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ZHERE)

Bl AEATE H

(1) PANSS 7' 2 A7 — L 314t
7 &) 5mg 1H2EIFEK ON0mg 1 H2[ERETiX, PANSSY 7 27— b (BEHER R EE
FathsEt REE, WA SR BRREE) J2 OPANSS Marder[AF (B hsEdk, FadkiEd, B
BIRIR, WE/BUE, R/ Mo 0) OEMKIHERE R TOFA T TIIN—RAT A &
DA L, T 6 DOBLEITWT Y 7T BAREEE il L CREFHFIIICHEEICRE 2
-7z (ANCOVA ; p<0.0001) .

(2)PANSS L A AR o & — &
A& RHMIRE SLOPANSS L A AR o & —3R  (PANSSEFH A 22 7 2330% LL_ B U 7= g o
BE) 1T, 7B mg 1A2EFENR T B B 10mg 1 H2EFEOWTNTE, 7
TR AREELE R L CHREFFRICE EIZE D 2 7= (Cochran Mantel-Haenszel 7€ ; 7
tF v bmg 1 H2BEEETp=0. 0001, 10mg 1H 2[EFETp<0. 0001) .

(3)CGI
AT S DCGI-SO A a7 %, 7' F ' 5mg 1H2EEEK M0mg 1H2EEETEN
ENT T BRI HFERICAEBICREVWELET, "= T4V EVWETLE
(ANCOVA ; WP 3,p<0. 0001) . S i&EEAHIG S OCCI-T LV AR ' —F L, T E
Vbmg 1H2MEIEEN X10mg 1H2EIEEE S, 7T R L OV EHZEMNICHEEICE - T
(Cochran-Mantel-Haenszel 7€ ; V9741 Hp<0. 0001)

Ak

HERGRIRILT 72 REESL 6% (14244 /17440) . 7 & F & 2 5mg 1 H2[AI#E84. 6% (148
4 /17544) . 7 F v 10mg 1 A2[ERES0. 7% (1464 /18144) Th 7=,

T I Emg 1H2ERED AV T 10mg 1 H 2[E 8 THRILRNI0% U LOFERHLIT, e
RFHAE (BEEE) . 7 A>T, OORBRHMRE OMEIRTH > 72, A KIE (HBE) 03
BRIT, 2TORLGHETRbELS. 77 B ARH28.2% (494/1744), 7 Ebng 1
H2[alEL3. 1% (234 /1754) . 72 B 10mg 1 H 2[alF£15. 5% (2844 /1814) Tdh-7=,
T AT ORBERIL, T VREES 2% (94/1744), 77 2 5mg 1 H 2L 4%
(2044/1754) . 7EF 2 10mg 1 A2EIEEL0. 5% (194/1814) Th o7, 0 DIKFS
ROFEBIERIL, 7° 7 BEARRES. 4% (644/1744%) . 72T ¥ bmg 1 H2[EIEE10. 9% (194/175
%), T 10mg 1H2MERE. 4% (1744/1814) Tholz, HIROFHERITT Z &R
FEL 7% (34 /17444). 7T F ¥ bomg 1 A2, 7% (1744/17544). 77T 10mg 1
A2lE#EL12. 2% (2244/1814) ThoT-,
HELBEHORBLRIT, 77 R4 6% (84 /1744) . 7 ¥ 5mg 1 A 2[A1#E3. 4%
(644/17544), 7&FE10mg 1H2[AIREL. 7% (34 /18144) Th-ol=, HEGHIHIZE-
FRWER ORIRRIL, 77 BAREELT. 8% (314 /1744) . 7T v 5mg 1 A2[EH#14. 9%
(264 /17540) . 7EF ¥ 10mg 1 FA2EIEEL4. 9% (274 /1814) ThoT-,
ARIGERCTIEL LI BRE 1X 2o 7,




