER O R I# 513 DB 22 W RE TH L b DD,

FICHUREAIR SR U CReEZ R LB, o 2) AR CRIWER OV 2 W RERRIR 2 22
PEEITRWESE, I[ZRET D Z &, BHRG2HETEHITE, ME T XEHRIRP G LN
DA E R ORI AR U, fkfei 5o 2 EHICRE L T2 2 &,

REXULTI #% 5-H O BE (B RME D A 32 0T OBk AR B L 7354, P IE 2B E T
é_koLﬂb,%@E%#%of%Rmmtn&ﬁ%%%k#é%%%wéﬂ%Lhﬁwo

56 HRHIDEIL

REXULTI % & e EAPURSARIRERIC LD, &b, HRW, IREREIE, REEINZ S TG
BENEETWD, 5FETOL ZAZDOFEFEOIANINT I G0 S O OL 28 X =
T ZLERREINTWVEDR, FEANIZFNENRFED I A7 a7 7 A VR H D,

I & B PR P

FEETHG IR 5O BE B W TR OMEER R H Y, —H i, 7 b7 F—v X
ROENRIG EME I A D IEGIRCE IS T D EF] b ST %, REXULTI 2 & 5- S - B#F I
BWCHEMBESRE SN TS ( TFIEH) 6.1 BZMH)

FEETIHRG I X D102 BT RO TEZ I, EEREEZHE L, RH#EH
LEHMICE=2—95Z &,

K9 OIRHEEE
KOO ERE E SR E Lz 6 B 7 ARk IRE T H BRIV T, REXULTI 5%
(ZZENERFILBE S IEHE (100 mg/dL AKdifi) 2D @EfE (126 mg/dL BLE) , KOEESUE (100 mg/dL
LIk 126 mg/dL Kiiii) MHEME~E ST N LEREOEGIIT 7R EFRETH T,
IORREE G L LEEERENRRICBNT, ZERFLEENSR—2 T 1 CIER R BE
D 5%, BEFIEOBED 25% T, REXULTI & 515 23 L OOFHBBRZRICEMB~E 7 b Lz,
BIEE LT, IOWBEERNGE LIRS\ T, 2RI A3 5 ST SR O #ebR
FHO 9% AR T mEIc 7 b LT,

B A e FE
WA RAERA 255 & LTz 6 A 77 & a6 IR E  BaBRIC ) T, REXULTI #5212 %2
HEIRE s 25 IE B (100 mg/dL &) 2> 5 &l (126 mg/dL BA 1) J O 54E (100 mg/dL VL | 126



mg/dL Kiiii) NOEE~E ST b LICBEHEOFEIFIL T 78R EFETH T,
MARIIEZ SR E LT EEREMRRICB VT, ZEERFMAEFEN X—R T A > CIEE R BH
D 8%, HEHIEDEE D 17% T, REXULTI #HRZICHEE~E 7 M LT,
BIRE LT, HAKMELZ G E LI BRI T, 22 I RE M 23 155 388 fUk o 45
FO 10%03 R W P& Eic 7 ~ L,

IEE R EE
HERGUFHPEIZ LV FEOREDFHEO b TV D, TGS IO G- Bl AGRT X ZE
%K@N—X§4V®§ﬁ%%%7ﬂ77%»%%ib,&5¢%E%%_%:&—ﬁé_ko

KO OWHEEE

KO OWRMEREEE Z xS L Lz 6 B 7 7 &A%t E E H &35V T, REXULTI % 5-%%
DR L 27—/l LDL 2L AT a— /L X HDL 2 L 257 a— LD kT 78R &
R%E CThotz, ZEZERENY 7Vt RICEEDR A LN BEOREGZR 4ITRT,

R4 KS5OFHEEEEEZNRELE- 6 AR TS tARMBEEREHAERICITSEER )
JUt) FOZEIL
BERIIR—ZRF AL BT ) =BV 7 N LEEBEDEIS

77 R 1 mg/H 2 mg/H 3 mg/H
FYZUEY R 6% 5% 13% 9%
ERE»DEME (150 mg/dL AKfiEH 5 (15/257)* (7/145)* (15/115)* (13/150)*
200 mg/dL LA _F 500 mg/dL A l2 25 (k)
EE /BRI b EEEME (200 mg/dL 0% 0% 0.7% 0%
R 5 500 mg/dL LL_E 2 Z81k) (0/309)* (0/177)* (1/143)* (0/179)*

* /NT, NiZ, "=2T74 U RUOKREHDODR LS 1 RADMEMBD H 2 BERDOEF, nld 7 F LIEESE
DI

IR ERHE L LEHEEREIHRBRICBNT, "= T/ L TLEEHa L AT 0 — V)N IEFE
T, REXULTI & 5% ICEEE > T BEOEEGE, ML AT —/LT9%, LDL 2L AT 11—
VT 3%, N—ATA U TEMEREA VAT 0 — LS IEFE TRER IR L 2o 1B ORIG I
HDL 2L A7 v —/L T 4% Tholc, X—=ATF7A L TrIZ VY RREFEREFEDI B, 17%
DSEE, 0.2%D3 B FmE & 72 o7z,

BERELT, SDHOBEERGE LEZRHRBRICBNT, N7 U RBIEFEXITHER
D B D 0.6%73 BRI T RE EE & 2o T,

BB R FE

A RARIEBE xR & Lz 6 #1777 & A3k He [ 7 FH &2 3V ¢, REXULTI 5% 1222
R 1L A7 —/)L, LDLa L A7 12—/, HDL 2 L AT 0 —/LOET 7T 78R EEETH
ST, ZERERNY 7Y ROEE R LTEBEOREZR S ITRT,



K5 MEKAEEFEZRRE L 6 BRI TS tRABEETRAERRICEITHEERHF )Y
Dt FD%Ek

BERIIR—ZRF AL BT ) =BV 7 N LEEBEDOEIS

77 R 1 mg/H 2 mg/H 4 mg/H
FNUZUkRY R 6% 10% 8% 10%
EEE»SEME (150 mg/dL AKiH 5 (15/253)* (7/72)* (19/233)* (22/226)*
200 mg/dL L _F 500 mg/dL A2 2 k)
BRI D RAEEME (200 mg/dL 0% 0% 0% 0.4%
A7 B 500 mg/dL LL_EIZZEE) (0/303)* (0/94)* (0/283)* (1/283)*

* /N TN, N=Z2T7A U ROEEHDODR LS 1 RONEMEDH D BEBRDOER:, nldd 7 FLIEESE
DI

A RIPEZ 5 L LTZEEREMRBRICE N T, "= T/ U CZEERa L AT o — LR EY
fEC, REXULTI &£ 5% IZEEE R BEFOFIEE, a2l A7 2 —1T6%, LDLaZL AT 1
— LT 2%, N— AT A TR a L 2T a— LN EFE CHEE% IR & 7o - BE 0RIE I
HDL 2 L AT H—/LTC17% ThoTc, X—=AF7A TR 7V EY RBIEFET, &E~>7 K
L7ZHBEIT 13%, BEEE~Y7 FLEBERIT04% TH -T2,

BRE LT, MAERKFEOBE ZXFR L LIERIERBRIZIWNT, 2ZER Y 7)) FBAER
ST BE TR O B D 0.6% 23 BRI I BF mfiE & 72 o 72,

REE N
REXULTI % & e dEER PRSI 2 5 L2 BE CREEMNEH L T\ D, X—RA T A VHF
KOZFDOH% BRI, KEEZE=X) 735 L,

K5 oFEtEkEE
KO OFEMEERE E S L L 6 M7 T 2R REEH &R A kb ok &
M & 6 MR 5- DI FEBF T 7% L EORERINZ R LTl NFBRE OEIG 23K 6 1T T,

®6: KODOFUEBEEEEELNRE L6 BE TS AR BEERAEHRICEH (T HAEEM

FT 'R 1 mg/H 2 mg/H 3mg/H
n=407 n=225 n=187 n=228
B SKBERFIZ BT B R—R T4 b DEHENE (kg)
2BE +0.3 +1.3 +1.6 +1.6
WU D REERIC 7% EOEEEME R LIEBFEDOEIS (*n/N)
2% 5% 5% 2%
(8/407)* (11/225)* (9/187)* (5/228)*

* 0/NT, NIN=2RT7A U ROEGHRODR LS 1 REOREMBD H L BELDOEFE, nid 7% &L
BB

IORBEE ERGR L LIZHERENRBRICE T 4%0BE THREHMC X v 52 Pk LT,
REXULTI #5-(ZBE# L C, (KEDON—RT A )b O L EiT Week 26 T 2.9 kg, Week 52
T3l kg U7z, 5 DWEE 2R L LIEERE MR TIL30%0 B T 7%LL EOREEEN,
4% D BT T%LL EORERD 3RBL LTz,



B RARIE
A RFERE 265 & L 6 M7 & A HE & H SRR I8 1 2 SR Eeie O AR E N
& 6 TG DRREIF AU T% L EOREIEINZ 7R LIZANEBE ORIGE 2K 7177,

RT7 MEXEREZEZRRE L6 BB TSt RBEERAERRICEH 1T D AEEM

7R 1 mg/H 2 mg/H 4 mg/H
n=362 n=120 n=362 n=362
B SRBRER Iz BT B R—R T4 b DEHEE (kg)
2RE +0.2 +1.0 +1.2 +1.2
WD REERRIZ 7% EOEEBEMNZ R LIZBE OIS (*n/N)
4% 10% 11% 10%
(15/362)* (12/120)* (38/362)* (37/362)*

* N T, NIZFR—=RT7 A4V ROEEHDDRL &b 1 EOREED S 2 BEROEE, ni 7% BB LT
B

HALTVERE 2 xS & LI-EERENHBRICB N T 0.6%0ME CHRERMIC LY &5 20
IE U7z, REXULTI #5-12B# L TREDOR—R T A4 b O E{LEIT Week 26 T 1.3 kg,
Week 52 T 2.0 kg #8/1 L7z, MAKRIERE 2R E LIEEREMRBRIZE N T 20%0EE T
%L EOREIENN, 10%D B35 T 7%LA EOERERD 2B LTz,

57 BIMIKEAE, $FHBRBDE, KRUOEFNIKE

FEERIGUE L D3 51T 1 BRI E/ AT P BRI E DS s STV D, BERERIEREE (BOE
HREG] 2 &) 1XF L2 7 2 DMOIEAITHLHE SN TV 5,

A BRI E K O BRI E D fERRIR - L B A DL D b D & LT, $GH1 6 0 [ BRI
D FE T3 BRI R B & SEANE A i BRSAE F 7T AF P ERIAME DB B D, A M EREK
D FE T3 P ERHES B S R BRI D B B D, ATEEFINE A BRI E F 72 1347 T BRI E
DPAEDH 2 BE T LT, Ry A MIZEBIC2nEEEZNEST 2 2 L, MOERS
ML, BRI EFRO B D A ILERERD O B OB FEEL L 7= 58121%, REXULTI Ok % %
BT ETH D,

BERMICEFE D B DU PERIBAME 2 £ 9 BE B LTI, AL OGO FER L= IZ S W
TBIZE L, TORDIERSBBEN B LT L& ICTELITREERET & Th D, £k,
1000/mm’ A DA P ERAE IR % £F 5 BB L CiE, REXULTI &k L, [k miE
THETEHTLZ L,

5.8 EIMEMERUEKME

FEERPUFHF IO 51T X0 BRI ECIAF A AL, —MIS, FIERTHE R & &R
VA7 BibE, KO DMMERERFE 2R & LB Y 7 AR 5HEERIZ 3 T, REXULTI
LD SEDOPEARE L 7T AR LD DA O RN R M ERE ORIERBREIA X, £
A, FEMED F U 2% DN 2%, FESTHERILE 0.1% &% N 0% Th -7,



WA RKIERFT xR L L ml > 7 2 AR5 REER I T, REXULTI & 5K & 7 7 v A& 5
IRf O R NEMEAR I E B O FIE FFSBLEIGIX 22T, BB D F 2% % UV 2%, EE LKL 0.4%
F X 0.2%, %t 0.1% K% TN 0% Th -7,

RMEDFBELZ T VEE (B, mmd, BKCMmRERD %204 B, BEEOERT
DR, D MEREBOS D EE (B, LI, BImvERE, LAE, [RERORE
DOBEE) |, MMIEEEOBEED & 5 BF TITENIRFO NS, XV A VB E=X —FT RETH D,

REXULTI [XET IR ZE 2 F8 Bl L 72 B AN e DIE BT 5B E 0 &b £ B3 Tl
I S TR, HIRATO KRR CTZ O X 9 7B IIBRI S LT,

5.9 #xfE

REXULTI % & Teuks i 3L, MR, AAERME, E Lk R EORLELZFI &R T2 &
NhHD, ZOEDEBETLIANNDY, BIikEDEEEZAY ZE0NHDH, 20X 5 REIEH%E
AL X5 AREME D & 2 B EBSOIER SUTEW M O & 2 B3 LT, Pkt o & 5k
IRFLZHAME D U R 7 5T & 20 L, HURSHP SETER A2 RIS 1T TV 5 B3 Tl v IR LR & 52
it sz &,

510 TEFF

L OFUFMIFRIE & [FIEEIC, REXULTL ZEERIEZ L -T2 L n3b 5, IKERIEOEFOH 5B
FHXNTERBRIEORBEZ KT I X9 RREORE TIZY A7 N b @V, &R 1T 5%
TEOBMEZIET &2 L9 ZREBIZHE 0 290,

511 {KRERAEES

FEETR GRS I TREIAIEIR FTREZ P E 2 Z & 3D 5D, M LVVES), SiREE, Wik, B
a U U MNERZ S OEFOFFIC L D IEEEENS ERTA2Z2 08B 5, FO L9 2RI 5 Zn
D5 BE TILREXULTI ZEEICH WS Z &,

512 BETFEE

PURBMIR R OFR GICL 0 REFEE R TN R T 5, Bk ) A7 0bh 5 HEE Tl
REXULTI # & {ehuimsizEEICH NS Z &,

513 RBAMECEEEES DAIEEME

REXULTI [ ZAh O FEERGUSHIREE & AR, Hlr, B, E#e ) 2EET 2 & 5,
KO OWHEFEERE 2R E L 6 RO 77 AR EEHERIZIBWN T, BIR  (BEFH L QMR IRAE
Zate) B, TTRREH D OEOPHEE 1%, REXULTI & H1 5 OO HIF 4%DRBEIE T
wE i,

HAREREZME L Lz 6 B0 7T B RAERBRICB O T, FIR (BEF R ONEIRIE %
Ete) N7 T ARG 3%, REXULTI #% 5-H 5%DFEHEES TR Sz,

REXULTI D53 L7202 & N EHRICHER TE 5 £ T, BB HEOERZR R A9
B ZBIEL WK ) BEICEETH 2 L,



6 Bl{ER
PUFORIERIZOWTIE, R SCEFOMOIEIZTEMATE L TV D
o GRENMEICESE L7KIRIEIR 2 H T 0 @S TOR TR B ( PREEAEL ) ROT B
R OMEH L DMEE) 5.1 HEMHF)
o FHEMOEFERMNIBITD BRSBMEONARITSE ( [PHREZEL ) ROY TEELZR O F
DVEE 5.2 HEH)

o GRENEIZBEEE L 7o KARIRIEIR 2 A T 2 | IS B D M e & S e i A E O RIVEA (/2
R OMEH EDMEE) 5.3 HEMF)

o EMJEWEE (NMS) ( [ZEROEH LD 5.4 HEH)

o BERWIRFXDT ( [EBEERMEH LDOIEE) 5.5 HEMH)

o RMOEA ( [EER O LEOME 5.6 HEMH)

o HMERBDAE, AFHPERUOIE, K OMERERIERIE ( /ZAR OMEH F o) 5.7 THEHE)
o ENMHRMER KSR ( TEERMEN LOVEE) 5.8 THEH)

o M ( [BEROMEN LD 5.9 HEH)

o RIIE ( [BEROMEH LOMEE 5.10 HEH)

o RIRFAEIREE ( [EER O EOMEE) 5.11 HEH)

o WETWEE ( [(BEROMEH LOMEE) 5.12 HEH)

o M OEENEE O RN ( [BEER OMEN LOIEE 5.13 THEH)

6.1 ERFRELER TDHRRER

BB IR E S BRARDFM T CEMIND 2D, & 2 FHOEKHER TRO &L -REIEH O
FEHLEIE 2 B OFAN OWRRABRIZ BT 2 BIMEMREIEIS & LB 5 2 LT TEd, EEOH
TEHRBE G Z KB L2801 H 5,

K9 OIRHEEE

KO OIFMEREEIC R 5 77 2 AR xR E & 2 BRI L7z 1,054 5] (18~65 i%) @
B2 REXULTI &1 9 SAIOMBREE LT 1~3 mg/H O FAET 6 HFEE L2223 Hb L
Teo 77 RARBGHETIIANGR O D DO G52 Mkke LTz ([ #&#E) 14.1 HSMH)

G125 7 FER
REXULTI #5-8B2F D 3% (17/643) , 7B REEHEED 1% (3/411) TEIERIZ LV 5%
== | o

TEBIE L DE O FIEH
REXULTI ZfiEiE & UCEMEEF (K9 StEEERZICB VT 6 B F CH5) 1258
L7-BWER CGEEREIEN 2%LLET, 798 RL0EW) 2F£8ITRLE,



K8 RIDRUBEEELERRE L6 BM TS AR BEAEAEHRICE T 5EER &
BR1RU2) *

S5 R REXULTI _
n=a11 1 mg/H 2 mg/H 3mg/H &3
n=226 n=188 n=229 n=643
B IS
i | 1w | 3% | 2% | 1% | 2%
—i% - 2HEE R OS5 ORE
W | 2% | 3% | 2% | 5% | 3%
JRYE e OVFAE UE
SLIBA | o2 | o | 1% 3% | 4%
BRRRE
REIE N 2% 7% 8% 6% 7%
ff =L — 1% 4% 0% 3% 2%
Wb
R R OREEE
AT | 2% 3% 3% 2% 3%
MRRREE
THTT 2% 4% 7% 14% 9%
GISbL 6% 9% 4% 6% 7%
IR 0.5% 4% 4% 6% 5%
b 2% 4% 2% 5% 4%
FEIED F 1% 1% 5% 2% 3%
FERREE
NS 1% 2% 4% 4% 3%
WKHEEZDRE 0% 2% 3% 4% 3%

* FEEEIS A REXULTI G T 2% LT, 772 REERH L Y &V EITER

KT OJFHEIE IS5 7 TR L 7= 7D @Il
PR 1 N2 128V T REXULTI & L9 D3 A JHHE G L2 BEIZB VT 2%, EOE|E TREL
LEEWERD OB, THI DT ERLEXORIITHEL & HITREEEN L5 L1,

WA RAIE

A RFVEICxT T 5 6 W 77 & Ak PRE E H 23R 2 SR BRIZS N L 72 18~65 1k D 3 852 il
(2% L REXULTI % 1, 2, KOV 4 mg/ HORHETERS L, ZeMEa2diti Lz ( /HAk#5k 14.2
HEH)

T 5 D E VO E
HAERFERE 2SR E L2l (6 HREILIN) 77 & AR ifE @ A &R BRI 81T 5 REXULTI
R U7ZBIER (BEEIEN 2% ETT 78R LD EW) 2K 9T L,

ROMEKFERELERNRE L6 BMKRE LTSRN BEEAEHRGERIRU4)
& TSEIER*



- REXULTI _
=368 1 mg/H 2 mg/H 4 mg/H &3
n=120 n=368 n=364 n=852
BIBES
HEAR R 2% 6% 2% 3% 3%
T 2% 1% 3% 3% 3%
AR
IR EEHE M 2% 3% 4% 4% 4%
7 L7 F ok AR 1% 4% 2% 2% 2%
X F—EHM
MR RIEE
THDT 5% 4% 5% 7% 6%
PRk 1% 2% 2% 3% 3%
PHi 1% 2% 2% 3% 2%

* FEBLEIG A REXULTI 58T 2% LT, I RBEER XY &0V EIER

SR/ BRI IR
R 9 OIRHEREE

T VT E R SERSMBIE RIS B L 72 BHWEH O FHEIG1L, 77 'R LH I >EOGF A
#C 3%, REXULTI &H19 DIONHBE T 6% Tholz, TH VT ORBEIGITT 78R L
LD D E OPEHBE T 2%, REXULTI L4195 >EOHFHEE TI%TH 7=,

KO ORFMEREBEEX G E Lz 6 Ml 7 72 Rx BFABRICI\ T, Simpson-Angus DA
BEIERFEAT R EE (SAS) , Barnes 7 7 o 27 34l REE (BARS) K OV AR Bl EE B R (AIMS)
DT — X & BB L7=, REXULTI &H19 23 L DOffHEFIZHIT D SAS, BARS, AIMS
DIAEKBERF D=2 T A D DEALEOVEIL, 7T R EH O S L OHFHEE L F%
T 7=, REXULTI &#i9 2O BFH DO BEIZIBVT BARS KT SAS WNIEH 7 5 Bg~ & Z54b
L7z BEOHE (ZNEN 4% KD 4%) 1L, 7T7'8REH ) SDEOHFHOEE (0.6%% T 3%)
X bEnoi,

Ha R RIE

T VT bR < HERSMEIEIR IS B L 2 RIEI OB BLEIG L, 77 B REREERE T 4%,
REXULTI % 5-8E T 5% ThoTl-, THIIT ORFEIEILTT TR 585 T 5%, REXULTI
BHBEETIT 6N THo T,

A RIERFT XIS E L 6 M7 7 &A% BE E A &3RBRICHB VT, Simpson-Angus D #ff
RN IRFEAG R (SAS) , Barnes 74 ¥ ¥ 7 iR E (BARS) M OV Rl B iE B REAMG R

(AIMS) OF — X % EBIHIZIEE L=, REXULTI #5835 123551F % SAS, BARS, AIMS Dk
KBERFDR—R T A IS DOEALOVIEIL T T B R G- B L[R5 Th 72, BARS LN SAS
DIEE NS Bg~ LB Uiz BE OEA1X REXULTI # 50 8#F (N 2% N 7%) TFZ
TAREGOBE (1%KL T 5%) L0 E»oT,



X p=T

DT VB CIREERBBREAIIC A =T DIERBEZ D52 ERHDH, YA R=T D
FERIZIE, B OREE, K& U CAMEYERR, WeT N, FPRINEE, FRHRENRD S, Zhb
OIERIFEHBENSHBT 5L b H DN, B MROPURHINIEZ S HEMEH LZERIS, XY
T - BSE, RVVRETREIT S, AV RA M =T 138, HERBTY AN ERT S,

TTARET ORI CHBL L 72 REXULTI Ofth o EIl{EH

KD OFPEREE K O A RIIERE x5 & L= 7 7 2R st BRI C B\ ) T3 BL L 7= fthod
BIVER (BBLEIGD 1% ETTZ7ERLDE) ZLUFIOR L, 72720, 1) RESCEFO
K THDHWIIMMOITELHGE 7, 2) HEHIDRE Thd 5 ATRetEoMEy, 3) —#iy7 & T ED
20N, 4) BRMICEZE TRV Sz, 5) BBIEIEN T 72 ARLT, ORIWERIEERS LT,

IRIE - FEAR

Gl - L, ONECER, RIS, W, 2
VSl e A= A ag - i

B E SR T L OVfer el 27 7 PTG

FEPRE . B TR, AR

SEIGR OV TRl 7 - 2T

7 EYHEEER

7.1 REXULTI EEGRRMIICEZELBE/ERD H S A
% 10 : REXULTI & DEGRMIICEZLMEEER
7172 CYP3A4 PHEZK

i R B 72 B 288 B8 7172 CYP3A4 BHLEIR L OfFAIC X v, REXULTI BEA#& 50 & bl L
CT VI AT T — VOB RENEIN LTz ( THRHEPE ) 12.3 THR)

Beh 1k REXULTI & 587172 CYP3A4 BLFEFE A O 54557, REXULTI 4 JBi=
THZ L (L A 2.5 HERMR)

15 ANTary—, V7V AavwAT, Fhaf)—)

172 CYP2D6 HE K=

(ENPRERAS A 581172 CYP2D6 PHESR L O IC L v, REXULTI BAA#& 50 & bl L
TT VI AT T = )VORBENEIN LT ( THFHEPE) 12.3 TEEF)

B 50515 REXULTI & 87772 CYP2D6 [HEHE A /03 554, REXULTI & JH&E
5L (T ) 2.5 THEH)

1 NaxkFr, IVEREFL, F=Dr

CYP3A4 [HEZK & CYP2D6 fHEI L D HEH

B R Y 72 52 28 REXULTI & 1) 387772 CYP3A4 [AEIK L 587772 CYP2D6 [HEZKOFFH,
2) TERED CYP3A4 FHEIE & 58 7) 72 CYP2D6 [HEZ DG, 3) 77
CYP3A4 [HESE & A D CYP2D6 [HEIED A, 4) 25 D CYP3A4
FHSESE & A8 R D CYP2D6 FHESE & O fF I L W, REXULTI H.AI# 5
Bl L CT LY AT T — )L OBRBEENBIN U= (/R
12.3 THZHR)




B 50515 REXULTI & 1) 587)72 CYP3A4 [HEZE L 58 /) 72 CYP2D6 FHEZEDO I,
2) D CYP3A4 [HFEIK L 587772 CYP2D6 PHEILDOOFH, 3) # ) 72
CYP3A4 [HFESK & £ D CYP2D6 FREIK OO, 4) 5D CYP3A4
FHLEHE & A o> CYP2D6 PREHE & O OFH 21T © %56, REXULTI % ik
&2 & (L ) 2.5 HEH)

i DA rTary—nL+ F=U

2) Zhafy— + RefdkFr

N A FTaF— + TankdkF

4 Fnafy—) + FanxkFr

B /172 CYP3A4 K

B R ) 7 528 REXULTI & 387172 CYP3A4 #5383 L OHFHIZ LV REXULTI Bl 5
REE LB L CT LY A ET T Y — L OBGERSBD Ul ( TBHERE)
12.3 THZHR)

e h 5k REXULTI & 58772 CYP3A4 #5534 03 554, REXULTI 8 &
THZ L (L A 2.5 HERMR)

il Vo778 y, B hPa—rAU—h

* K9 ORMERERE & RS L L7 REXULTIIC L 2 B E & it 2 5Bk I8\ ¢, 587172 CYP2D6 FHEZK (f31,
TNFAXEF U ROReXteF ) LOPFARRICHERENI I TOI o7, CYP 2T 55EIL, 3 Tlz—
WA HEE B AGA TN TR Y, KO DREEERE CIIHERS R LICRETE 5,

7.2 REXULTI LERERMIICEZE TR UVMBEERAD H 5 EH

HyEERBRORE RN 5, CYP2B6 FHESE (Fl, Frrevy) SHBOWMHEHE (B, 4 A
77 =) L OO AR REXULTI O H &I nLE 72, £/, CYP2D6 (fil, 77 A hnr A
ka7 yy) , CYP3A4 (ffl, m A% Fr) , CYP2B6 (B, 77 mtr'4>) , BCRP (ffl, m
ANALF ) g\ P-gp TV AR—=F (B, 7 =%V 7= F V) ORE L 72 5 3H] & REXULTI
& OPFHRRHC & H B EITLE 20,

8 HHREE~ORS

8.1 ik

R OEREHICET LA R Y

JEBR IS REXULTI (ZHREE S AL72 RIS I 1 2 AR DRI 2 BB~ % 72 8 O EEHR oo = 3K i il
AT LU A N BB 5, §EfliE, [National Pregnancy Registry for Atypical Antipsychotics (4F:
R oIEFERFAEHFIEOMBICE T S LA MU ) | 1-866-961-2388 T 3 #% 3 1%

http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/ = Z 0D = &,

U A7 DY

HAIBHE D Y R 7 %R d 728D, REXULTI 2 H\\ e, dEig 2% 2 HuigalBRi L 580 S Tz
W, BHROIERBI (= F U A AZ—) T REXULTI % &{ehiEMRikz &5 Snz8a,
A= 1% DA CIREE RN FE R SUZBEBEIR O FIBLT 2V A7 BN D, $HET v MR T HF 0
BEHAEMRBRICBVN T L7 AT TV — L%, mg/m® SETE MRS A& (MRHD)
ThHho4mg/AD T3 (T v ) L1446 F5 (UHF) ETRAKE LR, #aHEEIALN
mode, UL, fEIERT v NOSEERMO OEAMIC T L AT T Y —)LE MRHD @ 73



GERG LI2E A, FEMOMERECESEM L ([5—%] 21) . KFloOEGx5% L
72 HEMTOEE (major) o REE UITREDE 5 U A ZIZOWTEb> TWORWA, BEE
WED, KENZBIT 2 —KAVREHTO, FEARERET K OREDE U A7 I3 2%
~4%% N 15%~20% EHEE STV 5,

BERIR ) 722 E 2%
HIE - BN TOFITERH
RHADIEIREH (=K Y A 27 —) (OBEEMRGRE AR 2 &G SRR T ER
(CHEARSMAEIR SOFBEBUE IR, T b O, HEeRIE, MEGRIET, Kk, BUR, Mk
598, REMGEEEOBEDLH D5, ZNEOEIHEDEIELITERL Tho7e, FAELOPIC
(THRFRI 2R 72 LICEI SO R TR L72Bl b & 508, ABRERZ LB L L2flb & -
Too BRI TSRS SUTBEBUER 25 =2 — L, JERZEUICER S5 2 &,

T—7
By —4

WHET v FOBREBEIIC T L7 AT 5 — L% 3, 10 K130 mghkg/ B (mg/m” #e8E <
MRHD @ 7.3, 24 kTN 73 4%) OHETROKEE Lz, 7L 7 A7 Z Y —/LiZ MRHD @ 73
FOHBEE CRAFBMELZ RS T, BAECK L CEREL KF S R0 5T,

HIRE T XOREFEERMICT L7 AT TV —/v% 10, 30 L 150 mg/kg/H (MRHD @
49, 146 KO* 730 £5) OHETRAK LG LTz, 7V 27 AT TV — /WdgdiBtea m s,
MRHD @ 146 %D HEIZBW T HRA T L CEREEZ KIF S 725> 72, MRHD © 730 %
TIE, BEWHEENZD O, BIRICITRARE, GBS, B - PSR OB 4
bz,

HIRT v N OIWERRINORAGICT L7 27T —)v% 3, 10 O 30 mgkg/ H
(MRHD @ 7.3, 24 KON 73 %) OHE TR O L3 BRIZEHB VT, MRHD O 73 5 &E#& 5
T, AR AR O CROEMR A b, HEOMERSE, HARMEK
HOMKT, ARAEFEEINEI 2 MRHD O 73 {58 TAH LI, 24 (ERTIEI AL NRD -T2,

8.2 &5

U A7 DY

t NAHFA~AOT VI AT T VDOBIT, TV AET T L ORAFTONRICE 2D
WER AN FEAE~OREL T 5, RILICET IRBRIIFEmM LTV, 7L 728 TT
V= x T v FOILHHICBITT 5, RIS X BRE L OMERE~OF INEO A &3 D BRI,
FEBLD REXULTI D B IR C O BN K O AT O S JRIZ 31T D REXULTLE O & O T RHA DR
WHEICER T 2 EEEBORENE L BE T XE ThH D,

84 IMNR~ADERA

NRIZIUT DARFN DL AENE & AIEITHESL STV, H19 SFF/NRICR T 5 BREE L
HEATR NS Yo ( A ER) ROV TEHR O LOME) 5.2 HZM) ) o



8.5 =EmENDEH

HmlE & ORIGDENEZH DT, 65 Ll Lo Eng %M L7~ REXULTI O A 0 % 31
L7z BRI X2 v, — I, @SB COHEEBIUIEEIIT O NS THY, JIF - & - LD
KTL, PPREAMED, MOEFRETFICHL 2N EAFE L, W@ HEREO TR
LT RETH D,

RO DIFMEREERE xR & Liczatk, AAM, EYEhez et 2BARRERICk W T, #
Bk LCT7 L7 A7 7Y — L1 B 1 EREOEE 3 mg/ HULTOMHET 14 AE#SE) o
Edhielx, mlEEE (70~855%, 1141 LIEmmEE CRI%ThH-T-,

PURBPRRFE O BT &0 3RAEIZ B U 7R AR etk 2 A4 5 @il TIIsE T Y 27 28 B &
J %, REXULTI [FRBENE I B U 7o kGt itk 2 A 3 2 J3E OVERRIT L TIZERE ST

( THHAEEE ) ROY TEEL R OMEH FOMEE 5.1 HEHE) )

8.6 CYP2D6 R#iEMRIESE

CYP2D6 RHEMERIEHE TIiE, CYP2D6 RENEMEERE L L T L7 AT 7Y — LD
FIREEN ERT 570 HEFAESAHER IS,

) 8% DHANKL DN 3~8%DT 7 U 1 READ CYP2D6 12 L H2EHREEZRA L TR LT, REHE
PEXRBE SN D, (k- ) 2.5 HR O TEFRFERE) 12.3 HEM)

8.7 HREE

AR RS ~ i B D ITRERERE A+ 5 B (Child-Pugh 2 =17 7 DU E) Tldfm Rk HESE G R H B %
WET 52 L, —MRICHEE~EEONEEERE 2 A3 5 8% (Child-Pugh 227 7 BLE) TiX
FFHERE N IEH R BB L T T L7 AT T — VOB REIN L (TR 12.3 THR)
R OGN L REXULTHIC K W EWERFRBLY A7 BNEE D2 3 n (T - Hid) 2.3 H

8.8 BREE
theps EEE, RWoOBEERE (VL7 F=0 27 U7 52 60 mL/A) Tl RHEEE
RHAEZEET D Z L, RICBEESRSE (VLT F=0 27 U7 T A 60mL/4Ki) Tl

REMERRBRELIERTT LI AT T — L ~DOBEBEENSE\ ( IR 12.3 IR
BREEDOHINIC LY REXULTIIZ LV EWERRBR Y R BNEmEDZ ENb D ( - HE) 2.4 H

8.9 |hHEHER
PRI, ANFE, BUEIRAEIZ X W REXULTI 2 H &5F81 2 8372wy ( TEAHERE) 12.3 THE)

9  EYELRARUVEMIKE
9.1 HEIME

REXULTI (ZHHI#E Tid 7z v,



9.2 ELHA
REXULTI Zf8H CT& 2842 5 2 7-#8Ic B\ CH CERUIA BT, AFNTERENZI RIT 7220,

9.3 f{&7FME

REXULTI Z EH#H 5 St N R OEMICHBWT, 5 H IR L 2B EEIIRE Lo T,
Z DFERN D REXULTHZ S RIK I RCREDS 22N 2 & IR S 7z,

10 BEKRE

REXULTI Oaf f:4¢ 5-12 B3 2 B R R BRI ZR H T 5,

REXULTI Dim&EHRGIZETAEFTOHA X AR NT K3, ZNZOWTCITRGEE Z T -5
ﬁﬁ?/&—(wmun4nzziwmmmmmm)’%wAbﬁé’& EERGRFOFIL L L

T, XFERECIED L, WUeK0E, BRERAN, BROME:, MOEROEEZITH 2L, BE
REET % £ TR EOBHEKA OB 2kl s 5 2 &,

R

TV AET T — RO 1 RERIZISIEER KOV Ve h—L (50 g/240 mL) A5
Lzl A, TLIAET T =)D Chpax 1 5%~23%, AUC 78 31%~39%E FL7=, LaL,
REXULTI Ot 845 G- R OIEMERIZ K DGR RIZ OV T3 RIGHRDFF H ATV R0,

M BT
REXULTI i &5 5- R OIRH k3 2 ST ORI T 2 8IT 720, 7 L7 A7 oY
— VTR E A SENEWZ E L HEHTIIRWEEZ NS,

11 HEIOERE

TV AT T IR ChH Y, REXULTL 5% L LTS5, 71 %
v 7 — v DAL FA 13 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butoxy} quinolin-2(1H)-one T &
57 72U CosHpN30,8, 43 1 HkiL 433.57 Th 5, WA LU TFITRT,

H
_ NSO N. 20
SUSRRC S}

REXULTI €134 M1 $ET, 0.25mg, 0.5mg, 1 mg, 2mg, 3mg X OVdmg DHENRH S, FEIEME
L, SLBEKFY, FuEna T, ikl e—X, B Faxi okl —X,
REHEL Fedo oo —X, AT7T VU@~ 7 2v UL, 7B A=K OZ L
7 Chbh, HANL, BT Zr, BSEON =Lk ThH s,



12 BRPREE

121 1ER#FE

T VLI AT T — )LD KR D OIFMHEREE LK O A ITRIETRRIC BT 2 ERHEFIZIARHTH 5,
LINLT L7 AT — L OFIMEITEE h=2 5-HTa & R0 Dy BRI KT 2557
T=A MEEE, B0 =2 S-HTo)A TRRICKTT 27 X A= MEHEZEIT LTV D iTREMEN S
265,

12.2 REER

TV AET T =L, UTFOEEOE ) 7 2 AREEZ FERICH LEybE e (K E) %
RUTZ v b= SHTiA Z AR (0.120M) , SHToa 221K (0.47 nM) , SHT 24K (1.9nM)
SHT; 84K 3.70M) , K822 Dy Z &K (0.30nM) , Dy Z&KE (1.1aM) , KOT KLU
YA AR 3.80M) , ap AWK (0.17n0M) , ap ZAEIK (2.6 nM) |, o ZHFEK (0.59nM) .