RV-5 FEERZRVEIERAORER

N TEFEr TEFEr TEFES

7 7ER 5mg BID 10mg BID &at

(N=174) (N=175) (N=181) (N=356)
R | FEBLEE | gRER | JEEE| BB | JEELE| M | sEER
- AECOREY dECORES SECONRE Y 9lC)
BEFG LB LT 142 | 81.6 | 148 | 84.6 | 146 | 80.7 | 294 | 82.6
FIVE &2 58 Loy 82 | 47.1 | 105 | 60.0 | 106 | 58.6 | 211 | 59.3
EEOHHEFS LB LIWRE | 26 14.9 13 7.4 7 3.9 20 5.6
B ORIEHZ R LI 18 10.3 10 5.7 5 2.8 15 4.2
EERAFEFSE B LIRS | 13 7.5 10 5.7 5 2.8 15 4.2
EERRIEHZRE LI 8 4.6 6 3.4 3 1.7 9 2.5
%i;ggﬁotﬁ%%ﬁ%%ﬁ 40 | 23.0 | 28 | 16.0 | 31 17.1 | 59 | 16.6
f;g;kﬁoz%W%%%ﬁb 31 17.8 | 26 | 14.9 | 27 | 14.9 | 53 | 14.9
e L7 R 0 0.0 0 0.0 0 0.0 0 0.0

N : fEMTISEGIEL, BID : 1 H2[HE

2) REMHER

EIR 4 F S IR R MR AEER (H A, 57K OVIE] : PO6125 3t) 9 -

TEHW

B RFVERE T 27 v © & TEORNHER 5RO LMK OBEMEZ RET
%o

RERT YA v

[ERSILRE, ShidiF, 7 o2 e, BERRERO LR R, EER, BHRGHEBR

PSES

MERFRIE & S, T3 2P06124 R ToOR G258 T L, R GICL DK%
SR PNGE

R/ S7AE 3t

UTOERTORBEIIHZY T HEEERIERORILR L L,

1. SEAT9 2P061247RER COE M DIREW 24 T L, ARMEDSRBD 6 (G179 5P06124
B OB LK THEZE T, Clinical Global Impressions - global improvement
(CCI-1) MEMAE, THERE., IMERE) | ZeMICRERMEN <,
TREBRET (i) [ERHASEL) & Hilr L7z B

2. MHRNERbZR, 72720, DG, BUEERO fREED 2 G 217 - 72,
IR DB 70 < & B VFELL ERRR) B, TR - A T, B
AN BD 70 AT & FEhie © = 2 B (PR itk & 13, B Aoz
Moy =2 (BHHZHH) | 2oV — BB TR TERE Y Y v
7. FENBHEISRE (EPAG T, AL SN RE CBEHR) | R0
M, W (FERE. IERRINE) ) o BMEBREOLE. IBBREmhiX
oy F—AOHICHEET 5 8H

3. IBBREAL (HH) EANZ LY . KIBRONEOU &= T 2%, RIBBROKdA,#l
BRIHH OEEIZNLH LEIC LD RBENIISTE 583

T bRob I

DIFOERIZ—2THEY T 2 EE T, RIBRITITHAAN D 5Tz,

L ERARMRAEME., NA ZH A v BEFRORENRULOER T, BREME ()
AN, Zeth, BAAEMR OB IIEIHMEIC N H 5, UIERE TICHERH S
EHIWT D B AR AR & 72 DA LSRR DT B

2. FEAT9 HP06124FBR DDay 42 DATIRR A GME, UTIEBRHIM Ik 4 FE L T
W5 BE

3. N—=R T A UWERT, FURBMIRIE, §1O O, [NLEK, FiCAMARE, /7
SUFFUE—PIHER, ¥ Pa—r XU—F (B3 TF XY YY) K
X2 UFEFUEROHIEA], R OIRRO T2 D O IROE 52 Z T TV D BE

4. HEHDLWIIMAZE DT D Lo BN H 5 LIRBREIT () Ehfi2H
M L7-

5. WRBRET () EHIC X VIEBRSINBAHY) Ch 5 &l s iz BFE

I3

PURBHIREE, PO O3 KN LER, FiTAMAIE, /7 I 4F v —BIEAL
T RVa—r AU — R (B 3T RFY YY) | RS ASHIEO HIr A B O
FEAR DIRIR D 12 8D DT 3K




R TT 1k

T E FEEbmg X 10mgZ E FICE X, SRAAETIC, §] - F1H2EHEE Lz,
DI~2EE (CZEHESEH - BERAEH)
AT B (P061243ER) T7 EF v bmg 1 H2[EEEK (N10mg 1 H2[EFES - 7= #eBr
i, %h%h?t%€/E$¥ﬁm&wwmémmﬁ&5bt(7?%EVWNM
B o ATEBRCT T B ARRECEID T bR X, 7R E T L LA 2
&5Lt(77t¢77ﬁft/ﬁ)o
2)3~6HHE (ZHEEM - IBFEY)
FATRBRCOT U BEHOERT I, ENENSIEHERCHEO T B
VEEG L, TR T 7B ARAHOERE ITIT, 7S E T HEbnga 1 H 2R
L=,
3)T~b2lH (FEEM - 1)
FTRTOWHRFITIL, ZEHER IR THRICEID M b7 BT B2 & T hEbng
iT1omgZ B L L, DLT oo 2 w I ugy %D\Tﬁﬁ;fnm@&ﬁbto
- HWE  ARELRSTIERZ L ES T ILER S H5E
- R AEFGOARE L, AEMCHERD D 5E

TR TR - 520
KA TR ’* :ﬁ%ﬁ-ﬁ%%‘ FEEbR - YR
1~238 B 3~63 A 7~523 B
ot - - -
5/10mghE
?;;Z:‘E\/ﬁ F5uR/IR2E 7 A/ A2E ;Z:Zé
TR | etk
CHEREG LR SNHEERMICEROH D21 REHN, AEEH, BML, SRS B
HbAle, ZEfGHFIMFE. A RV >, Tu T 7 F 0, HERZEMREFTR, A XA
(mE, WRf) . DERATR., BRRE (WRFmE, migEl2imE, RRE)
- SRIE MR SRS BE R AN EE (Drug Induced Extra—Pyramidal Symptoms Scale; DIEPSS)
PN SR D FTIRI
BE
CNFIERDB R D F TOHM
- Bh AR B L - B =R (%)
- ZDOMDOAEGIEFEAGIE B« Bk - FEMER R EE (Positive And Negative Syndrome Scale;
PANSS) &t A =77 PANSSH 7 27— /b (BMEE R BRIEREIR, MG kSR BE) K URPANSS
Marder[& 7 (BGtEfIR, BEMER, EBMAR, BE e, K% /M5 2) OX—27
A B DOE{LE, PANSSL AR X —= Clinical Global Impressions—severity of
illness (CGI-S) K TUNCGI-I
WEFFE LAE

- EfRMT - /KEHIAN, Body Mass Index (BMI) . SEMRSMIKIENR. HbAle, ZZfEEikE, 1
VRY U RORT 0T 7T DB R R AR

- Z DDAV

- BERS YRFHRERL, A 2342 (MEROWREE) . K&, 156,
DERETR., BRRE (LEFORE. MEEFRRE R ORBRA) . DIEPSSK
OPii—F 0V REDOER BT 5

—?Nf@(i%&)ﬁ$$ﬁ BEAERE, A OHE R ORSHIEFIRIEZ | ICHERSEIR

SEAE 0 ARFERN (Medical Dictionary for Regulatory Activities/J; MedDRA/J)

ver. 17. 1AW Ca— kT35

BE

AT HP061243RBR A # T L, ARIBBRICBAT LT 9BE o2 RO Fefi & i35 5, 2617
T 5P06124 FRERFE T HEDPANSS A 3FAAP06124 RERDR— 2T A 2713 530% LA 18
D UT-HEBRE & 30% AT D PLERE (243 1T TEE 9%

CARKIEBEBROR—Z2T A4 UL ERHEEN R OND ETOHM %, Kaplan-Meier
(product-limit) ¥ECHHTT D
- RMERETOHMOPREZHET L, 5%EHEXME & bioRd