TV AT T =Tt r b= 5-HT A K, /320 Dy BRI O Dy 2RISR LED
BT I=ARELT, Br =2 5-HToa ZHIK, SHT AR, SHT; SHFERK T LU v a
A ZEIR, 01 TR, aip ZREKE D ape ZRBRITH L TT v I=% b & LTHERT %, £72,
TVLIAET T — I A% I H /K (19aM) K OVA AT Y > My ZFK (10 uM T 67%
BREE) okt L CHBUREE RT,

DiREREHS

REXULTI % #A RFIEIC IS T DHELEH D 3 52 MY, KO DWMHEEERRICK T 5819 O3
DORFBRIEOHER RO 4 (FR2 % 5%, BRAICHES 725 QTc MROER XD Hpho
7~

12.3 EYEhHE

I

REXULTI ¢ % H[a 42 5-4% 4 ¢ LA de i U P 3 B L2028 U 7, % A4 B e /Y /S A
FTRAFGEYTF 41L95% ThhoTo, 7 L7 AT 5 — L OSEW PR 3% 5 10~12 B LUNIZE
EARBEICIE LT,

REXULTI (I & HFDOHFEEL DO TG T %, REXULTI 4 mg $E 2 EEHER 2 @B & L & b Ic#
BLEEE, ZVI7AET TV =D Chax & AUC ~DEKRDOH 5 BEOHBIIR LN ST,
HELEON B 1 ERERGEFCT V7 AT T — )L ORGEE (Cpax L OV AUC) 1335812
LTI LT-, 7V 7 AT T =D invitro BREROFEED S MDR1 (P-gp) =° BCRP @ X 5 72
B N TV AR—Z OEE L 137 67202 LR SN,

Al

RN 5RO T L7 AT T =V OSAMERITRE < (156 = 042 Lkg) , MESIAD
RSNz, TV 7 AT TV =L OMETICET 5MET VT, al BRYEFEE AT 5E
i ERIEE < (9% &2 MR D) , £ZEAMAIEEREE IS OREE T2\, in virro i




BROFERND, TV AT T —VORAKEIIINAL T 7 )y, U7 ENRL, ROV FX FFy
VDB EZT NI LR bho T D,
et
ot
MMz v N 7 v— L P450 (CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2El,
3A4) W=7 L7 AT T — D invitro (KB OER NG, 7L 7 AT T — )
13312 CYP3A4 KM CYP2D6 4T L TRE# &SN D Z &R Sl
invivo TIX7 L7 AT 7V —/LTEIC CYP3A4 (N CYP2D6 (12 L » TR &b, HilA
O G%OEFIERIZBIT 5 BRI, TV AT T — L RO EEGHY
® DM-3411 ThH o7, EHEIRETIE, DM-3411 BIfSEH 7 L7 AT T Y — /L Oz &
(AUC) D 23%~48%% 58 7=, DM-3411 N7 L 7 AT TV — )L DIRFNRICEFH L T
HEFEBEZLNRoT,
Invitro 7—X TlX, 7V 7 AT T =T CYP450 21T L A EH DV T LEL 2D
-7z,
et
MCeT L7 28T 5 Y — LR HER O 5%, B GREEOR 5% RN S, 46%H3FHAH
LERE NIz, T V7 AT T — R NGRS, REIRO 1% R P ISP S,
FI14% M FER L BEIR SN, TV 7 AT T — L0811 B 1 [E&RE# O R T o0
VT 7 ANE, 198 (£11.4) mL/hkg T -o7-, REXULTI ® 1 B 1 BIKERAOKG%DO
T VLI AET TV K OEEEHY DM-3411 OV ERIIEZ 210 91 KT 86 FEff CTdH

27,

FEBRAE C O BR
BHER~DOT L7 AT T — RGOSR AR 1 ICEHR LTz, RHEREMEIERIT Ot 2
MO HPEEREEREICBIT DT LI AT T — L ORERITEHIE LR OBE L TR,

ST,




K1: TILYRETSY—ILEYHE~ADARERFDFE

Brexpiprazole PK

Measures Fold Change and 90% confidence Intervals
Renal Impairment
c i r —n—
DEVETS AUr&a'i' C
Hepatic Impairment
) Crmas P
il Alcn b ————
C =
Moderate AU"&%{_ C I—I—||_ E—
5 Cmax - —a—
Severe Pret=1n
Population Description
Gender
Crnax [~ (|
Female versus Male, Adult Pref=ti
s Crmax [ —a—
Female versus Male, Elderty Pref=ti
Age
Crmax
Elderly versus Adult, Male Aunc?i C =
Eld sus Adult, Female Cmax - -
erfy wersus Adult, Fema Aun&ai__ ikl
t t L } } 1
0.25 0.5 1 2 4

Change relative to reference

S FE FAE A SR

BN T L7 AT T — L OREEICRIETHECOWTH 2 ITEM LT, YIalb—vay
DOFER, CYP2D6 fEHEMEIE & 12 /172 CYP2D6 [HLESK & CYP3A4 [LEK O )7 2 OFF L7285
7, EERAREBIZIBWT AUC 23 5.0 5 £ T R 2 LHEE S 7z, CYP2D6 OfREHHENERIBHE 1258
7172 CYP3A4 [LEIRZ O L7256, EFIRIBIZEB VT AUC BN 48 (5 E CEA T2 Z L¥fEE X
wic (YA ER) 7.1 HZH)

2 : fhFIA REXULTI OEMEREICRITTHE

Brexpiprazole PK

Change due to Measures Fold Change and 90% confidence Intervals
CYP3A4 Inhibitor: Cmax [ HH
Ketoconazole Aucinf b =
CYP2D6 Inhibitor: Cmax |- e
Quinidine AUCinf | -
CYP3A4 Inducer: Cmax -
Rifampin AUCHE —a—
CYP2B6 Inhibitor: Cmax —a—
Ticlopidine Augin | i
Gastric PH increase: Cmax |- -
Omeprazole AuCinf | [
t t L t t |
025 0.5 1 2 4

Change relative to reference (without interacting drug)

REXULTI Mt A OBEERIZ MAF T BN DWW T 3 I ER LT,



3 : REXULTI AMuFIDEMENRE IR T T E

Effect on Analyte PK Fold Change and 90% confidence Intervals
Measures
CYP2D& Substrate:  Urine DMX/DX i
Dextromethorphan  ratio
. F i di Cmax [ IS A—
PgP Substrate: exolenadine el —
Fexofenadine
. i Cmax =

CYP2B6 Substrate:  Bupropion AL =
Bupropion Hydroxy Crmax [ HH

Bupropion  Aucinf | i
CYP3A4 Substrate:  Lovastatin irﬂg r —a— |
Lovastatin Lovastatin | |—|.|—|

Hydroxy Acid  Auct | —n—
BCRP Substrate: Rosuvastatin  Cmax -
Rosuvastatin Avent T

| | o | |

0.25 0.5 1 2 4
Change relative to reference (without interacting drug)

13 SRERREE
13.1 BNARYE, ZERYE, ZREES
03 AJEAE

ICR ¥~ U AW SD 7 v baHWTHAFMREBRNFEm I, 7 V7 AT T Y —)L 2 M
D~ 7 ALK L 0.75, 2 KOS mgkg/ A (KR Hi (mg/m’) #25 T MRHD 4 mg/ H © 0.9~6.1 5],
HEZ > ML 1, 3 KON 10 mg/kg/ H (MRHD O 2.4~24 %) , M~ ~ M2k L 3, 10 KT 30 mg/kg/
H (MRHD ® 7.3~73 %) O & T2 FRGlIR Oz L,

e~ 2B T DHMOIRIEORARIIT X CTOHBETER L, IRV EEEORAFIT
MRHD @ 2.4 KON 6.1 O HETER Lz, i~ v A CTIHEERAERO RS20 -7, 7 v b
WZBITLHRBRTIEL, 7L 7 AT T Y — /L3RS 12 MRHD @ 73 5 £ THARMER L
Do T,

F o WEICI T 2 T EA K OFUIROHEFANEZ AL & O AW DR A 1T O FURs s S o R # 5
BIZHLROONTEY, 707 7F 020 T5b0EB20NTW5S, TLIAET TV — )L
MmiE7Te 77 F U RELZ FPRSEHERANG L ZENR~TARDT v b TORENTZ, FohET
HoNDTaT I FrEwN LTENDUWIESEDE h~D U A7 2O TIEbho T,

28 B

in vitro TORMEDEIFZIRELEAER (Ames i) T, 7L 27 AT 7V — L OERFIEITER
NIRRT, TV AT T — VT invivo DT v b O/NEREBRICI O T b Y AR B 755
PEITED 5T, 7 v FTO invivo KO in vitro SEH DNA AGGERICB W T H B EE 2~ S
o Tz, invitro TOWHIEMILZ HWZRBRICB W T T LY AT TV — )W R B w5
PERH BT, MRBEEORBE LICHEICRONZ, D EOHERNS, 7L 28T TV —)1
IZt P TOBEFEEY A7 IR ENeholz,



Z A HE D B E

M7 Mt LT L7 AT T —% 03, 3 K030 mgkg/A (mg/m’ #25 ¢ MRHD 0 0.7,
73 KN 73 (%) OHETIHEGOHET v b & ORRRTNOGZMEROFEIRET 1 H 1 [E5EFIRE O &
5 UTz, BIEEMOARNEE K OS2 BREDR T 23 3 LT 30 mg/kg/ H TH BV, 30 mgkg/ H TIEAHD
WORER &, EIRATMAEROEIMMA 7 6417,

TLIAET TS —NEHET v MxtL 3, 10 KO8 100 mgke/H (mg/m” #2 ¢ MRHD O 7.3,
24 KON 240 f5) OMETAREATO 63 AR NiE L, sl&fiE, HEAEMEE O 14 A OR
B b & Lz, WTIhoHETHREHHCZBRICERITRD bhvkhr oz,

14 EREREAER
141 K5 SRAEES OMHBIREA

6 M —E G K77 & A FRE E H SR 2 3BRIZI5 V) T REXULTL O K 5 DI PEREE O Hfi B
HECBT BHEEZ G L 72, 6r581% DSM-IV-TR 22 54 D K 5 SFFPEREE o LA 25l 72 kA
T, REOFEAEIDT, LAATL VHL SFEEHR (1~3 2—R) ~OIENA+43T, 8 HEHD
PLo o (mAv XTSI h, TAEFEFL, SaxbFoamEmE, EAL Ty, FTan
X FURBEA], XU T 7 7 XU URERAD IC K DRNER CRISHA o ThoTt BE L L
7o HAREDOTL D DI TRICH A3 72 B F %2 NEFRMIM 48 U RERN 2 8E RO b THEk
BFEHE L TWDEGH] EER L,

228 3B (LLF, #BR 1) TIZREXULTI2 mg XX Z7EHR%Z 1 H 1EEE Lz, 227 # 6k (UL
T, B 2) TIXREXULTI1 XL 3mg XiX77®AR% 1 H 1[AHFS L7, REXULTI #5450 8%E
TiX, Week 1120.5mg 1 H 1 BN 5-2 56 L7z, Week 2 123X TORET REXULTI D &%
1 mg |ZHEE L, Week 3 LIBEITEID fHTICHSE 1 mg O F T 57, 2 mg XT3 mg ~ &
L7, 750 o4 HBIEF CHEZER LT,

FEFEHE B IZX—R T 4 )5 Week 6 F T Montgomery Asberg 9 D aFli R (MADRS)
DEEE Lic, ZOFMEREIL 10 HE 2O 72 HHREOFMIC L 2 RET, 9 dfEROFRE %
0 (<L) 7660 (RELE) ORXa7 THliT 2,

E O TR MADRS #8 2 22 7 OSWHIEIL 27 Th - 72, 585k 1 L V2 1235 C, REXULTI 2 mg/
H&H D SFEOPFEE L3 mg/H & 519 DFEDOPFHFFD MADRS #8 A a3 7IZHOWT, 7T kR L
Pt o DRI D BBAPED R Sz, W E M ERBRIC 31T 2 2R RPN IE B OfS
REeR IR L, M4 IZEEE 112802 FEAHBEE (MADRS) (1ZHS < S OHERE 2R~
L7z,




& 11 RS ORUEEEOHBBEICH TR 1 RU 2 0FMMEREDEN

TEFMEEB : MADRS

2 5 Gy STARTAYD N=ATALUDBD . a
= B M gmzar LS Mean DELE 7°7JZT<E@%
(SD) (SE) (95 % CI)

1 REXULTI 2mg/H) +§19 >3* 175 26.9 (5.7) -8.4(0.6) -3.2 (4.9, -1.5)
7T R+HT 9 DI 178 27.3 (5.6) -5.2 (0.6) -

2 REXULTI (I1mg/H) +H19H>% 211 26.5 (5.6) -7.6 (0.5) -1.3(-2.7,-0.1)
REXULTI (3mg/H) +HL5 o3 213 26.5(5.3) -8.3(0.5) -2.0(-3.4,-0.5)
TR +HL D DdK 203 26.5(5.2) -6.3 (0.5) -

SD : FEUEMRZE, SE : fRYERRZE, LS Mean : fi/h “SVHME, CI: RFFEOIEHXH
* 7T R ARITK UREH AR B 2R Lo &
a BN TREBEDOR—=RA T A b OELEDE (-7 T W)

YT TN — TR ORGSR, Fm, MR, AR, KOEHEEOHL D DI U CTRIGED 21X A
Sy AWAYIEESY

4:HER1ITHETEHKRI DFEUEEZTEETD MADRS R a7 DEEREE GA) O~—
AIAUDNLDELLE

=& ADT+Placebo
=&= ADT+Brexpiprazole 2 mg

Change from Baseline
&

14.2 & KFGE

DSM-IV-TR DA RMIE D2 Wr B A4 7= R ASE & RIIE R 2R & L7z 6 W EE1E 2k
THEMRT T R IREE B 2 BRIV T REXULTI OB Zh I VR S vz,

231 &R (LAF, #Br3) K230 3R (LT, 3R 4) OmMEER T, REXULTI2 mg X% 4 mg
XIFZ7 7R %E 1 B 1EEE Lz, REXULTI #&5-8ECk L, Dayl 775 Day4 £T1lmgl B 1 [
45 L7-, Day 5725 Day 7|2 REXULTI ® 4 2 mg (T &L, ZALLAREIEHEI0 HiFicik-S
X 2mg DEEMEET DD, dmg ~EHIE L, 0 O 5 EFIZIR U HE CHERRS LT,

W RRBR I BT B A RE D E G IE H 1% Week 6 (235 1) D5 & OBEMEEIRFHM R E  (PANSS)
AT DOR—=AT A4 D DOEETH -7, PANSS ORI LA ITRIE D BGHERER (7



HE) , MAKRHEORMER (7HE) , SEARHIERRE (16 THE) O&FF 30 JHE THEK
Ih, FEEZ 1 (L) 76 7 OREE) CTiHliL, PANSSH#A=a71L30 (L) 76210 (&
HE) OELRD,

ABR 3128V T, PANSSHRA = 7IZR L, REXULTI 2 mg XUV 4 mg Ol HEIZBWNTT T7&
T HERES R &7z, B 4 T, PANSS A 2 722\, 4mg DA T 7 ERITK
TOEBES RSN (R 12) . BB 3T 2 A FEFHIH A OHER (PANSS#A A a7
DR—=Z2F A bDOEE) %X 5I1TR LTz,

Y7 T N— TR ORE R, Fils, MR, AFEICE L CRUSMED ZEIXA b o Tz,

K12 MERMEBEZARE LEHBROFIMEDOHERDEN

TEFHMEIE R : PANSS
R=RTA U NBD

R BeHRE B N—2FA2D LS mean (%L & FoeREDE?
SR a7 (SD) (SE) (95% CI)

3 REXULTI @mg/H) = 180 95.9 (13.8) -20.7 (1.5) 8.7 (-13.1, -4.4)

REXULTI (4mg/B) = 178 94.7 (12.1) -19.7 (1.5) 7.6 (-12.0, -3.1)
IR 178 95.7 (11.5) -12.0 (1.6) -

4 REXULTI (2mg/B) 179 96.3 (12.9) -16.6 (1.5) -3.1(-7.2,1.1)

REXULTI (4mg/H) = 181 95.0 (12.4) -20.0 (1.5) -6.5 (-10.6, -2.4)
IR 180 94.6 (12.8) -13.5 (1.5) -

SD : {E¥fR7E, SE : FEUEIRZE LS Mean : /D A, CI: KT OEHEIXM
* 7T RRICH L FENICEBECEEE 2R L&
a BNTREHBDOR—=ZT A4 U NEDOENBEDHE (EK—T7F8R)

5: 5B 3 ICHEITAMERFERE TH PANSS R a7 DEEKRFE GH) OA—XF
1 UhoDELE

-&- Placebo

(V] 2 mg Brexpiprazole
£ 5
) ==~ 4 mg Brexpiprazole
(7]
©
@ 0
£
o
-
® -15 -
& 15
c
©
e
O 204

-25 T T T T T 1

0 1 2 3 4 5 6
Weeks

7 o 2MbiaEE R (331-10-232 3R, DLTEER 5) OMEFFHIZISWT, 18~65 DA
WA RE B3 C D REXULTI OMERFFRIE D A OF N /R &7z, REXULTI 1~4 mg/H
Z 12 AL LS UBRE 2 RENIET(N=202), 0%, “EHERLGC, 2L -EEH
B TOHEEHR 5(N=97) XL 7 7 £ R~DUE X (N=105) DTN EN 0 £71) 7=, 7Bk 5 O FHEE
EE B X, EEARTT 20 ZEHERIICK T 208 MERE COHMTH Y, 1) CGl FEE A



a7 5 LLERERE L) KO PANSS OBEEOMEREE, LRICKH178), ML EITRER
BENEOKEE TAaT N4 @2 THL, A T PANSS ORFEDIEE T2 UL EOBINE 7=
X4 THHOAFT 4 LLEOHEM, 2)FEHEROE(RIZ X D AL, 3)BREATHE), E7oi% 4H)F /%K
BHATE), LER LT, FANCHE ISP RHMBITORE, 77 R E50BF LKL,
REXULTI 5 0 BH THIE £ TORMOA BRIERE N A DLz, FRMHTIC L 0 B3 TEIZIR M
B SNz, MBUIRH Ik s, —EHERKREGHIZEK T 5, REXULTLHEE 77 B AREEIC

B %’»ﬁﬁﬁ%ﬁ@ Kaplan-Meier Hi#R % [X] 6 |27~ L7z, EEZREIREHEE H Th 5 FOHEAESL
7z BEORIGIE, 77 BAREEL i LT REXULTI B CH B2 > 72,

6 : HERSICHITHEH - BIEREEICEZA LI-BEDEIS DKaplan-Meier #E B
100

- BREX
= Placebo

8

&

» R

10

0
Numbers of Subjects at Risk

[ Percentage of Subjects with Impending Relapse (%)

o)
P

96 94 89 81 73 73 70 61 59 54 52 51 S0 44 43 37 35 33 32 26 26 24 22 18 17 16 14 0
Placebo 104104 96 85 73 68 63 55 52 46 45 39 36 31 28 25 25 24 21 20 20 15 14 12 12 9 6 O

0 14 28 &£ 56 70 8 938 112 126 140 154 168 182 196 210 224 238 252 266 280 294 308 322 336 350 364 378

Days from Randomization Date

R 202 BlORERE 2 EAZ DT L, 7788 FE50 1 fITERERIRA T, 7L 7 AT Iy — &5
D 1 BT E% AR 22 v T2 ZHUD 2 FNIANEIC RS 5 BT s B RS LTz,

16 HIATHE/RE R UTEIKRL
16.1 HLEAMRE

REXULTI (7 L7 AE TV —) ST EICLLTFOZN O &5 25K, LT OE &K OValE
SERD D (R 13BH) .



% 13 : REXULTI fED @R R

&R Gl TR A DHIFN % e
0.25 mg (M%Lé ‘P%ﬂé, R TR % BI‘{X 30 BBAD AR RV 59148-035-13
AW S Tnb K Or0.25
0.5 mg (ﬁ%‘-ﬁié Eﬂé, R TR % ng 30 8BAD AR RV 59148-036-13
2D ST 5b KON0.5
1 mg (ﬁ%jﬁ Eﬁé, R TR % BRX 30 82AD AR RV 59148-037-13
A ST 5 K1
2 mg Wik ta, Eﬂ%, T E % BR?( 30 BEA DR RV 59148-038-13
HAEEY TV D K2
3 mg IR, Eﬂ%, T E % BR?( 30 BEA VR R 59148-039-13
HAEEY TV D K&R3
4mg Hf, Eﬂ%, R C R R BR?( 30 BEAV AR RV 59148-040-13
NHEEY ShTnbd K4
16.2 RE

REXULTI #£i% 20~25°C (68~77°F) TLRETH I &, 15~30°C (59~86°F) DiffilL i &l
UH &35 (CREZER S, FHEPESE

17 BEADHDIUEY) VTER
BF RO H#E T FDA DR L= BE TSR (REV A R) 25 L o845 L,

HASEE O AEITS
BERONTHEF T L, FoipESd, HEEERICTAZREROHBIC > WTEEL, £0 X
O IIER DN B IXERREE I CRET DL OWRET 22 & (/AL ES) RO THER O
FDMEE 5.2 HEH)

HiE - &
B Z REXULTI I3BFTEHZAZMbTRETE A2 LafEd 52 b, BRI L, HAEMY
BT 2 RICHED ZENEETOL Z 28T & (k- HE) 2.1 TR F2.2 IHZHF)

AVEEERE (NMS)

PURBHIR B OB, NMS EFFEND 2 & & & 25 ESER B D & D AR S H A S
TS Z LA BEITHAT D5 Z Lo NMS OJER - Bl 368 L7256, ERBERE (EET 20,
BMATREEICHEE T DL BEERET L L ( [BEER O LOMEE) 5.4 HERR)

BRECAXFRT
BRVED A X207 OIERSCEEICOWTHA L, EERESEHR LIZGAE, EREHEREI
G D KO IHRET o 2 & ( [EEROIEH LOIEE) 5.5 HZHR)




Rt o2k

BRI OB b o fElErE, & fE-ORE RIFE OEIR 2 £ 9 eI 220y, I, A5E, (K
B ORI OB OWCTHBET D & ( [BELER R FOME) 5.6 BHE
)

H M ERSE, A P ERBUIE, M OMEETERT BRE

PLRET & © A ERE D 23 b B B3 S SEHIME D [ i BRI GE /A P BRI E O B D B A BRE
TlX REXULTI OG- 9T 2MERKEZREST 2 2 L 2#ill+ 5 2 & ( [BER R EDOEE)
5.7 M)

ESEVEAR L J OV
ST VEAR T Je OVRAd, Rl e 5-B AR 12 R M OV G- BARE, BEEFRFD U 2 7 12OV CHRE T
5k (B OMEH EDMEE) 5.8 THEHF)

ER S ONHK
MR ICECMRBE SN A Z LMK ERIT A OICHE R ES T A L ) BEAIEET A L
( TR ONEH ooy E ) 5.11 EEHR)

PR N ONE SN

REXULTI OGN EE LW 2 L3R TE 5 £ T, HEHEOELRSCMGIR 2 1F 5 B O EE7R
E, BB ENELTAEINIEZ A LYBFICEET AL ( [ZBEROH FOEE) 5.13
TEANE)

{PiasE S
BEDOIRM L TG ESONIHREERICER 3 & 25613, BRI E R AR AEAEH O I Reft
WrHDT, EFREHEUSAD L OWETLZE ( LEYHLZEN) 7.1 HZH)

R

REXULTI Z A% (5= F U A X & —) (T 5 LT, FrENICSERIMEIERSOBEDUE K 23 58
BED2endb 2 LaBEIEZ, HREDHDVIXZORWVAH DA, ERBHIEIER TS
L OGS 5 Z &, IR REXULTI (ZHREE S 7o ZVEIZ 31T 2 IR O HR)R 2 BB 5 72
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8.1 HZEHE)
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1.7 RERDG—EX

ARKHEFFEOEE LR URIHE « 2R 2 FTHhEMREE LTI Ero7 Yy —v (& 1.7-1) , 7
orrkvVy, AT (R 1.72) , JFT T ERE, ) ALY R (3 1.7-3)
TEFr~ LA URE (F 1.74) ZRETERZ G — BRI L,

1.7 [RIFE[RIShdh — &
1



& 1.7-1 RERX&A—E
2 TLIRETZI—IL FUETZI—I

VX7 o BE 1 mg,
VX7 o BE 2 mg

Pz Ty A8 1mg, TV 77 A3 mg,
Y77 A8 6mg, =B YT 7 A5 12mg,
TEY 77 A8 1%

¥ =vU 77 A OD#E 3 mg,

e Tt 771 OD§E6mg,
Tt Y774 OD & 12 mg,
Tt Y 77 A OD #E 24 mg
e ) 77 A N 0.1%
=t BLEIRFEL « KIFREH S LG « KIFREE ST
$E 1 mg
2016429 A 28 A
$E 3 mg, HE 6mg, 1%
2006 £ 1 A 23 A
- o #E 12 mg
HRRAH A 2007 fF4 A2 H
N 0.1%
200941 1 6 H
OD #E 3 mg, OD #& 6 mg, OD # 12 mg, OD #E 24 mg
201241 A 18 H
BELTHE
A®)
95 -
PRCEIN
wbe | | M
g | e | 20
, AT
#ak | BUs | wET | L)
FRIE EuER | a7 o
o | e | ECE
T 5 S
KE | BOL |
N Wk
el
fR2%)
2016/09/
b B o 28~
1 mg 2017/06/
13
. 2006/01/
3 mg 23~
2016/01/
s ome 22
TRERA - _ 7N
PR R
[E1
b 2007/04/
12 mg 02~
2016/01/ 2016/09/
22 28~
2006/01/ 2013/06/ | 2020/09/
i/ 23~ | A K| 14~ 27
1% 2016/01/ | F 4E o | 2017/06/
22 | 13
A | M
[ -
WA | 2009/01/
0.1% 06~
2016/01/
22
OD #2 7]
3 mg [ -
6 mg 2012/01/
12 mg 18~
oD &t | 2016/01/ B -
24 mg 22
HLil X 4y — BISE, A5 EEI

1.7 [FERZh S — B
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40 B

JLYRETSY—)L

FUVETSY—I

LA g

H
— N/\/\/O N 0
SUSARRe V!

Cl Cl

N NCH,CH,CH,CH,O IIiII (]
2R CH) —
—/ TILr

FE -

o
En

BElmg: 1 EFHT LI AT T Y —/L I mg
fE2mg: 1BEPT LI AT TV —)L 2mg

bR
BElmg: 18EFTVETTIY =L Img
$E3mg: 1EFT YV ETT Y~/ 3mg
fE6mg: 18EFT IV ETTY—/L6mg
BE12mg: 1 8EHH 7 Y EST7Y —)L 12mg
i ¢
1% : g7V ETZ Y —/L 10 mg
DN R
OD#E3mg: 1 EH 7T VT TV —/L 3mg
OD#E 6mg: 1 EHT VT —/L 6 mg
OD#E 12mg: 1 5EHF TV ET T Y —/L 12 mg
OD#E24mg: 1 $EFT VBT Z Y —/L 24 mg
T3
AHIK01% : 1mL 7 U EFF Y —/L I mg

- A

S

o
=
%\%l
=

f£1mg, $£3mg, f&£6mg, % 12mg,

OD # 3 mg, OD £ 6 mg, OD £ 12 mg,

1%, MAK0.1%

@ o ICE

@ FUBMERE IR 2 Bk 0tk

@ 5O - S oMkEE BEFIBR THARIRNRD 5
NRWEEICIRD)

@ NEMOEAARY b T NEICHE S Sy

OD it 24 mg

@ i E IE

@ FUBMERE TR 2 Bk O sE

Zhie - ZhE

WZBEE T %

fEH Eo
TR

® S5O0 - SOKE BIFABETHALMDENRDS
NIZVERIZES) O5Fa

) BBROEE b= FRYALRESR IR b=
Ve JNT KUY B IARBEERIZEC X D
VIR 1T > Ch, +ORIRNRO bW
AIZRY, RAZFALCEETHZ L,

Q)P SHIOFEIC LY, 24 MU TOHBEET, A%
A, AREXOY 27 B3N 5 EO@ERD D
7o, REEZRGTHHEEIE, VAT ERRT ¢
v NEEETDHZLE, (110, FOMOFEESG))
DIES )

@ NEHOBRARY bS5 LEICHES ZRIBHEDISE

JFHIE LT 6 bl b 18 RO EFICHEMT 5 2

L

Mk - &

WE, RACET LAY ST — LT H T [E
1 mg 2L EGEBRB L%, 4 B EOMREH T T
WMEL, 1B 1R 2mg ZRA#ET D,

@ ffiE KIAE

WE, RAIET YV EFFY—LE LT H6~12 mg

ZRRMAHE, | H 6~24 mg ZHERFHEL L, 1 BT

2 [ENZ T CRAKET 5, 2, Flp, ERIZED

HEEMRET 525, 1 HEIZ30mg 22202 &,

@ WBHEEECHIT S BERDEE

WE, ATV EF I =L LT 12~24 mg &

1 B 1 ERO#EEST 5, 28, BBHEL 24 mg &

L, #lw, ERICEVEEHEBT 228, 1 B8

30mg X RN &,

@ 5D%F - >DOKE BIFARTHAEMRIEDS
NEWNEEIZERES)

WE, AT VTSI Y= e LT3 mg% 1 H 1
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PA T 4 AEE 2.5 mg :
1EEFA T & LT 25mg
YA T ¢ A5E 5mg :
1A TP LT 5mg
YA T ¢ AHE 10 mg :
1847 % & LT 10mg
A
MRL 1% 1g FA T HFELE LT 10mg

ZNRE - B

e P

A SR
BOME R L2 36 1T 2 BAEIR Je OF 5 SRR D el

ZhEE - AR

1.7 [RIFE[RIhih— Bk

16




— XA B

Jorovyy

FTI3UH¥EY

\ZBET %
A Eo
HE

WE, RAIZIEZTaer Y LT 1A 4 mg 1
H 2 BEHERAKGIVBEL, RellWHEd 5, H
ﬁ%&bf1ﬂ8~mng%2ﬂmﬁffﬁ?@m&
535,

ok, i, ERICEDY
2dmg iR 72N &,

WEBEBET 528, 1 HEiZ

& KERAE -
W, AL ‘J:ZT‘7/*j‘E/EL’CS~10mg%1EII
ERARGICE VBT 5, MEELT T B 1 [
10mg FA&KET 2, 72k, Fin, FERICED EEHE
T 5, 72720, 1 BEF 20mg #2212
FABHEZICH T 2 BERDBE :

WE, AL i?]'7/*ft/<‘:bflOmgé‘:1

@@

k- & RO ICLVBGT 2, 7ok, Fim, IR
HHIET 503, 1Hﬁﬁzomg%ﬁkfmxzkc
FABHEZIZH1T S 5 DERDKE :
WE, AL iﬁ7/ﬁb/£bf§mg%lEIE
RO VBMAL, T0% 1 H 1 10 mg (2HE
T 5. 72, WThbBEmcik5 T2, F
fin, JERICS CEEET 525, 1 A&E 20 mg &8
ZIRNT L,
(nﬁﬁwwWiﬁiw? BEZFRT L, AAMELD | ¥ ARENLOREN CHSCNCHET S 2 &W%@@@@
HIE RS iomﬁénfwétb "% k72 L) CTHLRAFEETH DA, HFEREEN S
mm%#%&a%@#&:at%@%m&%#a @%WK&U%%%%%%%#%@ﬁfmﬁwt
ik - R L, BBREG C R L CRIRME T L, YER NS W, AR I TR TRRAAT Z &,
VB2 THBENRH D, F-ZEMERCREG 2R L, ﬁ
W o BEHICY D B2 GAI im$#ﬁﬂk% PREMEFE I 31T 2 BEAER S O 9 DIk O dE 04
i TorRENNRH D, [EENRE, ﬁ&ﬁj@ﬁ PR L OV DR YGE L2 5E8 12, AFIO#
= Z ) HARGEDOEGIZOWTHRFT L, AEHIZEBREHEE L
() AFIOE GBIV /MR E /D LS, BEILIC BROWEEETDHI L, [PURMERS OHERRREIC
HEICBELANOREIT5Z L, BT D BRNTOERRNOF MK OVZRPETHMEL L
TRV, ]
1. ZFLWBEED RN, BEREES h T F—v
A, BERIFVESIES OBRRFRVERNREILL, 1
&éé%A#%é®T,$%&5¢m,m%ﬁ®M
EGOBELY+3ITITH 2 &y
st o 2. BEICHT-->TIE, O U EREIERRREBIT
= DH/ENHDH L, BEROZOFECHmICH
BIL, nie, 28K, 2R, BHIREORFICEREL
ZO XD IRIERNH S b EAICE, BhICEkE
WL, EROBREZTHED, HETDHZ
L, [ EELREANIE] 0OESR]
22 (ROBHIZITHBRE LGN &) 22 ROBHIZFIBELAENIE)
() FHEREDEE USERENELTIBZAND | 1. SMREORE [SERELZFELSE2BZNARH
%, ) % ]
(2) 7L B — LEEFR SRS O AR B DRV | 2. 2L B — UERTEE RS 0 AN A O TR\
BFICH HEBE (PR mEER SRS BTICH D BE [P EA SR S
%, ) %o ]
BT FvF Uy, TY—ARIEER (f vTaFY | 3. KFNIOKD IR UBEUE OBEREIED & 2 B
= —b, RY)aFV =, Tary—i, Jrary |4 7L FY a2 FEhoRE [ [HEER) oES
—)b, WATZ)ary—)) , HIV 7a5r7—+¥ ]
BEEEEA (U b e, 4//+t» T e - |5 BERIBOBRE, FERIEOBEREDH 5 B
U b FEAERAHE], X7 4T EL, BRI ENL,
AT N, TEFFEL, KRAT o FLFE
W), TIFLEN, abtTRAy NEBREFOR
# ([ MEER) 0ESR)
(4) AAIDORST T3t UIBBUE OB ERE D & 5 BE
1.@5&5(&@%%EMEEEE5¢6:&) 1. BERE CROBHFIZIFESIZHETDHIE)
(1) L I ?ﬁ% K, XIZZENOORNOH | (1) FERIFOZERE, &l d 50 LA O R I%
LB (—IBEOMER TR bbD Z &N OfERRTE2 AT 588 [ [EBERERMTE)
%o ) DIESH]
Q) =XV IFOHHRE MEAANBERSEL | Q) BRASEIAREROMEOH 5 HBE, AKRE
TEHBENRD D, ) BobshE (BESE ARG’ b
fEH Lo (3) TADAEDITEIEERER, LI b OBEREED ZEnHD, ]
R bHRE (REMEZKTIE2B8TNNH (3) MOIWENEED H 5 BE [hobt 5 SF|I TR
% ) JERDOEALRRD T2 & ORENRH D, ]

4) BEEXNOBEELVCABZRSELHT 285 UER
FEAIEDIBENLH D, )

5) FREOH ZEE ULFREN LA+ B8Znn
H5, )

(6) FERIE XTI E DR O B D ERE, 5D VITHER

4) EEMESEWIMEEEZ T 5 BE [fhohi
F TR R O EAL 37 w%nt&mﬁiﬂ
%, ]

(5) WREA, WA Lo R, PASERRARENEED B D
F a2V AR K v EREEAS TS Z R

1.7 [FIFE R Zhin—Fa 3

17




— XA B

Jorovyy

FTI3UH¥EY

R OZEEE, b, BRI OFERIE O fERIK T
AT HEE UEHEN EF+T52 80385, )

(7) misE [ SkE~NORE) OESHR)

(8) IRHAIREIE, B, R, RN
( MNREADTZE ] OESMR)

(9) FEWiBHUE D BE

Q0K - SREAR RARREEZ 11 O B IRAE D H 5 &
# CEMESEERE (Syndrome malin) 232 2 0 09"
vy, )

2. BEELRERMEE

() BR, E8H - £97 - KEESHEHAZOETN
I En"HDEOT, AFEEROBEICITE
BEOEGEMARE M D BROBIECRES TR
WEOoHETLHZ L,

HE, XM BEEOBHEREE/(SE DA
et B O THELEEZ 34TV, B AR bih
TSI OTRFRIEICE) 0 R 2 2 7 E it 7 i
BEITHZ L,
AFNIFRER I L 0 Rt 203K, AR
NRIBIZEFT2BZNNH 5729, CYP3AS
ZiR < [HET ZHE (7Y — LV RPIEEA, HI
V 7 a7 7 —EHER)E ST O BRE IR Z
B Lanwz e ([HEEER) ozl [ %
7=, TS THLIFREEDH S BE ( EER
5] omEszR) , Gkt ( [EnE~0’kE) ©
HBHR) , CYP3A4 FHEIER 249 5 3A0% 0F
AL TWDERETIE, MmAEENSEL 5 THedE
BHDHOT, BEE HHATWVEEICERET 52
L.
ARFNOFHAZ L0 ipE ERA BN TEY, F
7o, FERIZRB W THE MR R OB & 5 b
0, BERIGMHES N7 R—3 X, BERRIEMESAEIC
BELZENHDEORENRH D DT, KAIBEH
1%, 1B, 2K, 2R, BREOEROFHFIZE
BTaLlbis, FRTHERFELZOMAERED 5
WIEZ OFERRIRT 28T 5 BEICONTIE, b
HOWEFEOBE L +ciTH> 28, (| EEHR

@

G)

4)

5, TEXGEMERGEER ) 0HESR]
(5) AFROEGITEEL, &5 Lo L@ o IE

BREATIBEINNDHD L x, BEROZOE
Bz +aiL, 0w, 28, 2R, BREOR
WICHEEL, o0& WERNDLDNIZSLEIC
3, EbicEEGEPIEL, EOBEEZT S L
o, HEETL L, ([ MEERS), [EXLE
ER (EF) | 0HZR)

PO IV T, ISERRE, FlRMARIE S O
MARTERRFENRE SN TVWDHDT, REpkiE, R
WIRAR, e, WEACIRIESE OFERRK %2 H 3 % &
FHiIRETrmaTEETs2e, [[EXE
EMER) DHESH)

(6)

1.7 [FIFE R Zh i —Fa

18

b5, ]
(6) Thd A/ GO L = 1 & OEEERED &
B FRMELE TS5 2005, ]
(7) FFHEED & 5 B UL & 2 3 & 516
WEZTTOHEE FHEELILS 52 L0
b5, ]

®) i [ (BBEAORSE] DHEBM]

©) AFIDZ VT T2 ARMET S HHRE (JEBLE
F, oAbk, ) BOREREOBE DRAIOME
RSN S 2 LD B, ]

2. EEGERMIEE

1) AAOFEEIT LY, FLOIMBEED EANG, b
RIFMEAS R 7Y R—3 X, BEREMES MRS 0 Boefy
MR E - EDZENHDHDT, KEZRE
1%, MFHEONES Y, 2K, 2R, HIRED
BEx+mIcATH 2 &, RIS, milbE, RSO
BEPRIF OFEIRIN % F 3 2 B8 T, b -
L, HhREEAMICELLSEI B TR D
Do

EMBERSH HOND ZENHDDT, AFEREH

1%, B, ERRE, WmYF, IRER, IR, Rk

EEORMPHERICHEET D & &b, mFED

BIESEOBEL +DIATH 2 &,

AROEEIZEEL, HOH0 L EROHAETR)D

BIER NS 25808552 L&, BEROZ

DOFHHFICHA L, SiER (08, £

], %Ik, $ERE) , KRR B, BE

B, T, R, EER, EIREEEL) B L

ZD LI RIERNRD S GEITE, EHICE

HahliL, ERfoBEEZT5L 0, HETH

e,

(4) BUBMERFEICBIT D 5 DIERE A3 2 BEITARHA
ERETLHA, UTFTORICEETDLZ L,

1) K5 OFERESOBHRE UBREREICR

T35 oiEREET) 2HTLEE~OH D D

ROFEEIZXY, 24 B TORBET, BEE

B, BEEROU R 7MY 5 EOWMERD

B2, RROEGIZHIZ->TIE, VAT EX

X7 4y  eBEETLZE, [ (200

B omEsR]

)R E BT DRERAESES DY, A

EROBENRHLDT, Z0OX I REBEHITE

5B RN NS B R A S T D B IR ER A

DORER OIFREOEZEERSBET L2

&,

N2, g, WE, = 7 %E IR, Bl

W, BCE, WO, fEEhE, T VTR

WEBARRSES S Sbd Z LS Ty

b, Flz, REBZRIIALHTIERWE, Zh

D OSEIR « ATENZ 3k L EFNC RN T, R

BOBLUTEZASE, BREK, fETH0

HEINTVWD, BEOREROYSEOLE( %

HEERERCBIZT L DI, ZNHOEROH

ENBRSNEEAICE, REEL RS,

B lZE L, IR 57 R uE 21T

e,

HEAHNTOMBRMAZ 20, AREMEmN

R HNDLBEITLGT L5521, 1 BH0

W HE R R/ NRICE ED DTk

5) FIFEHICAHRSESCHRMK, WE, KB,
Ty RIBAAE S DITEY D 2L e OFERERE B LA &
HbdY A7 EZOWT BB ETY, &
Rifi & BREBRICHAS A A O KO EET L L,

(5) AFOFEEIC LV IREME KT ENHLHD
T, ERIEEL, BmOBENRD b gE
i, BRI, ERESOMYLEETTH 2
L,

(6) TRIFERIMIC,

@)

€)

DEV, R, ESIERIEE B

*®




— XA B

Jorovyy

FTI3UH¥EY

3. HHE{ERA

AFNE, F& L TEMRBIEESR CYP3A4 TREsh
%, [ TEMBEE] OESM)

() BtAZE (BFRLEGEWC L)

LN ENDHD, D MERE (LHREIED
DVNTODHEMOBER, DA, [mERE%)
R4 B R BB R DM L3 = 0 R ke (B
K, MIEEIA, MERE ARG X 2105 5%)
BROONDEEITIIEETH &,
AFNIHIHAER 2 H T 5720, oA ES<
hEE, BBPAZE, BMIEIESEIC X D IEME IR 2 R BHAE
6T D2 eRNHLDOTHEETDZ L,

(8) PUEMIRIRIZR VT, MZERIE, FPIRMARIESE D
MARFERIENRE SN TVWADT, REkkie, &
HIENER, ARG, BiACREES ORI T2 F 7 5K
FICEETDHAICIEETH L,

(9) BIR, HET - £ - KAHEBRE I E O TR
HIDZENRHDLDOT, AFEGTOBREIILE
FTCOVEED 2\ X HEVE OB AR 2 5
HMOBIEICHEFRSERNEHIEETDHZ &,

3. tHE{EA

ARFNORBHIINTF D RE R CYP1A2 3B 5 LT

W5, F72, CYP2D6 HB5 L TWnWbEEXBHNT

7

~

RH2F

FRERIEK -
BEHE

W -
BEEEF

TRV FY
(R 3IV)

TR FY v
D VER % Wi
SH, EER
I JE B R & i
ITIERD
2,

TR FY v
7 Fry
AEEME o, B-
8 RNV
HcThHv, K
B o- ZHAE
JHE T 7E T &
D, BRI
VR AE R 23 B A
Ly, I E
M T {E A% 8
mIhb,

Wh. [ MBI oEBE]
(1) BEREE (BALALC &)

" B ER AR - o -
i BB A BRET
7T RLFY TFRLvFUYU | T RLFY
KA DR %EBE| E7 LT

Sar, WA | AEE o pe
MFER F % & | %% ol
S raih |HChY, A
5. HO 0% Ik

JHEWTVE R IC X
0 B % (R
0 T 2
L, ME
M T 1F A 25 1
WA,

1.7 [FIFE R Zhin—Fa 3

19



— R4 B Jorutyy TS5 oHEY

CYP3A4 #9R< | AF| o f i | AF o £ FEA

FR5E 32 5RA EXNERL, |#BETHD
TV —ARET | fER AT | CYP3A4 ZBRE
HER WA | 28Ty d | 757000, &

FAEFR<) 5, Az Ursy
A4 ~Z7=a) AN AT D
V= (A wORE M B
kU Y- %, SEICE
V) WT, b=
RY a5y FV =R
— (7L Al E N R FE
7= R) )& OB
SafV— L0 KA o
o (7ay AUC 28 17 1%,

— ) Cmax 23 1 3 1%
TaaFry WHm L= &
— (Y7 D HEN D
VT ) 5., [ TEMY
ARATZ )= R OIES
F v = iR
(7w v
7)
HIV a7
— P IREA
DI Nl =
(/) —v
7)
=
(70 %
NY)
| =3 s
e U R
ELERL A A
(# v b
Z)
E Ve
e (BT
7 1)
Y e
(f>re7
—¥)
XL E L
(FV YR
4)
TAFFE
v (LA T
&)
RAT T
P R A 2
(v
7)
T 7L e
(¥ b v
7)
aEVRE Yy
M (AZVE
LK)