~ BRI LB E R (%) 2T

- Z OO NIRRT - PANSS & 3FZ 27, PANSSH 7" Z 47— /L J TRPANSS MarderX 7
DR—=ZF A b DL, PANSSL AR & —HK  CGI-SKCCI-1 &N %




4
A=)

GRS

raeXs

HERERIIT TR/ T T EUEET0.9% (404 /444) . 7T ¥ -5/10mghE T85. 4%
(13444 /15744) ITHBL LT,

TR/ T FEUEERITT T B 5/10mg 1 A2EFEEOWT N TIRERN10%LL
ol AEFRGIT, RWEEAK, HEKTHE G5 . BUF. BIRK OREEINOSFHELE
ST, WINDOEGRECRILENRE%LLE, 10% K72 > 2B EFESRIL, |IBME, &
RAE, 7H o7, FEtEDE W, B, B, E. DR, DO, 855,
TOEE, BREEE, 77=V7 3/ M7 U AT 27 —PHEMOI3HERZE ST,
FEMGERESIT., 758N/ TEFEURETIL A% (54/444) . 7 F 2 5/10mgh
T20.4% (3244/15744) ITHBL LTz, Z0 5 LEWEHIZ., ZLEN6.8% (34 /444) .
9.6% (154/1574) Th o1,

TR DT 5P LI B - AEFERIL, T8RN/ T FEEET2.5% (94 /444) |
T F B 5/10mgEET18. 5% (2944 /15744) IZHREBLLTZ, 209 BRIEHIZ., #hEh
15.9% (746/444). 12.1% (194 /1574) Th-o1=,
AIBBROFERGTN T TR/ T 2T EREOIL NI LT,

®RV-6. EESRRUVEMEROHRIRE

77 'R/ TrFrer
TR 5/10mg B
(N=44) (N=157)
PSR EL | FEBIE (%) | HERE S | IR (%)
HEEG LR LY 40 90.9 134 85. 4
BIVER 25680 U 7= B 27 61.4 90 57.3

HEOHFFRG LRI LI
B ORIVEA 2 58 LI 6.8 9 5.7
HERAEHRRERE LR 11.4 32 20. 4

5 11.4 16 10.2
3
5
EERRINER &R Ly 3 6.8 15 9.6
9
7
1

BHAIRCE A EFG R L s 20.5 29 18.5

BGHILICE > T2 RWER 2388 LIl 15.9 19 12.1
W L7 s 2.3 0 0.0
N b et SUE B4

ok

HEWERNT RIS B97H] (A ARNEE1084 2 &) IZBITABRIFUTOLEY TH-
72
PANSSAEf 2 a7
PANSSA R A a7 DHERBIZLL TO LB ThoT-,
£RV-7. PANSSEERaT7DH#EF

7T R/T TR 7F v 5/10mg #
o ewxay | meme | S0 aszar | zeme

R—2F (| 44 | 73.14+17.72 153 | 68.37+18.37

4 e 31 | 71.00+21.53 | -1.90+8.87 | 138 | 67.36+19.19 | —1.56+10.44

8 i 28 | 67.86+18.26 | -4.46+8.35 | 131 | 66.41+19.59 | -2.91+11.87

12 i H 26 | 71.73+18.70 | -1.08+14.26 | 118 | 63.91+18.53 | —-4.58+11.39

24 W 21 | 68.10£19.69 | -3.81+11.29 | 94 | 64.60+19.72 | —4.48+13.30

40 WP 18 | 69.00+20.68 | -1.72+12.81 | 76 | 63.21+19.16 | -5.53+13.29

52 15 | 63.40+14.53 | -4.07+16.35 | 70 | 64.37+19.26 | -5.10+13.03
A EEmIE | 44 | 74.64%20.08 1.50+14.67 | 153 | 70.14+20.88 1.78+16. 27

Mean=S. D.