Q) HtHEFE (BFRICEET S L) (2) BtAEE (BFRICEET S L)
o B&PRAEIK - B - s E&PRAEIK - HE -
xHEF HBEAE BRET xHEF HBEHE BRET

FRAR AR HMECERZ | AR E T ZhH AR AR PR R A | ARF RN

il WmT 5L | bOEKFED | ERRH 2D | b oIEHIEH

Fa—L N D DT, | HHE bR SOLEY )L | T, JRET D | AR ph R 1

WET 5% E | FHICKS, e i L A REEET S| HEAT 5,
HEICELGT Z&,
HT L,

1.7 [FERZh S — B

20




— R4 B Jo+oty FSUHEY
R X3 fEH) MAECERS | AFE F82 T a—)L MEWCERZ | 7 v — ik
3 W D 2 & | v R BB 5 2 & | o R BT
VAR R8UH | B3 D, ERZH LT N5, R %47+
A-EX 4 W35 ko %,
T b, M2 v Br= U AR G & RS o | KA KO Z
VE B P #h % 1 AT 5 3HA BEEALAP =Y | 5 OEA TR
BT, fFH Py | v HoEEN | 2 VIERE
BT 5 Z N=F Vv | B bbbl | H7 5D,
LItk s, Al VS R/ N )
[£3EEe S FEIEMER A | KA LD T )FTY | B,
WE D20 | HDORKOK VRIEAW
»HbD, =R IC & SRRHS O
%, fal
EB =t ARF O MR | AR O EENR R/ U AES) IhooEE | K U EH
D4 ENEREL, |#BECTHD 3R DRI ME | R B WY
VEH 23 88 58 | CYP3A4 ZJRE LR R85 BYEDERN | T, RN Z
LRBEARD | TEED, & BT 5L | b oEH D
50T, B |\ ns VT T N5, ER iR T
o AT | AT NP i §
VW, RIS | R OBE M B %o
CCHMEST S| 5., =U 2nm TR FH I AFI O MmAEH | b o KA
REBEEIIER| v ED v TR AN S | AT R AR
5352 &, ERIIC LY A T 50T, K| B F#
#l o AUC 73 #Ez@WET 5| (CYPIA2) FH
2.7 f%, Cmax RMEEETL | EEREAT
28 2.4 fEZHN L, %= K H D
Lzt oRE DA=A=E2 AKFomIgER | 72V 77 A
» b b, W MR WEABMNS | Z KT &
( TE WY &g 5 A REE S | Do
B 0o®EZE H5b,
HE) IR BE | RAIO@mES | Zh 5 oAl
TV—F70 | REIO M| ARH o FEENR g WEEKT & | ARy R
— Y a—R ENEHL, WEEETH D ¥5, % F#
E R 23 88383 | CYP3A4 & FH5E (CYPIA2) %
DBEINNRD | T, B[ FA7F7/— [ AFoOmMED | FET D20
50T, B |\ s VT T L BEZETFTS | AR VT
ol AT | AT S UT7rL ey D EREMEN | T v R B HN
v, MBS | TR S ||| o b5, S5,
CTHESTS | 5, 7V —7 | iy A O i e | v S
mEMBILL ) T A WEEETS | K # B &
Hynze, — 2 Lo kA 2, (CYP1A2) %
2 & AH D L )
AUC , Cmax KHEIDOZ VT
218 5T F v R BN
mui & o W3,
BN H D,
( TEWYF
B omE%B
i)
CYP3A4 [H5E AHFI O | ARF O AR
ERZERT S ENnEHL, |#BEETHD
FEA| VEH 2388 98 4 | CYP3A4 ZJR%E
s 2a~ | 2B8ZNNd | TH70, &
A 50T, BT T
VImARY | B+ AT | ABRWAT D
Ve VY, BETS | FTOBE M Y B
ONFTEL | LTHET S | 5,
£ Tp CEE I
5452k,

1.7 [FERZh S — B

21




— R4 B Jorutyy FSUHEY
CYP3A4 i AF O o | ARF O AR
EHZERT S ENETFTL, |#BECTHD
FEA| ER 2855 3 | CYP3A4 &35

Tz=h Y | DBZENLRD | THH, &
HNNR=EE | b, Qs uVrzyv
v ABNEEINT 5
2L BEY — L wORE M A B
[ G ERUN %,

U7y ey

N

. BIfEA

Mﬁifmmmﬁ% WIZBWT, 891 #ilH 673 H

(75.5%) ZHERMAME R 2 5 RIEANED &
iz, TRBIER IR, EEE, RiERL%so
RN—F% Y VIERERE (35.0%) , TAVTT
(24.1%) , RIR (224%) , 7us 7 F v L&
(19.6%) , YAXF 2V 7 (140%) , IRA
(11.8%) , K72 - B - St (11.2%) %
TH-o7,
(1) EX%EEIER

D

2)

3)

4)

EMEEEEE (Syndrome malin)  (5%3)
MEFEhARER, TREEOFR TR, TR EE, R, M
JEDZESE, FITENEBLL, ZiUcsl ks
%MHSU’oﬂéi)%é.\li, AL, REHE,
R ED R EER L & HITH Y A ILE 21T
5 &, AEFRERCIE, A ERO HI0e M iE
CK (CPK) O ERBAHELNDZ ENREL, &
o, IF T eV REMN D BHEREOKTNA DL
NHZERBD, ok, EEADFREL, Bk
ORI, FEBREERL, BLAER, SPERA
BNERBITL, HETDHZERDH D,
BRETARRVT (5%
EWEEICLY, DABSEORMEENND S
PHZERNHHDT, ZOLIRIERNS B
PRSI E T2 EET L, &
B, BEFRILZLIERP T2 08B 5,
BRELPEAL Ly R (BHEEARE)
155 BB (R AR R, DL - MR, ELWE
W NEHE O M & 2 IR K ORENE O 5
SWEDORER)Z R L, FREMEA VY ACBAT
T2HZERHDLOT, BHEMEND OO
B, BEEPIET AR ST ARLEEZIT
&, B, AFNIEHERR X)THIkEA
RO LN/, B - EHZ2 KRBT 2
AREMNRSH DD TEETH &,
BFIR BN E R E53WAE#AE (SIADH)
(BHEEAH)

1.7 [RIFE[EZh A —

22

4. BIfER

#

& REREE :

FEKRIE (4T o WdsE) £ TOENEE

KR BRI kuwt%o@@

BIVER 2 377 #1

%w%);mbBﬂto% Mk N OV R 2 1
P BT DRIERIEL 7403 B, EIVEA (BRIR

*ﬁﬁfﬁﬁ ZEte) 1% 2555 B (34.51%) T 5612

FERRD B, FE e @ A xR E B
(771% R (4.01%) , RHE (3.47%) , &
m(mw@,7ﬁyy7(uww,ﬁﬁﬁﬁ

(2.63%) , PV ZVUEY FEH (219%) TH-

7o (PRI THF)

b1

FRIRE & T O E N EEERER
YERZY 125 41 (67.2%)

BHEEECES T 2REROWNE :
ZERWT 186 HilH, Hi
IZRD B, EAFIE

FITMEIR (26.9%) , KEMEM (14.0%) , OB
(11.8%) , U ZU%EY FEH (8.1%) , fHfk
(7.5%) , R (6.5%) , BHILE (59%) T
HoT,

PR AN T KT8 2 R (0 BRI AL DAL

A

m (5.4%) .

FEAM G2 609 B, FIER Y 119 B
(19.5%) IZ@RD bz, ERFBIEMIL, KREHE
fHIR (4.6%) TH-o7T-,

HEEE%EBH65OEﬁ®&§:

TR £ CORR

RABRICE W CTRER] 485 i
(HARNBE 165 BlEEie) , RIERD 302 4
MM%);ngntofﬁwﬁﬁiwiﬁm
(26.4% ) fH IR (15.1% ) , & &k JT i
(132%) , #FF (54%) , BHRE (52%) TH

ST,

(1
1

2)

3)

4)

LES

BEXLEIERA

s, FERBS FT YV RV R, BRREME
BHE :

mIEERN S Hbiv, BERFMES F TV K—
A, BERIFMESIE) DL ICE D 72 E OBy %
B ETZEDZENHDHDT, m%mmm
°, 0B, HR, ZIR, HEIREOBEE 5
1TV, BEDFRO bR GAITE, &%%*W
L, £ RV RIROEEEZITH Y, )7k
WiE#TTH Z &

{E i -

IRIMAENR B LoD Z ENHDDOT, B,
B, Wi, R, ﬁm TR A O .
FHERARD DAL, B 2%k L
Y LEAITH 2 &,
EMERAE (Syndrome malin) :
MEEHRER, SR O MIREI, WRI K OULE O 4
&), BITFENEBLL, TNITF] & x BN
SNDGEE, EHEPILL, KotEh, Ko
HEOEFEHE L I, WYRLEERITY Z
Lo ARIERIERFITIL, Mm(x(am)miﬁ
LAMEROHEMB A LN D ENE, F,
AT UREN) BHROKTICEET S
&, ek, EEDRREL, Bk, RN
#E, IRBRIEN, WiAGEL, BB RE~LBAT
L, L L7ZAIRHRESINTWA,

I REiEE, -

AST (GOT) , ALT (GPT) , y-GTP, Al-P @




— XA B

Jorovyy

FTI3UH¥EY

K7 b Y U AMSE, KEELE, KPP Y
U AHRIE OB, EERIR, R, EikkEES
kD BRI IRE ARV E v A A ) W I B
(SIADH) »®obhd I eibb, Z0OL
) IREA TR A2 I L, KOEIROHIRRE
WY B ETTH Z &,

5) BRAUGRMARLE (B ARHT)

BB IBEN H SN Z ENHDHDT, 5
AR, B, CK (CPK) E&H-, I K OR
P AT ey ERSENED LN EAICITE
Gk L, M@ER0@Es1TH> 2 &, £z, B
BUTRMIRIE IZ X 2 AEB R R ORIEICEE TS
e,

6) MEEERIERGE, BmMERMRD (FEARH)
MERETRIERE, AMEKBO NS bbb Z LR h
DT, BEESITITY, BENRRD N
LA 52 ik 5 7 i) 2 AUE 21T D
Z &,

7) BHERIE, EEERIRLRE (HEAR)
PUSHRIRICR W T, IHZERE, $IRim e S
O IMAEERIENRE SN TWDHOT, Biges+
SPZATV, B, MadE, TUKOETE, ES
NRO SNTHAIIE, HEE2TIET 57 Ui
U EEITH) 2 b, [ [BEEGERMEER)

DIHZM)
8) ATHREREE (BEAH])
AST (GOT) , ALT (GPT) , y-GTP, ALP,

EUNAEED B A O FEREREENS L D
N5 ENBHDHOT, BEEL STV, BE
NBO LN EA TG 2T 57 S )
TRALEEITH Z &,
2) EXLGEMER ($FE)
wiEE, BRBEES FTY F—Y X, BRFTEE
i
L OFHERIE T, &IPSR RIE OBEAL B o
, BERBMES R Ty = A, BERIEME SR
LZENDDEOMERDY, AFNTBWT G Ik
O EERED LN TWATZD, O, £, %
R, BRZEOREROFEBICEET DL L b, b
EOBEZEIT S 7o EH0 BRIV, BERRD
LITSGAITE, BHEHIEL, R ) B O
BhHSoub) @ ziro2 L, [ EERE)
[BEELGEAMEE) OHEBM)

(3) TDHDEIER
WD X9 REWERNRD SNI=HAITIE, S

AR O RS, BN bbb
EWRBHDHDOT, BEETIITTY, BERRD
LN EITIIFR G 2 LT 2 72 i) A L
BITHZ k.

5) R
gt (GREME, SORIME, I4 7 XA%
1BS) NbHOLbNAZ ENHDHDT, BNk
OONEEAIE, #EERIET S S
WEEITH Z &,

6) BREEZAZFRIT :
FEWi#E LY, REEES FRoEE) »
bbb, BEHILELEHET 22 LB D,

7) RS RARSE
FEBUIRRIE R S oD Z EBRHHDT,
AYE, B, CK (CPK) E&H-, i/ &R
hIA ey ERERRD LN HEEITITE
Hadik L, #MYeAEEITo 2L, o, M
O RMIRAE |2 & 2 2MEB A2 ORIEICHER T D
&,

8) BREMEA L TR .
&R (BARIE, ol - IRk, & LuVE
B, HEEBORERS B 2 W TR L IENEY O 9
STEEDIEWR) 23 L, FRHEMEA Lo 2TBIT
THZERHDLOT, BEREND b
AlTiE, BH5EFRIET 57 R 0E 21T D
&,

9) MEEERIBRAE, HIMERBD :

MEMERIERAE, AMBRBD RS SbND 2 ERH

DT, BEETSITY, REARD LN

LA 52 ik 5 72 CuEb) 2R AUE 1T

&,

FREERRTE, TEMERIRMARSE

PURSMIRSRICI N T, BZEME, FilRImAG e 2

O MRERIENRE I N TWHDOT, Bigr |

SPZATV, BUIh, KdE, WUEROETE, HES

NRD LN HEEAITIE, B 2RI 574 L

YR EEIT D Z &,

11) FEFEBBIEERRE
HIHER & U CTHB, BENA LI, T
nekEsE, U o HIMEE, DimEkiEin, 4rEasked
%, HIY L OSERHBVEZ LD BERMEOEE
WEERRH LML Z ENHDLDOT, BlEE
FZATVY, 2O X5 RIERMR S b i-54E
i35 2RIk L, W@ERREERITO 2 &,
B, BE h~ARZT A LA 6 (HHV-6) ED
ANAZADFIEMALZED 2 R EL, FE5HIE
®BbLFIE, FHEN, JFHEREESEOIERNBER S
HVITBIELTHZ ERNHDLOTHERET D
L,

(2) TDoEIER
BHWERAMNRS bIZSEAITIE, BEIZST, W
&, B5P IS0y enEEziTy 2k,

10

~

U, M, RS IR R NE AT 2 I &k
L, &l
xég#;m g 1% | 0.1~1% 0.1% $ERE
VAV = 0, $ . : s <
ok 3] AR 5% it N Lk XKl Kim B
()M B
B 95, Wb, O
fiE
GE
EIR i1 DA N EVR VA ¢ Y (59

= £, ME RS, LAEXE
(X2 # (QT MIMROIEE, T
DEALE) , Bk, 1R
IR, AEENR, LEErEsh
A, S MEAMIGHE,
T, DHESEN, L
Heigih

1.7 [FERZh S — B

23




— AR AR Jafot)y TS5HEY
K | S—%r VL | DA =7 (EEMAR ¥ | A, | B - uE | oaheE, GoiERE | AR
SHER | JERRRE (IR B, BE - MREE - O W R, | E OO | E aEs LU
REIK | Mk, AR g, IRER EEYEME, 2 W ORER, | odkEE, | B, &R, i
GE3) Fﬂﬁé B | BES%) ® | A2, | Bl | Eisek,
B, JEEIE | o | M AR | % 2
18, 7k CHE | R, L | BEE L5
R ERE o B, = 54kTE, K
i), Th B
LUT (e i,
xEE) , YR REE,
FXUT (B BRITHE,
Fhak, WeR Bk,
WEd, [E VEL B
- TOREED T, R
A ED) SRR, T
) e 4 11 R
B hik AST (GOT) , ALT BESEERE
(GPT) , y-GTP, | T | IR, O TEBE
LDH, ALP, UL bV ® | o7 VL, V|, EEhE
D5, R gl G | A b=
iB (591 FRfPEE, %W ® | R 7, 8=
EIE | R, BACR | WERE, AEOTHE, R, E ), | Frvy
= R, L LI, MR, H R ®| R | R,
R, IR, nEk TAF R
my | FesrFe ﬂ@ﬁm i, H T, &
3 = Fiks, MR, $ TR
t$ e T 2
ER PERIEE, REA, R #, HRER
ze g,@@ 1, 7
BE | AR, 1% Sigh, BLAOH, 75 7UEA
AR | S S | o, L0 - LI, =8, o7 @
ES WP, IRA, WeEsAe, RN E fE#E
biw-$6 R, 26, m&ﬁ %,
Eé BRI, R, A2
Fﬁr B, R 4 g[@m % & 1A AR, =N Qi
(Lo Fo, B, R = T, B | SMIE, D
B, (Hi% = P, L | EAE), OE
% F BRI, 4Bk JE, MJE
o, EmEkEL, Vo8 L5,
B>, ARMESEN, & LI
fn, FRMmEREL, ~E | R, | EA, B | W, EiE %%
o uE, ~~ koY & | BT | AP, %, DA%,
v BB, M, #® | i BB Eé@ P
ML/, B Y o) Ve %, Wi . NEERIER
BRER :, T
R FEF, FEEN, IRERIN, i, HR
1t 8, BiSR, PRI, MO, WK, il FIMLERI | AR Bk
(FPHE) SR, HATETEIE, WEFE & b, B | RmERES,
GG fitide, 1EIRIR, CK g, | HEkED, B
() (CPK) EH, RUZY #in, U | HHE, ~~
Y FER, mp=ar=z >R N7 U MHE
Fu—/L kR, A b, hEE | Wb
2Y v ER, fh Y g Bt %
BRI, s 5, BUN 2R AL BRI
L5, BUN #, fir b, he
B M, P Y Y Beii%,
NI P DR PN /1A
VNN iR SN b, ~E
D, RIE AR, R e
T a ey U, TREER W,
@ /INBR Y
1 RESRD ONIBAICHE, REETIET 57 %, fF
E@WQkﬁ%ﬁo_g R

W2 Bl 12470,

HEICEETHZ L,
E3 fﬁ#%%bht%é

EITIE U O X

P — % v Y VIO S, Y B AT 5

-
— Co

1.7 [FIFE R Zhin—Fa 3

24




— XA B

Jorovyy

TS HEY

5. BmE~DEKE

i E TITHERINIEREORIER R & 5 b
<, Fe, SRICEEBRESMETLTHWSZOT, &
BHOREZBRE LN OEBIIRG T L,

6. 1I4%, ER RILRF~AORE

(1) TS SUFIEIR L TV D ATREMED & 2 I NI, 1A
LA ERRYEE BB D & S D Sa
WCOHEEST L, UHRTO®REICHET 2%
EVEIIHEL L TRV, AEURE I HUR R 3R 28
BE SR TWD5EE, i RICmALES, IR,

| Fusry | FusrFr
e Fo b KT, ity
W S, AR | W, ILEE
£ K, AR
AEJLIEE
B | ALT y-GTP E | e U L E
fg | (GPT | &, AP | k&, vov
)k k&, U=
5, LDH k| ¥, #EeVU
AST 5 KT, AF
(GOT R
) k&
g BUN{X | &AKR, Rk
ik T WRE, Bh
*®, JVTF
=K,
BUN L&
b HER P BEIR, JRIEE
73 &= PR
=
B W% TOREE, B | iR
) PEIE, =R | BUE,
iE %, /NS 1
i
]| MU T | JREE, F UL L
# VY | BRE, | A, zu—
2| FE EREEN | BES, RV
A, 2 | Y | VkEYRNK
VAT | UL T, BAE,
a—)yv | F, BV | 77— KT
k5, /NI
EfRf | A, )b
IiE URVPNES
T, WK
HIET,
K
I S PH [N TN S i,
%
=
T | IREN | B, | Mo, BT b )
D | m, REE R B, P, iz,
| R | A TT IR | BB
FEEN, T, KRR, & (G
T, RDOFHF it
THIE, 71, AIGHE | ER,
FTY, | W, HIV, i)
CK A= IV S
(CPK) | &, FEHE,
5, ESE, BIEN
M I8
5. BE~NDERE
I ARSI T LTl Y, £

AENDOI VT FZo AR T ESEHLERNTHDDT,
HEICEGTHZE, RFOIZ VT T U AZKTS
W HMOIER (FERREE, M) 20 omim
FHTIE, 2.5~5 mg OV ENPLHRGEFET 57 L,
BEOREZBELANHEEICKLSE TS Z L,
(ARDT VT Z v AEKRT S D MO ER % fF
Fomin g CIIARFOZ VT T ARKETLTNS
ZENRBD, ]
6. 1T4®, ER, BILFE~ORS
(1) Wt AR L TW A RO & 2w AI2iX, 1R
R EOA RN ERRIEE RS LB S B 5EA
oGS, UERPORGICET %
EVEITHENT STV, FEIRHIC B 3K

PGS TV R, FAERICHILES,

1.7 [FIFE R Zhin—Fa 3

25




— XA B

Jorovyy

FTI3UH¥EY

8. BALDIE

WP PR, IRER, EIRIKTR, BRI O BN
FERCHEMSMBIER DS B DIz L OWED H
%, )

) EFALPOmANIEETIEHAICE, BLehikS

E- 3B 30t

PTP A3ED AL PTP > — B HR Y H L TIRAS
HEoEETHZ L, [PTP — FOREKIZLY,

TESA T A BRI~ A L, BIIFFAEED

L CHEthAIR R S D EE R A IHE & 5692 2 &
EEhTns, )

9. ZDMDITE 1

(1) AN X 21EEY, JRRARHOZEIRFENRE S
TW5,

S\ E T I S A7 FREE S B U 7 RS AR AE R

UKFRINVIHE - WKL) Z2HT 2 EiinBiaE 2 xtg &
L7- 17 OERRERICHBWT, FEOIEERGR
MR R T T B AR ERE L el L CHEIT R
N L6~1TEEmMN- T ORENRD D, 72k, K
#H| & oBEMEIC OV TIERFT S TR T, Bk
TIER, Fiz, AAETOEFEREICBNT, &
TR AR b JEE PR AP SE & [RARICSE U3

@

HR, PRI, fREE, FiEGRIKT, S o
HIEBLRE TR RO SE RS MEIE R 23 8 b DTz & DA
05, ]

Q) EAPOmAMIEETIEEICE, BLehiks

o2&, IWER (T 1) THIT~OB o2&, [t MRAP~OBITARE ST
IrRgEshTng, ) 5. ]
1. MREADIRE 1. MREADIRE
IR ARRER, B, UL, SISO ANRE T DR EVRITIRESL L Ty, TR
DRAEMETMENT L TV7RVY,  (EARRERA 720, ) BRasien, ]
8. BERS
iz, £

AEN O R G, B, /RN, AR
E, e OHERIMEIER, RO O BIECE
HERIEEN— R R (EE 10%LL ) &L
Thobhd ZERREINTWD, El-foE
KAER E LT, e, &8, BEUEEEEERE
AR, BRG], %A, BT S D WIHEmE, R
R FEEE 2%LLT) KOVLIEIERH bbb
ZENRBHD, 450 mg FREOLMEBERGIC X H5E
CHIOWENRDH DN, 2 ¢ o@ahBERE oL
L MESNTN5,
NE :

FERMMEEANTA STV, I TN
Zl, REEFBEICRALZEAIE, BEEHD
WIS MR OG- 24T 5 o ARFNITEMER & O
R FRORI RN 50~60%IK T3 %, [LHERE
RN REF DE =X —H (TR 5, (KT,
DB BRI B K OIS RBAR TS X U, 38 81 70 RHE SR
BETOIZE, TRLFU Y, KRV, HDHN
WD B -ZHET =2 NEEEA T 2 AN
MEZFICE(E ST D RN S 2O THEA LT
X722 B 720,

9. EALDEE
#

E- 3B 3hi

PTP ELEEDIANT PTP > — 5 HY L CARA
THEOEETHZ L, [PTP v— FORMEKIZ X
D, EOSAENEEREASRAA L, BICEELE
L THERTRR SO EEREIHEZ IR T 52 &
NELEIN TS, ]

" BRI AR

UTORICEETH LB ETHZ L,

1) ZVAZ—v— bR LTRATS Z

L, [PTP > — hOBREKIZ LY, BTN

BRI AT L, B3R 2 U CHERR

AREDOEERAGIEZ IR T 2 Z LM S

ncTns, |

TV RY—— B EY K BRI, Bl

= hEHN LI, o< LIEDETHL

W3z &, RIFRPENNAE a3

T5Z L, BEANCHRTRD LN =D, v

— FEFHNESPTITHLEZE Y ET5LEND 2

LD 5, ]

AR TH D7, HEHBENICH W FTTY

AH—— R PLRY L, EHIZOFIZAR

5T &,

@) Bl-EFFoRETHE
L.

0. Z0HnFE

(1) AFNC X215, RIRARHOEIRFENRE S
TWa,

(2) MBS TIME S 72K D DI TR O R 1R
WRPEREE D 5 SiERE &) 26T 58H %
X E Uiz, BHEOP D SAIOEH T 7 & ARt
FERRBR O MEHERICB VT, 24 UL T OB
T, BESESLHBRERORBO YU 27 0505
ORI ERETT T ARBEE il L CEido T, 72
B, 25w EoBEICRIT 5 BRAESCARE
MOFETOY 27 O EFITRD BT, 65w

@

€)

K7ZLTHRALENE

1.7 [FIFER) b — 5
26

*®




— XA B

Jorovyy

FTI3UH¥EY

€)

)

DLEFITHET D L ORERD D,

BWHFER (%) THILEASRD bz,
OFEAN IS hEz, B, MEEEICLD
MR 2 REEAPEAL T2 "TREMEDS & 2

FolilE (v, v ) 12104 BERRA#

B UEBAFMERBRICE N T, v 72 (1 mgkg/
ALLE) CHMER, TEEEE o b

(1 mg/kg/H) THBEGORABED LH13R
WwHNTZ, TNHOFTRIL, e s T IR
L7 LT, FoETIEL< BTy

%o

FlzBWTIZED Y 27 B3 LT,

(3) MAFMRBRICBWNT, Hi~v X (8 mgkg/ HLL
&, 215 H) ROWET >~ b (2.5/4 mg/kg/H LA
E, 21 % A, #5211 Bi2E) CILRESO
ARED FRPHRESIN TS, TRLHDOHTA
1, 7ag s F U ACBE#E LB bl LT, Fo
BETREI<MbNTWD, BB R OV 1R
EIZBWT, b MBI ARAS 2 WIEROE
AP 5 & EERAE & ORI IARE 7 BRI R S h
Tb‘fib‘o

4) HETEE S 72 FRAE L BIE U 72 KRR IR
UKFBANGIRE - 2V R) 2T 5 EindE 2xt5 &
L7217 DEERRBRICBWT, AflZ Gtk Ei
FUBSMRIE R GRET 7T B AR B L i L CHE
TN L6~1TEEmN-oTz E OWERD D, 72
B, KHIO 5 RBRTIE, RIS
A, RPN MR IEE) ORBEHENT T &
REHBLTEL, FORTOERKFE LT,
Hin (80 7%LL L) |, HEFRIREE, Ny UTEY
VREHOGH, MERAHERNAHRE I TN D,
AR P 2 568 L 7= R IC BV CIE, Ml s
= BN R E - & i OBEE UL A D,
WS D fERR K2 L T2 2 &R Sn T
W5, F£7, SMETOEFFHEICBNT, BRI
FEARI IR & FEETIPURB R IR & RIRRICE R o |k
FICB59 5 L 0BERD B,

YRAF ST
ﬁgﬁ;m 2015 4 4 A BT 2017 4 3 A skET

# VT LRV EEOLOE
g% — #W UL A T 4 RAEEO R OTEHE

#it . V7 L XYL O DR

1.7 [FIFE R Zhin—Fa 3

27




= 1.7-3

RERHNA—ER

—RINAFR HIFFEVIIEE YRARY FY
w7 )L 25mg fE, a7 /b 100 mg §E, PO ZRE—)VEBE L mg, U ASK—/LEE 2 mg,
w7 )L 200 mg §E, 17 =LKL 50% Y AR —)VEE 3 mg, U ARSE—LHIRL 1%
Wis s, ") A —/L OD i 0.5 mg,
- Y Z3% —)L OD $E 1 mg,
U AXF—)L OD $E 2 mg,
Y 28— VNI 1 mg/mL
A SERRIE G 7 AT T AR BEIRSE I« Yoy 77— B RE R A
25 mg $E, 100 mg HE $E 1 mg, HE2mg, MK 1%
2000 4E 12 H 12 A 1996 %4 A 16 H
AR 50% PR 1 mg/mL
2004 42 A 27 H 200243 A 28 H
— 200 mg $E $E 3 mg
R 000 427 7113 | 2002 4 12 A 16 A
OD #E 1 mg, OD &2 mg
200743 A 158
OD #E 0.5 mg
2009 47 A 13 B
BEERE BiMEREARFARAH BEERE BIEBRARSEAAR
FRAEMEARFEAR 1201043 H 24 H FRRARMRARFEAR 1 2008422 H 26 H
PRRAAE R - BEHIEE 14 558 2 W 3 5 ORIRIES (B 1 mg, #E2mg, MK 1%, WA | mg/mL)
) OVTIUTHEZY L2V, TR R . SRR 14 &0 2 A S OKIMET
HH) OWVTIUTHEEY LRV,
BEEYM
PR - w7 )L 25mg §E - 100 mg & BETHM
FFEEAT 2000 4F 12 H 12 H~2006 4= 12 A 11 A6 4, #T) CREE N L)
17 )L 200 mg HE 64 (ifi TAEA 200244 A)
L7 CUNEIOBAAY & T MEICEE D B filigE:)
a7 T UEL 50% 445 (W THEA 202042 A)
2004 £ 2 A 27 H~2006 4 12 A 11 HEEH ORI
f, #71)
B sy | B, A7 SIS, e ]
N CHs
AN G/ \
O A ) . " v
et | | X T 7 « Ho,c A COH
S~ o F
\/l 2
N-~o
Bl gl
25 mg B : 1 EFHBZ =F T 7~ LRl BElmg: 1E8EPTHFY AU Fr1mg
2878 mg (7 =F 7 2 L LT 25mg) $E2mg: 15EFHRY AY R 2mg
100 mg 8 : 1 SRR = F 7 7~ L BIE $E3mg: 1EEPHAY AU R 3mg
11513 mg (7 =F7 > & LT 100 mg) 2
A - o g 200 mg §E : 1 BERHB I = F T T v LB R 1% : 1g P HBY ALY K 10 mg
7 23026 mg (7 =F 7 £ & LT 200mg) OO RN R R RE
AIRL OD $£ 0.5mg : 1 §2+H Y 2~V R 0.5 mg
MBI 50% : 1 g MHRRZ =2 F T 7~ LR OD #E 1 mg: 1 §EH U AU N 1 mg
575.65mg (7 =F7 &> & LT 500 mg) OD §E2mg : 1§ U AU R 2mg
A
A Il mgmL : ImLHFHFY AXY R 1mg
e IR #€£ 1mg, $f£2mg, OD & 0.5mg, OD £ 1 mg,
OD £ 2 mg, %I 1%, WAK 1 mg/mL
i - D L S
RO BEAARRY T SEICHE S B
#€ 3 mg
HEE R FE

ZNRE - B

RO BHARY b T DRI D BRI AR 2

2B % o AT 58A1%, FAIE LT 5 mll b 18 MRl R
i Lo FIHEHTHZ &,
HE
W, A= F T e ELTIE2S mg, 1 H2 | 1) HELFAE
k- A& | U 3 B0 ESEZRIGL, BEOREIS L ThRA WA, RAIZY ARY Rl LTl 1Imgl H2

IR D, @E, 1 HEE#13150~600 mg & L, 2

MEVBAAG L, tR2CHIET D, MRS 1A

1.7 [RIFE R0 dh—

28

L ES




— R4 B HDIFFEVIRIEE YRR Ky
X 3 ENC T TR AOE ST 5, 2~6 mg ZJFHAIE LT1 B 2EIC/HOT TRRA#ZET
B, BEBITER - ERICK 0 EEEET 5, 7277 D, 7ok, A, JERICK 0 EEEET S, HL
L, 1HELLTT750mg @220 &, 1 &I 2mg 2202 &,
2) INREADBRRRY 35 LIEIZEES SRS
{KE 15 kg VL L 20 kg Ri 0 BH -
WE, VAU R LTI1IHIIA025 mg X YEE
WL, 4HELV 1 BHO0Smg % 1 H 2 BN TR
A#59 2%, ERIC RV EEEET 22, HET5
Lax 1 HE EoMBEHIT T 1 AEELT
025mg T OMET S, AL, 1 HEIZ 1 mg # B X
RNk,
RE 20 kg LA BB
BE, VAU R ELT1HI1E05 mg LVEHE
WAL, 4HBREY 1 A1 mga 1 B2 ENCHT TR
A#59 2%, ERICE O EEHERT 22, HETs
LA 1 EMU EoRMEEHIT T 1 BEELT
0.5mg T OMETH, (HL, 1 BEE, KE 20 kg
Lk 45 kg RiOBHATE 2.5 mg, 45 kg UL EDOEE
[Z3mg B RN &,
AEIOTEEACHIIT XY RY R Th by, RUALY R
VEOOFRIC K VIERNERT 2 BENRH D720,
ARFNE YR R 2EHT 580 8EA L& O,
WETDHZ L,
f(RBIOHDEEEE)
k- & 0.25 mg BT COFRMETA LTS E 1, NAKIUTA
BT 2 - KraERT 5L,
i Lo
HE " (OD gREIDHDEEEIE)
1) 0.25 mg B CTOFRENLEREAIE, WA UT
MR AT 2 2 &
2) AFNTOEN TIHELHICHRET 5 2 &0 DEEE DO I
k7 L) THLIRATRETH S, £72, AHNTORE
FER D> B OWIIC & 0 ghFFBL % WIAF T 2 BH ¢k
RN, AR MR UK TR AT Z &
() F LW ED LR/ S, HEREES b7V R—v
A, BERFVESIES OB RRFEWER AR L, BT
WCEDHENRHDHOT, AEFL-HIL, fREEOH]
EHGOBELE+3ITITH 2 &,
s Q) BEHIZHTE-> T, o2 U ERETEHHEILT o
= DHRENHDHZ L E, BEROZEDOZFKE I/
BIL, n¥e, 28K, 2R, HERSFOREICEEL,
IO LI RIERN D S GAEICE, Bkl
L, ERiOBREZITLED, BETDHZ
L, ([FELEARNEE] 0EZR)
BE (ROBHZIFRE LA &) B (ROBFIZEIBELLGEWVWIE)
() BRERREORY [BIEREZELLIEI2BTARD | 1) BRREOREE [BERELZBE(LSE2B8ZA0H
%51 %, ]
(2) 7SNV B — UERFHER G O AR HIF O | 2) 1LY — VERFEERGE O FR AR I O 5R
. BEICHHEE [P ER AR S BTICH2EF [Pl ERA SR I
e %] EB® D, ]
3)7 KL+ v aghiholzr (IMEER) 0mE% | 3) 7 RLFY 2590 oBE ( [BEER) oz
) )
(4) AFID RS xt Ui BUE DR FERED & 5 FBE 4) AANORRSY K ORY YR Ak U UE o BEE
5) BERIF OB, FERBOMERO S 5 BHE Db DHBE
1. BEERE (ROBBICIXEEICHRSTDHIL) 1. EERE (ROBFICTEEIZHRETSIE)
) FEEDHHEE [(AANZEIFHICE v ARBES | D O IERER, EBILE, UIThDOENDH
Na0b, 7V 77 UARED L, mApREN L LBE [—EEOMER TR bbb Z ENRH
HIr2nbs, bE BHIZIX1E25mg1 H % ]
LE) 7»oEE2BL, | AHEREE 25~ 2) RENROBELIED & 2 35, e RIVE QT MERIERE
W o 50 mg 123 570 A ORBABE L) HEE HOBE I QTHEAL T Z & BRMHN T
- 5T e, ( TEMEE 0ESR) ] LM E Lo BE [AFOFEKLIZXLY QT #°

O MAFZRE, B EREE, KmETEh oo
BV b5 BE BRGNS @Yo IR T2
bbb 5b, ]
TAMAEOFEEEMERE, T2 b OBEERED
boBE RERELETSE28Z00H
%o ]

@

€)

LRI D AHEMER H 5, ]

3) N—F Y URENIT L B/ IMETRIERANE D B D B
# [EPEFEWERE (Syndrome malin) 238 Z 0 <03
{Ted, Fiz, HEERSIEEROE(IZMZ T, &
i, EIRLSVOIRTE, WEE RS R AL EE

DIERDBFEIR T 2B TNDRH D, ]

1.7 [FIFE R Zhin—Fa 3

29




— XA B

HIFFELITIEEE

AR Ry

4) REARITZ OBEREIED 3 25 B, Je kKM QT 4
FIEGEROBRYE, I QTEELZEZ T Z LM
LN TWLEF 28 5 h DB [AF OS5I X
D QT M@ IR T D rlaetn’H 5, |

(5) BEREXOBEAEEOBESELGT 5EH UER
TR BENLRD D, ]

6) =lnE ( [SRE~NDERS] OHEBMR)

(7) BEIRIGOFIEIE, &b & 5 O ARG OB IR 5
OfERKR T2 HT 588 ( [EELGERMEE)
DIALR)

R

2. EERERMER

(1) AAlOEHIZEY, FLWMEHEDS ER»5, HE
IR R 7 R— R, BERFEME SR O By
Rz 7285 2 ENnbHDHDOT, AFIELGH
1%, MBEORESNE, 2K, 2R, BRSO
BEEE 72179 Z &, KR, @ikl RSO
BEPRIF OFEEIN % A3 2 B8 Tk, mbEEs -
L, EHRE2Z22MICELIE2B8ZARH
"y

Q) EIFEN D SONDZ ENHDHOT, AEIFREGH
1%, MRS, ERRE, wIF, IRER, IR, Rk
EEDORIMPHERICER T2 & &b, gD
HEEOBEE+HIITH 2 &,

(3) AFNOEEIZEL, Ho5 L ERDHATR)D
BUWERADN BT MAND D Z &2, BEKROT
DOFRIZ3ICEHA L, \iER (0¥, %
)], 2R, BRS) , RiBER GO, B
B, W, R, IR, EIERREES) B L
O XD RIERD D BN IGAEITIE, EHICE
Ha2miL, EMOBEEZT5E5, fHETDH
Z

@) KAIOFLIZ LV IKENE KT ZERHDHD
T, BEWEICEREL, BEOBENRD bbhicGs

X, BEFEE, EEPRESEOMUIRLEETTS 2

L.

AENE, BRI IRR BRI SR LR 4 i =

FTIERDHDHDOT, SEBL BAH, HEVEDOKM

FEIERDS B & b T35 A I RS, E R E

#ITH 2k,

AFNTEE U TP RICERT 2720, B

R, HEN -9 - KESEZBEHEOE T E

ZHZEBHDHDOT, AFIEETOBREICIIAS

HOEGESMERE A BB OBREICHEF S 20

LIHCERET DL L,

RITAIRIED & O 0 B 2 DS, REREIR S E

D ATREMEDN 8 D O THIE 2+ 1TV 22 03 B IEHR

HOMBEHD LoD, AEZRLITHETSHZ

EMEFE LW, Fio, EROBLNRD bz

BT, MOIBRFEICE Y B2 57 Sy A

ITHZ b,

8) HHEEOZWMIW DI LEEDOFRIEIZEY, R

MR, O, R, R, NEMESE OBEBUERD B &

b eEndbsn, BhERILT AT,

B TR T D SEEICITY 2 &,

PURBHIRIRIC R T, ERE, BRIMARESE D

MARZFEMRENRE SN TVDLOT, RENKE, £

HHRNGR, AB9, BiACRIESOGMRIN T2 F 7 5K

FIERETHACEEETDH L,

©

=~

6

=

(7

-

©

-~

4) TANAFOREMIRE TN OBEEREO &
LA REMELRTIEIBENRH D, ]

5) BEAEXNOPBAEROCERESEE AT 285 DR
BEAAIEDIRBENLD D, ]

6) MEHEOH HEE MEEZELISEI BTN
b5, ]

7)) BREEOH D BE RO OIER L)
AUC PMEKRTHZ L35 ( TEYEEE DA
S . ]

8) BEIRIXILE DR OH 5 HBE, HDWVITHER
EOFIERE, b, IR ORER R O fERA 1
AT HEE [MEES ERIT2Z01H5
( TEELEARNEE) , [EX4GEMEA) 0HE

ZH) . ]
9) minE [ [EHE~ORS) , [ENEBE OHS
]

10) /NE [ TINREADKRE | OHEEBM]]

11) SEPnBEIE O 85

12) Wik « SEARARIES 2 £ 5 HREROH 5 KR
F DEMEEGERENE Z 0 0970, ]

2. BEERERNER

1) B5OH, HREER, HEEBRHNC o QEAPRGERE
FICESEMBELERH SbhD 2 E3db D
DT, LEILRAIHEREL, KRLERS S DI
TGO RIS, WY EEIT O Z L,

2) IRR, TEN - £ - KIESREAZOETH
BZBZLEBHHDOT, KA POREICIZH
BIEOEREMEREZ M D BROBEICEF S8R
WEOSEHETLHZ L,

3) MAKREORKICBNTIE, BE, B &
BEOBMEERZEBL I D AHEMEN H D O THL
25 +312ATV, LR A S NG AT I thoR
FRIEICHI 0 R 2 5 7 SO B ERAT O 2 L,

4) AHFIOFEIZLY, EiECHE R OE(LR D S
b, BERIFMES R 7Y F— R, BRI
WCELZERDHDHOT, AFIFGHIL, OB, %
R, 2R, HRSOEROBINEETIE LD
W2, HRITHEIRIE XX F DBEERR B 5 W E DGR
T2 AT 5BECHONTIE, MEEORES D
B toiaro e, [ MEERE) , TEX
HRMERA OES ]

5) RMEERDH LD ZENHDHDOT, KHFLEH
1%, BORE, ERRE, WwTF, IRER, IR, Rk
EEDORIMPHERICER T2 & &b, gD
WELZOBMEE+mifTo 2k, [ TEXLEME
A oEzR]

6) AANOPHIZEEL, HHUH EFL4) KOVS)
DORVERBRBET 25413 HL L%, BEEL)
ZOFEBA IR L, Bk (0, £
%, IR, SRS , KEEER (B, Be
B, T, R, IR, EIEREES) R L
ZO XD BRIERDR D BN HGEITIE, ISR
AL, EMOBEEZTHE5EETHZ
L, [MEERE) , EXGEMER) omz
]

7) PURMRIRICIV T, ZERRE, FIRMAESE D
MARZERENREENTVWEDOT, RENkiE R
HABNER, B9, BACKRRESE OEMIN 2 A4 58
FHIBRGETHCEET 2L, [ TEXYG
EMER) omEsE]

8) /NEHIDOBANRY b T MEEITHE D BB %t
L CAHIZ BG4 55410, EMNICZEER Y
FEMEAFHE L, BARE RSO S Ly
ek,

1.7 [FIFE R Zhin—Fa 3

30




— XA B

HIFFELITIEEE

AR Ry

3. HE/ER

ARFNZ OB CIRFIRH S D, AFOREH

WZBE 592 72 P450 %3213 CYP3A4 TH 5,
1) HREZES (BFALAEWVC L)

3. HE/ER

AFNTEE LUTFEHEEE CYP2D6 TREt s 5,
F72, —EBCYP3A4 DEAELRIBEND,
1) HREZES (BFRALAEWVLC L)

o ERERIEIR - R - " ERFRIEIR - R -
EAEF HEH® ERET EAEF HEH® BRETF
T RLFY 7TRLFU | T RLFY > T RLFY 7TRLFU | T RLFY >
(RAIV) OEMZ Wi [ 127 KL+ AR OEM Wi [ 127 KLtV

S®, EER | SEEE o, S, mMER | EE#htta, B
mERE T2 | B- ZFEOH TEEITE | Z&EOFIH
ITZERD | WAITHY, ENDRDH D, Hchby, K
%, KHNO o - 3% il O o5 75 PR

¥ A A T 4 WrfEMIZL VB
kv, p-% 225 R o K 1
AR o Jill 4 AE B EAL & e
FANEN &7 v, MmERKT
., MmERET {EH 23 HE 3l =
YEF 23 1 9 & nd,

"o,

(2) AR (BFRICEET S L) (2) BrtAEE (BFRICEET S L)

o ERFRIEIR - R - " ERFRIEIR - R -
EAEF HEH® ERET EAEF HEH® ERET
FRRR Al FRORX AR B | 3K R A FRRR Al MAEICIER%Z | AF KRN
il ERAHE®RY | EAz2R # (e a5 2L | oA D
T a—L LZERNDDL | ER’bD, — R | Wb D DT, | AR HE

DT, fHxeo %) WET 572 E | Bicks,
B O EIR & |8 &I H T
CNEEMEICE HZ kL,
BL, HEI RN AEH) MAEICIERZ | AFIEX R/82
b5 35z 3K W52 | VIEKIER %
L, N5, ALTWbZ
CYP3A4 & ABOERN | AH O EER b, R
TER%HT5 WHEmT s & | #HEETHD I UAEE AR
SEHIH nHb, CYP3A4 DFE IZB W THE
TJx=h AV kv, KA ARER T 2
HNNR=E DI IVT T Al Be N B
v ZNHINT B %,
SLEY =L SEnbB, ||| REE R ERT I E P ACEED
IR ShE A IS B WYL | HO
Y77y 57 ==t b5, HA > W I AR
v LS IS & B
£ BT, A T a— MAEWZIEREZ | 73— 0%
Aok sy AR5 2 & | HOHE AR B
TIUANRK S N5, fER = A T
fRlc#meu, %,
Cmax K O CYP2D6 Z [l | A A K Q&M | 2 b D KA
AUC XL | | | &2 4 R o i | o 3 X
no66% Kk O (RaxtF | BENEST | FRAEMEHIC
80%IK F L7z, L) 5 N b LA,
5, (1%
B OHES
)
CYP3A4 %% AF J OFEE | 26 oA
5 HEA @ oM | © CYPIAL F
(W< | BENMETS | EE MK X
vy, 7x= 5 &N b A,
ry, U7 5, (T#E#9
FrEYVY, EiRE] OIES
Zx /) N)LE )
H—)L)
CYP3A4 % [H AFN R OWEM | Zh 5 oA
EF DA fR#HH O MmP | » CYP3A4 [
A v7ar WEMNEFT | F/F B ICX
V) — L) 5 DN b D,
5, (1%
B OHES
)

1.7 [FIFE R Zhin—Fa 3

31




— XA B

HIFFELITIEEE

AR Ry

3R\ CYP3A4
FEFEAZA
ERAES

A +FaFY
—/v

&

AFlOEH %
Wi+ 5k %
nn bHsn o
T, fHx DR
FHOER B W]
AEMICHERE
L. AAl %
BTLREL
THEEICES
THIE,

i N N
il o i 4
BE S i i & e
D . QT REIfED
EET D%
nnb s,

ARH O EFEA
MR CTH D
CYP3A4 %8 <
P 3 5 7=
& I 4T R
ENERT D
"B B
%o

S E AT 58 D
CYP3A4 [HEH
ThdT b=
F = (F
O BENR
F5e) & OFH
B 5 LEE
X, Jx2F7
B2 D Cmax &
W AUC iZZ2h
o E 5
D 335 FEEW
622 5 Th o
77,

CYP3A4 [HE

ER%=AT5

FEH
T2~ A
v

K

=¥

KH O NER %=
il A S
nn b snro
T, fHx DR
F O RE R KO
BRMECEER
L., HEEICE
5452 &,

AFH D I HAR
Cil =

% CYP3A4 %
fLEF 9 2~
i B g
ERERT S
AORE M B
A)

) ZhooEzfGPibd 256

BEETDHIENDH D,

4. Bl¥EA

&R £ TORKRRBTIL, SERI% SR 584 it
365 Bl (62.5%) \ZEIWEAGED b, EREIEM
Rk (17.8%)
R4 (10.6%) TH
il DR A A o0 B A B 1k, ALT
CK (CPK) Lk &

AR (193%)
(142%) , B2 (10.8%)
* 7z,
(GPT) L& (83%)

> 77,

(74%) , T4 WA (71.1%) , AST (GOT) L&
(6.6%) , 7uZ 27 F > FH (63%) , LDH L&F-

(5.5%) EThHoT,

Hiflitz DA TIE,

(1.9%) ,

& IEE (3.3%)
FFFEREREE (1.6%) , BRI (1.3%)

=%, AR

1,158 f5ilH 309 il (26.7%) (ZE&
RBREMEEE 25 0RERARRO TV D, ik
BIE AR (43%)

Tholz, £z, HBKBREMERFEIL, ALT (GPT)

5 (2.0%) , CK (CPK) L5 (1.9%) , (K&
m (13%) , aLATe—8in (1.1%) , y-GTP
EH (1.0%) HThotz,
(AR Faman - 2010423 )
T ORWERIE, ERORE - HED 2V ITHER

HHETROONIZHDTH D,

(CYIN

{5 b

() EX%GEER

1) EifE, ERBES VTV F—V R, BRR
MR . SIEE (1~5%K0) 2d 5bh,
BERIGHE S ST 3 K= A, i FR 5 ML 5 i
(WFRHEEERRAY ) NOETCICEL L
DM RRRE - LD ENHHDOT, (L
PEOREe, O, Z8, 2R, HERED
BEE AT, BEHSRD HREEIC

4. ElEA
<& KFAE >
A ISTIE B &b B & U T2 /KGRI R OV SR A %
TR I DRI 4,625 B, BIER (KM
BT 2 & Te) 13 1,445 1 (31.24%) 3,675 T
ROLNTZ, TOERLOEFIT YT 229 f
(4.95%) , AHRIE 190 B (4.11%) , #RHk 142 fi
(3.07%) , fEFk 138 5 (2.98%) , HFPE 138
Bl (2.98%) , fHEHIR 118 # (2.55%) , FitiEZ
117 il (2.53%) , RZ2 110 B (2.38%) , FREUE
106 B (2.29%) , WEME 93 #1 (2.01%) TH-o
7=
<INEREIDOBEBARRY kS LEIZES SRS >
AN B AR O BRI T 5 BE
gl LEENEERRBRICBNT, BIEM (5
RMAME R T 2&T) 1% 38 it 32 ] (84.2%)
RO LNE, TOXER L O HEIE 24 4
(63.2%) , {REEEAIN 13 B (342%) , BEILHE
10 Bl (263%) , w7077 F M 4 #l
(10.5%) , &% 3 #l (79%) , XiZn 3 #i
(7.9%) , TZEVEDE 2 6 (5.3%) , EFL 2 4
(5.3%) , BB 2 Bl (53%) Tholm, kR
%)
[BEXLEMER) RO TZ0/OBIER] »HEIC
B 2EHWEROBEEIZ W TIE, HAKFIERSE
ERGE LI RICHESEEH U,
1) EXLEIEA
(1) EMEERE (Syndrome malin)  (0.15%)
HEEE O R TEA, o T R, SR,
MEDOLEH), FTENRHEL, Ik
RN OLNDHAE, BEEPIEL, (K
WH, KRS0 EIHLE & HICHEYR
W ZATH 2 by ARERAERFICIE, AIMERD
ey CK (CPK) O EHRHLND Z
ENEL, F, IAT v UREED B
OERTRAONDZENH D, 2B, @&

1.7 [FIFE R Zhin—Fa 3

32




— R4 R HJIFTFEVIRIVEEE YRR Ky
X, BEERIEL, A R) URBIO®RE S DERE L, EGRBETE, PRORAREE, SBREN,
12728, WMYIRMEZITH Z L, AGELR, BB RE~EBITL, KT D

2)  EfE : KikE EERHT ) BAbLbhb ZEnb Db,

ZERHDHOT, PO, BRE GBIT, R (2) EBHEUCRFRTT (0.15%) : EHELIC
By, IR, Bk ESE O MAER 2580 5 LV, NEREOREEENH b, &
niGaci, 5 &Ik Ll s 17 HHIL% b EHET 2 2 &N D,

5k, (3) FREMA LR (0.06%) : BEHE (&K

3)  EMEEERE (Syndrome malin) : EMEEERE AR, Bl - WaH:, F UWERE, o
(1%K) BHobnd I EnHDHOT, MK H D VTR K OGN ED D 5 - % O E
EhHRER, SR OFRIRE, WE SR, SR, M R ERL, BHEMEA LY RIBITTDZ L
EOEH, BAENAEIL, O E>D BHDLOT, BEKRENSS SbhgAIC
ERANLONDEEE, BEEFIEL, K X, BEEPILT A CEU R AEEITD 2
WAL, KROMIREDO S EH L L bIEY2 Lo B, AANTEER (o X) THIMAE
B ZATH 2 &, ARERIERFIZIX, HmEkD e300, B - EE2 RBEEL
AL CK (CPK) @ FHBHLND Z &N THRREERH DD THEETHZ L,

%<, ¥z, IAT vV REMED BRI (4) WMARABILEDREESHDWEIRE (SIADH)
THREBNDZ ENH D, (BEFEEARB) ® 0 & R Y o AME, KR
RE, BEMNFE L, EikkEE, UL BEME, RPN o AR EORN, &
PEER I, BiAER, BB RE~ L BT RIR, R, BEiRbEES A O SRR A E
L, SECLfInEHE S Tn 5, VARG S WEERE (SIADH) 23 bbb

4)  FESRMELE BRSO AMRIE GEEERIT ) LB BD,
DHLONDZERHDLOT, HAFE, B (5) RFHEEREE (0.97%) ., #|HE (HEARWH) *
&, CK (CPK) L&, mMPRWRFPIAT = v : AST (GOT) , ALT (GPT) , y—GTP O
vy BRGNS b GA IR 5 2 ik RS ITHRRREE, HEAbLDbNRD
L, WUIRMEERITY 2L, F£71-, BEUHRE ZERHDLIOT, BEETSITITY, BRER
RIEIC L D BAMEBRREORIEICERET D Z RO LNTGAICE, 52 RIEL, @72
&, WE AT Z &,

5) RREE RS (1% BNHLbNLZ END (6) HEMURAMRE (0.02%) : AR, WAL,
be ZOXDRIERDD SN HA T CK (CPK) EF, M RGRPI AT mE Y
Haikd 57 SO B AT Z &, R AR T DR EARE N B b D

6)  EEENERIEE, AMERIRD : MIEKIERE (EE ZERBLOT, BENEOLNIZHLEITIE
REA® ), AmEED (1~5%FKiM) BH 5 BhHERIEL, WYRAEEZITYIZ L, F
PNDZENHDHDOT, MIRMAEEIT D 7 7o, RREUHEARIE L X B AR R & O FRIEIC
L, BIEE 01TV, BRENEO LN HEETLZ L,

Bicix G 2 Ik 5 e Cil U AL E A 1T (7)  FEIk (0.35%) : LEME, DML
Ze, MERHLEDLNDZENHHDT, ZDEH

7))  FTHSEERESE, FUE : AST (GOT) , ALT RBAC G ETIET 5722 L, WEYRALE

(GPT) , y- GTP, Al-P & EFZ%MES R {15k,
HERERE S (1~5%A0) , #IE (BHEARH (8) MHMEEE(0.04%) : MM EFREENH Hbi
BY BNHSbNDZENHHDT, BEE T+ LT ENBLHDT, BRENREDLNTZHLAIT
SHITATV, BERED bR HAICIT kG % G 2T AR Y, WMUARE LTS 2
kT 57 EME R E AT 2k, =

8) BREEMEA LU X IBERE (BRENE, B (9) =Mm# (0.04%) , EREKES LT K=
o WEM:, 2B LUVMERE, SO H 5% R, HERAEEESE GEEARF) FV O EmbE
RE R BN ES O 5 > #EOIER) %3k SOMERIBOBEALN B Bbot, FERBYES VT
L, BREMA LY 2 (1%K6H) (CBITT5 2 VRV A, BERFGEEEICEDLZ LD D
ERBHDHOT, BEMEN S LN EIC DT, AABEFIL, OB, 8%, ZR,
1, TG EIET 53 C@URAEEITY 2 REDIEROBIUCERE T L & bic, mpF
&, BOWEEAT D 70 &+ Bl 21T, B

9) BRECIXRIT : OO REEED) BRDLNEBEITE, #EH5E2PIEL, 1>
(%K) 2d b, B5HIE% bR A2V RFI OB G SEOEY) R NEEIT D
LIENHD, L, [ TEERE), [EEGERNETE)

10) FHERLE, EEBEIRLARLE : JUEmmkics DIES ]

W, ZERE, SIRIASE (O b
RED ) GO MBRERIENRE SN TNDHD
T, BEE+SIATY, BOh, Mo, DO
DEYF, FHEESED bNHEICE, B
LT D7 YRR EEIT S Z L,

1) EIN A SRS ORIER O 72 I,

1.7 [FIFE R Zh i —Fa

33

(10)

(an

(12)

*®

EMmEE GEEERE) £ RN SR
L2 ENBBHDOT, B, BEE, BT
PR, IR, R AR K M EAE R 23 5R
LITEEAIIE, BE52F I LY ez
1ok, [ [EEREARANEE 0ES
]
WMEBRITRE CHETRH) =D BHmBkiED
(0.56%) : fEFERIERIE, HAIMERBD RS D
bbb ENHDHDT, BEE 5TV,
FHENRD SN BAITHR G AR IR 5 7
EY B EITH 2 &

ERE, FHBIRMEE (HEELRH)
Do PR MR RISV T, IEEARE, R
HIES O MARERENRE S WL TWADT
B2 25TV, B, MadE, PR oK




— XA B

HIFFELITIEEE

AR Ry

(2) ZRHDEIER

(13)

I, IRESERED bR EAICE, B Eh
LT 57 L REEiTo e, [[[EE
HERWEER) OHEBHE]

BEshiRE GEEAR) Y ¢ o AR RRIE
Wi ERIZ S FEfahiRIEN H B b Z &
NHDHOT, ZOXDRGAEIZITHEY I 0LE
EITHZ L,

(2) TOMtDEIER

5% 1~5% 1% E WD XD Z2RIERNRD SN EAITIE, HEIC
LIk K K RERD GU, WHREEITH 2 &,
| NI, L2, FEBRER, 5 AR 1% 1% SERE B D
| SR | S, ¥, KR o | FEER Ut K =
| HEN L, s, I, & REXHK, B | HBk, Y,
B | R YRR U, (RN £ BAZ%, WHEEZE, R E, &
E BE#L-Lo | B IiE filize FA GV
KT, &%, LAk B U, IREMERE
FRE, B | LA & P, OB,
DOEEENL, U v 7 A 63 Bk, @l
v N—JTiE, JiE fiE = %, B TR
EIEARRZIE, L = %, DRIEERRYE,
T, BEEL, R =2} YA L R,
BERE, B =Wl iE B, Rk
A, A& | B, %, WG,
P, BRI AR E%, NEH
IS, ZEEE, JiE | iE, X =JE%R
BESTRRET 7 SR i 2, /R | ek E
r—=>, k| . R D
GIELT A H 51T B
2O, Il & &
BE, TEEHT 03
%, HEEHE, 1)
AR, = v
Fi:d THIY | VA R=T, T R P A
® 7, NRER A% N EN
A Bk, # | 1B, =% | #ERS fE
B HhEE, ) UEERE % P g
fiE A7 RN, % TFT747%Y
® FEHE, & — s, B BOE
7T50% %
2T E
(BEERR ==
1%) , ;}3 F2)
TR, A mTa T T
T AF R 25 I
DT, W A
FhEE E
1 TR ERD, M 1 Rk £
b3 I RN e n £ BERIR, &l | BRERILE,
iE, &, Eil MAE, ‘AT K7
i/ MR B 1k, ZEE,
& MR, & | KT, & IIKESIN & ARG E
B’ SRR | R, AR R | . [6)
e £, L | BEAR, St iE, *®
ER JLiE, o DX =
CAEE QT #E &
5 z
iy AST = i} JiERi9e B | FIRE, =1, 9O, U B F—GR,
ik (GOT) | #iE oA 5 | RE, LR, MHORE | AR, <N
&, w BE | i w, B, gE | IRF, HEEE
ALT = T, RERE R, AN Z
(GPT) R, MEARREE, LJE, B
5, BRER, AL
LDH k X, $EFELIREE,
5, Al- U B R—Jri,
P L5, AEfm
y - GTP
5

1.7 [FERZh S — B

34




5, Wi
A

Wai:, T
&, N,
HARRE, T

IEPATE, e,
e, HEBLTE
JE, fHREE, N1

— % T Y IFFTELIRIVEEE YRR K2
g ERPUS U] W | Ty | R OEW, K== —n
% AR IR ®| 7, SHL BA&, E | T —,
Er A | KB, BET, YAF | @R, BIR
ER fE | AR, XTT, =% | JE, B0
H R, & | AROUE, N8| K F | Wk VY= A, #E |, Kk, P
1t BRAIR, M, M, T |, W ED | S0 | (RANESEEE, K| B, BRI
Er) M 5= #, MEAR (L& b DX, MEB L, M| N, EEkEE,
ER B, B B | & H 9EYE, V| @), R, HE | Bk
AR i, [ A h=— | NEE, HiEkRE
Wb LU,
£ B (R TTTEIN
BEREN B, BRI AR
RN &, VENR, K
IR ", BiklLv
B DIXF, =FEkE
PR &= (Foboh
MR %), R
. W, FoiERETE,
JRESS Thinh
iR MELCH RS | 9594, iR RERREEE, ARBRK | RS, AL,
AR E EHEFEAE, IRIE | MEIEHRPAZ,
e m7a7 | T3RE, HEE | R, == g, HKRT | FHE, IR,
il 7F o | By, BRER | &b ARMG R, R
. JE, T4 B, EEIMm VRN Tl VR
] B, @O E, mAY Y| ME, m, EH, kN
AN LA | AIE, BR | K Fi, HfF PP B
W o —/Li | #, TR MIERERE
JiE R, B B, [EldsfED
TSH J& & F, HIg
2N &
TSH L [0}
&Y B
7% E
U R g
JiE i SR, JRMEAR WUk, BT o
1 PR 1 ik Wk, 8%, L= | v, ERIR
M JiE = PSR, B
PR ISR == BTwvr, A
N R Wreys, b
FTy4 I3 SEMHIMIHE,
2N IR
i i HEE ST AR L, RAETEER A2
HE & i, & i
B HIB 12 E JE, KM,
4 &, = e AL
fiE 2 . 29
s 15 s I R, 0%
b BER RS, i g Wk, S, s
R BEIRINEE, R | 2, & Er) e 5 o, MEAR
= RAE, JREA, FEH , RS S PR R S fi
% BUN L5 WA i) B, OENREE
VART L Ja, S, A
VA, ) 5 oI, W,
R & W TR, %
i ) PR, XGE 9
%K. it Slf, 7%,
JRERA [ W BEE, SRR
Gtk &
=
]
E
=

WAk, HEER
gz, ME,
fERR, LIEES
T, MEERZ

g, TR

1.7 [FERZh S — B

35




AR, KA
&, Mo, B
TRIE, SRR MR
&, &, &
I

SR eI (et

— 4 Fr JIFFELIRILEE YRR RS
% ek, | BIET, 2 | EHiEiE BT TR hE 3
) WE, | VF, RE, K| IE, L
1 CK HWA, M G E
(CPK) | Ji, #id, & | I, %
H, T | R, LOY | R, s
NI, | R, AR, e e &
(REHIN | RIE, RESE | 5, B || [E?
fE, 1ETH, AR, 3 LIPE, 95, S, HEBIE,
W, BAEE | iR I = 5 FERE, A EIE, 2
&, M £ Ws, @Ak, | R, SRR
fifiE, & THE B, MM R S
i U %%, BSEE,
%, ;4 BERGIRZE, HE
i) T %, ki
I, 18
T, 5
b 953 rE
fEgest B | A | AR, AR, | Y EDW, DURK
1, B R, ISR | W, BIEE, %
ok || # B, T B, R
%, % W, BUEE, &
kA5 B RS,
o8, & s
&E, (63
i E: 7
i, # =)
FE i
SEGERE || |
(= s
B, =
i, 5 bR IR,
S, B VREH, SR,
T, £ JR AR
[ [0}
M) oL 7
BRZN ®
[l ks
DE =
AN E6)
T £ | Ak | AR, AT,
|| | gE AR HUE, PR RE AR 4,
i EA ESLINE:S LRI,
) SMEORIEM. ENBEERELOR AR || & s A4,
GHOET vy Y ORWEM DI DR, B3 AL,
U AT #E,
E2) WSy B
= FLEEK,
& BN AR
& | B | 0w, mpE, | IE SRR,
g | M W5, HATHE P I
B | R | E BB, RS | BER,
=
b
&£
U
&
5
B
i
%

1.7 [FERZh S — B

36




— R4 R HJIFTFEVIRIVEEE YRR Ky
B& | ALT AST(GOT)HEMN, | LFEX T
K| (GPT) | Mtz vroF= | #EEY ) iR
B | s, CHM, i | EREEN, FRAE M
& | CK R o N, Btk TSR B
(CPK) | LDH #8n, £ | 5, JRBERM:
e KT, mh7e
Z U F N,
M rY oA
W, fi s
7tV Nt
n, iR SRR
IR N
Y, LEX QT
FEREY G
BRECHEM, v -
GTP 4/, 7'V
aO~NET
s, iR
Wb, A
B, IRERD,
IREBN, A
R, B
BREkHn, SR
BHABGME, Al-P
Hm, ~~ k7
U v Mg
& HRfE - HRYK Slon& s, W
== B L DK
th
=
B
ES
[0
A
B
a
id
fiE
D) ARHI O E PN RRER UL A TR
DRI T, SEERR RO LT R% I8
WCRRO BEITERM, WNCY AU KR
ZHPESRIER TSR TR B, EWNTHRAENT
WS DRIVEHZHERHE LT,
H2) BEISEOOLNHAICE, B5ERIET SR
)72 AT O Tk
H3) SRR S S b HAIIFMEILE U CHEY
WP —F v Y VIO B %, WY E A AT
22L&,
HE4) DBERICEEND S bNHEIEkE 2P IR
T 57 U LE AT O 2k,
WS WERIIRLIATO R EEBICREGET S &,
H6) BHEDFERD SN HAIIXEY R LE AT H 2

5. GE~NDEE

il Tl E (BIZIE 1125 mgl B 1[A) o8

LB, 1| BEEEL 25~50 mg (24 57 L AE

ORBEEZBE LN oEEICES T8, [E

HTCIRFEERE R FTErORAZ DT

T AN 30~50%MK<, AUC 13K 1.5 fCHY, &

WL R EE SRR A SR b TS (TEE

WERE) OESBM) , £, WEERRICBWT

et & e U, R ST MR I o0 % BB EE A3 0

THMANED N TS, ]

6. 1Eim, EiR, RILGEFE~OKRSES

(1) 3B« R TR L T S ATREME O & D 0@ A
i, B EOARENERIEAE RS LS
NEBACOREELESTHZ L, UHREFOREIC

&,
5. GE~NDEE
i T RAMRIER S DORITER 3 & b bh T
<, Fio, BHEREZET 2 EE Tl mEsh
WEMNES L, FRENEETL2ZE08HDDT,
A (1\05mg) »o&EETHRE, BHEORES
B LR bEEICRSTHZ L,

6. MR ER RIBFE~ DRSS

1) AEESUTAESR LTV FIREMED & D@ AI2iE, 1R
W LEOA RN fERMEZ Ea D &l S D56
WCORBEST L2 L, UHRTOREICHT D%

1.7 [FERZh S — B

37




— XA B

HIFFELITIEEE

AR Ry

B D RAeMEIHENL L TRy, BiER (7
FEOT X)) THRE~OBITARE ST

b, Fio, IHRBIICHBHHEERE S S RLTW
2%, FHANVICHRLRE S, MR, PRREETE, iR
B, ERRIK T, SIS o BRSO S (AR S
BIERDN B Doz & OWRENRH 5, ]

(2) BHLF - BILP O ANEET HHAITIE, B2
Ailbswnz b, [HAP~BITTHZ 038
EEshTns, ]

1. INREADEE

INREE TR B 2 AR ITHESL L TR,

BRIST2UN, )

(I

8. BEXS

IR -
F2ERITEIR, $EEE, SR, RIESETH 5,
FAUCEME, FECICEDERIRE SN TN D,

NE :
AFHN BB 22 B AN L 72 W 2 OHERIRIE 21T D
&, RHOBEREIIAETH D, FERIHIA &
D ONTEGAITIIKE O, N TIRERE DY)
RAEZFTH Z &, RILERD S b zA i
TR, AR ANEBN I D B 555 O Y 722 AL A 1T
YL, 2L, TRLFU Y, AU, K
B a - ZRIEWEHIC & 0 ARIME 2 B S8
HAEREMEDN B D D THEE LW &y

9. ERLODEE

HHIZZ AR -

PTP A2EDHANL PTP > — B HR Y H L TIRAS

2rHESTH L, [PTP — FOREKIZLD,

RS TAEERE IR~ AL, FIZIXFELEZR 2

L CHEMRAREDERREGIHEL IR T 5 Z & #

EEhTns, ]

10. Z0thoiEE

(1) AFNZ L2105, RN OIERIENHE Sh
TW5,
ENEGRRERBRIZ I T, AH & KBRS ARH O
OFEZE, HMMEERG A #RE SN TS, £
7z, WRERHC WA ERBIR 53RV T,
AHBRERERE ST D,

HMEC I S AU 7 FRAE LS B L 7R
CKFRIMVIRE - IR AT D milmEE L5 L
L7z 17 DEERRBIZINT, RFE S eIEER

@

3

AVEITHESL L TR0y, SRR HURS 4
BhShTha5a, wirdRicwmylES, Bk,
FRRREE, HREE, BERIET, SIS OB
FERCHEMSMBIER DS B DIz L OWED
%, ]

2) RATOmAIKET 25803, BLzPILS
52 e, [b FTHHBITARD LT
%, ]

1. INREADEE
HORAAE - (R AERER, HrAaR, ®LE, $iEX
WNRE R B eI L7y (i FA#RBR
AYASAY IS
INBHI OB ALY N T BEICEE D Bl - K H
AREIE, HrER, LR, 5 RO IRICHT 5%
APEIIRESL LTV Ry (BERRRBR2N 220)
8. BEXS
iz, fEIK
—ICEE STV D dE, FERIE, AFIOER
NEFNCFKBEL-boTH Y, MHEIR, 5,
R, {RIE, QTHEE, #EAIMNKIERETH B,
WE :
BRI 72 fRFEANL 22V D T, JERISH LT —RAY 7R
RHEFREZITO 2 &, BBEITS LT, K8 & i
L, BEOMMHEOHBLE+TITHI 2 &, Bk
B, TEMEIR B OVE TR 5450 Ei 4 it L,
REENRM H D72 DG 7l « MFROE=H
U o Tl MTBRT 5 2 &,

9. BRALODIE

PRI (TR

PTP AZEDHEHANT PTP > — FHH Y L TIRA

THEOEETLZ L, [PTP — FOREMRKIC K

D, VSN RIERBEA~A L, FIZIXELE

B L THERAREOER R EIHEL IR T D2 &

NEEIN TS, ]

1) EEHIZ AR
PTP ELAEDIRANL PTP ¥ — hH Y H L THR
ATsXo5ET22L, [PTP v— FOREIKIZ
X0, BOSATRSEEREA~TAL, FIZIEE
LEBZ L THRIRR S OEE R EIHEE 0F %9
L ENHEEIN TV, ]

2) IR (OD fFEDHDFEEIE)

(1) AFNTFO LoV THERZRESE5 LR
WY 570, KR LTIRAWNETHS,
7o, KTIRATHZEHTE S,

) AANTE-FEEDOREETIE, K2 LTRAE
iz L,

1) BEREK ARAICORERSES 2 Lk,

2) EFIZAME : EMmcB VT, B0 ER
ALZ2WE Y ITRETS 2 &,

3) BE&eZEt
HCADAEDOFrForiany 7 (2 bRy
VIR, FRErryvay T (S Famgs b
U h) ROHLT LA —MEmh gz 3o T #
Fy APy (B RFuafxvy) Lo
HIZED, B, TESERRTZROEI L
Mo, BAITRTDZ &,

10. ZOHDFE

1) AANC X D1EES, REAHOZRER S S
T35,

2)  HME T IHE X A7 FEEE L BEE U 7 RS IR
UKFBAVGIRE - 25 20T 5 EindE 2Xt5 &
L7217 DEFFRRBRICBW T, AflZGtedE et
FUSThREE R 5T 7T B AR B L i L TR
THEN 1L~ EEP- T2 EOWMERDH D, F
7=, SMETOBEFREICBNT, ERPUERIK
b IEERIPURARIRIE & [AERISSE R o LRSS

1.7 [FERZh S — B

38




— R4 R HJIFTFEVIRIVEEE YRR Ky
YU 53T 7T B AR G & ik L COE T5EOWMERD D,
RN 1L.6~17{EEro T2 L ORENH D, F 3) AHlzGT a7 FLF U AAEFUER O & 2 35
72, SNETOEEFTEICB T, ERGUR 5 2 SN BREICREWNT, AREFRIC S
L IEERFURA 3 & RAIBRICAE C R o ER/ICBE S IR BRRAR FREMERE DS ST b, i - i
THEORERD D, %I, IREOHEEZ AT Dl d 50T, fial

@) A X CTEHKE (100 mgkg/H% 6 LN 12 7 H WCIRBHE I A AR BREICSWTE R D X 9 T
B nfeblcky, aLxro— L AlkEEIC 5L,
Kb EEZOND ZMREBEANERRD b, 4) AFNTEHFER (X)) CTHIHERZHITDL L
LinL, I=2 A% (&K 225mgkeg/ A% 56 o, ORISR, IBEA%E, MIDES
W) RONF oI LTHENETRD 5 (2 X DRI RER & REEMEL T2 ATREME DS & 5
Nigvotz, -, BRRBRIZBWTYH, AAl& 5) ot (vvR, v ) ZHKRFEHED 47
B U7 A FRBIIRR 0 b o T, ~75 % (0.63~10 mg/kg/H) % 18~25 % H[H#%
(5) 7 v M 24 7 AMREOEE L= AJJEMERBRIC M85 L7 AJEMBERIZI VT, 0.63 mg/kg/ B

BT, 20 mgkg/ A UL EOMED $ 5 RECELRME R PLECHMES (YA, 7> ), 2.5 mgkg/
ORBUED AR RESN TN D, b OfE AL ECTFREME (w7 R) KON 2 W5
BOFTRIE, FTomEckB W TTrI 7T M g (T v b)) OFBABED EANRESI T
WU E LTHESNTWDA, B b Tl Do ZHMHODFTRIE, TuT 7 F Al fE LA
07y FUPRED LA LRI o B 1 B e fBE LT, FoETIEL<MBbATNS,
IZEN TR,

ﬁgﬁ;&w 2017 4 10 H & T 2016 4F 2 A 2kiT

# VAT = EE, U AT — VRO B DFEHE
ik — # oo Y A —)L OD $ED HDFLH

#i © U AN — VN IR D B DFLEL

1.7 [FERZh S — B

39




= 1.74 RERMA—E

RIASOEARN TEFE T LA VR

Wis 4, 7 VA NETEE S mg,
e V7 VA NETEE 10 mg

e RERTE ST« Meiji Seika 7 7 L~ HRalatt

KRAEA H | 2016 423 H 28 H

HEL - | BEEHM

TRl 8 4Ef (2024 4E3 A 27 Hi 1)
HHIX sy | BIEE, W5 RS
|CH3
AN COH

ez pE Had  [-H . [
/ "?_\h\m CO:H

RUBRREMLR
/0" /\:

HTHE S mg :
1EEF TS B~ LA VR 7.03 mg
(7EF e L LTs500mg)

HTHE 10 mg :
1EER T2 e~ LA R 14.06 mg
(7&F L LT 10.00 mg)

A - Gk

BhHE - ZAR | BB JEE

ZhiE - 2
\ZB9E T2
fEH Eo

NarE=-
HEE

WEE, RACETEFECELC1IESmg & 1 H
BEFRENSEEGE2HIAT D, 7o, HERFH R
ik HE | B SmgZa 1 H2M, keAEE1E 10 mg % 1 H
BlETEFT B0, Hin, JERICIE CEETHEBRT 5
L

2
1
2

Mk - HE | ABAOEFETHERG% 10 oIIREEE#ETs 2L [
TS | A7 _A T T4 MET 5 AREERSH 5]
A Eo

Nare=
EE

ik 7t —
= 1

22 ROEBFICIEIHRSLAEWNIE)

(1) ARHI DR 3 LB HUE OB O & % B

Q) FIEREOHEE DEMERELZ LS BZNARH
2%,]

(3) 7V B — VS IR O HRAR AR B 00 3R
BTICHHBE [PRMENGEIER R IN D B
TN H 5, ]

@7 RvFIregEhoRE [THEER 0ES
]

(5) EE DITHEAREREE (Child-Pugh 2348 C) O &b 5 HBH
[ RER ERT2Z 0355, (EMEE] ©
L) ]

*
il

() EEHES ROBEIZITEZICRETDL)

1 O - mAEFRRE, M ERES, RETZnso
BRI D B 5 B [AFI OB G X0 ERE T A
bbb ENb5D, ]

2) TANAZFOREMREE TN OBEERED &
LB (AFOELGIC kv EBRELZKTSES
BEhhrb s, |

3) REROBEER O & 2 B, YR QT MEREIE#
HOBREXNIQTHEAR T Z &ML T
LA w G R OBRE [ARAIOFESIZLY QT 4E
ERbobhIBEARH D, ]

4) BAREKOBEERVCBRSEEZET LEE A
OFEHIZE Y BREIE, BRAEKAH LD Z
End D, ]

5) mnE [ [BEME~ORS) , [EmERE] om
]

6) EEONTHEERE (Child-Pugh /3% B) OH 5

fEH Lo
e

1.7 [FERZh S — B
40



—AREIA R FTEFEUT LA VEE

B UMFRES ERS28Znnd 5, ([
WENEE] DIEBMR) ]

7) BRI XTI OB D BE, D VITHER
WOFIERE, wilhE, IR OFERF O fERRA 1
ETHEE [ [EEGEANEE), [EXA
EIER) DIEEM]

8) /S—F 1V IRHUT L B —/METRIEREE D & B
# [EMESEGERE (Syndrome malin) 232 2 0 07
{Ten, E£iz, HENEEROE(IZMZT, 8
AL, Bk LAOVOIKT, BRI LS ML ESE
DIERDFET 2 BENR’H 5, ]

(2) EELGERNEE

1) BEH, HHER, HERHNC o QRAPRSERE
JNCEESBIMERER L LD Z b D
DT, BEORELZERERICBZEL, KiMERER
bbb AITNET 2%, MY RAEEZ1T S
Z e,

2) AAIOHELICLY, @i RFEOEN D b
b, BERIEMES R 7Y R— R, HER TS I
WKELZERHDHOT, RASHIX, 18, £
%, 2R, BEREOEROBIUCERTDIELED
W2, HRITHEIRIE XX F DBEERR B 5 WL E DfER
KFA2ET 25 HBE T, MEHEONESDBZE %
+aictro ok, [ MEERE) , [EXLEME
Al omEz]

3) RIMBERSH HoiIDd Z ENHDHDT, KABEEH
X, B, MR, Wi, Rk, B, ERkkE
EEOMMAERICEET 2 & &b, mpEEo
WEEOBE Y T2, [ TEXEGEIE
B omEsiE]

4) RFNOREIZEL, 50U Eit2) KO3)
ORERPRET 2B A8 H D L&, BEKRD
FOFWCHDCHA L, mieER (0, %
%, %R, SRS , KEER (B, Be
B, @F, R, IR, EIRREES) B L
ZDXIRIERNRS LN HEITE, EHIE
HadErL, EMMOBZEEZTHLE5EETH
L, [ MEERE) , TEXLEMER) omEzs
]

5) BR, R - £Y9) - KEEEREHNZEOE TR
I ENHLHOT, AFEETOBEICITE
B OEBEEERE M 5 BROBIEICHRTRI T2
WESBEETBRZ L,

6) AFlOFEEIZLY, KEOLH N, B %
KT ENHDHDOT, KHIFEGFIXKREOHR %
TEECBEL, KEOLTHNERD LNT-HAIC
1%, MECS U CHEYRAE AT L,

7) PURSHRIRICIV T, ZEARE, $RIRMARAE S D
MR ZERIENRE SN TWVWADT, REpkiE, £
HWIENER, ARG, BiACREES ORI T2/ 9 54
FicgG+amalcinEZdso e, [ [BEXE
ElER) omEHH]

(3) HEEHA

ABFNIAF RS BHEESRE CYPIA2 ORETH D, *

7=, AFNZL CYP2D6 ZHEICIET 5,

) [BHAZR] (BHRELAEVnC E)

" B - B -
KHES HE R BRET

1.7 [FERZh S — B
41



— XA B

TrFrEUT LA UEE

7 RLFU
(R 3I)

7 RLFY
D VER % Wi
SH, EER
i BT %
ITIERD
D,

7T RLFY
X7 Rrry
HEEME o, B
Z R AR O R
Hchov, K
B o ZRIK
JHE W AE A S K
DB AMAI
WAE R 23 A
L, ifE
B T 1E 25 8
mINnb,

2) [HERAEE] (BAICEET S L)

Eh2E

FRERIER -
HEAX

P -
BIRET

FRRR ARl
bal
ey —
IR EAR
%)
7L a—)L

FR AR AR 0 1l
ERNH 5D
T, WET5
MEEETD
Z &,

KA
SNOF 3 ey
AR Hf 8 410 o6 1
MEAT D,

RN EBIE

MEIC/ER %
NS e R S
BH D,

ARAENL RoX I
ol T R &
ALTW5Z
Ens, KX
2 EE) A
BB W THE
AR 2
ol e M B

2.