a) BB GRBRAN—2T5 1 b OB i

R LN R S D FE TORRM

PANSS & &t 2 2 7 73P06124FR R — 2 T A BN 530% LA B U 7= B8R & 6 42
12, R KFE oW ZKaplan-MeieriE TR L7z, 2R K E CoOMIR O P IE
(HEEE) 1Z. 78 F v o5/10mg LA2EBETIITA, I8 R/THF L BETITH
ThH-o7T,

CGI-S K TRCGI-T

CGI-S CEHfE+IENEIRFE) X, 7B F £ 5/10mg | H2EIRETIXP061243ER~— 2 5
A 4. 6320, 052> B IR L E TOE{LEIF-1. 08£0. 10, P061255 Bk ~— R Z
A 23.3520. 070> & IR RE AR TO AL E130. 20£0. 0872~ 7=, 7Tk R/ Tk
FEUBETIL. PO6124FRBRN— 2 T A 14, T710. 120> & I i EEA S £ TOE &I
-1.147%0. 19, PO6125FER~— 2 T 1 3. 48+0. 157 b LA S F COEL &I




0.16+0. 1372572,

COI-TL AR #— (RS E) 3%, 77 £ 5/10mg 1 H2[EIHETIXP061255
BRAS— AT A 2 T99. 3%, S MEFHMIIRG AL T48. 4% 72 o 7o (P EYGEL EiZ~—2 5
A 255, 6%, FRSATAMIEAR28. 1%), 7T R/ T & BB CTIIP06125ER < — 2 T
A 2 T100%, R Ch2. 3% 72 o 7z (PR EUHEL EIZ~—R T A 247 7%,
AR 4827 3%)

ERENHREHZRGHRER (P06238 &) V- 12

EEC-3EE:D) KRB, ZR0FH. Z2ERE, RERSE, &SI oRE KIHEERF T 27 )
v UE T RO R GREOLZEME R VR BEERET 5,
W7V A v | Shask LR, BEAREO AR, Heh, KI5k
PO FRBR, ZAIOEH. 2RSS, BRIREIE XX OR A K TE R
FEPEYE | LT TORBICHY T IBEEZRRROXMG L L,
L [RIEHUSR O 23 205 2L L o [
2. MHRNERbZR, 72720, DG, BUEERO RO 2 T 217 - 72,
IR DB 70 < & B VFELL ERRR) B, TR - A TiEie, B
AN B) 7 T vE 2 Bl C & 5B (ErmIC il 72k ik &3, B r-A o
b ary M—a (BWH/ MR . X3 — B TAIME TEEE Y v
v 7 FENBHTRE (EFRPAE T, fAL SN, e R | RAa
BEALEE WrFREFIN (e, IPEREEING)
3. ABEBE IS REE
4. UUTOEREEZ1OL L= BE
(1) HBKFREDORHUAKER (295.60) DEH
(2) XR=2F 4 D1y AL ERINS, FUREHHHESAILL EOOFH TIHEEL TV 58
#
B) X—=RF A4 D1y AL ERING, ~aXY F— L 18ng/H (F o7~
VU HARI0mg/ H) A HEGRERTIHREL TV EE
4) 1RFERIUE O A RTERSE
WDFEIEDNT NS T D EBE
(a) i L2 EERFIBMREOREEN/  nLTa~ Y U E
600mg/H (NEXY F— L #1%12mg/H) BLEIZAHYS 3 2 B C4EMLL ED
TERZZT, WIS S A ERIEROEJRN 72
(b) R—=RAZ A UEIIZAMLNIZZ e FE U ZREL TV D
(B) R—=RFA T, Bl « FEYEERFEAM R E (Positive and Negative Syndrome
Scale; PANSS) #7727 — VIGMER RETIER (B4, BaofakmE, O%
2 &L B4TE), R, BN, R BER. BE) 0B, Wi omE
T3 (REE) DL D65k DB
5. _X—RF A T, Clinical Global Impressions — severity of illness (CGI-S)
DA (NEE) U bEoBE
6. IRBAE( () EMICL YV RIBROAFROHRAEZZ T 0L, A7V —=27D
P& BT AR OMRA - BIEHE OFEMICHESL S, XBECLIFAENPIGETE S
B
TR | LTFTOREEIC -2 THHEY T2 BT, RIRRICTITHEAAN R D 5T,