Wk FE A1

W I 1 JH 2%
WY LB Lh
BB,

AKH D o ZFH
R W 1 I
&0 BEEH O
VEH % 358k
L A REME DS &

= U AEH
AT D HA

L=y HEH
ZHWEEED
BT n b
2,

%
BEHIZ &V Hi
a U AR 2
m<H bbb
2 AREME DS B
%,

CYP1A2 % JH

EF DA
(Z VR
NV

AR H D 1. o i
FEAHEML,
TEM % #8584
LBEBEND D
Do

b o EH
X CYPIA2 %
#3252 &
B ARH O R
WO EI N
5 A REME DN B
D,

1.7 [FIFE R Zh i —Fa

42

*®



— XA B

TrFrEUT LA UEE

NuXFr KA HE F | ek TF o
2, Ao Fxt | & CYP2D6 T
FrEERE | RH S N,
5 L 7=BRiZ, | CYP2D6 PHEE
RNexkvFr | BrAaT 5,
@ Cmax K&V | AF T v %
AUC RENZE | & F v O
no 82% K O | CYP2D6 FHE(E
NWMLI=E | HE @7 5
OWE N | AN D
5. KAIBE | D,
fz, Na
v F oL
T D8
HlCix, e
*tFro#

5. B b B &
HHET 57
CHEBEICES
L, #lgx+
S AT 5 Z
L.

4) BlHEA
HAGRI E TICEE S -7 T B AR RS (F

BRIL[E S AR GER) K ONEHIB 53l (EFRILE R
Hifkfo e 538k, ENRHEGHE) [cRBiT R4
PEFEAG S G2 557 Bilf (A ARANEE 365 Bl &
i), BIMEA (BERMRAEMER &) 25 369 f
(66.2%) \Z@O BNz, EREIWERL, IR 72 #1

(12.9%) , HOEHESHKE 56 B (10.1%) , TH¥
T 47 Bl (84%) B 46 B B 35 4
(6.3%) , {REHIIN 35 B (6.3%) , FEMEDE W
29 %l (52%) Th -7z,
1) EXEEIER
O EMEFEMAE (Syndrome malin)  (1%K7#)

EHIEENND ODONDE Z L BHDHDT, 3
B, MENVRER, BREEOFRIRNI, wE TR, 4
AR, fLEoZ8d), F&VF, B fmEREE, g
CK (CPK) ERZHoRENPBEDOLNTEAIC
1%, BHERILL, KWE, KoMmEoey
EEELICHEY R NEEZITH &, £, IA
Iu U REMED BEECR AL LN, Atk
BARBIZEDLZENHDLOTEET DL &,
BRETAZFRTT (1%HKH)

AJE SO RMEESNN D b, #5FI1E%
LRT D ERD B,

FrieEmEsE (R l) 2

AST (GOT) , ALT (GPT) , y-GTP, Al-P O
EREEE FFEEEERN S DD Z LD
DT, BEETSITY, BERRD LN
BAII G 2P IET 57 CET AR LB EZT
Zé&,

vavy, TF747%y— HEARH) =2
vavd, THF74 7% —0BbbbhbZ L
BHDHOT, BEE ST, BRENRED D
nNrEgAEE, B5E2FIEL, EY)RAEEZT
5T &,

EFER (%K) , WHERE EERE) =2
TR, WHERENA L ODbNDEZ ENH DD
T, BIgEE 5T, BELSRD G E
W2iE, 5 EFRIET 570 LU EE{TH 2
Lo kB, WETRESE, MREESEAES Z &N
bHOTHEET D L,

IR, WEREMES N7V F—U R, R
BEE (EEART) 2

 IMUE-CHE R IR O AL B S b =54, BER
WM N TV K= R, BERFEERIECE S 2
ERBHHOT, MPHEORESL, AW, £

1.7 [FIFE R Zh i —Fa

43

*®



— XA B

TrFrEUT LA UEE

2R, BIREOBIEZ +5I2ITV, RENR
LG, BEERIEL, 4R Y U
FOBG 21T 70 L, WUIRLEETTH Z &,
{EfAE (BEERP) *2

RMBER H S D Z ERHHDT, AR,
R, T, IREE, BER, BRREETE S oK
PR TR BTG, B 2Pk LiE
IR N R B

RESRRARIE (BRI 2
HRUGMAEERN S LoD ERHDHDT,
Wi, WAk, CK (CPK) k&, e OVUR
FI AT ey ERENED LN AIITER
Haduk L, #MURAERITI 2L, £, M
FRORRMRIE IC X 2 AEBE A RORIEICTEE TS
Z &,

EEERTERAE (WEEERE) * 2, HmERRD (1%
)

MHERIERIE, AMERBONH bbb Z Enbh
DT, BEESIITY, BERRD LN
LEII S 2k 5 7 Ll R E A 1T D
&,

FHERE, FHHIRMRE GEEARR) *2
PORMIR SRR C, IHZEARE,  FrR i e fi 45
OMIRERIENRE SN TNDHDOT, BEE+
IPWATV, B, s, DU oIS, RiES
DD LNT=HEIE, BEEPIET 57 E
YR AE %475 2 &,

KB (1%A77)

TN SN ENHDDOT, BFNED
LINIEEATE, #EERIET D Py e
BEITHOZ L,
BREEMEA Vo X (EEARR) B2

B R (RBRANE, LD - M, 3 LUMVE
T, MEER O & 5 IEHhEE R OB ED O 5
STEOIEIR) 23 L, FRHEMEA Lo 28T
THZERHDLOT, BERERD S bzt
BlTiE, B EFIET 570 LR E AT
e,

2) Z0foEIER
TREWER RO bbND ZERHLDT, ZDX
O RBENED DNHE I, ERITSE, &
Hadibd 5kl @ORREEZTO Z L,

BEN | % 1~5% 1% SEE
HEE |tk K i B2
% T HER
RU W
l) ‘/ JE— J— J—
VAE
R ==
HHEE — | 7T — —
= i
] REOTIHE, NG
RU TN ®
®E — — JiE,
EE BHRRHE,

g HAE
bEg b g B, BETLAR
= RARSE ez, Bl | fE, K

Wk, ROy | AT
g, = | EE,
— v 7 FEAE, R
HHEED | HF,
e, HER 2 ¥
M, AR
s

1.7 [FIFE R Zh i —Fa

44

*®



— R4 R FEFEUT LA VS
b T | SRR EBEE, T
RE Y| w, HERERE T, IERfE
= 7, SF, DAXRRY | JEGERE
BE) | =% | T,
M | V=X A=
ES AR 7,
W, P, I BARR,
Btk | HRER ESiN
S % & D R,
=3 A F5HY R
&, =7
1BR
AR fE AR,
= o - =7, BRER o
[AlHR TS,
H
WY HhiE, TR
EE - . TAMEIRIR, Wk,
AR il =
v J
me& - B EE, T
EE {5 1fn )+ 15 1fn )+
FEI I K] LIELESR
iz . o MH S
RU SRR
Hith=
BE
B Ao | fE5, B | OkEREE | £6
BEE | W | D, BFE | B o,
BRE | NAPR PG AR W2,
B, PRI | R, A etk
W%, WE | WERREE, Vi)
e, 0o | EHhE TERK
BEEL
A giLE] iR TS
ER — | ® — —
BEE
K& BRI B i
RU %, O | I =
BT iE, /hKIE | RS,
fa4s — — PEIRIE, JiiK=gea
EE ZITIE, JiE, 4=
95, BrPER
mE 0 R e
ES i ERAE, i,
AU iONER 20 ik
by — — [ i,
ik DUl 9, RAHifif
= A &,
RAH JHETF
BR BIR,
[0 PR IAE
PRE& — - -
HIE AHAARE | s
Y HIE,
UEL — — e A %
BiE
& W AUE
RE

1.7 [FERZh S — B
45



— XA B

TrFrEUT LA UEE

- aye, HEJIE, it
% - [s9ms Ja s A R J,
&5 %, 957, JRI AT
EE HATHEE, IS
RU — KRR
®5 JiE, PRAE
BR AL
)
1KEE
ERER KE | ALT M= Lz DS
B’BE BN (GPT) T u— L 4,
s, m, mer | mE R
AST N2 5
(GOT) | Jm, 1
wn, i | AV 8
# CPK m, ik
B, M| V7 UEY
ez | R, O
7 F o8 | X QT 4t
m, - &, WFERER
GTP 14 Hagm, 7
m, KE | Va~es
Wi oy
m, (Kb
U R [
m, SR
FRE, I
o1 ALP #9/0
0 T fE
1th

H2) IR AE R 5 AR SR M OV B AR Bk % -
BRI DS E O ERRRER, TIREZIZH VTR
B B IV EIWE A XTSI BV TR Bl
VEFH O 7= O BEFE A B

(5) BERHE~OERE

R O IR EN AR CIRE R OWMARD b T

WHDT, BEOREEZBE LN GEEICRS T

5z &, [ [EMEE] omEzi]

(6) 114%, ER RILBE~OKRE

1) T TR L CW A ATREVE D & D A ICiE, TR
R EOF RN RIS RS LB S s HA
WZORFEESTHZ L, [HREPOREGIZHET R
EVETHEN L TRV, TR N R R 2R3
B INTWAE, Bz, G,
MEORREE, R, AREORIRT, SRS O RE
JESRSCHEARA IR B & Tz & OGN H
%, BER (VHX, To b)) T, AdgEsst
FERBICE W TR b h o T
N, BERBIREER - KA KO (7 v
K)o, BB - AEROKESEMmE (V¥ Z
v b, HAEROHK - e E~ORE (7
r) BRROLNT, ]

2) AP OBENIEEETIHAIE, #HEPIES
o2 E, [BWER (v ) CHIFPICBIT
THZEBRHEINLTWS, ]

(N NERE~ADEZE

R AEEN, #HAEN, LT, sz Rics+

D AAMIIMENL LTV eV, [EN ToM AR

720, ]

8) BEERS

R B ERGICET D ERIT A IS, B R

& LT, SEELIREE, T Y T, AEEEmY A

h=7, $EEOMER & OV B DB R (R

Wk, ESEMERE R D ERNGERLE) NHEShT

W5,

BEBREOEE : HFRMMEANITIM DL TR,

1.7 [FIFE R Zh i —Fa

46




—AREIA R FTEFEUT LA VEE

Az EICIRA Lo Ak, MRk, KE

B, BRFEWA, HREOEREHICERT D &,

B HIZLEIEDE =X —%Bts L, LEX TRENR

DB MG T =2 — LA b EBENREIET D

FCHDICEET DL, B, MARKH O R

DEZLNLIBHAITZTORBIILRETDHZ &,

IR B OE BRI O 511, §RIRNTE AR AL

EARRRAEEI I 72 & & T, YA Tk TR

5, TRVFU Y, KRRV p gk

PRI % BB S DR REER H D720, i

FTARE TRV, HEOHERIKEROEA I, Hil

aly vEERET S, BEARETLET, WER

EHER e =2 ) v T Bk D,

9) BRALOEE

PUFORIZONT, BEHIEETLZ L,

) 7VAZ—v— bRV HLTETREETDHZ
L, [PTP v — FOREMIZL Y, BOSATNS A
EREAHIA L, FITIXEAE R Z U CHERRIRZ
LOEERAGIHEZ T 2 Z @GS hTn
%, ]

2) TYRZ—T— R pbEY ML, oy
— MEHN LIk, SERlE D> V- DOFEATHRDY
Wz b, BERlZ SRS RN &, RITFRBEA
HEUEGARIIEEAETICAND Z L, [AANX
BE OEEANZ LR TR W), v — h&FH
NEFIHLEZES> L LY, = E&Ho72
D, oz dbLENDZENHD, ]

3) WRMETH LD, HEHAERNCTZWZFTT Y X
X—— R bRV EHL, BEHICETFICAND Z
L.

4) AFNTTE T O ANEREE X 0 I S TR A B
THID, RAAERNT &,

5) KL THEEL, & &% 10 5 ML &bt
FHZ &,

(10) Z0MnEE

1) ARANC X 2iEES, FEAAOETHIHRESINT
W5,

2)  AME T FEM S 72 FREIE IS BE U 7SR AER
(KFRIVIIRE - IR) 2 HT 2 mnBE x4 &
L7z 17 OERRBICE T, HEOIEEIHRE
PSR SRR T T AR B SR & B L O R
MN1L6~1TfEEN T DHEND D, £1=, 4
E TOEEREICBNT, ERMPUREHEIK G IEE
RIBURE AR & FRRICAE RO FRICB S35 L

DHRENH D,
A =24
%gi;m 2017 4E 6 A
i —

1.7 [FERZh S — B
47



L& ILT 4 8 1 mg
&S ILT 18 2mg

F1E (Foa—IL1)
FEEFITHRERHREVRIXEIZCET 51HH

1.8 RAIXE (F)

X ARIXE () FEEREOLOTHY,
BRIDHAXEESTRT D &,

REHRERA=H

X BRI IE AR AL | Fo



181 IS (BE) oot 3

1.82 e - DR, BE - AERUVEALOEEORERIL ..o 8

1.8.2.1 WEE - R () RUFDRTERM ..o 8

1.822  FE-FE (FB) RUZOEERI.....cocooiiice, 14

1.8.2.3 FHLEDFE (B) RUZDERERIL ..o 16
1.8



2017FE 11 BERR 18
AR RS
L¥YIL5+ FE1™¢
L¥YIVF+ 2E2™E

TLYRAETZJ—ILEE
Rexulti® tablets
B SIRE
{EFIEARR © BLE 134F (VM5 265)

HARBLE W B
87 1179
LEHILT 1 §81mg | LXPILT 1 fE2mg
LSS
FEAMIGR
LS
[ B e 2 20154 7 J1

(# 2 (ROBEICRIBSLEVWIE))

1. BIEIREE 0 B E [BIEIRGE 2 B 3¢5 BENWDDH 5. ]

2. 7NV €Y — U BRI SEAK - Rk WA 45 o0 FR AR fRE B A o
BOVEETICH 5 BE PR IH /A8 m S h
LBENDDB]

3. 7 RLFY &m0 B (3. HEERI0ESIR)

4. AR OB U BoiE O B O & 5 3%
AR - 141K )
1488

BR5c BRI L)
LEHILT 182 | 15Eh MR, PyERITFLTS
1mg TVIAET IV = | ¥, fifhkrva—Z, v FoF

1mg y7a¥rkraog—2x, AF7Y
VBRI AV A, SO AO—
A IV, BALFF v, i
=T RAbER
LIV 8% | 15Eh FUBE K
2mg TVIZRAET IV = | v, ik rvae—2, e FuoF
2mg y7unrkirag—2A, A5F7Y
VBRI AYT LA, bSO AT —
AL IV, BALF Y V. B
STk, EER ek

fyERITF S

2.8F DR
= X , EE[E [Ea | #3
LS )
:’;:’W‘ﬁ Ziif @@ 61 | 27 | %93 Bffx
VT
_|etao
Pl AN @@ 61 | 27 | #93| B&X
VT
(hEE-3hR)
e S IRE
(A%-AE)
AR, WA T L2 A TS5 — e LTIHIMImg

oG L%, AH EOMEEZ H I TWEL,

1H1M2mgZ R 5-3 %,

(Hi% - HEICEEY 2 A LDER)

(DAFDO1H E4Amg % Wz 5 Hm TOREMIHMT. LT
Wiz (RS V),
2AH#] & CYP2D6FLEA] (F =Y ¥, NuFtF V%)

B/ EmWCYP3A4BLER (4 b aFy—,
7oy AuxA ¥ rE) AT 556 XL U0CYP2D6
DOWEERRIB L TWD Z LD L T 5 B (Poor
Metabolizer) Tid. AHOMAEFEEN FHT5B

ENDH B0, LTOREZBZEICHE - HEOR

Wizqro 2 & ([3. HEER OB KU (EMERE]D

JHBR)

CYP2D6RHEH#) 135 CYP3A4RLEH] D

Tz

CYP2D6DIHEEDSRIHL T B 2 AL

TWaHHEH

CYP2D6H E#) . OV W CYP3A4FLEH] D

I

CYP2D6DIGTEAKIBL T WA T LIl L

T 5 BHE ARV CYP3AARLEH] % P

1 Img% 1H1M

1El1mg% 2H 2108l

(V)
1.8

QEEEREEE(ZLTF= 27U T 5 ¥ AH30mL/
minAim) . D S HE o TR g R 2 (Child-
PughZ B XIEC) D % EH TiX, AH oI
R EATLIBENDEDHL D, HEXIZRS
MREOEESEZZ/R L. 5B L CTEZOIRE
PHEEICBIET L L ((EYERE)DESR)

(ERAEDEE)

1.EERS (ROBEICIEEICRETSEZ L)

(D0 - MR, MR, KiIE Xz h s ol
HEOH 5 *%W%ﬂ@?’i%ﬂc: FOMERETED HD
NLZEDVH5H.]

QTADPASEORENHEELZ NS DT DOH 5
BE[RBEEZ KT S22 0H 5]

QBERE X Z DD D 5 B, 5 VIR
OFRERE. B, iSO RBEOGKRRN T2 A
T HBEMMEEA AT e hb,]1(2. EEL
HEAREFEQ). @)]oEKEUT4. BHERNEX L EE
A 5)=SmpE. ¥REET b7 K- X, HEREHE
BiE |OHSR)

WHBRZE XL IEBROCHOMAED D 2 BE. ARLZE
OHHEEABRSE. ARERIED b b L8
H 5]

G ED D 2 BH (KA 2 V)T IV APMKT
L. MPEEREATLIBEZNDDH 5,.] ((EYEEE)
DIEZ)

O EDH 2 BE[(RHO I VT IV AHPKT
L. MHRENERTEIBENND 5] ((FEPEIRE
DIER)

(ME#E (5. SREANDRS | OHESR)

2EELERNEE

(DRSS - Sy - IS E B R 55 O T Aok
CHIEDNHLDT, AAKRGHOBEITIZHEHE
DB B 2 PR D B OB I REFE SR Z VI D
HFEITLHZ E,

(LA, WM. BRSO R AR &2 EAL X 5 W hE
Whd 50T, BlgE 52w, BAERA LN
%ﬁtf%@%ﬁ& WYY B R B B R LE %
192,

BARK OBHIT X Y . B HLEE LB R G QALY D S b
. BRI P T Y F— Y A, BRI EEICE
52 LWBHHOT, AFFZGHFIZ. OE. 28, £
Ry BRSEOIERITIEET 5 L & I, FFITHERK
NEZOMARELVEZORBATZ2ET 58
ZTiE, MEEOMELEOBIE L 1475 2 &,
(M. EEEREQR) 0L OT4.BERNEX L EIIER
) EMm¥E,. FERFMES M7 F—2 X, FERFES

BE | O HZ )
WARF OPHIZB L. %6#LWL£U ORER A5
ﬁ?é%A#%é La, BARFZOREICTS

K%%L mﬁ%fﬁﬁﬂ% k. SR, BRSE)
WKHEBEL., 20X RERYED b YEICIE.
EBC ?}L%“%qjlﬂ?b IZEW@u/,T%'ﬁ‘UZaJ:“) j:El
H3pz e, (N. BEREQ)IOHK U4 BIER(E
AXGEER 5) SMbE. HREET M T F—2 X,

PERRMEEIE | OIS R)

GIARA DI 5T X Y ARFERIN K O MR # 0 Z & ok
OBV RHT L EDHLHDOT, AFAHEGHIZ
HREOHR 2R BEL, KEOELHHIAD S
N7 E R R A (B IFE DR BO L #E) & %
L. BEII U THlRNEZIT) 2 &,



(6)HE T P ELFHEI ST 2 BLZNDDH 5 DT, FFIZERMENE
Biged ) 227 DB % BEHEIKAZ RS T HLEIC

[

PHEICHEBZ BT H L,

(P51, Frde G-, BEE IR o 28 I R T 1
1230 ORIMRIMTE A D Sbh b 2 EHH 5D T,
BEOIRBAZEEICBEL, RIIERERED Sbh
T2 E IR T A58, WY RNE AT Z L.

(S ZEAIE . AR LA IE 55 D MLAR ZEARFE ST % B

Z

N3 5 DT, AHIRE, RIBPUR, B, Bk

RBEORRBRA T 24§ 2 BH &G T 255121
T 5L ([4. BMERONEX 2 BIEA 8) i E#e

iE

. REPRARMARTE | D HZ M)

. HEAER

AHNZ, FE L THMRETTEEECYP3A4 L USCYP2D6 T

H 3N ((EYERE)DIHSH)
(GRS (HALEVNC L)

EHaE

BRPRAER - EE A

B - RRET

7FLFY ¥
HAI v

7 RLFY O &k
RS, MIERETZRS
TBENLED 5,

7RELFUVIET FL
W AEEIE e B
OHIBHITH Y . KA D
a ZEMERENIZ LY
B S AU A3 A
&Y MR E A
RSN HENED D %o

QIR (HAICEETS L)

EHB%E

BRERAEK - FEEE

W - ERETF

VR AR S )
INIVE Y — )
Wi 5

AR HLLZ AR e ] £
BHDHOT, Wik 5%
LHEETHT L,

&b (S RCHIRE IR £
AT %o

e P4

MIEAC FRE AR 2 589
LT ENHDLDOT, Wik
T HR EHEICKSG TS
ulp

EHITREEN 24T %o

DEARR (/B
LR B

B33 ARBIEI 2 RS
FTEBINDVHLDT,
PG 2 WY 5% &
WG TZ L,

S ER AN -7/
WiEH 2 A5 %,

T I—
(i)

A ORI £ T
EHIRECD LA D Do

&b SRR IR R T
D

CYP2D6 B 4%
HEA$ % 35H]
FoUv, 8
=E R A

FAOIEI S HBRT 5 55
R HOT, AHE
Wi 5 % X85S
(R - BRCEET 5
AL OEE)OHEH)

AH O EZCHEER T D
%CYP2D6% i < Bl
% 72 OAH D ML R EEAS
ERATLIBZENDED D,
((EDHEBIOHBH)

W CYP3A4KL
TEMEAHT S
FHFH)
£ M7 a2
V=N, 7T
DRV Q= =g B2

VA

AR OVER AR 5 3
ZNWHDHDT, Kflz
WET LR EEET LT
Lo

(R - AEICBET 3
EALOER)OHSM)

AH O FERHEEETH
%CYP3A4% i < Bl
2% 72 O AH| o M JE A
FAT2BZENDDH 5,
((EYERR) DIHBR)

JHE AR 3 e S (A
IZCYP3A4) %
BEMAAT 5
A

AN EY

AAOVER ARG T % 3
ENDH b

AHN O FERHEEETH
HCYP3A4DFEMIZL D
ARFH D MLV i BE A T3
LbBEND D,
((EYERE) DIHBR)

4

M

P

V77V

4. BlEA
EINERRBRICB O TREEMBI O R & 7 5 72578
B, ERRBAAE O S H % & SR 5523361 (40.3%)

1238

- fts

7 u

Doz EREWEME. 7H Y YT BI%). &
5 7 F VIfAE (4.0%) Th o720 T2, SEHOFE

%7 7 Rk M U H BEBRIC B W TR AR AT O

Sk

o 7294260 BRI BRAAE O R4 & & G RIEH

H331481 (33.3%) 123D b N7z EREMER . W
(63%)\ Z_QHR(57%)—C%O7‘:0
(EX%EERA

1)

EMAEREE HEART*)
EMIERRESD O bNE I LD DEDT, 3k,
MEEYRER, BREE ORI, e TR EE, IR, i
OEW ., FEIT. HMERESE . 1iECK (CPK) k
HEQRENBDONEEHICIE. 5 2Pk
L. K& H., KOS oa S L EY 2
MBEZTFIE, 720 IOV REES
BROEKTAALN, BHBEEICELZ LD
LDOTHEETHI &,

1.8

()

2) BRMEY 2X 2T BEAY]*)

B GIC &) DREEONEEE 2D 5 b
NBETERHLOT, DX BIERBD LN
7R RE I 2 Z T A L BB, &
G-k % SIERD BT B 2 E WD Do

W5 B R (AR IR, B - MRk, 2 L WER,
O i B B W IR L O NAED O 9 o i
DIER) B &L, MEBEMEA LY RITBITT A2
EBHEDOT, BEREYRD O b EI1TE.
Lt | S AR

3) R A L) 2 B *)

4) tERUERAARAE (HUE A *)

MR RRIEDS D S b EHH SO T, CK
(CPK) L5, MipFORb I oy EREIC
HEL, BWEIADSNAITIE, WY 2
BIFH 2 &,

5) =IM¥E(0.1%). VWRFET b7 K= X GHE

AN ), FERRRIE BRBE (B AN *)

T LA BRI O BAL D D S b 72 A . FERK
Wr b7 ¥ F—=3 A, BERBERIEICES 2 &8
HHOT, MBEEONER. 8. 28k, 2K,
BRSO Z 51T, BREPED S
Gz, 52 PIEL, 4 v 2 YEHORE R
1oy, MULMEZITH)Z L ([1. EEHR
Z(s)imﬁﬂw“rz. BEELHZEARNTIEOQ. @W]oHE
I

6) = (0.1%)

KR HODONDEZ ENHLHDT, RENFRDH
N7 a3 G 2k § % 7% LEb) 2 08 2 17

> -
l)\— o

7) SEFEROIRAE HUEAD] ) . BMERED (0.1%)

BERLERE . FUMERIRAD 23 5 b D 2 L3 B
DT, BFEE 7T, BRESBD SN H
G 2k d % % L R RMEZ AT Lo

8) MHEEHRIE (0.1%) . REBEEIR M ALYE (0.1%)

Bl ZEARRE . IR AR 55 D AR B RE 23 H b
HZENHBEOT, Bl oIl e, B,
Jadiw. DB 0%, FESEO S hzdA1C
F, G2 AL Y RMEZIT) 2 &,
(2. EEBREXEEEQ) | OHEH)

2)Z DOEIER

TEREMEE |5%L k| 1~5%Ki

1%K i SARETE

e

AR, B | EFDESORE, T, &
G, ok, | &5, WHEYED v, Rk
FHED F | T, BREZE. Wi
VLB (PERRE L RE LY, A
B RERE, Fur, MK
Xy SRR, WO, S
FE.ZJE. HWG, IR
PR, N2y 7 FEE,
PBHE, BUAREDSE. WE1T
2. SRS

RS
AEAR

T
T

S

VAFARTT, N=F Y
VHEMERE, GREE. e A

. Wi, YA =T,
i A BRI, RANE
ByLiE

fBiRas

FILE ., DERIQTHE K.
EAZPERRIE ., R, SR,
AR, By, OEEMA
i, BEEE7Tay 7,
HE7ay 7, LERQRS
BEIE S, i)

HALE

Toley fERE | LINRZRRE. BBORIR, T | W T R
W, AL R, B, &
WOTHE, WA IR, MR
2T NI RS R N ER SN
95, BREREIm, A
M, VR, 241

ik FMERY% ., &, APTT

HE, M/NMERA, NE T
TEACT, IRk,
IFERRE %




6.

7.

8.

BH/AE
A5

1~5% i
m7Tag s
F ¥ lLE

1% K il
HEESRE. B4 v 2 Vi
L RIS v '
SR, i DRI R
VE VA, I avsa
e H, AR e
TR, BanFa4 N,
WEHEY 4 v %2 VA, i
hra s s F A, ik
a)Fatua¥rgd,
HEH A a2 8

B FstE. REL BUR

FrREd, AST(GOT) L5
ALT(GPT) L&, ¥
YvE . y-GTPE
o WRIGNE. B BS
LDH |5

FE5 . BRFEIE. ALHE

B JE, WL Wb, B
J R

BV BRELSRORE. R
FRIMIE A A V) 7 2 fLE

KF bV 7 AAE. A Y
ANV

AT e, Wik, I ML,
PE YN T
WIS - il

i® B, I, IR,
W%, SEoshii, IR
WS, ABE, DT
. A0

Wr. BRI KERD,
Clifh (0. Wikh.
Dy, BATRCE, HERG, &
i, AL U W
WIS, KUBRK, SR
YERR L, I LB i
PIRHG, BB, b 2 Y
i, PR

* DHEO T RS T T R EEPERBIMNIAE O A TRD 5
NEIWEHNZBEADT & L7

5%EIE EETS

[P i

EBUE
4

RHER CK (CPK)
k5

PR 25

Z0ft PRI A 3 £

R

. EEENDRE

EEE I IR RS T L TCWwa 2 e 5,
BEORBZBSLAPOERIKGTHI L,

HiE. ER. BILBEADKRS

(DIl SO R LT 2 WM 0 B %l N TiE. B
LA RYEDEBEE Bl B RSB YGAECD
A¥HG B L TR ¥ 5123 5 24 A
LTV, EREICHRAREI RS S

A AR LR g, IR, PRURRE S PRI,
FRSRAR T . 50 Bk 25 o0 Bl DA 3 R R0 Bl AR AV B IR
BHObNIEDHELRD 5]

QAo NS T A1, Bzl se
é:%?ﬁ%%%ﬁ%yﬁ?ﬁﬁ%ﬁﬁ%b%hf
W5,

INREADERS

R AREIR, HrAR. L. IRE/NRITHT 5

BRI LT v, (R 2 0,)

BERS

#fx. fERK -
A1 D Ji R SRR N N Wt FL e C IR i54mg X
TREBERG SNRATB VT, XJHEFORR
PHE SN TV D,

WiE
RRMBHEAIZDS TRV, KA Z#E IR
L7228, wliBh#edh, SOEMEM. MEWA. #K
DILE Z LFZIE L TIT) 2 Lo HHISOKREDE
=y =%l LEMTAEIRD B2 MR
B — LanoBEPNET LI THOICBIET
52 Lo WHERORIIEGIZL Y Con L TFAUCHHK
T2 ENHRINTV LB (ENHE]OHS
W) A DM 52§ 2 R IALE & LCTHR)
THhENICOVTE T EHEWRAE LTV RV,
T, AARMBERAENORHERIEH O L h
5, MEEMIAFHTEVEZEZOND, B, i
ﬁﬂil%)ﬂ@?ﬁ%ﬁﬁ%‘it‘ohé%é‘ii%@%ﬁ B
?%5:\ 6\: o

1.8

(3)

9. BRHLENDAEE

EEHIZ(FEE
PTPREDIEAIZPTPY — b A SR Y I L TIRMS
L5XHE L L [PTPY— FOBKICL Y, W
WA T EE R B AR A L, BiCidgilE s L
THERRI SO EE R AREZ P T 5 2 & 253 il
EhTwb,]

10. ZDMOEE

(DARANZ & ZEH R, FHRRHO 2R HE ST T
l“;e)o

@)= ADDBAEMEREBIZBWT, MED0.75mg/kg/ H
PLECy FLBESE ) N F AR IE S o 56 R HE o 5
BB ENRTWDE, ThODMEEIZT - $¥E Tk
hrus 750 bR eEM L2t LTLlMm
SNTW5b,

(3 ECHE N S I 7z FRANRE N B U 72 G phom e R (KR
AEIRE - 2R 2 AT AR E TR E L1700
PRIRERIZ B VT H I o I s RUHURS Alows S % 5-BF 13
T ARG L I LT EENL6~ LD -
oW ErRH L, T HETOEREREICBY
T ETIPURE IR 3 D I BUDURS poms 38 & ) Rk 1256
THROEAICHES T2 L0MEDTD 5.

(ZEEEE
1. MiFiRE
(NEEERS
TR N ICAH Img, 2mg M OMdmg % 22 Ml 135 L
73, TEIRNE53~67THE T H - 72 (M1, #1)2,

5 50

—o— 1mg (8fl)

—o— 2 mg (8f1)

—— 4 mg (5/)
SEEAE £ R

47 L7 ZA¥ S5V — Vi (ng/mL

120 144 168

e B ) (IR )

B1 BERACEFZITLIAET S —IVERBESEOM
FhiREHE
F1 FRBERFRSEFEOEYPHE/NTX —4
- tour Coer AUC. te
RS AN (h) (ng/mL) | (ng-h/mL) (h)
Img | 8 | o000 | 909115 | 514121494 | 56531686
2mg | 8 | (0% | 1797250 | 85091648 | 5288 %1619
amg | 5 | 0% | 37292977 | 28607252 | 66581781

CPIgE = BT, ton® A I (R M~ I K AH) )
) AFloRB IR, TH1E ImegA S BEH. 1H 1
2mgTdH 5 ((Hi% - BEIOEHZM]),
2RERS
A JRRE B E A Img K OFdmg % A1 H 1114 H 5 B
e 5 L7zt REMKRO mEEhEEEE ¥ 510 H T2 % IRE
WCEGE L. ARG OIS ERINE 2 2 92 [ OY71
BT dHh o 72 (F2)%,

R2 FRRERSHOEYEE/NS X —42

tmax Cmax AUCth t1/2

LSS (ng/mL) | (ng-h/mL) (h)
Img
A G- 410 _
o T | (13~go) | 1024495 |1595%67.11
AP 5.00
unn 6 | (go~79) | 2930%1508 |537.0%2635 | 91854763
4mg
A G- 6.00 . _
HH 8 | (40~g3) | 3703%1350 | 60141972
AR 4.00
" 7 | (18~43) | 1646310196 | 32382184 | 70.63%26.90

CPIME = BEERE ton D SO IAE (/ME~ KA . — - S )
i) AR oERBENHEZ. 1TH1EImgA SHIEH. 1H1m
2mgTH % (A - AR)OEBM),



RBBREOHE
ARHFNDCoax L FAUCIKK KIZTHEFOBEIRD SN2 5
b,
(ARETREMZFIAE (SLEAIC KL D)
TR R BNV 380 2 R T 85 5 Wp D i F 19 22 B 27 10 R 30
102% T - 725,
.EREE
FELTTVT I VRO aBUEEEARICHEA L, & ML
FEAREAERIE. 998% U ETH - 72 (in vitro. EEFENT)6),
L e
FIZCYP3A4 L CYP2D6S G- L. EERH#HWTH S AN FF
¥ FR(DM-3411) 256 E 72T 8 $eb14H H TIEARZ LA
W29 A2 DM-3411DAUCH EE1323~41% T d - 729 (FHE A
W2 & B o
A SR BB CAK Img J CdmgZ £ 1 H 108114 H [ RUEH
5. L7z o CYP2D6:E AT A3 (EM : Extensive Metabolizer.
IM : Intermediate Metabolizer) D3EPFE /5 X — & & F3IC
NCE
&3 CYP2DGEETFEIBIDEMENRE/NF X — 42

CYP2D6 tmax Gz AUC:sn tir2
B58 |\ gr7n Bz (h) (ng/mL) | (ng-h/mL) (h)
4.10 . N .
s EM | 5 | (50" 7g)|3196%1521 5849 2610|7444+ 2360
IM | 1 7.70 16.01 294.2 179.2
EM | 4 | 83;291 5) [87:10£ 2353|1563 £ 530.1 |61.26 % 31.29
4mg 100
IM | 3 | (59~ 47)|2680%4802| 534709005 |833317.42
CPIg = BEAEAR 2%t D BRI (R /Mt~ 5 K Al) )

i) AR oRFE SN HEIZ. TH1EImgA S BEH. 1H1E
2mgTHh 5 (A% - HE)OHEBM),
RN A A 2mg & 22 I B B - L 72 0 CYP2D 63 1
T (EM © Extensive Metabolizer. PM : Poor Metabolizer)
DIYFIEINT X — 7 & FRAIRT,
R4 CYP2D6EEFEFIDEMENRE/NT X — 4

BE5RGon O (| gmD) | D) |
- EM | 34 (L(z%ﬂ) 244+795 | 1629%858 | 620%202
PM | 6 [ 0% | 2922663 | 31391477 | 7992117
CPIE = AR 2 o ® A I (R /M~ I K AH) )
. BEith (S EA IS & B EE)

RN CUCHE T L 7 AT 5V — W 2mgZ R 5 L7z
L X BRGHUIE D46.0% . 1N24.6% H3 7 2 A ] OSR
R S N fze RERIZ MR LR IPICENRZEN14%
K 0.14%HEM S 728,

. MHEERGHEAIC L 2RE)

1) Fhary—iv
HERAZBWWT, CYP3AADOFEEH 24T 57 hat
V= 400mgt TV 7 AT 5V = 2mgDHIHIZ LD .
TVIAET T —=NVDCoi L TAUCIEZNZN19% K TY
97%¥E I L 72100,

2) =T
fEFERAICBWT, CYP2D6DOMEREMZ AT ¥ =V v
324mg: TV 7 A TSV — W 2mgDHHICE Y, TL 2
A¥T T —=NVDChu L NAUCIZZNZN11% K U894 %3
mL 7210,

) VT7rEYY
EHERANIZBWT, CYPSAADFBENEMZ#HTH) 77~
¥ r600mgk 7L 27 AT 5 — bAmgD P51 X
D, Z7LZ2 AT IV = VDC LAUCITENZEN31%
MOT3%ART L7210,

4) EMER
R AICBWT, TL 7 AET TV — N 2mehk 511 B #
DI GRINHFYER /Y VE b —V50g/240mL) 5T, 7
L7 AT 5V =V DConldfI5~23%. AUCIZHIZ1~46%
KT L7212,

. T (SEAIC & DR
BREE  BETREREEREION(Z LTI )T 5 Y
2 <30mL/min) \C A 3mg & 225 B B 135 5 L
BEDOAUCIE. B IEW G (7 LT F=v 2
7 9 ¥ A80mL/minid) & MRTLETH o720 HIE
R R B PR B BRI B W T D AR AR o MR LR
AFIF9% U E. REMAKROEPEMIZ1% K TH -

1.8

4)

FFREEE @ P aE R B4 8 2261 (Child-Pugh A~C) IZA#I2mg
B2l AR IR G L e, D B »idha
WFBE B B . RS RE IE W B & (bR TC,n T
#13% L, AUCTZENRZNL3MG R LI TH - 720
R TR ER R L. Cow TOSRE. AUCTER D5
7o JFBEAERE E 4k BRH (Child-Pugh A~C)IZBWVWTH
REALRO MAER A FIZI9% U ETH - 7219,

SEE (65 E). MR I TL AT TV — VOB E
WARAEH B OPERNC X 238213580 SN h 5 7215,

(ERPRAL )
1. 75 e RB_EERER

CRELRAEREE R E LT T e R RS R
ot AT RE R LR IS BV T B 56381281 PANSS
AT DR—=A54 P EDOBLRIZFEDEBY) THo
720 ARH2mghE T, 75 B RERIH UREHFN 2 B A DR
b 57 2mghip=0.0124. MMRM#HT) 16,

x5 56EEICHTAPANSSHEAATDON—ZX512H5

NZE{LE (FAS. MMRM#EHT)

scray| Boose |z | 77RO

e oyeres | BI=E
" paxe | ™ meme PIEE | impn | O
I e s I
wmg Bl | 2| s | | o | 08
g | g | s | T U o
L R Y o e R

a) BRI RE B G5B, W, BSEEEOREMN, ERER—
AFGA M, R=ZA54 Y ERBORHEMEME U, 580 5o
% Unstructured & L 7=MMRM##HT 1235 <,

b)BE D% FEkZ. A#HI2mg/ HEE L Amg/ QB FERIH & 75 € KB
DWUE % A BARHE05TIT W, HRERE - 72%E10. AFl2mg/ HEF L
75 KB AHldmg/ HEEE 75 L RKBO LKA Zh ZhA EKHE
0.05THT ) Hi T I, BB, KH2me/ 1B & 4mg/ H D
YRR E 75 e R BEOBEIZB W T, BERZ[95%E X M]1E -559
[-1062, —055]. pfHi%0.0298TdH - 7=

) AHAmg/ HEE & 7 5 £ KL OEISHAT R A EAFRD b
MolzZ e, Killmg/ HEEE 7 T REEO X LI BT A€
b hr ol

(HEAIC & B RE)

A RIERE RN RE LT T e R R AL - EE
Wb ATHE ] L BGRER IS B W T, 5681281 A PANSSHE
AATDONR—=AFTA Y PLOELREIZ. K6DLEBY)TH-
720 AHlAmght T, 7T RBEIIH UREHEI e 47 A2 D532
» BNz (4mghfp=0.0022, MMRM)17,

%6 56ERICHTAPANSSHEAATDON—ZX512H5
NZE{LE (FAS. MMRM#EEHT)

N=251D o | mome || 77 EREED
PaNssizay | XeoEE | iR Ha
BE# B
FHfE+ FHfE+ HEZE
‘ g T E+ I 5)
M memz | memz | TS| oswtommm) | P
o 9163= TA0% | -1353%
7okl || U g | T I - -
/ BI7= 7156+ | -16%0% | -331 B
Almg/ U\ 1071 S 7 0 |80 eoe | 1s6 | [-s06, 132
A : 9630= 637= | -1661% |  -308
Atomg/pE | 119 | P00 o | T | TR S s
/ 9199= 7155+ | -2000% | -647
ARUmg/ AR | 1811 "ae 118 ) o | 1as | [-106, —235| 2002
a) R R A P G, Mgk, W, L oREAM, LR

ER=ZFAL UM, R=254 Y ERHORE/EHE L, Gdts
Bk 3% % Unstructured & L 72MMRM#HT 123D < o

b)BMUE D% EMkIZ. AH2me/ HAE L Amg/ HEEOEIYRREL 7 5 KRB
DWUE % A BARHE0STIT V. HRERE - 728810, AF2mg/ HEF L
752 RKEE Aflamg/ DL 75 2 REEQ K 2 Z 2 A7 FokiE
0.05TH ) HiE T sz, B, RHl2mg/ H#E L 4mg/ HEED
R LT I e RBEOMEICB VT, HMZE9S%EHIX ] -478
[-837, —118]. pfHi%0.0093TdH -7z

) AHZmg/ H#EE 75 € REEL DMISHE N LA EAENBD b
Mozl M0, AHllmg/ HEEL 7 5 R BEOF BRI BT 2 e
b hr ol



CHREIRMERZEZ2NRE LTSRS REEBL T EE
Wb AT BE B LB R ER IS BV T 56 B ICB I BPANSS
BAATDOR=AFTL VP LOELRIIRTOLBY) THo
T2o ARA2mght K Fdmght T, 7 F L REEIH LG 2
HEEMPHD S N7 (2mehEp<0.0001. 4mghE : p=0.0006.
MMRM) 18,

X7 B56BBICHITAPANSSHEAIATDN—ZXSALH5
NZE{LE (FAS. MMRM#EHT)