1. JRBRER(E (#) ERIDS, ZEaMER AR EERN S L L T2 e
— AV ARRTCREER, MPOKIMICEBRREFAIRE (&, Ao, IF. k.
DI, IR, fafE. IS RS ORBESOIEMRB) 2 HT 588

2. A7V —= TR OBRRAEM., A ZNTA v, FERBRENROUILERK T, 15

BREM (o) =D, 2t AFELOAMEFMICEERH D, HDHWILE

BRSE T\ BN 5 5 L P D ERRAIC IR & 72 DT AR bV B

ATV —= 2 TREOITIRRE DS G, &2 WX P k2 A2 5 B8

P (125 LLT) LABRIS CTADARIENR & 5 B

MR R OB & 5 BH

ST 23T L L — DR N D 5 BE

PAZER A RN R O BEAE B X A 0HENR & 5 BE

PASE SV NS 1)

. A RIRIE OIR I S HCE TG R (295. 70) | SUG RIREARREE 0 B3 (295. 40)

10. A KFRIE LM L O R B 2 3 2 BE TR G KIIE LIS 0 B

L B W=V F U T s EEOBRE

12. BRI SO B 55 o0 R

© 0 N> o e w




13. BfE (GBZE6+ HLIWN) Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision (DSM-IV-TR) ZWri¥EIZ X AWEELAH 2 W 3P
BIRTFORE (=aF MARIFITBGARE L T 5)

14, 27 ) —= v JEEO MR E /7 v a— VRENBE CTH - - BE GBI R OT L
T — LELHOFEEMEEZ B E TE 25 ITHANATRE E L)

15. HEHDWIMAEESIT B L -T2 fGRIEN H 5 SRR EL () [EhRiHH
W L 7= s

16. WEFHRMEREMIREEEH 5 WVIIWEILHICL 2 B2 62 1TBEEEZH T8
#

17. [ EBASRICHEARL L T\ B

18. [AIFE BUASAT 1238 [ LA I L O VEER I SN UIRBRIE DS e B S 7 RS

19. BEICT T NFKEESN-BEE

20. IRRTEAE (S0H) ERIIC L VRSB REE Th 5 &l S o BE

21 R XL TR ERBE B OB TARIGBRICESER S L TS HE. XITZ0KIE

kL& RS
Jiik

BB X, BT LRI T £ v o & FigbngZ . THLEIET £ ) v 0 & FHEbmg i
10mg%, KA LTEHTFICESE, SKAAFTICH - Y1H2MEIRE L 7= (87 - FEO%ES
REER)

ey Ul

EE AR LER, FIEHER - 52iE
[ 7 FH QeI
LI [ 523 ]

Tl T
5mg/1 H 2[a] 5F 721X 10mg/1 H 2[A]

BRIE=

e

HEHEG, FRFEHRETTR, N 204> (E, IR . KE, B, BMI,
DAEKPTR, BARA (R, MRACFRIRAE R REA) | HbAle, ZEIEREL
W, ARV, TadrF o REMHERIEEERFEMN R E  (Drug Induced
Extra—Pyramidal Symptoms Scale; DIEPSS) K OWi/S—3 1 Y i3 AR
HE

- BHMEFBIE H : PANSSEARI A 2T DON—Z T A b DL L E

- ZEOMOBFYNEFMEE : PANSSY 7 2 7 —/b (BHEER, BEMEEIR, A hEEL)
B OPANSS Marder[R-f- (MR, [RIRER, BEMHA, e BE, 2/ M5 o)
DR—=AF A b DR, PANSSL AR & —=R  (GI-SKk (RClinical Global
Impressions-global improvement (CGI-I)

Heat Tk

et

- EMEAT - REEHSN, Body Mass Index (BMI) . BEfAAMIESEIR. HbAlc, Z2fGRPMbE, +
VAV UK ONT 0T 7T DR EE IR LT