N=Z5120 - MR )
panssizay | ooBE | ZiLE HE
s R
Tt | | TaEE o
T fE+ oy b)
P e (P2 gz | TEL | oo e | PIE
e
= e 9569+ 75156 | 1201
75t K 178 1146 108 1873 160 - -
A#10.25mg/ H &7 9361+ 56 7164t | —1490% =289 _
i 1153 1760 223 [-827, 249]
. 9585+ . 7070+ | —20.73+ =872
A#l2mg/HEE | 180 1375 123 1853 155 (=131, -437] <0.0001
94.70+ 7045+ | —1965% 764
Afldme/ HRF | 178 12.06 121 1817 154 [-120, -3.30] 0.0006

Q) FERN R E & GBE, ik, L RSB/, AR
FR—ZTA UM, R—=Z2 T4 Y EBMOLHEERE L, it
Wk % % Unstructured & L7=MMRM#HT 1255 <,

b)BE DL FEEIX. AH2mg/ HEE L dmg/ HEEOEWRF L 75 L R
DIUE % A BAKHED0S TV, AR 728 E1C, AAl2mg/ HEEE
752 R, AHldmg/ HBEE 75 RO Z Z A BKHE
0.05TAT 9 HiE Tk sz, B, A#H2mg/HE L 4mg/ HEEDF
WL 75t RXBEOKEITB VT, B [95%E X 11k - 818
[-120, —440]. p<0.0001TdH -7,

) AHOAKRE NN EZ, 1THIEImgA 5 BME#E. 1H1M2mgTH

% (A% - HE)0EHBH) .
2. REAR 5558

HARANBEZ R E L1275 AR HEHRERERY 2 5 Ofk

el K. OSHT 72 A\ HLA AL & 72 2 e L & R R FE it

L2FERENHRGERBICBWT, 7L2 AT IV — L]~

AmgZ 1H1M52 ¥ 5- L= & X ODPANSSHE A 2 7 o i 1X

KIDEBYNTH 7219,

%8 PANSS#iZ a7 DR (FAS. OC)

il HkiseHl
(F5ukm) | (smE) e
Y 2 WIS 69“’(22312)1'90
N 67.17 = 20.88
Y)Fk Z W48 (189)
. i 82522229 83512221 6693 2042
HR AR (27) (70) (182)
8 74.19 = 20.87 79.57 = 22.59 64.30 = 20.20
(21) (60) (169)
- 74122417 75.30 = 23.32 62.77 = 20.07
(17) (53) (154)
12 7150 = 1872 73.80 = 23.84 6258 +19.92
(16) (46) (146)
o3 66.50 = 18.28 69.86 + 23.87 60.93 = 19.56
(14) (37) (123)
10 59.20 = 14.31 67.66 = 24.09 59.66 % 18.70
(10) (32) (116)
523 62.33+12.03 68.16 % 25.72 5886+ 19.23
9) (32) (109)
AR 7756+ 24.14 81.86+25.81 63822261
(LOCF) (27) (70) (182)
SEYAE + B 2 GRAB1 %0

a) N7 5 & R R E BRI B 2 4% 5B
E) A OARFE SN2 HIZ. TH1ImgA S BiEHE. 1H1M2mgTH
% (% - HE)0EHBM]),

(EphEETE)
1. IR

(ZEFHME

in vitroZ B RB T, Mz e o bz v
5HTin. & bta b= Y5HTa KO b B33 Y DAZRRIC
LU TEVEAMEZR L2,
(AR AEEEREENEYET L TCOREEA
in vivoikBEIZB VT, BHIEROFE L EZ Sh T3
5y b A EEEROS 2 0 L. SRA R E ORI L £ 2 5
NTw27 2y 2 Y VEREOHTFWROBRFEITE O
TP L Az20,

1.8

2. fERRF
TLZ AT I —iE, ko b= V5 HT WS RAKEG 7 T=
2 MEA. ta b= U5 HTwZHRT v ¥ T=2 ME RO K
NI YDEZBERE ST T = A MEH &R0 SHITH 52,
W BE XA TH 525, TS OISR ICH T
LEMEICHESELTVWEHDEELONT WS,

(B2 ICBET 2 EB{E2HIFR)

—f% T T L7 A¥ T 5V — ) [Brexpiprazole JAN, INN)]

{b24, @ 7-/4-[4- (1-Benzothiophen-4-yl) piperazin-1-yl] butyloxy}
quinolin-2 (1H)-one

M "

_ N/v\/o N (6}
SUShAReU]

ﬁ%ﬁ : C25H27N3025

4fHE 43357

R AB(ZEALANRZED) OGS UIRREORETH
bo N-2F NV K UIZHEIFRT L N, N-YAF N
T b7 I RIZRRBEFRTL. AF 7 = MicEiFicl
v TF 7= (995) IChidTHITFIZL L, KiTiFE A
EHT v,

(2 %)

LEHILF 1 §81mg : [PTP]1005E (105 < 10). 5005% (105 * 50)
[F52F v 2 & F V150088 1,0005¢

L5 1 E2mg : [PTPI1005 (105E < 10). 5005¢ (105 X 50)
(75 2F v 7 & F V150088 1,0005¢

(EEXEB RO RS K %)
FEXH
DANER (5 v b ILHRATIERER)
2) N ERE (BTN I ] 45 53R
3) FE PR Gl fr 2 H o 2 3 g & U 7z [ Py BAE 3 - 3k)
) FNE R (B0 EERER)
5) FE PR (BRI & SER OMXT I N A o+ T _RA 5 Y T 4 3R
6) FE R (8 PR ki)
7) RPN ZERL (e e A %)
&) KB K RIS P BRE, <~ AT ¥ A, EHOPERR)
9) *E R Gt & JE - UM A R G B B 2 i R & L7z s
P 5k
10) 4L EEEE (CYPRILSE I 0F 1145 5-12 X 2 SEWp AR AT 30
IDAENER () 7 7 2 ¥ ¥ 85T X 2 AT AT 3ER)
12) 4L YRR Gk 3 DR 86512 & 2 SEMAH 1A T 3%
13) 41N BB (BB RE R i A C 0 - B B SRR
14) 4L P EERE OFF B a8 I 55 [ © 0 SR B 18 SR
15) #1: N BB (AF i B ORI  SE B R~ 0 278
16) tE PR GRASLMEERE 20t 5 & L2 EN 7 5 1 R0 I i M)
17) FE VB (e D B & it B & L7230V 7 5 2 ek IR 1 i ikl
18) #L PR G A5 JAE I & R & L7244V 7 5 2 R IR i ki)
19) #E BB (B S - & b e & L 7= R PRI 5-5kB%)
20) Maeda, K. et al. : J. Pharmacol. Exp. Ther., 350(3), 589-604, 2014
21)Maeda, K. et al. : J. Pharmacol. Exp. Ther., 350(3), 605-614, 2014

XksE k%
EECHRICEE RO ERICOE T LT FRUUCTERL 22 &0,
KIFREHEA S ERERE 7 —
T108-8242 WHIABIE X ¥ERI2-16-4
SNZS vy REey by g —
#&F  0120-189-840
FAX 03-6717-1414

@ v
s AEREHIASH

Otsuka =x#BFREXHEFA2-9



182 ZEE - R, AE - AERUVERLOIEDRERRL
1821 % - R (B) RUZDOHRERR

1.8.2.1.1 HEE - R (F)

e IRAE

1.8.2.1.2 ERERHL

L LT 4 SEDOZNEE « 21T, DSM-IV-TR 433E THARTIE & 2 S B8 & 5 B 2 B
WNTHE L7777 2R EE R (331-10-002) K OEHIE 55 (331-10-003) OfEH
ZH EICRIE LTz, £z, EWNAE BICHEKMIEOZKICIT DSM-IV-TR AW Hi, FEME
WOFHIRE & LTix e HIT PANSS BRHWOLNTWA Z &b, EHNT 7R3 EHERR
B (331-10-002) LAZIEFERDT A o) IR - BRAVEHEIC L VAN CEIE L7277 B AR
HEMRMAE (331-10-230, 331-10-231) DR bEIRE « FIRBEDOMRIME LTHNWDL Z L & LT,

(1) ERERRGRERAIE
(a) TSR B_EEHAE (331-10-002)

BPEFRE OB RRIE RS 447 Bl AR, 7L 7 A7 T —/L 1 mg, 2 mg, 4 mg £7-1%
7T RE 1 H A6 HEMROKRE L, 77 v RRUCHT 2B A RGE L -, BT VA
T EARMBCEHERABRTHY, | mg BITEEMZBE Tl mg 2R ETH5DICR LT, 2 mg
FEX 1 mg 2B E L LCHE S HEIZ 2 mg [ZHitE, 4 mg BEDLRFRIC 1 mg 2B E S L,
B 5 HEIC 2 mg (ICHBE LT3 ARG L%, #58 AHIC4mg i+ 57 91 &Lz,

FEIMEE Th D PANSS A AT DR—2 54 UMb DOEE (B RFEHHE) |
mg FfT-8.26, 2 mg #ET-14.95, 4 mg #ET-11.49, 7R T-7.63 Tho7=, 2 mg L4
mg BEOVEINE & 7T v RBE A A EAKYE 005 THE LR, AETh-oZ &b (/b
TRPBIEDE =559, p=0.0298) , 2mg FEE T T EREE, 4mg HEE T T ERBEEENEN

HKYE 0.05 THER Lz, TOME, 77 vRELEREL T 2 mg B CIEHFZMICHEER
PANSS # A a7 OO bl (R R FHEOZE = -7.32, p= 0.0124, MMRM, #*
1.82-1, X 1.82-1) , —J7, 4 mg BECTT 7RI T HHEEREITRD NIRRT, %
DOEEITT 7 B AREE & el U CHUEMIC KR E o7z (/) “FREEMED % = -3.86, p = 0.1959,
MMRM)

HEREZORBAERIL, TV 27 AETTY =)L 1 mg BET 704% (81/115 f) , 2 mg BET
69.3% (79/114 %) , 4 mg BT 65.5% (74113 B) , 7 FBHREET 76.7% (89/116 f5l) TH Y,
TVLI AT T — NEBETRA LA EFRORREAL, IR LLRTEN-7-, %
7o, BEELAEFRROBEGHILICESTEAEFEGZORBEIGIL, 7R ERBERL -7
[2.7.42.11 (1) (a) DBHR] , TV I7 AT T V= AKRETRAEIAGN 5% L, o7 I+
REED 2 (L EOEIS TR LIZAEEST, a4 mg BE7.1%, 8/113 #il, 77 & REE 3.4%,
4/116 f5l) , 7oz 7 F 8N (4 mg B 6.2%, 7/113 #il, 77 ®REE 2.6%, 3/116 #i) ,

L8 I 3CE (%)
8



TH (4 mg B 5.3%, 6/113 B, 77 &HREE 1.7%, 2/116 ) , Hix (2 mg & 5.3%, 6/114 {1,
7T ' AREE1.7%, 2/116 B) , EEE (1 mg Bf 5.2%, 6/115 fil, 77 EHREE0.9%, 1/116 f5l) T
bHolz [274211 3) () VB,

7T AREE L W U CORBEI S N N 2 EERIT o T, £, FEAEORE
HEOREEEIIRE TP EETH T2,

bz & XV, SAKMNELRE ST D7 LI AT T Y — L OAFEDRMHR SN, 2ok

WK ERREN 2N E2VRENT,

£ 1.8.2-1 #5 6 B&ICEHEFTSH PANSS X AT7DR—X T4 b DEIE
£ (FAS, MMRM f##7) (331-10-002)
/\\“—‘23/])»‘/0) N PAY Ea) 77VETE$
PANSS #2217 £5- 6 11 2 E @ﬁ%f‘é
Be R B | BERDE
g | EEE gy | L S osvia | p i ?
PR e R = PR | o e X ]
7T AREE | 113 [97.19£19.27| 70 |81.74+22.23| —7.63 £2.11 - -
—0.63
AF| 1 mg/HAEE| 112 |99.26£20.64 | 73 [86.64+£23.27| —8.26 £2.10 [—6.]50, -9
5.24
~7.32
AF2mg/ HEE| 113 |96.55+19.20 | 81 |77.42+20.73|—14.95 £2.00 [—13.104, 0.0124
-1.59
—3.86
AFK| 4mg/HEE| 109 | 96.39+£15.73| 68 |79.12+£21.52|-11.49£2.10 [—9{1, 0.1959
2.00

a) EENREFGRE, B, BERERHIOREMER, HEREN—RAT A Ul N—R T4 v LORZHAE
A& L, ot syiEid % Unstructured & L 72 MMRM fEATICEES <,

b) MREDLEML, AH 2 mg/ HREE 4 mg/ABEDOFYIZNR & 7T R ARBEORE % H BEAYE 0.05 TITW, HEX
STBEIT, AF 2 myg HEEL 75 2R, KA 4 mg HEEL 75 B RBEO k2 N FNA B K 0.05 TT
IFETHEIN, B, AF 2 mg/BREL 4 my BEOVEHR L 7T v RBEOREICENT, BEE
[95%(EHEIX ] 13-5.59 [-10.62,-0.55] , pfEi% 0.0298 TH 7=,

c) AHldmg/HEE L 77 EARRE L OMICHIFIRABEENRO LN Z 00, KFl Ilmg/BREE 7T+
REED KT LI 31T DB AT DAL D> T2,

L8 I 3CE (%)
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2 --©-- Brexpiprazole 1 mg
0 ---£F--- Brexpiprazole 2 mg
2 T —a&— Brexpiprazole 4 mg
=3 4 ---¢--- Placebo
¥
3 -6
£ st el T e
H
=10t
E
% = S—
2 u [ N
- e
2 16
=
= .18
a0 b LSMean= SE

Bazeline Weal 1 Weask 2 Waslk 3 Weaal 4 Wazk 3 Wesl &
1.8.2-1 PANSS X a7 DEFHOR—IXSA oMo DELRE (RN

FETHiE) (OC) (331-10-002)

(b) EEAZRSHRER (331-10-003)

FEE 58 (331-10-003) TlE, 77 Al EHERAB (331-10-002) 72 HBAT L7-HE
BIFERE (REiF) &R AN DN TRARIRIERE GO Z2xt8ic, 717 A
BV = 1~4dmg & 1 H1EERE L, &FZ2EH&RE LEEREORENME L AR OV Tt
L7z,

MEEBICBI L TIE, | BAEZ 2 mg/ BB L, HEEECHAMELZ MR LG EE 1~4
mg/ H OFEFHAN THJ L7223 5 52 &G Lz,

—77, FHBNCE L CiE, HEGROFUREMHINEIEL 4 R LINICARFI O HATRE A~V B2 57
B, AFN1mg/BNSIRAZBMAL, #5 4HE F TICAK 2 mg/ HOBANREE 25 X oI, #
B OARAEIZ IS U CAA R QML O FUS MR o A& 2 0% Lc (UEH) . SIEIcki< 52 i
M 51E, MkRes & [FIBRIC 2 mg/H SR L, MEESCIAMEABRL, B5 8% 1~4 mg
A O#PHN THR L 28 b5 Lz GRwd) |

AR OWGR I O GH1L, e & Briie & T 281 il Glkkedl 98 #i, Fr#ipl 183
B) Tholz, BEHOR—AT A HHTO PANSS #2271, HHHFIT 66.93 + 2042 (OF
B + FEERZE, DUREAR) |, fkeflo 55, 331-10-002 3R T 7 7 & RBEZ o TR E T
82.52 + 22.29, 331-10-002 FER TAHFIRETS - 72kl T 83.51 + 22.21 Th o7, FAFEAlRF T
PANSS #8 A = 71X, FiFifI T 63.82 + 22.61, #kfchld 55, 331-10-002 Bk CTF' T B RRFEZ - 72
PERA T 77.56 + 24.14, 331-10-002 B CAFIHETS o T #RE T 81.86 + 2581 Th o7 (£
1.8.2-2) , AHl 1~4 mg/H ODREHFHEIZ L0 WEH RN SN D Z BRI,

52 HEORFEH COREFEFRORBFIGIL, HRERIKT 83.6% (235281 #il) THV, #HR
FHRETRIAEIEN 5% U EOFEFFRRIT, SWHEHK 23.1% (65281 f) , HEKIIE 22.4%

(63281 ) , T T7 8.5% (24/281 f3il) , UEJF 7.8% (22/281 i) , (REHIM 6.8% (19/281
Bl) , HEE 6.0% (17281 fil) , AHRIE 6.0% (17/281 f) , IR 5.7% (16/281 f5) Th 7=

[2.7.42.1.1 (3) (b) VBM] . FIKBOE(LSNCREDEERAEFS, KEHIEICEST

L8 I 3CE (%)
10



BEEZORBFIFBEE NS5 2 & bnoiz,

R GRHZIRE ICRBE G N E < R AFFER, KEHMItE- TRERENE RO AE
FRIT ool LD, AFIEBHEOREIZIE T T 1~4 mg/H OB CTREYREG LIZBRICEE
TRERZEME LOBRESITD RN EEZ BT,

* 1.8.2-2 PANSS #4227 D## (FAS, OC) (331-10-003)
ke Al bs Wil .
NETVAN) AV l
(75 AR Y) R ) il
. 69.62 + 21.90
Fk Ly
J@J (=) Z_ﬂﬁﬁﬁﬁDH% (201)
. . 67.17 + 20.88
I 5
Gl) %4 Z_ﬂ;q 4 38 (189)
. 82.52+22.29 83.51 +22.21 66.93 + 20.42
NI L
TR A o 0 (82)
L3 74.19 + 20.87 79.57 +22.59 64.30 + 20.20
= 1) (60) (169)
- 7412 +24.17 75.30 + 23.32 62.77 + 20.07
= 17 (53) (154)
12 ¥ 71.50 + 18.72 73.80 + 23.84 62.58 + 19.92
= (16) (46) (146)
4 66.50 + 18.28 69.86 + 23.87 60.93 + 19.56
. (14) (37) (123)
10 8 59.20 + 14.31 67.66 + 24.09 59.66 + 18.70
= (10) (32) (116)
- 62.33 £12.03 68.16 + 25.72 58.86 + 19.23
- 9) (32) (109)
o RE AL RE 77.56 + 24.14 81.86 + 25.81 63.82 +22.61
(LOCF) 27) (70) (182)

THE + PEERE FHEFTE)

a) N7 5 & Rk SRR 35T % 1

(2) BHVERPREAERRKE
(a) T3t RAR-EEHRHAR (331-10-230)

AVERRORSETVERL 657 HlaxtRic, L7 ATV —/L 1 mg, 2 mg 4 mgE7-1%
77vRE 1 H 1A 6HEMROEEL, 77 BRI A2 E MM A BEE L, RBRT A %
EN7 7 RSR - EEHRAREFETHY, | mg FITHREMZE LT 1 mg 28595 0%
LT, 2mg Bl 1 mg ZBAGHEE LTS 5 H BIZ 2 mg IZHit, 4 mg B S [FARIZ 1 mg % BHkG
MEL L, 55 HAIC2mg 2 LT3 AM&EEG L%, 58 HEIZ4 mg (2l 57 %
Ak L,

FEBEHA THDH PANSS MAIT DR—R T A1 b Week 6 OB LR (/) 3R EH)
) 1%, 1 mg BFT-16.90, 2 mg FET-16.61, 4 mg FET-20.00, 77 EREET-13.53 ThH-o7-,

L8 I 3CE (%)
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2 mg BEMTN 4 mg BEDFEHINRE T T vARELZAEKAE 005 THERLAE TH-7 (p=
0.0093) Z&ivn, 2 mg BEE 7T BAREE, 4 mg BEE T T RBEE TN TN EAKEE 005 Tt
L7, CTORERE, 2 mg BETIET 7 BRI T 2HERETRD N1, "= 7
A UIPDOEALEIX T T AR L i U CTHIEICRE -7 (/D R EHED £ = -3.08, p
= 0.1448, MMRM, # 182-3) ., 4 mg FETIET 7 BAREE & ik U CREFAAIICHE 7 PANSS
WA 2T OWLRRD LV (/N ZFEEOZE =-6.47, p=0.0022, MMRM)

& 1.8.2-3 15 6 BRICH[TS PANSS BRATDR—R 54 U o DE1E
= (FAS, MMRM f#i##r) (331-10-230)
/\\“—‘X:j/( :/O) NP % = a) 70‘3‘IZZT{§‘$&
PANSS {3 2 =1 7 £ 6 381 gala D %FELEE Y
KRG T4 T4 BTk | BERRZE
b | et || REE | v (s | pi®
& = & = EAERRE [X_FHl]
75 REE 180 [94.63+12.84| 119 |77.40 £21.10|—13.53 £ 1.52 - -
—3.37
AA| 1 mg/ B A 117 [93.17+12.74| 81 |71.56+16.75|-16.90 = 1.86 [—8.]06, -
1.32
—3.08
AHA| 2 mg/ B R 179 [96.30+12.91| 130 |76.37 £17.56|—16.61 = 1.49 [_7f3’ 0.1448
1.07
—6.47
AF 4 mg/ HEE 181 [94.99 + 12.38| 128 |71.55+ 15.94|—20.00 + 1.48 [—1%6, 0.0022
-2.35

a) BEBREHERE, Mk, W, REHESHMOREER, HEEEZX—XT A VH, X—XT7 A v LD
THAERE L, ity it 2 Unstructured & L 72 MMRM fETIZ S <,

b) MEDLEMIL, AH 2 mg/HEEE 4 mg/ HEEDOFERR & 77 B REEORKE 4 A EAKYE 0.05 TITW, AER
STEEAIT, KA 2 mg HREL 7T BREE, AH 4 mg/ B L 7T RO B A ZNEHVE E K 0.05 TIT
IFETHESIN, B, AH 2 mg/BREE 4 my BEOVEHR L 7T v RBEEOREICENT, BEME

[95%(EHE X [H]] (%-4.78 [-8.37, —1.18] , p fEi% 0.0093 TH 7=,

c) AHl 2mg/AfE L 7T B AR L ORIIHFIF A EENRO NN -T2t D, RAl Ilmg/BlEE T T

ARRED KT LT F1T DB ITAT DAL D> T2,

BEHGORBFERL, TV 7 ATV —)L 1 mg BET 56.7% (68/120 f5]) , 2 mg BT
58.6% (109/186 f3i) , 4 mg #E T 63.0% (116/184 f3i]) , 77t$ﬁfsym(myw¢%)fho
oo 7VI AT T =N TOREELORBEEIGIL, 77 vRH L ik L TRE2EITR
LR o T,

BEDLAFEFGZORBEIG IR, 78R LT LI AT T — L HETREE CH -,
T2, BEEFILCESTEAEFEZOBIERIL, | mg AT 72 RFEL TS L, 2 mg B
&4 mg BETIEPo T2, EHIC, BEALOREFREAPREEZLIIFEEOREELE CThHoT-

L8 I 3CE (%)
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[2.7.6.5.23 (5) =M1 .
Pz & Xy, ARBRICBW TCHOHEAREET T 27 L7 AT T — VO IRME
DR E I, LREMEICRERBEN W EIRENT,

(b) FoERAB-EEHRRE (331-10-231)

BMEHRBORE RKMIERE 623 flzxtRiz, 7L 7 AT TV —/L025 mg, 2 mg, 4mgE7-
X7 R%2 1B 1R 6AMRAOKE L, 7T BRI 28 A R L=, R A
%, [EW 331-10-002 3R &L OYESL 331-10-230 B E [FEETH D, 0.25 mg FRITHRE 2@ U T
025 mg Z#H 5T H5DIZX LT, 2 mghild 1 mg #BtHELE LTHRE 5 HEBIZ 2 mg |ZTHitE, 4
mg FEBRERIC | mg ZBAMAEE L, &5 5 HAIC 2 mg lZ#iy LT 3 HRE&ZG Lo, 58
HEIC4dmg lIZli T 571 & Lz,

FERHBIEH CTd D PANSS AT D_—RZ T A L )vD Week6 DB E B/ 3 FHMH)
%, 025 mg #ET-14.90, 2 mg B T-20.73, 4 mg #ET-19.65, 77 EARFET-12.01 THHo7=, 2
mg RN 4 mg FEOTFEPIR L 77 B AREAZ A EKRE 0.05 THIELAE TH -7 (p<0.0001)
ZEnb, 2 mg BEETTRARRE, 4 mg BEE T T RARBEE TN NAEAKYEE 005 T L,
ZORER, 7T RRREL LT 2 mg BEM N4 mg BECHEGHAMICAH E 22 PANSS #8227 O
LR BT (2 mg B /b REHMEDRE =-8.72, p<0.0001, 4mg B : fx/h FRVEHME
D7 =-7.64, p=0.0006, MMRM, % 182-4) ,

#* 1.8.2-4 %5 6 B%IZHTSH PANSS BRAOT7DR—RX5A4 UhbNDEL
£ (FAS, MMRM f##7) (331-10-231)
/\‘\‘_‘Xi/]) V@ Nz2 DAY 7IR = a) 703’1273‘3%&
PANSS g ==y | P76 28 S DXL Y
e 7.1 gh=g | Bz
5 SERIE + | FEIE £ sy [95%(& b)
P\ peme (P mame | THEE | w0 | PR
TR X ]
75 R 178 | 95.69+ 11.46 | 108 | 75.15+ 18.73 |—12.01 + 1.60 - -
—2.89
AH0.25mg/HRE| 87 | 93.61+11.53 | 56 | 71.64 +17.60 |—14.90 = 2.23 [—8.]27, -
2.49
—8.72
A 2mg/HEE | 180 | 95.85+13.75 | 123 | 70.70 + 18.53 [—20.73 = 1.55 [_13]'1’ <0.0001
—-4.37
—7.64
AFK 4mg/HEE | 178 | 94.70 £ 12.06 | 121 | 70.45+ 18.17 |—19.65 = 1.54 [—12].0, 0.0006
-3.30

a) [EERNEE R GHE, Misk, WY, RESHLBHORAER, ERE2 -2 T4 U, R—AT A RO
RHAER E L, ity #dEiE % Unstructured & L 72 MMRM fERTIC IS L,
b) MEDLEMIE, AFI2 mg/ BEEE 4 mg/ BREOVHIR L 77 B REEORE 2 HE/KUEE 0.05 TITWV, AEE

L8 I 3CE (%)
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STBEIT, AF 2 myg HBEL 7T 2R B, KA 4 my HEEL 75 B RBEO k&2 N FNA B K 0.05 TfT
5ﬁ&fﬁﬁéhto&k,KﬁZHgHﬁ&4n@5ﬁ®$WM%&77k?ﬁ®ﬁm TBWT, BEHZE
[95% 5 #EIX W] 12-8.18 [-12.0,—4.40] , p<0.0001 TH -7z,

BEEZGOEHREIGIL, L7 AT TV — 025 mg BET 48.9% (44/90 ) , 2 mg #ET
56.6% (103/182) , 4 mg # T 56.7% (102/180 ) , 77 EHREET 62.0% (114/184 ) Th -7,
TV I AT T = A TOFEFROBRENEGITT 7 v AR & L TR o 72,

HERAFEFROREBENEX, TV I AT TV — L T TR CHERZITRO bR
mole, o, BEPIICESTEAEFZORBEIGL, 778 HLV T LI AT TV — )L
BTN oTz, S5, BRELEZAEFROBEEEL, FEAEPREZTLIIPEETHH- -
[2.7.6.53.3 (5) ZH] .

ERROFER LY, WAL 331-10-231 REBRICE N TH, MAKFERE KT LT LI AT T
—IVDOBEEVENHER SN, BEMEICRKE RBBEN W LR ENTZ,

WA ICHIE & W SN 7= B3 &b BRI I L= [ENAL 3 SRR OBGRRBRAE L 0, A IHHE
$%:ﬁ¢57v&xfﬁ??—w@ﬁﬁéﬁ@ﬁéntoik,%A%ﬁr$% IARAN B 5
L7cBROZ MR R E REIT R <, RGBT BT RS LZEMORESFH L RN &
#méﬂko_ﬂ%®:kﬂg,$ﬁ®%%-m%(%)%r#A%ﬁWJk RETDHZ LT %
Y &b L7z,

1.8.2.2 FHix - HE () RUZDHRTERM
1.8.2.2.1 A& - BE (®)
VXY LT ¢ BE 1 mg, [RIBE 2 mg

WBH, RAET L7 AT =L ELT1IHLIEL mg b5 L%, 4 HU EORREE
HIFTHEEL, 1H1F2mg #RO&E35,

1.8.2.2.2 AEDNRERM

18223 FIEAEZ 1mgecddHLDRAM

EN7 7 R HEERAER (331-10-002) OBMARIL, TV 7 AT T — Lo HEE
ETICBNT ImgHTHY, EERMGENO 4 HEIZT L2 AT 7Y — VLI 1 mg/H %
BT 71 ELTz,

1 mg BECOFERERLORBEIAIL 704% 81/115 #) THV, TT7HHREED 76.7% (89/116
Bl) L UKD o7, EERAEFROEBEIGIT 1| mg HT 7.0% (8/115 ) , 77 &R
T43% (5/116 ) THY, EHFILICESTHEFRORKBEIGICONTE, 1 mg BT 16.5%
(197115 f51) , 7T EBAREET 17.2% (20/116 ffil) & REREITBO NN -T-, S HIZ, HEHIE
ENGEORFEELOBRHEES 1 mg BT 7.8% (9115 6]) , 77 BAREET 7.8% (9/116 1)
EFRRETHY, 1 mg HOARMIRIFTHDL B2 bivle (BEEES 5.3.5.1-01, £ 12.2.1-1
B .

Dz e, BEHAEZ ImgA T2 L3R4 THDLEBERT,

L8 I 3CE (%)
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1.8.2231 #ERAEZ2mg&I b LDEAM

EN7 7 R R EERRR (331-10-002) OTHEFMIEE THD PANSS AT D_—
AT A 0D Weekb D2 LR (B 3 FHMHE) 1%, 1 mg BET-8.26, 2 mg #FT-14.95, 4 mg
BET-1149, 7T BARBET-7.63 THolz, 77 2REEL L T2 mg B CIIMEHAMICEE
PANSS #RA a7 OB RO vl (B/h R FEHED A = -7.32, p= 0.0124, MMRM)

[1.82.12(1)azH] .

ENEI &5 RB (331-10-003) TiX, AA) 1~4 mg/H % 52 #iEE L, EHEGHOLEME
K OEMEZ R Ui, &, REAELROEEHAEN 2 mg Th o - #5RE OB L)
A ONFTIZEBN TS, ARORBIREGIZLVRM MR S (2735 23H) .

72, 331-10-002 FRERFEIEOT VA > CTE L72iEsh 7 7 2 R5HR —EHE KRR (331-10-230
SO 331-10-231) 1ZEWTIE, 331-10-231 #BRT 2 mg BFED 77 B RFHT T 5 A B R0
bz 273213 3) 2] L 331-10-230 B D 2 mg BETIE 7 7 B AREEC T 2 HE 22200
DO TEN, PANSS BRI T OXR—RAT7 A4 b OEEE, 7 BRBELD K& 0o
7= [273.2.1.2 (3) &H] .

ZEMEICE L T, BN 7 R EERARIZIEIT 5484 2 mg HOFHEFROIIRE
A, 77 ERBELIVELS, BRELLAEFROEEEITIZEAENREDL LIFFEETH-
7= (274211 (1) (a) M) . 61T, EERATFFROREBIEGIT 2 mg #fF& 77 BARHT
FREETHY, ?&’%&qﬂmz:iof:ﬁ%%% X7 7 RBELE LT 2 mg BETE2 -

(274211 (1) (a) i)&@“2.7.4.2.1.1 4) (a HBR) .

KH| 1~4 mg/H Z BHHEE LBEOLEMEICHOWT S, BGHIMICHE > TREVEIS DB
<&éﬁ%$%i&<,E%ﬁﬁ%%%&@&5¢m;%okﬁ%%%@%ﬁ%é%k%uﬁm
THZE RNl Fio, FHXIIEMHAEO KR E JTE- TRIAEIE N 2 5L EEmLeoTz
BEFHEGII o7z [2742.1.1 (5) KO (6) 2] Z &b, KAl 2 mg 2 RHIEE L7-ERIC
BETRXBEAID 7 nwWeEE 2 6N,

UL, EWNAOERKRRERIZ BT 2 AR L RMERRE L 0, ENGE KRESRE THRMEN
MREEES L, ZatEd RERRBIENZRVAK] 2 mg ZHEFHRERETILIIRYTHDLEER
77

7%, 331-10-002 FERD 2 mg/ HAEIL | mg/H A BAMHEE L, 5 5 HHIZ 2 mg/BIZH#E 5
DT WA CEES I, BEMICRERMENRNI ERERSNZZ LD, K 1 mgHM»
H2mg/H~DOHEIT4 AU LORIREZ HITLZ LIRS THL EE T,

182232 "EWEICEITSHHEERAE

FEWi#EHER (331-10-003) TI%, 252 H (AW OFATEZREIC 65 mll LO#ERE 7Y 29
Bl CIRB) & FEn Tz, mlinE o 52 HELHETHRIL 62.1% (1829 ) TH Y, z@ﬁﬁméﬁ;
(59.2%, 109/184 fil) &[RFREETh -7 (RS 53.53-04, CTD1.1-4 ) . &EiEICH
% PANSS ¥ 2 a7 D 2 AR—RA T 4 U H OB L& (0C, F¥IE) 1%, Week 24 12-8.00 T,
Z D% Week 52 F T-9.79~-8.78 DO#iH TLE L CHER L7=, PANSS AT DNR—RF A
2B Week 52 OZALE S SilnE & BB RIK TREZBENZT R o7 (BB 5.3.5.3-04,

L8 I 3CE (%)
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CTD2.1-2 2fR) , AFIOEMELHIC XV @ming 2B W TH R BHERF S N7,

F7o, mnE O E CEYME £ FEERZ) 1L 294 £ 097 mg/HTHY, Fr#lflek
(3112083 mg/H) & RELEbblhotz (BEE S 53.53-04, CTD1.1-5 BR)

B E BT DA EERZORIEISIL 82.8% (2429 #) TH YV, HEHIEAE (85.2%,
156/183 i) L[FAFRETH o7-, 1BEMICHEL L - EHE LA FELOFTEN 19 flo b, &Sk
FHTORBIT 1 ] (AHEFLL  MAEKME) THY, HEIICEEPEICESTEAEERD
BRI 20 BlD 5L, Gl E CORBUL 2 #] (BEFFLRAL « FIRE, BAEKME) Tholo, &
WEICBIT A2 AEFSR, EERAEFER, KORGPICESTEAEFGORBEIEIL, s
ERICBIT DRBEEIS & REE VT Rho e (BEE S 5.3.52-01, Table 14.1.1.3-70, Table
14.1.1.3-39, Table 14.1.1.3-40) .

P bEy, Sl cARA 2 # G T HB1TIE, AEESEENMET LTV D TREMEN H 572 & D —fik
7B ET 20EEH 50, AROMAEFHBEIINEL LW EEZ b,

18224  RZEDERTERM

BEORERER (331-07-201, Am 3) KOHHRMAER TORFOZERER (331-10-246) O
KLY, BEEROAFEIIAFOEDERERICEEL RITES RN EEX LN (272371 2]) .
BH%INIZEERE G ORFIEIRIFTH Y, BB LA EFFLOECRRE S IR E 2135
bhinote 276223 (6) ) 1,

F7z, EPNTHERM U7 @ERERNZ RS & LR 55 (331-07-002) TiE, AH]0.2~6 mg
B LRGSR, AFID tn OFEIEIT 43.94~66.58 FE TH 7=, 512, ENTHEM L7
BRERE 2R L L ER 535 (331-10-001) TIE, A#I 1, 4, 6 mg 2 1 H 1[4 14
HISER G Lk g, AFID iz OFHEIE 51.88~91.85 K] TH 7= (2.7.2.3.5.1 &) |

U boBERBEREZRE 2, ERAOBEERBRIIOTRLLRFEROGELZEETS, 1 A
1 ERR O 59 2 INECHEM LTz, ZORER, KR OANER LMD MR S,

Pk, Ep@Ehae, AR OZEEOREREND, AFITAEFEROAMIZESREZRLS 1 B 1 [
BT 52 EMEETHD LW LT,

1823 FALDIE () RUZORERNL

FH EOER (%) B E D AR
(e ROBFICITELG LN L)) L AN AR AR AN I
1 FHeREDEE [(FHRELElLIE2BENWNH 5, ] HEHT L0, FIER
2. 7L B — VEEER AR - BRIFAISE O AR RANE] A O RV T IC B || RO BE DJEIR 2 L S
HEE [FHREARIGEARERI NI BENARH D, ] TLBENDLDHHZ &0
3.7 Nv Y vaREHROBFE (I3 MHAEEH] OHESH) HEE LT,
4. RANO A kE UBUE OB O b % B3 2. ARFN T HHE AR I VE

W%ﬁf%t@,NWB
Y — VIR EAR S D HX
PRI DRV EE T
WZhDEEFIHRET S
&, S OIS HHR AR R B
EHZ#m T 582
NHDHZEMPLEREL

L8 I 3CE (%)
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B ForE

(%)

RE DFRHL

77
3.AAKNX al 7 KLF Y
VRS ER A
L, TEX7 VDB
IARRIPEAE R DML & 72
DI ERE T BRSNS
BENR DD LD
T LT,

4. FRANCEHE STV D
BT L CIm EuE 2k
LR DLEBEIC
BET 5L, HOuEBUE
e 2 ATREME D m Y &

EZONDHTZOREL
77

CHE - HEICBET A4 EoEE)

(1) AHKlo 1 HE 4 mg 22D HETOZEMETHES LTy (| () ENEOEN D FE

FRRER D720

(2) AAIE CYP2D6 PREHK (F=r, NuaxFtvF %) KOV UL
CYP3AMD PHEH] (A FTFaF VY —, 7T U Aa~<A %) 20
T HEA KO CYP2D6 DIEMEN KB L TW\AD Z LAV L T 5 EBFH
(Poor Metabolizer) TiL, AFIOIMIEFTEEN FHITIRBZNNH
L7, UTOREZZZBICHIE - HEOREI #7528, (3.
HAEH) ©oHEKRO EEYERE) 0HESHR)

CYP2D6 BHEHIS 1Ly CYP3A4 [H
EROWT I E OFH

CYP2D6 DIEPEN K L TV D =
EAVHIH LTV D B

CYP2D6 BHFEFHI M OV CYP3A4 FH
EFIOWT UG OFH

CYP2D6 DILMEMR KB L TWVWD Z
ENHIBH LT WD EE N R
CYP3A4 FHEA % 0f H
FERREREE (7 LT F= 27 U7 7 AN 30 nL/min Kii)

ST ERE DD B O ITHREMESE (Child-Pugh 740 B XX C) OH 5

BETIE, AAOMBERREN EAT28ENWNHLZ 00, BE

FEGHROIEREZZE L, BHICEL OBFEORELEEIC

BlETHrZ L, (EEWHE) omESR)

101 mg &
1 H1[H

1A 1 mg %
2 BT 115

(3)

7R EBRTIX, AHK 4
mg ZHZ B HEDZE
PRIZHIET ST
RN L B EEM TS
T2 OIZFRE Lz,

@) R A=
NiFA b T aFy =k
AAHI2 mg ZHFHLT- &
X, KO M R A
2 EAT2Z EnH
EIRnTWa, 77,
CYP2D6 {423 K48 L 7=
£ (Poor
Metabolizer) I% CYP2D6
TEEEFT o0&
(Extensive
Metabolizer) (2T
ARHN D MR EE DS |5
THZERRESRLTY
5, 51T, RHEMNEY
Mo I 2 L—v
a2 kv, CYP2D6 fHE
Il Ko OV CYP3A4 fHLEE
HoWFnsOrH, Xix
CYP2D6 V&N R L7
B (Poor
Metabolizer) 7% FRu>
CYP3A4 FHEAIZOFH L
o & &, FAIOMmARE
DR A~5 5 ERT 58
TN dbH, Loz &

L8 I 3CE (%)
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B ForE

(%)

RE DFRHL

KUEE L,

(3) e 2 R B e e ok
FTAH] 3 mg A HL[ALRE
A5 L e X, BHEE
E R & i
HIREN EHT 52 2R
REENTWAZ &, BT
FERE R 5 W B [ AA 2
mg & HRIFR OB L7z
I S R BB oD s SR

v, HEEKROEEDOI
FRE R EB o o> i A5 P e
ERNERTEENARD
HZENLBEELL,

(A EoEE)

LHEERES ROBEFIIFEEICREG T L)

(1) O - MRS, MERES, {LENTI 06 OBEROH 2 88
[(AFNOEEGIZIVMERTRHHOND ZEBH D, ]

(2) TANAFEOREMWRET N OBERO S 5 BF [FRRE A
EERTSEDLZ LD D, ]

(3) WEIRIG ST DOBEEIED & 5 B3, & 2 WITHER OFIRIE, i
B, MBS ORERIE OERIAF 263 5848 [EES EA+5 2
ERD D, 1 (T2, BELREANEERG), (4] OHEEWG 4. Fl
TR (D EXRZLENWEM 5) @b, WERBIES b7 > K= 2, BER
JRPEEME] DOHZM)

(4) BREEXITAREROBEDOH 5 8E, BREEOH HHEE (A
BROE, AREMNPHODNL ZENH D, ]

(5) IFHREEEDH LBE (KO VT 7 APMET L, fHREN
ERS BTN DD, ] ( CEYEIER] OEHSHR)

(6) BHREREEDOHLEE [KHDOZ VT Z7 U APMET L, MHREMN
ERFoB8E0 S5, ] ( CGRHEME) OHEZM)

(1) wimg (15, ®ilmg ~0f&G ) OHSM)

(1) AAlFZal? FLF
U U REETUER A
LTBY, KHIDOEHKR
BRIZ I\ T S AR of
(1%AT) , ARdE (1%
i) DROLNTZZ &
NE, FHEORA SCED
LB EICLTREL
7.

(2) — I HURGARIP FE DS
M A K TS5 &
OWENH Y, AFI D
FRRBRIZ B TR (1%
i) MRDLNTND
ZEND, FHEOUT L
FEOTH LS HEIC L TH
E LT,

(3) L DO HURE IR HE T
HENTEBY, AFIOE
PRERERIZ B\ T & MLk,

(L%ATH) , BERIFE (1%
i) MEEINTND
Z e, FEOU L
EOTH LS HEIC LT
E LT,

(4) — TR A R FRAE B
FIZBWTHEET & H
BTHLITE D AJFEMEN
HY, KFOEKERERIC
BWTHFY A7 OEK
ITRRD SR o2 h D
O, BREEE (1%AHH)
MDD HILTWND Z &M
5, HHEOWMNLEOT
WHLBEIZLTREL

776

L8 I 3CE (%)
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B ForE

(%)

RE DFRHL

(5) JFHEREREEHLERE 1T
AKI2 mgZ H[EIRE N5
U 7= WG PR FE A BR O i S
X0, IFHReEEEEREE O
MFEFREN EH 5%
ENRHDHZENLRERE
L7,

(6) 7 R P e e o i B
HANTAHNS mgZ HERR O
BH LI L X, BHEE
TR & AT
BEN LR35 2 &%
EINTNDZ Enb
T LT,

(7) v BB T — iy
IZAEBEMREDME T L TW
DT ENEL, FHIKLIAE
OB D 5 L 2
ZRE LT,

2. BEREANEE

(1) IR, FED - E£TS - KNESBENEORTHNEZL2ZEBHD
DT, AAFBeH-H OB I H B H O EIR G R 2 0 5 B O BB
WHFEIFRWEIIEETLHZ L,

(2) B, WOE, BRUEEORBMERZ B I L ARENS 5D T,
B Z 51T, BAER R LNTHA I OIREREICY 0 B2 5
72 LU EEITH &,

(3) AFIDOFHIZL Y, mMFECHERP OEALN & & iy, FERPIMES
N7 R— R, BERIFESIEICES Z L NHLHDT, KFEEH
X, N8, 2R, 2R, HERSOERICEET S E LB, RFICHER
i X EE OB S 2 WX 2 OfERR 74 A3 5 BF TlE, mEfEo
WESOBEZ+m0ciTH> 2 &, (1. HERELQ)) OBEEO 4.
BIER (1) ERARRIER 5) @ik, BERBEMES T v R—v A,
PERIFPESIE) OIERR)

(4) AFOFEIZEEL, H52 Lo EEG) ORIERANEET 554N
HHZLE, BERNZEORBECHSICHAL, SimER (0w,
2R, LR, MRS ITHEEL, Z0 L) RIERND S b A
X, EblicEGETEL, EROZREZITHE, HETH L,
(M1, HEEREG)) OEEY T4, BIEA () BERZRIER 5 @i
B, BERIREMES N7 R— R, BERIGIESME] DOEBR)

(5) AFNOEEAZ X0 AREEIN L O BFEE 2 & OB O3 # B
THZENHDLDOT, AFFGHIIMEEOHBZEEERSBEL, K
HOEBDPRD DN HEIITRREE (GOHEDOREORF EE) %
Fhi L, MBS U CHEEIRLEEZTT) 2 &,

(6) WETFPENKELTHIBZENNH D DT, FRICRHEEMENIZDO Y 27 O
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ERE 25 4R 8 H 23 BT BRAREI 0823 5 1 Sk vmmEniz,

—REATE . (BA%) TV IZAET IV —
(3£ %)  Brexpiprazole
b4
(HA%)
T-44-[4-(1-X T F T 2 b-A N EXRT DA NV T TF T TN F Y
2(1H)-FA
(= 4)
7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy} quinolin-2(1H)-one

(INN]
brexpiprazole (r-INN List 68, WHO Drug Information, Vol. 26, No.3, 2012)
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‘ H* 4 H A& 4 (F
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I NN B fE 3k WHO Drug Information, VVol.26, No.3, 2012, page 304

(Recommended INN: List 68)
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1t 5 4 | 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy}quinolin-2(1H)-one
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Bk 24-3-A3
JAN (HAR%L) ¥ A v
JAN (@& 4) : Betaine

HsC
3 \N+/\COZ_

/ \
HsC CHj,

CsH11NOs2
2-(F U AFILT T =) kR

2-(Trimethylammonio)acetate
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BFE 2 INN (ZUE S 7= 5 B O ENC T A E KL —n4 7
Rk 18 4F 3 H 31 A HARA IS 0331001 524 F7 A P 3 A 5 Jm e A PR R m i
R 2)

BEFET  24-2-B7
JAN (HAZ) 7RI XA F R DA
JAN (3% 4) : Avibactam Sodium

C7H10N3NaOeS

(AR,2S85R)-2- 1 VIRFEA JL-T-FF V-1,6-CT 7 al3.2.1]4 7 % o -6-A /L Hilk
—F U A

Monosodium (1R,2S,5R)-2-carbamoyl-7-oxo-1,6-diazabicyclo[3.2.1]octan-6-yl sulfate

2/11
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Bk 24-2-Bl4
JAN (HAR%4) :vvU AR
JAN (@& 4) : Sirolimus

Cs51H79NO13

(1R9S,125,15R,16 E,18R,19R,21R,235,24E,26 E,28 E,305,325,35R)-1,18-t K %
2-12-{(1R)-2-[(18,3R,4R)-4-t FuFx-3-A hF 7 B AF I )L]-1- A F )L F )L}
19,30-Y A b ¥ 2-15,17,21,23,29,35-~F % X F/1-11,36- VA FH-4-TH F U v 71
[30.3.1.049]~FH L U 7 =1 %-16,24,26,28-7 b 7 T>-2,3,10,14,20-~2 F 4

(1R,95,128,15R,16E,18R,19R,21 R,235,24 E,26 E,28 E,308,32.5,35R)-1,18-Dihydroxy-
12-{(1R)-2-[(18,3R,4R)-4-hydroxy-3-methoxycyclohexyll-1-methylethyl}-19,30-dimet

hoxy-15,17,21,23,29,35-hexamethyl-11,36-dioxa-4-azatricyclo[30.3.1.04%] hexatriaco
nta-16,24,26,28-tetraene-2,3,10,14,20-pentaone

3/11
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ik s 24-3-Bl
JAN (AAR%) : NvI T U TFranygi
JAN (3% #4) : Trelagliptin Succinate

H
HoN-

\:;] CN
~ °N CO,H
/& * HOZC/\/ 2
o) y o
CH,4 F

C18H20FN502 « C4Hs04

2-(16-[(BR)-3-7 X / B2 P -1-A )V]-3-AFN-24-VFF V-34-Vk Frr’ ) I Y
V1QH)-ANIAF )4 T Fa RS = "N — o liglE

2-(16-[(3R)-3-Aminopiperidin-1-yl]-3-methyl-2,4-dioxo-3,4-dihydropyrimidin-1(2 H)-

yl}methyl)-4-fluorobenzonitrile monosuccinate

4/11
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Hekd S 24-3-B2
JAN (AAR%) R TFI7¥ 7~ Vg
JAN (3% 4) : Vonoprazan Fumarate

—

N

O\\ /O
—>—

O C/\/COZH
2

CHj3

C17H16FN302S - C4sH404

1-[5-@2- 7 A a7 2 =)-1-(°Y) P> -3-4 L ALK =)L)-1H- 1 —L-3-A jL]-N- A
FHNARLT I — T VR

1-[5-(2-Fluorophenyl)-1-(pyridin-3-ylsulfonyl)-1 H-pyrrol-3-yll- N-methylmethanami

ne monofumarate

5/11

1.9



ik s 24-3-B3
JAN (&%) : 7FELVY EEmE
JAN (3% 4) : Anamorelin Hydrochloride

* HCI

C31H42NeO3*HCI

BR)-3-XVIVN-NN,N-FJ AFN-1-(2-AFNVTFZ=)L-D-F T b7 4R ¥
V-3 HNARE KTV R —HRERE

(3R)-3-Benzyl-N,N,N-trimethyl-1-(2-methylalanyl-D-tryptophyl)piperidine-3-carbo
hydrazide monohydrochloride

6/11
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ik 24-3-B4
JAN (HAR4) TV 7 AT T —)
JAN (3% #4) : Brexpiprazole

H
_ NSO N 0
S SRRV

C25H27N302S

T44-[4-Q- RV FF T 24 A ) ERT D -1 ANV TFAF TR U v
-2(1H)-A >

7-14-[4-(1-Benzothiophen-4-yl)piperazin-1-yllbutyloxy}quinolin-2(1 H)-one

7/11
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kg5 24-3-B7
JAN (AARA) : Y7 VG
JAN (3% 4) : Tipiracil Hydrochloride

b

N
N. o
‘Y « HCI
NH

o)

Cl

CoH11CIN4O2 « HCI1

5-7mu-6-[2 A/ enl) Pl A /AFAIEY IV -240H3H)-UA Y i
[[73:

5-Chloro-6-[(2-iminopyrrolidin-1-yl)methyllpyrimidine-2,4(1 H,3 H)-dione

monohydrochloride

8/11
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BekE 5 24-3-B10
JAN (HARZ) : =7 0F 8 (En i z)
JAN (3% 4) : Ecallantide(Genetical Recombination)

7

141

J BBEH G R AV T 4 REEE

EAMHSFCAFK ADDGP&RAAH PRWFENIFTR Q EEFIYGG& EGNQONRFESL

EE?KKM TRD

C305H442Ng3091Ss

TH T F NIE, Bz b MR RS e B2 —HiRATHY, & M
RN BREA e EX—D 20~T9F R OT 2V BERICKHST 5. =T o F Fo 1,
2, 17, 19, 20, 21 K23 FEHOT I /Wi AlX, £, Glu, Ala, Arg, Ala,
His, Pro X O\ Trp ICEH I TS, = h T F i, 60HOT 2/ BEEEN G725
RTFRTHD.

Ecallantide is a recombinant human tissue factor pathway inhibitor analog
corresponding to amino acid residues 20-79 of human tissue factor pathway
inhibitor. Amino acid residues of Ecallantide at positions 1, 2, 17, 19, 20, 21 and 23
are substituted by Glu, Ala, Arg, Ala, His, Pro and Trp, respectively. Ecallantide is a

peptide consisting of 60 amino acid residues.
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H OH

H,N {__COuH
PINTN8H o HoLT P

H OH
C2oH7NS - C4HsOs
2-7 I ) HF A —)L —- (2R,3R)-EAEE

2-Aminoethanethiol mono-(2R,3R)-tartrate
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BexEr 24-5-Bl4
JAN (AA%) v AFLEAF RY UL
JAN (& 4) : Simeprevir Sodium

C3sH46Ns5NaO7S2

7 u7a A7+ =/VIQ2R,3aR10Z11aS,12aR, 14aR)-2-({7- # F F -8 A F
N-2-[4-(1- A F N FN)1,3-F T —)b-2-A VX% ) U Ledo A WA 2)-5- A T )L-4,1
4-V A% /-1,2,3,3a,4,5,6,7,8,9,11a,12,12a,13,14,14a-~F VT h & R 7o~ 4
v 7 m7uaxdlely 7TV rasr v 7Ty -12a- VA= THF=RF U ¥
N

Monosodium (cyclopropylsulfonyD)[(2R,3aR,10Z,11aS,12aR,14aR)-2-({7-methoxy-8-
methyl-2-[4-(1-methylethyl)-1,3-thiazol-2-yllquinolin-4-yl}oxy)-5-methyl-4,14-dioxo-
1,2,3,3a,4,5,6,7,8,9,11a,12,12a,13,14,14a-hexadecahydrocyclopentalclcyclopropalgl

[1,6]diazacyclotetradecine-12a-carbonyllazanide

XKJAN LS OfEHIT, 25 L L THIRLE LT,
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WHO Drug Information, Vol. 26, No. 3, 2012 Recommended INN: List 68

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 68

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-105) and Recommended (1-66) International Nonproprietary Names can be found in Cumulative List
No. 14, 2011 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 68

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-105) et recommandées (1-66) dans
la Liste récapitulative No. 14, 2011 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 68

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Resolucion EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuaciéon se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-105) y Recomendadas (1-66) se encuentran
reunidas en Cumulative List No. 14, 2011 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula

Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

acidum deoxycholicum
deoxycholic acid

acide désoxycholique

acido desoxicolico

acidum florilglutamicum (*°F)
florilglutamic acid ("°F)

acide florilglutamique (**F)

acido florilglttamico ("°F)

acidum tiazoticum
tiazotic acid

acide tiazotique

acido tiazotico

3a,12a-dihydroxy-5@-cholan-24-oic acid
acide 3a,12a-dihydroxy-53-cholan-24-oique
acido 3a,12a-dihidroxi-5p-colan-24-oico

CZ4H4OO4

(4S)-4-(3-["®*Flfluoropropyl)-L-glutamic acid
acide (4S)-4-(3-["°FIfluoropropyl)-L-glutamique
acido (4S)-4-(3-["°FIfluoropropil)-L-glutamico
CgHi4'*FNO,

HO,C CO,H

HH NH,
e’

[(5-methyl-1H-1,2,4-triazol-3-yl)sulfanyl]acetic acid

acide [(5-méthyl-1H-1,2,4-triazol-3-yl)sulfanyl]acétique

acido [(5-metil-1H-1,2,4-triazol-3-il)sulfanil]acético

C5H7N3028

HN—N

Hac/k\N»\S/\COZH
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amitifadinum
amitifadine

amitifadine

amitifadina

bamosiranum
bamosiran

bamosiran

bamosiran

(1R,5S)-1-(3,4-dichlorophenyl)-3-azabicyclo[3.1.0]hexane
(1R,5S)-1-(3,4-dichlorophényl)-3-azabicyclo[3.1.0]Jhexane
(1R,5S)-1-(3,4-diclorofenil)-3-azabiciclo[3.1.0]hexano

C44H11CIN

H
N

Cl
Cl

siRNA inhibitor of B,-adrenergic receptor production;

RNA duplex of cytidylyl-(3'—5')-adenylyl-(3'—5")-uridylyl-(3'>5')-
uridylyl-(3'—>5'")-guanylyl-(3'—>5")-uridylyl-(3'—5")-guanylyl-(3'—5')-
cytidylyl-(3'—>5")-adenylyl-(3'—5")-uridylyl-(3'>5')-guanylyl-(3'->5')-
uridylyl-(3'—>5")-guanylyl-(3'—>5")-adenylyl-(3'>5')-uridylyl-(3'—5')-
cytidylyl-(3'—5')-cytidylyl-(3'—5')-adenylyl-(3'—>5')-guanylyl-(3'—>5')-
thymidylyl-(3'>5")-thymidine with thymidylyl-(5'—3")-thymidylyl-
(5'—>3")-guanylyl-(5'—-3")-uridylyl-(5'—3')-adenylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3'")-adenylyl-(5'—3')-cytidylyl-(5'—3')-guanylyl-
(5'—3")-uridylyl-(5'—3')-adenylyl-(5'—3')-cytidylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3")-uridylyl-(5'—3')-adenylyl-(5'—3')-guanylyl-
(5'—>3")-guanylyl-(5'—3")-uridylyl-(5'—3')-cytidine

petit ARN interférant (siRNA) inhibiteur de la production du récepteur
adrénergique y;

duplex ARN du brin cytidylyl-(3'—5')-adénylyl-(3'—5'")-uridylyl-
(3'>5")-uridylyl-(3'—5'")-guanylyl-(3'—5'")-uridylyl-(3'—5')-guanylyl-
(3'—>5")-cytidylyl-(3'>5")-adénylyl-(3'—5")-uridylyl-(3'>5")-guanylyl-
(3'—>5")-uridylyl-(3'>5")-guanylyl-(3'—5")-adénylyl-(3'—5")-uridylyl-
(3'—>5")-cytidylyl-(3'>5")-cytidylyl-(3'—5")-adénylyl-(3'>5'")-guanylyl-
(3'>5'")-thymidylyl-(3'=5")-thymidine avec le brin anti-sens
thymidylyl-(5'—3")-thymidylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-
(5'—3")-adénylyl-(5'—>3')-adénylyl-(5'—3")-cytidylyl-(5'—3')-adénylyl-
(5'—>3")-cytidylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-(5'—3")-adénylyl-
(5'—>3")-cytidylyl-(5'—3'")-adénylyl-(5'—3')-cytidylyl-(5'—3")-uridylyl-
(5'—>3")-adénylyl-(5'—>3')-guanylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-
(5'—3')-cytidine

ARN interferente pequefio (siRNA) inhibidor de la produccion del
receptor adrenérgico B,
ARN duplex de la cadena citidilil-(3'—>5')-adenilil-(3'—5")-uridilil-
(3'>5")-uridilil-(3'>5'")-guanilil-(3'>5')-uridilil-(3'—>5")-guanilil-(3'—>5")-
citidilil-(3'—>5")-adenilil-(3'—>5")-uridilil-(3'>5")-guanilil-(3'-5")-uridilil-
(3'—5")-guanilil-(3'—5")-adenilil-(3'—5")-uridilil-(3'—5'")-citidilil-(3'—>5')-
citidilil-(3'—>5")-adenilil-(3'—>5')-guanilil-(3'—>5")-timidilil-(3'>5")-
timidina con la cadena antisentido timidilil-(5'—3")-timidilil-(5'—3')-
guanilil-(5'—>3'")-uridilil-(5'—3')-adenilil-(5'—3')-adenilil-(5'—3")-citidilil-
(5'—>3")-adenilil-(5'—3")-citidilil-(5'—3')-guanilil-(5'—3")-uridilil-(5'>3')-
adenilil-(5'—3'")-citidilil-(5'—3')-adenilil-(5'—3")-citidilil-(5'—3")-uridilil-
(5'—3")-adenilil-(5'—3')-guanilil-(5'—3')-guanilil-(5'—3")-uridilil-
(5'>3")-citidina
C401 H500N1 500290P40

(3'-5")CAUUGUGCAUGUGAUCCAG-dT-dT
(5'-3')dT-dT-GUAACACGUACACUAGGUC

1.9
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brexpiprazolum
brexpiprazole

brexpiprazole

brexpiprazol

7-{4-[4-(1-benzothiophen-4-yl)piperazin-1-yl]butoxy}quinolin-
2(1H)-one

7-{4-[4-(1-benzothiophén-4-yl)pipérazin-1-yl]butoxy}quinoléin-
2(1H)-one

7-{4-[4-(1-benzotiofen-4-il)piperazin-1-il]butoxi}quinolin-2(1H)-ona

CZSH27NSOZS

H
_ /\/\/O N (0]

buparlisibum
buparlisib

buparlisib

buparlisib

camicinalum
camicinal

camicinal

camicinal

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluoromethyl)pyridin-
2-amine

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluorométhyl)pyridin-
2-amine

5-[2,6-bis(morfolin-4-il)pirimidin-4-il]-4-(trifluorometil)piridin-2-amina
C18H21F3N602

(o}

()

N

A
saee

z

1-{4-[(3-fluorophenyl)amino]piperidin-1-yl}-2-(4-{[(3S)-3-
methylpiperazin-1-ylJmethyl}phenyl)ethan-1-one

1-{4-[(3-fluorophényl)amino]pipéridin-1-yl}-2-(4-{[(3S)-3-
méthylpipérazin-1-yljméthyl}phényl)éthan-1-one

1-{4-[(3-fluorofenil)amino]piperidin-1-il}-2-(4-{[(3S)-3-metilpiperazin-
1-iljmetil}fenil)etan-1-ona

C25H33FN4O

SACS B
HN
7\2 N
H CH,
N

H
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3.2.8.1.1 Nomenclature . . . . . STl & A
3.2.8.1.2 Structure . . . . . ST & A
3.28.13 General Properties . . . . . STl & A
3.2.8.2.1 Manufacturer(s) . . . . . ST & A
3.28.2.2 Description of Manufacturing Process and . . . . . S & A

Process Controls
3.2.8.23 Control of Materials . . . . . T & A4
3.28.24 Controls of Critical Steps and Intermediates . . . . . Bl
3.2.8.25 Process Validation and/or Evaluation . . . . . ERfifces
3.28.2.6 Manufacturing Process Development . . . . . Tl &
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Characteristics
3.2.8.3.2-01 |Impurities . . . . . Tl &
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3.2.P.53-04 [OPC-3471274)L La—T12 T §0.1~4mgD 5 | KBEEEKASH 2 ABEEKRARM [ER HREH il &
WEAYT—ay <F8HE> L 2 B HIRR TR

3.2.P54 Ay . . . . . il &

3.2.P55 DY . . . - - FmE N

3.2.P56-01 [FJLIRETSJ—ILEEDRERURESZE RFEFEH A ABEEKRARH [ER HREH il &

L BHIREFR

32.P6 ZE DX TEENE _ _ _ _ _ SmE

32P7 BREUER R _ . . . . il & #

3.2.P.8.1 REMDELEDRUHER . . . . . STl &

3.2.P.8.2 ARBRODLEMABTBEDERRUVER . . . . . FHEmE N

3.2.P.8.3-01 |OPC-33174J)LLa—F12%5480.25, 0.5, 1, 2, 3 HREH Sl &
BEU4mg (PTPEE) D REAGRFHER (36EA)

3.2.P.8.3-02 |[OPC-33174/LLa—T+4>% 580.25% U4mg (FRY) HREH Sl &
IFLUREE) DRRFHER(36EA)

3.2.P.8.3-03 |[OPC-33174/LLa—T+4%480.25, 0.5, 1, 2, 3 HREH Sl &
R U4mgd R ER

3.2.P.8.3-04 T EANY:  ECTNIET ] - - Sl &

DEF{)

3.2.P.8.3-05 |OPC-33174/)LLa—T4>%$80.25, 05,1, 2, 3 #HRER S &
R U4AmgD =5 B st ER

3.2.A1 LSRR R VR R S &
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32A2 NREELEDE DR 2 EFE — — — — — S &

Affinity of OPC-331 for Dopamine and Serotonin ER #HRER EaliF=E ]
4.2.1.1-01 Receptors

In Vitro Receptor Binding Profiles of OPC-34712 ER #HRER il &
4.2.1.1-02 for Human Dopamine D,, Serotonin 5-HT,, and

Adrenaline Alpha,, Receptors

In Vitro Binding and Functional Characteristics of Otsuka Maryland [#&5% HRER S &
4.2.1.1-03 OPC-34712 at a Clone of the Human Dopamine Medicinal

D; Receptor Laboratories, Inc

Effects of OPC-331 Against Radioligand Binding 2 A EW HAER Ehif=g s
4.2.1.1-04 to Dopamine and Serotonin Receptors 2 A L

In Vitro Binding and Functional Characteristics of 2 A Otsuka Maryland |i#&4} HAER Ehi=g s
4.2.1.1-05 OPC-34712 at a Clone of the Human Serotonin A Medicinal

5-HT 5 Receptor Laboratories, Inc

In Vitro Binding and Functional Characteristics of (| NEGN Otsuka Maryland |i#&4} HREH ST &
4.2.1.1-06 OPC Compounds at a Clone of Human Serotonin Medicinal

5-HT,c Receptor Laboratories, Inc

Evaluation of the In Vitro Binding Affinity & T Otsuka Maryland [#&5} HREH 5 Aifh &
4.2.1.1-07 Functional Characteristics of OPC Compounds at Medicinal

Cloned Human 5-HT,, Receptors Laboratories, Inc

In Vitro Binding and Functional Characteristics of (| NNNEGN Otsuka Maryland |i#&4} HREH ST &

OPC-34712 at Serotonin 5-HT,, Receptors in Medicinal
4.2.1.1-08 Membranes Prepared From Human Superior Laboratories, Inc

Frontal Cortex
4.9.1.1-09 In Vitro Pharmacology: Profiling of Brexpiprazole AN HRER B¢ ]

S (Lu AF41156) at Adrenergic Receptors

Binding Affinity of OPC-compounds for Human ER HRER S &
4.2.1.1-10 Histamine H1 Receptors by Use of [3H]-Doxepin

The Evaluation of the Partial Agonism of OPC- EW HAER Ehif=g ]
4.2.1.1-11 34712 for Human Dopamine D, Receptor In

Vitro
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In Vitro Functional Profile of OPC-34712 ata | NN Otsuka Maryland |i&5} HREH S i &
421.1-12 Cloned Human Dopamine D,,,,q Receptor Medicinal

Studied Using a Calcium Mobilization Assay Laboratories, Inc

In Vitro Pharmacology: Study of Brexpiprazole (NN AN HAER Ehif=g s
4.2.1.1-13 (Lu AF41156) at H,, 5-HT,4 and 5-HTg Receptors

In Vitro Pharmacology: Functional 5-HT,z Assay AN HAER B¢ ]
421114 o Lu AF41156

Binding Affinities of OPC-34712 for Dopamine D, ER #HRER S &
4.2.1.1-15 Receptors, Serotonin 5-HT, Receptors and

Alpha; Adrenoceptors in Rat Brain

In Vitro Binding and Functional Characteristics of (| NEGN Otsuka Maryland |i#&4} HREH ST &
421116 OPC-34712 at Serotonin 5-HT,, Receptors in Medicinal

Membranes Prepared From Rat Hippocampus Laboratories, Inc
421147  |Affinity of OPC-33Tor ar-Adrenergic Receptor : HREF S

Inhibitory Profiles of OPC-34712 for Serotonin, HRER il &
4.2.1.1-18 Norepinephrine and Dopamine Uptake Into Rat

Brain Synaptosome

In Vitro Receptor Binding Profiles of Metabolites | NGNGN HAER B¢ s
4.2.1.1-19 of OPC-34712 for Human Dopamine D,

Receptor

In Vitro Pharmacology: Broad Profiling of T WTI_ AN HAER B¢ s
4.2.1.1-20 Brexpiprazole Metabolite DM-3411 (Lu AF59163) 2 R

The in Vivo Receptor Binding Profile of Lu _»WETI_ BT HREH ST & B
4.2.1.1-21 AF41156 and Lu AF41155 at Dopamine D,, 2 ARH

Serotonin 5-HT,, and 5-HTg Receptors in Rats

The in Vivo Receptor Binding Profile of Lu T 2 A TN HREH ST &
4.2.1.1-22 AF41156 at Dopamine D, and Serotonin 5-HT,, 2 A8

Receptors in Mice

Lu AF41156: Brexpiprazole: Ex Vivo Receptor | |2 A~ B HREH ST & A
4.21.1-23 Occupancy at 5-HT Transporters, 5-HT 5 2 H. =

Receptors, and 5-HT; Receptors in the Rat Brain
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4.21

1-24

Study of the Effects of OPC-34712 on Dopamine
Release and Metabolism in Rat Brain: an In Vivo
Microdialysis Study

4.21.

1-25

Effects of OPC-34712 on Monoamine Release
and Metabolism in Rat Brain Determined Using
In Vivo Microdialysis

TR -

4.21.

1-26

Effect of Lu AF41156 on Extracellular Levels of
Dopamine, Serotonin and Noradrenaline in the
Medial Prefrontal Cortex and the Ventral
Hippocampus of Freely-Moving Rats

4.21.

1-27

The Effects of Lu AF41156 on Acetylcholine and
Histamine Levels in Microdialysate From the
Prefrontal Cortex of Freely-Moving Rats

4.21.

1-28

Effects of Local Infusion of Lu AF41156 on
Extracellular Levels of Monoamines in the
Ventral Hippocampus and Medial Prefrontal
Cortex of Freely Moving Rats

4.21.

1-29

Lu AF41156: Electrophysiological Investigations
of the in Vivo Effects of Brexpiprazole on
Monoaminergic Systems in the Rat Brain

4.2.1.

1-30

Effect of OPC-34712 on (*)-2,5-dimethoxy-4-
iodoamphetamine (DOI)-induced Head Twitch in
Rats

4.21.

1-31

Effect of OPC-34712 on Reserpine-induced
Increase in Tyrosine Hydroxylase Activity in the
Rat Striatum

4.21.

1-32

The Effect of OPC-34712 on Reserpine-induced
Hyperprolactinemia in Rats

4.21.

1-33

Effect of OPC-34712 on Conditioned Avoidance
Response in Rats

4.21.

1-34

Effect of OPC-34712 on Apomorphine-induced
Hyperlocomotion in Rats

421.

1-35

Effect of OPC-34712 on Apomorphine-induced
Stereotyped Behavior in Rats

Ak B S i 11 RS NSy SRAEEE E#HGE BEEE ORI
2@% Otsuka Maryland |;@5% HREHE TmE
2 )= = Medicinal

Laboratories, Inc
2ma~ Otsuka Maryland |;@5% HREHE TmE
2 A B Medicinal
Laboratories, Inc
2 Alle~ PET)0 HRER i E
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2 5] =
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4.2.1.1-36

Effect of OPC-331 on Apomorphine-induced Eye
Blinking in Cynomolgus Monkeys

4.2.1.1-37

Effect of Repeated Administration of OPC-34712
on Sensitivity of Postsynaptic D, Receptors in
Rats
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4.2.1.1-38

Catalepsy and Ptosis Liabilities of OPC-34712 in
Rats

REREKRASH

E3]

#HREH

A

4.2.1.1-39

The Effects of Lu AF41156 and Lu AF41155in a
Novel Object Recognition Task in Rats Treated
Subchronically With Phencyclidine (PCP)

4.2.1.1-40

The Effects of Lu AF41156, Lu AF41155, Lu
AA39845 and Lu 00405C in a Novel Object
Recognition Task in Rats Treated Subchronically
With Phencyclidine (PCP)

RERREHA R4

E3]

HREH

FmEH

4.2.1.1-41

The Effects of Lu AF41156, Lu AA39845 and Lu
AF41156 Co-administered With Lu 006260 in a
Novel Object Recognition Task in Rats Treated

Subchronically With Phencyclidine (PCP)

4.2.1.1-42

Effects of Lu AF41156 and AF41155 on
Attentional Set Shifting Deficits (ID/ED) Induced
by Subchronic PCP in Rats

4.2.1.2-01

Effects of OPC-331 Against Radioligand Binding
to Various Receptors and Channels, and Against
Reaction of Monoamine Oxidases

4.2.1.3-01

Safety Pharmacology of OPC-34712: Effect of
OPC-34712 on the General Symptoms and
Behavior in Rats

4.2.1.3-02

Safety Pharmacology of OPC-34712: Effects of
OPC-34712 on Respiratory and Cardiovascular
Systems in Conscious Dogs

4.2.1.3-03

Safety Pharmacology of OPC-34712: Effect of
OPC-34712 on hERG Currents in CHO-K1 Cells

E3l

#HREH

AR

g2

HREH

FmER

g2

HREH

FmER

=0l

#HREH

SR

=0

AREH

AR

E3]

HREH

FmEH

i]iﬂiii

E3]

HREH

FmEH

ERN

#HREH

FmEH

EA

HREH
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4.2.1.3-04

Safety Pharmacology of OPC-34712: Effect of
OPC-34712 on the Phenylephrine-induced
Contraction of Isolated Rat Aorta

4.2.1.3-05

Safety Pharmacology of OPC-34712: Effect of
OPC-34712 on the Phenylephrine-induced
Increase in Blood Pressure in Anesthetized Dogs

4.2.1.3-06

Safety Pharmacology of OPC-331: Effects of
OPC-331 on the Monophasic Action Potentials in
Anesthetized Dogs

Dissolution of OPC-34712 in the Physiological

4.2.1.3-07 Solutions for Use in the in vitro Test System
Validation of Assay Method for OPC-34712 in
4.2.2.1-01 Rat and Dog Plasmas Using LC-ESI-MS/MS
Validation of Assay Method for OPC-331 and lIts
4.2.2.1-02 Metabolites in Rat Plasma Using LC-ESI-MS/MS
Validation of Assay Method for OPC-331
4.2.2.1-03 Metabolites DM-3412 and DM-3413 in Rat
Plasma Using LC-ESI-MS/MS
Validation of Assay Method for OPC-34712 in
4.2.2.1-04  fponkey Plasma Using LC-ESI-MS/MS
Validation of Assay Method for OPC-34712 in
4.22.1-05  |Monkey Plasma Using LC-ESI-MS/MS (2)
Validation of Assay Method for OPC-331 and Its
4.2.2.1-06 Metabolites in Monkey Plasma Using LC-ESI-
MS/MS
Validation of Assay Method for OPC-331
4.2.2.1-07 Metabolites DM-3412 and DM-3413 in Monkey
Plasma Using LC-ESI-MS/MS
Validation of Assay Method for DM-3411 in
4.2.2.1-08 Mouse, Rat, Monkey and Human Sera and Their

Dialysate Using LC-ESI-MS/MS

LML
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4.2.2.2-01

Plasma Concentrations of OPC-34712 Following
Single Oral/Intravenous Administration of OPC-
34712 to Rats

AR S it S T

HRARAR

TR -

4.2.2.2-02

Absorption, Distribution and Excretion of
Radioactivity After Single Oral Administration of
Dual-label "*C-OPC-34712 to Male and Female
Rats

4.2.2.2-03

Plasma Concentrations of OPC-34712 Following
Single Oral/Intravenous Administration of OPC-
34712 to Monkeys

4.2.2.2-04

Blood and Plasma Concentration of Radioactivity
and Excretion of Radioactivity in Urine and Feces
After Single Oral Administration of Dual-label

C-OPC-331 at 3 mg/kg to Male Monkeys

4.2.2.3-01

Analysis of Radioactivity in Plasma and Brain
After Single Oral Administration of Dual-label
4C-OPC-34712 at 3 mg/kg to Male and Female
Rats

4.2.2.3-02

Tissue Distribution of Radioactivity Following

Single Oral Administration of Dual-label **C-
OPC-331 to Male Long-Evans Rats

4.2.2.3-03

Whole Body Autoradiography of Male, Female
and Pregnant Rats After Single Oral
Administration of Dual-label *C-OPC-34712 at 3
mg/kg

4.2.2.3-04

In Vitro Protein Binding of '*C-OPC-34712 to
Mouse, Rat, Rabbit, Dog, Monkey and Human
Sera by Equilibrium Dialysis Method

4.2.2.3-05

Protein Binding of DM-3411 in Mouse, Rat,
Monkey and Human Serum Proteins by
Equilibrium Dialysis Method

qiiii qiiiﬁ
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In Vivo Protein Binding of Radioactivity Ater || 2m B~ |[ABEEHASH |[ER HREH S &
4.223-06 Single Oral Administration of Dual-label **C- 2 AMA
o OPC-34712 at 3 mg/kg to Rats and Monkeys by
Equilibrium Dialysis Method
Feto-placental Transfer and Lacteal Excretion of ([N 2 A8~ EW HREH ST &
4.2.2.3-07 Radioactivity After Single Oral Administration of 2 FA I
Dual-label "*C-OPC-331 in Rats
In Vitro Metabolism of OPC-34712 in Mouse, (NN |2 e~ [REEERXZH|[ER HREH S
4.2.2.4-01 Rat, Rabbit, Dog, Monkey and Human Liver 2 FA
9,000 x g Supernatant (S9) Fraction
In Vitro Metabolism of OPC-34712 by Human rWEI ~ | XEEERXESH([EA HREH Sl &
4.2.2.4-02 Cytochrome P450s Baculovirus Insect Cell 2 FA
Expressed
Identification of Human Cytochrome P450 T Zﬁﬁl A~ [KREEAEKKX24H [([ER HREH Ealik=g ]
Isoforms Involved in Metabolism of OPC-34712 2 FHB
4.2.2.4-03 L . . .
and Kinetic Analysis in Human Liver Microsomes
In Vitro Metabolism of “C-OPC-34712 by . 2ﬁﬁl B~ | KEREHRART|ER HREH Bl & 44
Microsomes From Baculovirus Infected Insect 2 AMB
4.2.2.4-04 Cell Transformed With Human Flavin-containing
Monooxygenase cDNAs
Plasma Concentrations of OPC-34712 and Its ([N ZWEI ~ | REHREH#A=L |ER HREH FAifh 2
4.2.2.4-05 Metabolites in Rats After Single Oral 2 FH
Administration of OPC-34712
Plasma Concentrations of OPC-34712 and Its || NNNNEEIR ZWEI ~ [ KREFEHEHKXEH |[ER HREH FTAifh 2
4.2.2.4-06 Metabolites in Monkeys After Single Oral 2 FEH
Administration of OPC-34712
High-performance Liquid Chromatographic ] ZW B~ | KEERKA=4 [ER HRER B¢ ]
Analysis of Radioactivity in Plasma, Brain, Urine, 2 FllB
4.2.2.4-07 Feces and Bile After Single Oral Administration
of Dual-label *C-OPC-34712 at 3 mg/kg to Male
and Female Rats
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4.2.2.4-08

High-performance Liquid Chromatographic
Analysis of Radioactivity in Plasma, Urine and
Feces After Single Oral Administration of Dual-
label "*C-OPC-34712 at 3 mg/kg to Male
Monkeys

=10

4.2.2.5-01

Biliary and Urinary Excretion and Enterohepatic
Circulation of Radioactivity After Single Oral
Administration of Dual-label "“C-OPC-34712 to
Rats

4.2.2.6-01

Distribution of Radioactivity in Blood, Plasma and
Brain After Single Oral Administration of Dual-
label "*C-OPC-34712 at 1000 mg/kg to Male
Rats

4.2.2.6-02

Autoradiographic Study of *C-OPC-34712
Distribution in Rat Brain After Single Oral
Administration at 1000 mg/kg

4.2.3.1-01

Single Oral Dose Toxicity Study of OPC-34712 in
Rats

4.2.3.1-02

Supplementary Single Oral Dose Toxicity Study
of OPC-34712 in Female Rats

4.2.3.1-03

Single Oral Dose Toxicity Study of OPC-331 in
Cynomolgus Monkeys

4.2.3.2-01

Preliminary Fifteen-day Repeated Oral Dose
Toxicity Study of OPC-331 in Mice

4.2.3.2-02

Supplemental Preliminary Four-week Repeated
Oral Dose Toxicity Study of OPC-331 in Mice

4.2.3.2-03

Preliminary Thirteen-week Repeated Oral Dose
Carcinogenicity Study of OPC-331 in Mice

4.2.3.2-04

One-week Repeated Oral Dose Toxicity Study of
OPC-34712 in Rats

4.2.3.2-05

Four-week Repeated Oral Dose Toxicity Study of
OPC-34712 in Rats
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Thirteen-week Repeated Oral Dose Toxicity
4.2.3.2-06 Study of OPC-34712 With a 4-week Recovery
Test in Rats
Twenty-six-week Repeated Oral Dose Toxicity
4.2.3.2-07 Study of OPC-331 With 13-week Recovery Test
in Rats
Four-week Repeated Oral Dose Toxicity Study of
4.2.3.2-08 OPC-331 in Cynomolgus Monkeys
Thirteen-week Repeated Oral Dose Toxicity
4.2.3.2-09 Study of OPC-331 in Cynomolgus Monkeys With
a Four-week Recovery Test
Supplementary Two-week Repeated Oral Dose
4.2.3.2-10 Toxicity Study of OPC-331 in Cynomolgus

Monkeys

Thirty-nine-week Repeated Oral Dose Toxicity

RLILLIRL

4.2.3.2-11 Study of OPC-331 in Cynomolgus Monkeys
4923912 Four-week Repeated Oral Dose Toxicokinetics
T Study of OPC-331 in Mice

Four-week Oral Dose Toxicokinetics Study of
4.2.3.2-13 OPC-34712 and its Metabolites in Mice

OPC-34712: JL—hrA>a—KL—avikIZE D

HSYEF S9 ZARWVWASRAXIFIREEIREERRER
4.2.3.3.1-01

OPC-34712: Forward Mutation Test at the

Thymidine Kinase Locus of L5178Y Mouse
4.2.3.3.1-02 |} ymphoma Cells Using Male Rat Liver S9 by 96-

well-plate Fluctuation Method

OPC-34712: Chromosome Aberration Test in
4.2.3.3.1-03  |cuitured Chinese Hamster Ovary (CHO) Cells

OPC-34712: Toxicokinetics for Bacterial Reverse
4.2.3.3.1-04  |Mutation Test With Male Rat Liver S9
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OPC-34712: Micronucleus Test in Rat Bone
4.2.3.3.2-01 |Marrow Erythrocytes After Oral Administration for

2 Consecutive Days

In Vivo/in Vitro Unscheduled DNA Synthesis
4.2.3.3.2-02 |(UDS) Test of OPC-331 With Rat Hepatocytes

OPC-34712: Two-day Peroral Dose
4.2.3.3.2-03 |Toxicokinetics Study of Unchanged Compound

and its Metabolites in Rats

Measurement of Plasma Concentrations of OPC-
4.2.3.3.2-04 |34712 and OPC-34835FRE in Rats After Single

Oral Administration of OPC-34712

Oral Dose Carcinogenicity Study of OPC-331 in
4.2.3.4.1-01 Mi

ice

Oral Dose Carcinogenicity Study of OPC-331 in
4.2.3.4.1-02 |Rats

Male Fertility Study of OPC-34712 Administered
4.2.3.5.1-01 Orally to Rats

OPC-34712: Oral Study of Fertility and Early
4.2.3.5.1-02 |Embryonic Development to Implantation in

Female Rats

Preliminary Embryo-Fetal Development Study of
4.2.3.5.2-01  10pC-34712 Administered Orally to Rats

Embryo-Fetal Development Study of OPC-34712
4.2.3.5.2-02

Administered Orally to Rats

Preliminary 13-Days Repeated Oral Dose Study

3

4.2.3.5.2-03  |of OPC-34712 in Female Rabbits

Preliminary Embryo-Fetal Development Study of
4.2.3.5.2-04 |0pC-34712 Administered Orally to Rabbits

E -Fetal Devel t St f OPC-34712
4.235.2-05 mbryo-Fetal Development Study of OPC-3

Administered Orally to Rabbits
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4.2.3.5.2-06

Thirteen-day Repeated Oral Dose Toxicokinetics
Study of OPC-34712 in Female Rabbits

4.2.3.5.2-07

Toxicokinetics Study of OPC-34712
Administered Orally to Pregnant Rabbits

4.2.3.5.3-01

An Oral Dose Study for Effects of OPC-331 on
Pre- and Postnatal Development, Including
Maternal Function, in Rats

4.2.3.5.4-01

Preliminary Three-week Repeated Oral Dose
Toxicity Study of OPC-331 in Juvenile Rats

4.2.3.5.4-02

Eight-week Repeated Oral Dose Toxicity Study
of OPC-331 in Juvenile Rats With 4-week
Recovery Test

4.2.3.5.4-03

Preliminary Four-week Repeated Oral Dose
Toxicity Study of OPC-331 in Juvenile Beagle
Dogs

4.2.3.5.4-04

Twenty-six-week Repeated Oral Dose Toxicity
Study of OPC-331 in Juvenile Beagle Dogs With
8-week Recovery Test

4.2.3.6-01

OPC-34712: Measurement of pH of 10%
Aqueous Preparation

4.2.3.6-02

Acute Dermal Irritation Study of OPC-34712 in
the New Zealand White Rabbit

4.2.3.6-03

Acute Eye Irritation Study of OPC-34712 in the
New Zealand White Rabbit

4.2.3.6-04

Phototoxicity Test of OPC-34712 Using
BALB/3T3 Cells

4.2.3.6-05

OPC-34712: Phototoxicity Test in Albino Mice
After Single Oral Administration

4.2.3.6-06

OPC-34712: Phototoxicity Test in Pigmented
Mice After Oral Administration for Three
Consecutive Days

4.2.3.6-07

OPC-34712: Single Oral Dose Toxicokinetics
Study for Phototoxicity Test in Albino Mice
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OPC-34712: Three Consecutive Daily Oral Dose AEHEEKRA 4 |EA HAER SEER
4.2.3.6-08 Toxicokinetics Study for Phototoxicity Test in

Pigmented Mice
4.2.3.7.9.01 Four-week Repeated Oral Dose Immunotoxicity AEHEKRA4 |EA HAER B¢ s

e Study of OPC-34712 in Rats

Examination for Distribution of Neurotoxicity in AEHEEKRA 4 |EA HREH SEER
4.2.3.7.3-01 I\ale Rats Treated With OPC-34712 B

Examinations for Progression and Reversibility of B AEHEEHRA4 |EA HREN SEER
4.2.3.7.3-02 |Neurotoxicity in Male Rats Treated With OPC- H

34712

Influence of Alleviation of Hypothermia on Brain |[NNNEEEENN | B~ | KEERKA=4 [ER HREH SEEN
4.2.3.7.3-03 |and Testes Toxicity in Male Rats Treated With H

OPC-34712

Examination for Brain Toxicity of Male Rats [ ER HREH SEEN

Treated With Single Subcutaneous
4.2.3.7.3-04 | Administration of Chlorpromazine Hydrochloride

OPC-34712: Expert Report %l%’ﬁal - REHE/RAZAH |[ER HRER SEEH
4.2.3.7.3-05 2 FEFEB

Effect on Serum Prolactin Levels in Mice Treated 2 AlE~ |KEEEHARL [([ER HREH SEEN
4.237.3-06 [|With Single Oral Administration of OPC-34712 2 FllB

Effect on Serum Prolactin Levels in Rats Treated (NN | ARHEKRAEH [ER HREH SEER
4237307 |WithSingle Oral Administration of OPC-34712
N E SN BT ARRIET REHEKRXS [ER HREH BEEH
4.23.7.3-08 |OBERFICLIFRBEADEE

Preliminary Drug Discrimination Study of OPC- E[3] #HRER SEEN
4.2.3.7.4-01 331 in Rats (Dose Range-finding Study)
4237 4.02 Drug Discrimination Study of OPC-331 in Rats EW HRAEH B¢ s
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Dependence Study on Reinforcing Effect of | ] ZW_ ER HREH Ealik=g ]
42374-03 |OPC-331 by Intravenous Self-administration 2 e
Procedures in Rhesus Monkeys
Preliminary Physical Dependence Study of OPC- NN 2 AgBE~ ER HREH SEEN
49374.04 |331 by the Drug-admixed Food Method in Rats 2 il
(Dose Range-finding Study)
Physical Dependence Study of OPC-331 by the | NN HRER ST & A
4.2.3.7.4-05 |Drug-admixed Food Method in Rats
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DWEYERNSEERMRER
4.2.3.7.5-01
Single Intravenous Dose Toxicity Study of OPC- (NN HREH SEEN
4.2.3.7.6-01 |331 Injection in Rats
Single Intravenous Dose Toxicity Study of OPC- (NN | HREH SEEN
4.2.3.7.6-02 (331 Injection in Cynomolgus Monkeys
Hemolysis Test of OPC-34712 Solution for T HREH SEZEH
4.2.3.7.6-03 Injection
Non-Proliferative Lesions of the Endocrine Frith CH, Botts S, Guides for
System in Rats Jokinen MP, Eighmy Toxicologic
43-01 JJ, Hailey JR, Morgan Pathology. 1st ed.
ad SJ, et al T o T STP/ARP/AFIP: _
Washington, DC;
2000
Biochemical Basis of Lipofuscin, Ceroid, and Age |Yin D Free Radic Biol
4.3-02 Pigment-Like Fluorophores _ _ _ Med. _
1996;21:871-88
Age-Related Changes in the Inner Zone of the  |Almeida H, Magalhaes Mech Ageing Dev.
4.3-03 Adrenal Cortex of the Rat: A Morphologic and MC, Magalhaes MM . . o 1998;105:1-18 .

Biochemical Study
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Lipogenic Pigmentation, Adrenal Cortex, Rat Parker GA, Valerio Monographs on
MG. In: Jones TC, Pathology of
Capen CC, Mohr U, Laboratory
Animals:
4.3-04 _ _ _ Endocrine _
System. New
York: Springer-
Verlog;1996.p.462
-4
Changes in Anterior Pituitary Hormone Levels Sciullo AD, Bluet-Pajot Endocrinology.
After Serotonin1A Receptor Stimulation MT, Mounier F, Oliver 1990;127:567-72
4.3-05 C, Schmidt B, Kordon - - - _
Mechanisms of Serotonin Receptor Agonist- Calogero AE, Bagdy Endocrinology.
Induced Activation of the Hypothalamic-Pituitary- |G, Szemeredi K, 1990;126:1888-94
4.3-06 Adrenal Axis in the Rat Tartaglia ME, Gold _ _ _ _
PW, Chrousos GP
Identification of Drug-Induced Hyper- or Rehm S, Stanislaus Birth Defects Res
Hypoprolactinemia in the Female Rat Based on |DJ, Wier PJ Part B: Develop
4.3-07 General and Reproductive Toxicity Study — — — and Reprod —
Parameters Toxicol.
2007;80:253-7
The Rat Mammary Gland: Morphologic Changes |Lucas JN, Rudmann Toxicol Pathol.
as an Indicator of Systemic Hormonal DG, Credille KM, 2007;35:199-207
4.3-08 Perturbations Induced by Xenobiotics Irizarry AR, Peter A, - - - T
Snyder PW
Evidence for Regulation of Body Temperature in |Chaperon F, Neuropharmacolo
Rats by Dopamine D, Receptor and Possible Tricklebank MD, gy. 2003;44:1047-
4.3-09 Unger L, Neijt HC — — — 53 —
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Induction of Hypothermia as a Model of 5- Millan MJ, Rivet J, J Pharmacol Exp
Hydroxytryptamine;, Receptor-Mediated Activity |Canton H, Marouille- Ther.

4.3-10 in the Rat: A Pharmacological Characterization of|Girardon SL, Gobert A _ o _ 1993;264:1364-76 o
the Actions of Novel Agonists and Antagonists
Atypical Antipsychotics and Dopamine D, Oerther S, Ahlenius S J Pharmacol Exp

4311 Receptor Agonism: An in Vivo Experimental . . . Ther. .

' Study Using Core Temperature Measurements in 2000;292:731-6
the Rat
The Effect of Changes in Core Body Linde HJ, Van Deuren Brit J Pharmacol.
Temperature on the QT Interval in Beagle Dogs: |B, Teisman A, Towart 2008;154:1474-81

4.3-12 A Previously Ignored Phenomenon, With a R, Gallacher DJ - o - -
Method for Correction
The Predictive Value of Pathological Findings in [Gopinath C Toxicol Pathol.
Animal Toxicity Studies 1995;8:89-100

4.3-13 — — — —
An Analysis of Pharmaceutical Experience With [Sistare FD, Morton D, Toxicol Pathol.
Decades of Rat Carcinogenicity Testing: Support |Alden C, Christensen 2011;39:716-44

4.3-14 for a Proposal to Modify Current Regulatory J, Keller D, Jonghe — — — —
Guidelines SD, et al
Role of 5-HT,, Receptor Antagonists in the Vanover KE, Davis RE Nature and

43.15 Treatment of Insomnia . . . Science of Sleep. .

' 2010;2:139-50
Non-Basic Ligands for Aminergic GPCRs: the Ladduwahetty T, Bioorg Med Chem
Discovery and Development Diaryl Sulfones as |Gilligan M, Humphries Lett.

4.3-16 Selective, Orally Bioavailable 5-HT,, Receptor  |A, Merchant KJ, Fish _ _ _ 2010;20:3708-12 _
Antagonists for the Tretament of Sleep Disorders |R, McAlister G, et al
Novel Imidazobenzazepine Derivatives as Dual |Gianotti M, Corti C, Bioorg Med Chem

4347 H,/5-HT,, Antagonists for the Treatment of Sleep|Delle Fratte S, Di Lett.

Disorders

Fabio R, Leslie CP,
Pavone F, et al

2010;20:5069-73
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Brexpiprazole I in Vitro and in Vivo Maeda K, Sugino H, J Pharmacol Exp
Characterization of a Novel Serotonin-Dopamine [Akazawa H, Amada N, Ther.

4.3-18 Activity Modulator Shimada J, Futamura — — —  |2014;350:589-604 —
T, etal
Comparative Pharmacology of Antipsychotics Newman-Tancredi A, Psychopharmacol
4.3-19 Possessing Combined Dopamine D, and Kleven MS _ _ _ ogy(Berl). _
Serotonin 5-HT,, Receptor Properties 2011;216:451-73
5-HT,c Agonists as Therapeutics for the Rosenzweig-Lipson S, Handb Exp
Treatment of Schizophrenia Comery TA, Marquis Pharmacol.
4.3-20 KL, Gross J, Dunlop J — — — 2012;213:147-65 —
Reversal of Subchronic PCP-Induced Deficits in |Rodefer JS, Nguyen Neuropsychophar
Attentional Set Shifting in Rats by Sertindole and | TN, Karlsson JJ, Arnt macology.
4.3-21 a 5-HT4 Receptor Antagonist: Comparison J — — — 2008;33:2657-66 —
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Pharmacological Blockade of 5-HT; Receptors |Mnie-Filali O, Faure C, Neuropsychophar
as a Putative Fast Acting Antidepressant Lambas-Sefias L, El macology.
4.3-22 Strategy Mansari M, Belblidia — — — 2011;36:1275-88 —
H, Gondard E, et al
Relationship Between Inhibition of Cyclic AMP Harley EA, Middlemiss Br J Pharmacol.
4323 Production in Chinese Hamster Ovary Cells DN, Ragan CI 1995;115:1307-13

T Expressing the Rat Dy(444) Receptor and - - - o
Antagonist/Agonist Binding Ratios
Interaction of the Novel Antipsychotic Stark AD, Jordan S, Psychopharmacol
Aripiprazole With 5-HT 5 and 5-HT,, Receptors: [Allers KA, Bertekap ogy(Berl).

4.3-24 Functional Receptor-Binding and in Vivo RL, Chen R, Kannan — - — 2007;190:373-82 -
Electrophysiological Studies ™, et al
Brexpiprazole Il: Antipsychotic-Like and Maeda K, Lerdrup L, J Pharmacol Exp

4.3-25 Procognitive Effects of a Novel Serotonin- Sugino H, Akazawa H, . . . Ther. o

Dopamine Activity Modulator
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RD, et al

2014;350:605-14
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Acute Effects of Brexpiprazole on Serotonin, Oosterhof CA, EI J Pharmacol Exp
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Vivo Electrophysiologic Characterization 2014;351:585-95
In Vivo Effects of Aripiprazole on Cortical and Jordan S, Koprivica V, Eur J Pharmacol.
Striatal Dopaminergic and Serotonergic Function [Dunn R, Tottori K, 2004;483:45-53
4.3-27 Kikuchi T, Altar CA — — — —
Typical and Atypical Antipsychotic Drugs Fell MJ, Katner JS, Front Psychiat.
Increase Extracellular Histamine Levels in the Rasmussen K, 2012;3:1-11
4.3-28 Rat Medial Prefrontal Cortex: Contribution of Nikolayev A, Kuo MS, — — — —
Histamine H, Receptor Blockade Nelson DLG, et al
Full Agonistic Properties of BAY x 3702 on Dong J, Montigny C, J Pharmacol Exp
Presynaptic and Postsynaptic 5-HT,, Receptors |Blier P Ther.
4.3-29 Electrophysiological Studies in the Rat o - - 1998,286:1239-47 N
Hippocampus and Dorsal Raphe
Evidence That Systemically Administered Pucak ML, Grace AA J Pharmacol Exp
4.3-30 Dopamine Antagonists Activate Dopamine . - . Ther. .
' Neuron Firing Primarily by Blockade of 1994;271:1181-92
Somatodendritic Autoreceptors
Distribution of a4,-, a4,- and a,4-Adrenergic Day HEW, Campeau J Chem
4.3-31 Receptor mRNA in the Rat Brain and Spinal Cord|S, Watson SJ Jr, Akil . . . Neuroanat. .
' H 1997;13:115-39
Discovery of a,4,-Adrenergic Receptor Wetzel JM, Miao SW, J Med Chem.
Antagonists Based on the L-Type Ca®* Channel |Forray C, Borden LA, 1995;38:1579-81
4.3-32 Antagonist Niguldipine Branchek TA, — — — —
Gluchowski C
Electrophysiologic Evidence for Desensitization |Mongeau R, Montigny Neuropsychophar
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4.3-33 Following Long-Term Treatment With Drugs — — — 1994;10:41-51 —

Increasing Norepinephrine Synaptic
Concentration
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7-{4-[4-(2,3-Dichlorophenyl)-1- Kikuchi T, Tottori K, J Pharmacol Exp
Piperazinyl]Butyloxy}-3,4-Dihydro-2(1H)- Uwahodo Y, Hirose T, Ther.

Quinolinone (OPC-14597), a New Putative Miwa T, Oshiro Y, et al 1995;274:329-36

4.3-34 Antipsychotic Drug With Both Presynaptic — - — -
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Effects of the Novel Antipsychotic Agent 7-{4-[4- |Inoue T, Domae M, J Pharmacol Exp
(2,3-Dichlorophenyl)-1-Piperazinyl]Butyloxy}-3,4- |Yamada K, Furukawa Ther.
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4337 Avoidance Response Inhibition in Rats: Inhibition . . . Toxicol (Copenh). .
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Receptor Blockade
Differential Effects of Direct and Indirect Kleven MS, Koek W J Pharmacol Exp

4.3-38 Dopamine Agonists on Eye Blink Rate in _ _ _ Ther. _
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4.3-47 in the Rat Jc — - —  |2009;206:403-14 —
Lu AE58054, a 5-HTg Antagonist, Reverses Arnt J, Bang-Andersen IntJ
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Histopathological Evaluation of the Dopaminergic|Chronwall BM, Endocrinology.
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Bioavailability of OPC-34712 Oral Tablets in Pharmaceutical FA
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Inc.
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(PRDO07-364)

1.12 R fTEH—E
27




T R Py ¥ A migas | LA
SE R DR

5314-05 |Validation of Assay Method for DM-3412 and _ EA HREFR STt & FF
DM-3413 in Human Plasma by LC-MS/MS
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5.3.1.4-09 Validation of a Method for the Determination of F b HREH il &
OPC-34712 and DM-3411 in Human Plasma by
HPLC with MS/MS Detection
(6825-263)

5.3.1.4-10 Validation of a Method for the Determination of F 2 A8~ 2N HRER STt &
OPC-34712 and Metabolites in Human Plasma 2 FEA
by HPLC with MS/MS Detection
(6825-271)
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5.3.1.4-11

Validation of a Method for the Determination of
OPC-34712 and Metabolites in Human Urine by
HPLC with MS/MS Detection

(6825-273)

5.3.1.4-12

Validation of a Method for the Determination of
OPC-34712 in Human Feces by HPLC with
MS/MS Detection

(6825-284)

5.3.1.4-13

Validation of a Method for the Determination of
Omeprazole and 5-OH Omeprazole in Human
Plasma by HPLC with MS/MS Detection
(2100-868)

5.3.1.4-14

Validation of a Method for the Determination of
Fexofenadine in Human Plasma Using High-
performance Liquid Chromatography with Mass
Spectrometric (MS) Detection

(2100-205)

5.3.1.4-15

Partial Validation of a Bioanalytical Method for
the Determination of Lovastatin and Lovastatin
Hydroxy Acid Metabolite in Sodium Heparin
Human Plasma Using LC/MS/MS

(173743)

5.3.1.4-16

Quantitative Determination of Bupropion,
Hydroxybupropion, Threohydrobupropion and
Erythrohydrobupropion in Human Plasma
(Sodium Heparin) by LC/MS/MS
(TSLR09-026)
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5.3.1.4-17

Quantitative Determination of Dextromethorphan
and Dextrorphan in Human Urine by LC/MS/MS
(TSLR06-015)

5.3.1.4-18

Validation of a Method for the Determination of
Ketoconazole in Human Plasma Using Liquid
Chromatography with Tandem Mass
Spectrometric Detection

(2100-331)

5.3.1.4-19

Validation of a Method for the Determination of
Ketoconazole in Human Plasma Using Liquid
Chromatography with Tandem Mass
Spectrometric Detection

(2100-331Add-1)

5.3.1.4-20

Validation of a High Performance Liquid
Chromatographic Method Using Tandem Mass
Spectrometry Detection for the Determination of
Ticlopidine in Human EDTA Plasma
(97195US2)

5.3.1.4-21

Validation of a high Performance Liquid
Chromatographic Method Using Tandem Mass
Spectrometry Detection for the Determination of
Quinidine in Human EDTA Plasma

(55137LTP)

5.3.1.4-22

Validation of a Method for the Determination of
Rifampin and 25-Desacetyl-Rifampin in Human
Plasma Using Liquid Chromatography with
Tandem Mass Spectrometric Detection
(2100-365)
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5.3.1.4-23

Validation of a Method for the Determination of
Rifampin and 25-Desacetyl-Rifampin in Human
Plasma Using Liquid Chromatography with
Tandem Mass Spectrometric Detection
(2100-365Add-1)

5.3.1.4-24

Validation of a Method for the Determination of
Moxifloxacin in Human Plasma by HPLC with
MS/MS Detection

(2100-788)

5.3.1.4-25

Partial Validation of a Method for the
Determination of Moxifloxacin in Human Plasma
using Moxifloxacin-d, as the Internal Standard by
HPLC with MS/MS Detection

(8225508)

5.3.1.4-26

Abbreviated Validation of an Automated Method
for the Determination of OPC-14597 and OPC-

14857 in Human Plasma by HPLC with MS/MS

Detection

(6825-275)

5.3.1.4-27

Validation of an Analytical Method for
Quantitative Determination of Lu AF41156 and
the Metabolite Lu AF59163 in Human EDTA
Plasma Using Protein Precipitation Followed by
Liquid Chromatography with Tandem Mass
Spectrometric Detection

(15657)

5.3.2.1-01

Protein Binding of "*C-OPC-34712 in Human
Albumin, « ¢-Acid Glycoprotein and ¥ -Globulin
by Equilibrium Dialysis Method

=10

5.3.2.1-02

Identification of Protein Binding Site of OPC-331
in Human Serum Albumin
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5.3.2.2-01

Structural Estimation and Identification of
Metabolites Produced by in Vitro Metabolism of
OPC-34712 Using Mouse, Rat, Rabbit, Dog,
Monkey and Human Liver 9000g Supernatant
(S9) Reaction Samples

5.3.2.2-02

Inhibitory Potential of OPC-34712 on Cytochrome
P450 Enzymes in Vitro Using Human Liver
Microsomes

5.3.2.2-03

Inhibitory Potential of DM-3411 on Cytochrome
P450 Enzymes in Vitro Using Human Liver
Microsomes

5.3.2.2-04

Inhibitory Potential of OPC-34712 on Cytochrome
P450 Enzymes in Vitro Using Human Liver
Microsomes (2)

5.3.2.2-05

In Vitro Evaluation of OPC-331 as an Inducer of
Cytochrome P450 Expression in Cultured Human
Hepatocytes

5.3.2.2-06

Effect of OPC-34712 on CYP2B6 Expression in
Cultured Human Hepatocytes

5.3.2.2-07

Recognition of *C-OPC-331 by MDR1 and
Inhibition of OPC-331 on Digoxin Transport in the
MDR1 Expressing LLC-PK1 Cells

Recognition of *C-OPC-331 by BCRP
Transporter and Inhibitory Effects of OPC-331

532208 |,1d DM-3411 on MDR1 and BCRP Transporters
Using Expressing Cells
Recognitions of '*C-OPC-331 by SLC

5.3.2.2-09 Transporters and Inhibitory Effects of OPC-331

and DM-3411 on SLC Transporters Using
Expressing Cells
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Inhibitory Potential of OPC-34712 and Its _»W B~ |KEEEKRXSH|EAN HREH S i &
5.3.2.2-10 Metabolite, DM-3411 on Human BSEP 2 FEH
Expressing Membrane Vesicles
Inhibitory Effects of OPC-331 and DM-3411 on [N |2 e~ B[ HREH SEIm &
5322.11 |MATE1and MATE2-K Transporters Using 2 Fle (N
Expressing Cells
5.3.3.1-01 OPC-347T12MEEMABMHERREL-ZEER | KEREKRASH 20085F6H29H~ |EMN1HEE% ER HRER Sl &
BEALT SRR BHEEIER S HER 2008%10H26H
(331-07-002)
53.3.1-02  |A Phase 1, Randomized, Double-blind, Placebo- |Otsuka 2ﬁﬁl B~ [KE15EX B HREH SEEH
controlled Study to Assess the Tolerability, Pharmaceutical 2 FB
Safety, and Pharmacokinetics of Ascending Development &
Single Oral Doses of OPC-34712 in Healthy Commercialization, Inc
Subjects
(331-07-201)
5.3.3.1-03 A Phase 1, Open-label, Multiple-dose, Parallel- |Otsuka 2m5 ~ |XKE1HE% TN HRER SEEH
group Study to Assess the Pharmacokinetics and [Pharmaceutical 2 F A
Safety of Oral OPC-34712 in Healthy Subjects  [Development &
(331-08-206) Commercialization, Inc
5.3.3.2-01 OPC-34712MMERIEBFERNRELI-RER | REREK(RASH ERN115EE% ER HRER Ealik=g ]

5 AR
(331-10-001)
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533202 |A Phase 1, Multi-center, Randomized, Double- _|Otsuka 2W B~ |KE2fEZ B HREF SEEH
blind, Comparator-controlled Study to Assess the |Pharmaceutical 2 ARH
Tolerability, Safety, Efficacy, and Development &
Pharmacokinetics of Ascending Multiple Oral Commercialization, Inc
Doses of OPC-34712 in Adult Subjects with a
Diagnosis of Schizophrenia or Schizoaffective
Disorder
(331-08-205)
5.3.3.3-01 An Open-label, Single-dose Trial of the Otsuka 2mﬁ ~  [kE2MEE 2N HREH SEEH
Tolerability, Safety, and Pharmacokinetics of Pharmaceutical 2 FEA
Orally Administered OPC-34712 Tablets in Development &
Healthy Adult and Elderly Male and Female Commercialization, Inc
Subjects
(331-10-244)
5.3.3.3-02 A Single-dose, Open-label, Parallel Group, Otsuka 201012208 ~ |KE3ME% AN HAER SEER
Matched Study Evaluating the Pharmacokinetics |Pharmaceutical 201146 H10H
of Oral OPC-34712 Tablet in Subjects with Development &
Normal Hepatic Function and Hepatically Commercialization, Inc
Impaired Subjects
(331-09-225)
5.3.3.3-03 A Single-dose, Open-label, Parallel-group, Otsuka 2011E1R 148~ |KE4MEHR TN HRER SEEH
Matched Trial Evaluating the Pharmacokinetics |Pharmaceutical 201241A5H
of Oral OPC-34712 Tablets in Subjects with Development &
Normal Renal Function and Renally Impaired Commercialization, Inc
Subjects
(331-09-226)
5.3.3.4-01 An Open-label, Two-period Trial to Determine the|Otsuka KE1HEER AN HAER SEER
Effect of Increased Gastric pH on the Pharmaceutical
Pharmacokinetics of OPC-34712 Development &
(331-10-240) Commercialization, Inc
5.3.3.4-02 A Pilot Study to Assess the Potential for Otsuka KEHEER Bt #HRER SEEN
Cytochrome P450-mediated and P-glycoprotein- [Pharmaceutical

mediated Drug Interactions with OPC-34712 in
Healthy Subjects
(331-08-207)

Development &
Commercialization, Inc
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5.3.3.4-03 A Drug Interaction Study to Assess Cytochrome |Otsuka Zmﬁ ~ |KE1EE AN HAER SEER
P450-Mediated Inhibition of OPC-34712 Pharmaceutical 2 FH
Metabolism in Healthy Subjects Development &
(331-08-208) Commercialization, Inc

5.3.3.4-04 A Drug Interaction Trial to Assess the Effect of [Otsuka 2ﬁﬁr B~ [RE1E Bt #HRER SEEN
Rifampin on OPC-34712 Metabolism in Healthy |Pharmaceutical 2 FllB
Subjects Development &
(331-09-224) Commercialization, Inc

5.3.3.4-05 A Single-dose, Historic-controlled, Otsuka Zﬁﬁr A~ [KRE1#EE AN HAER SEER
Pharmacokinetic Trial to Evaluate the Effect of |Pharmaceutical 2 FllB
Orally Administered Activated Charcoal on the Development &
Pharmacokinetics of OPC-34712 in Healthy Commercialization, Inc
Subjects
(331-10-239)

5.3.3.4-06 A Single-Dose, Open-Label, Cross-Over Trial of [Otsuka 2ﬁﬁl B~ [KE1EH Bt #HRER SEEH
Potential for Inhibition of Breast Cancer Pharmaceutical 2 F A
Resistance Protein (BCRP) Efflux Transporter by |Development &
Brexpiprazole in Healthy Subjects Commercialization, Inc
(331-12-207)

5.3.3.5-01 Population Pharmacokinetic Analysis of F—W B ER HRER At &
Brexpiprazole (OPC-34712) in Japanese Healthy (FREETA
Subjects and Schizophrenia Patients .
(331-15-003)

5.3.3.5-02 Population Pharmacokinetic and Exposure- OPDC Clinical % EE B Bt #HREH SEER
Response Analyses of Brexpiprazole (OPC- Pharmacology (FRESTH)

34712) in Schizophrenia and as an Adjunct
Treatment in Major Depressive Disorder
(331-12-208)
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5.3.4.1-01 A Phase 1, Open-Label, Positron Emission Otsuka 200811258 ~ |KE2ME:% AN HAER SEER
Tomography (PET) Study in Healthy Subjects Pharmaceutical 2009%7HR17H
Following a Single Oral Dose of OPC-34712 Development &
(331-07-202) Commercialization, Inc

5.3.4.2-01 A Parallel-arm, Double-blind, Placebo and Otsuka 20114 7H20H~ [XES8HE% B #HRAEN Sl & #
Positive Controlled Multiple Oral Dose Pharmaceutical 201243A27H
Administration Trial to Evaluate the Effects of Development &
OPC-34712 on QT/QTc in Subjects with Commercialization, Inc
Schizophrenia or Schizoaffective Disorder
(331-10-242)

534.2:02 |A Phase 1b, Multicenter, Randomized, Double- |Otsuka 2m B~ [KE105E% BT HREH SEEN
blind, Active-controlled Pilot Polysomnography |Pharmaceutical 2 FH
Study of the Effects of OPC-34712 on Sleep in  [Development &
Adult Subjects with Stable Schizophrenia Commercialization, Inc
(331-08-209)

5.3.4.2-03 A Multiple Dose Positron Emission Tomography [Otsuka Zﬁﬁl B~ [|XKE1#EH% Bt #HREH SEER
Trial to Assess the Receptor Occupancy of Pharmaceutical 2 F A
Brexpiprazole in Adult Subjects With Development &
Schizophrenia Commercialization, Inc
(331-09-219)

5.3.5.1-01 OPC-34712 D#i & KA B EZNRELI-AER| REREK(RA 2011E12A78~ |EN148HEE% ER HREH Ealik=E ]
STEER 2015%7A7H
(331-10-002)

5.3.5.1-02 A Phase 3, Multicenter, Randomized, Double-  |Otsuka 201178158~ [aOvE7, 407 [@s HREH S &
blind, Placebo-controlled Trial of Fixed-dose Pharmaceutical 20144%1A29H F7, AL, Iq

OPC-34712 (4, 2, and 1 mg/day) in the
Treatment of Adults with Acute Schizophrenia
(331-10-230)

Development &
Commercialization, Inc
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5.3.5.1-03 A Phase 3, Multicenter, Randomized, Double-  |Otsuka 20114%8H9H~ |[hF+42iEE%, BK B85 HAER 5 Aifh &
blind, Placebo-controlled Trial of Three Fixed Pharmaceutical 20134%12A5H 5heE%, RBEESHE
Doses of OPC-34712 in the Treatment of Adults [Development & %, SRET75HEEL,
with Acute Schizophrenia Commercialization, Inc TL—C 7 3EER,
(331-10-231) R—SUR4KEER,
IL—==T711HE
%, BILET4HE
% 0411
5%, KE15HEE%,
B ET65/REE
5.3.5.1-04  |A Phase 3, Multicenter, Randomized, Double-  [Otsuka 2012 10A24B~ [XE(FT/ILR)D [HE4) HREH SEEH
blind, Placebo-controlled Trial to Evaluate the Pharmaceutical 2015%2H12H EE20), 7‘}/—:/
Efficacy, Safety, and Tolerability of Brexpiprazole |Development & 7, 38vE7, _
(OPC-34712) as Maintenance Treatment in Commercialization, Inc )b_—‘?:?; 793
Adults with Schizophrenia 7. 'LET. b
)L, BET49KEE%
(331-10-232) S §
5.3.5.1-05 A Phase 2, 6-Week, Multicenter, Randomized, |Otsuka 2009F7R218~ |Z)LAUT7, /a7 B4 HREHR SEER
Double-blind, Placebo-controlled Study to Pharmaceutical 2010%9A 16H F7, AVE, 1Y
Evaluate the Efficacy, Safety, and Tolerability of |Development & I:/ )b—?%?,
Oral OPC-34712 Once Daily and Aripiprazole Commercialization, Inc DVZ' t'}l’ta?'
Once Daily for Treatment of Hospitalized Adult i%’ \;FZ; @,
. . . . 05, 2147,
Patients with Acute Schizophrenia $E AHT7AREE
(331-07-203) ’
5351-06 |Interventional, Randomised, Double-blind, __Wﬁ ~ |zxr=721EE, [BHF HREH SEEH
Parallel-group,Placebo-controlled, Active- 2 FHH TS5V R1EER,
reference, Flexible-dose Study of Brexpiprazole R—SUR4KEER,
in Patients with Acute Schizophrenia JL—I =7 10¥&

(14644A)

%, AL 7EFR11
FEER, EILE 745E
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%, US4
%, KE195E%,
BEt621R %
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5.3.5.2-01 OPC-34712M#MERIEBFERNRELI-EHE | REHEEK(RAEH 20114108258~ [ERN89MEEL ER HRER Al &
EstER 2015456 H25H8
(331-10-003)
5.3.5.2-02 A Phase 2, Multicenter, Open-label Study to Otsuka 2009%9R898~ [FNAUT, ¥yB7 [EHN HREH SEEH
Assess the Safety and Tolerability of Oral OPC- |Pharmaceutical 201159AR 158 F7. AUE &
34712 as Monotherapy in Adult Patients with Development & =, 7»{LJE‘/, .
Schizophrenia Commercialization, Inc ”’_7_\?' atd
(331-08-210) 7, £IET, 20
NXT, BE 97
47, KE, &5t
73185
5.3.5.3-01 Integrated Summary of Efficacy of Brexpiprazole |Otsuka % EE B Bt HRER SEEN
(OPC-34712) for the Treatment of Adults with Pharmaceutical (FBRESFTHA)
Schizophrenia Development & .
Commercialization, Inc
5.3.5.3-02 Integrated Summary of Safety of Brexpiprazole [Otsuka 2dl=1ElE i HREH SEER
(OPC-34712) for the Treatment of Adults with Pharmaceutical (FREEH)
Schizophrenia Development & .
Commercialization, Inc
5.3.5.3-03 120-Day Safety Update for Brexpiprazole (OPC- [Otsuka 2d=1ElE ot HREN SEEN
34712) for the Treatment of Adults with Pharmaceutical (RESFTH)
Schizophrenia Development & .
Commercialization, Inc
535304 |BWERVERZEOG AR PCEEC TG E B B ER HREH T A
(RESTHL)
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535305 |ZHIAEREAREHIOEE PCEETEC PG E B B EA HREH ETi & R
(BEETH)
5.3.5.4-01 A Long-term, Phase 3, Multicenter, Open-label  [Otsuka Zﬁﬁl B~ LR, BN, 77 (@5t #HRER SEEN
Trial to Evaluate the Safety and Tolerability of ~ |Pharmaceutical 2 | = (H rzaL), 77
Oral OPC-34712 as Maintenance Treatmentin [Development & YTA)h
Adults with Schizophrenia Commercialization, Inc|[201643 A31HEf
(331-10-237) RIZBULVTCSRRKE
59
5.3.5.4-02 Interventional, Open-label, Flexible-dose __Wﬁ ~ (B, B i HREH SEEN
Extension Study of Brexpiprazole in Patients with 2 FE A
Schizophrenia
(14644B) (201653 A31HEF
MIZHLTCSREKTE
59|
5.3.6-01 Development Safety Update Report(DSUR) Otsuka 2 FB8~ D)) #HRER SEEN
RPT#. Pharmaceutical 2 FB
Development & .
Commercialization, Inc
5.3.6-02 Cumulative and Interval Summary Tabulations  |Otsuka Zﬁﬁl B~ AN HAER Ehif=g ]
From Post-Marketing Sources Pharmaceutical 2 FB
Development & .
Commercialization, Inc
5.3.7-01 AR OES—& — — — — #HREH FHmE N
5.3.7-02 BRI A — & — — — — |[EREHE FmEE
5.3.7-03 EEGHESEREMN—ERETH-EREZSD) HREH ST & A
5.3.7-04 BRREREE B — — — — |[ERNEH THmER
5.3.7-05 ERREEDOMAE — — — — HRAEN FHmE N
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5.4-01 TR23F BERAE (KRS ER). BEEFBEXEEER
FHEERAR.
5.4-02 Schizophrenia:a concise overview of McGrath J, Saha S, Epidemiol Rev.
incidence,prevalence, and mortality. Chant D, Welham J. 2008;30:67-76. —
5.4-03 FRNBEHREIRNEEERESE LD ¥E 18, S B/, P S CECE-$0
. 2009;12:2303-
10. _
5.4-04 BE MEXREEMEEOIVEUX 2088~ |fEH . Prog Med. 2009;
HEFRICBITAEFIRE - FILLOEE. 29:1281-4.
5.4-05 fb2fiIc R f=dopamine, BLUZNTI=Rb, 7 (& RE, ¥H# BERX, EEIECE 30
DRI ZRZFRIADEEER. BKESF 2009;12: 2353-
71. -
5.4-06 Effects of antipsychotic drugs on serotonin Meltzer HY, Nash JF. Pharmacol Rev. .
receptors. _ 1991:43:587-604.
5.4-07 HEKRFERBREDEEER. f8H AxF. A ZHEE. 2006; _
128:173-6.
5.4-08 American Psychiatric Association Practice Lehman AF, Am J Psychiatry.
Guidelines; Practice guideline for the treatment |Lieberman JA, Dixon 2004;1-114.
of patients with schizophrenia, second edition. LB, McGlashan TH,
Miller AL, Perkins DO, —
et al.
5.4-09 Guideline watch (September 2009): Practice Dixon L, Perkins D, American
guideline for the treatment of patients with Calmes C. Psychiatric —

schizophrenia

Association:2009
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5.4-10 World Federation of Societies of Biological Hasan A, Falkai P, World J Biol
Psychiatry (WFSBP) guidelines for biological Wobrock T, Psychiatry. 2012;
treatment of schizophrenia, part 1: update 2012 |Lieberman J, Glenthoj 13: 318-78.
on the acute treatment of schizophrenia and the (B, Gattaz WF, et al.
management of treatment resistance. - _ - -
5.4-11 World Federation of Societies of Biological Hasan A, Falkai P, World J Biol
Psychiatry (WFSBP) guidelines for biological Wobrock T, Psychiatry.
treatment of schizophrenia, part 2: update 2012 |Lieberman J, Glenthoj 2013;14: 2-44.
on the long-term treatment of schizophrenia and (B, Gattaz WF, et al.
management of antipsychotic-induced side o o o o
effects.
5.4-12 Expert consensus guideline series. Optimizing Kane JM, Leucht S, J Clin Psychiatry.
pharmacologic treatment of psychotic disorders. |Carpenter D, Docherty 2003;64(Suppl
JP. — — — 12): 1-100. —
5.4-13 HERFERBRANSA. BHEFHEERASER F2hR. R :EF
i EE A LR £%;2009. p.47-
HE— FLHT — — — 120. —
.
5.4-14 HERFE EVBRBRANSM2. HAHRBEAREZS FE1hR R EF
. £[5%;2016.
5.4-15 . G5 KA DERER S5 K AHIE DAL & | A7k BED. BAEGH. 2013,

R MREOREE - BIS -FRIK.

71:648-53.
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5.4-16 Second-generation (atypical) antipsychotics and [Newcomer JW. CNS Drugs.
metabolic effects: a comprehensive literature 2005;19 Suppl
review. _ _ _ 1:1-93. o
5.4-17 EREBRRNHERSE0RBDOER——XEH |2HmMEIEAE2L—T
BEHT-TER=-—X | (FR265FE) UHATORIRBEE.
5.4-18 RPEMBEEDARTAINEIRIEEZS. #ik 2&5h, FEE @ A P CECE-$E0
SERRE] ol — — — 2014;17:463-8. —
5.4-19 Partial compliance and patient consequences in |Keith SJ, Kane JM. J Clin Psychiatry.
schizophrenia: our patients can do better. — — — 2003;64:1308-15. —
5.4-20 Validity of electronically monitored medication Byerly MJ, Thompson Psychiatr Serv.
adherence and conventional adherence A, Carmody T, Bugno 2007;58:844-7.
measures in schizophrenia. R, Erwin T, Kashner
M, et al. — — — —
5.4-21 FREZ SO RETIZ DN SBEMEIER. EPVNETIE ) B PRAR R 238
2011;14:688-
- - - 703. -
5.4-22 The expert consensus guideline series: Velligan DI, Weiden J Clin Psychiatry.
adherence problems in patients with serious and [PJ, Sajatovic M, Scott 2009;70 Suppl
persistent mental iliness. J, Carpenter D, Ross 4:1-46.
R, et al. - - - -
5.4-23 HERFEAREICE TEBATRETIUARERD [ZF X, PRERFR AR,
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2009;12:1115-
23.

1.12 R fTEH—E
42




TR -

TG RRE 24 kv EH AR B S fite 441 R BN ES RGN HAEAH o #iGE BEEEOR]
5.4-24 Pharmacy data identify poorly adherent patients |Valenstein M, Med Care.
with schizophrenia at increased risk for Copeland LA, Blow 2002;40:630-9.
admission. FC, McCarthy JF, — — — —
Zeber JE, Gillon L, et
al.
5.4-25 Partial compliance and risk of rehospitalization |Weiden PJ, Kozma C, Psychiatr Serv.
among California Medicaid patients with Grogg A. Locklear J. 2004;55:886-91.
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