- E DM DR AT

- FEFRS, HIRFEOBRERR, A 2031 v (MELONRIE) . (A=, B,
DERATR, BRRE (WRFORAE, miREFERRE &K ORRE) . DIEPSS &
Q=% Y RO 2R LT

- TRTCO (EER) HEFEG., PHEREKORMESNREL, ICHERREIRMEEA
ARFER (Medical Dictionary for Regulatory Activities/J; MedDRA/J) ver.17.1
FHWCa— RNl

Bk

- EFRAT  FEIRES S & OPANSSERIA AT ON—RA T A VRN OB EE R L

- FDOMOFENVERAGE B OFFHT © BIRGETEE  (PANSSY 7 2 o — /L JL U'PANSS Marder

RTF-D_R—2F A 9B DZEAbE, PANSSL AR & —K  CGI-SKTCCI-T) ZMEHT L

7=

TS

e

HEHLII8T.9% (1384 /1574) OWEREIZHE Lz, Z0 5 BENWEHIX58.0% (91
£ /15T4) T2-7z,

FEHEN10% LA LIZ 5 - B EFRIT, RIHTEK21. 0% (3344 /15744) . $eGRFIE (HEIE)
13.4% (214/15744) . {EHR12. 7% (204 /1574) . {KEHEM12. 7% (204 /1574) MK OX
A OREFEHIRR10. 8% (1744/15748) DSHFEGTE -1z,

HERAERGI8. 9% (144 /1574) OHEBREIZHBLL, €0 5 GEIEHIZL. 9% (3
£ /15T4) 127z,

RO GHILICE s - AEFEFRIL, 23.6% (T4 /157T4) OHEBRFITHBLL, 0
I HEIERTIL16.6% (264 /157T4) 72-7=,

AJRBRIFICHEL LB 1354 72~ 7=,

,20,




RV-8. AEFZRUVBEIERADOREX

TEFE s
5 F721% 10mg/1 H 2
(N=157)
BERE L | FEBE (%)
HEEG LR LS 138 87.9
BIVER 2568 LI 91 58.0
HEOFEHRRERE LIRS 10 6.4
HEOFIWER 238 U g 4 2.5
LA ERRERE LI 14 8.9
EERIVEH 2581 UI- 9 3 1.9
W L7 s 5 3.2
B AILCE A EFG R L ps 37 23.6
BEHILICE > T RWER 2388 L7 26 16. 6
N b et SUE B4
HME

PANSSAEf 2 a7
PANSSEF A a7 OELEIZIUTO LBV THY ., N—=2F 4 XV D LT,

= V-9. PANSSEFH R A7 DHEIERFFHEFATOR—XF/4 VA LDELE
5 PANSS &t 2 =7 R 2T
FFAM B0 R—RF A I KGRI AR DFEA R
AAB TR 90. 20+ 18. 50 84.72+21. 66 -5.48+13. 34
(153 fi))
Mean=S. D.

(5) B - fRAERIGFER

(V.5.(4) 2) el EWNFEIERGR SR (P06238 #liR) 22 M

(6) JaER A9 A

1) FERARERE (—REARERE. FEEARERE. CARBLERE) | HERFEERT—
FR—ZAE. HERTRERABROAR
AR (k1)

Ao HRY AFNOFEHERE T ICB T 2 EEMER A E BT 5,
LR e LR s
*REHE MO RKIIE &2l S, KA TR G Ihic B
Eli eI AR - 2017 4F 1 A~2019 4 12 A
BN - kR 52 WM
JE B HK THAHEE E - 3, 364
REMERRAT RIS ¢ 3, 321
FVEREAT RIS 2, 794 B3]
Bt/ S I e
BIVERIX. 2T et4 3, 321 fH, 1, 108 ] (33.4%) 12388 v, mEEAFRIVEMIX

102 1 (3.1%) . ¥EEHEHRIEICE S ZRWEMIL 721 ] (21.7%) Th-o7-, #EF 1T 1%
1L FNCRO BAv, NRUE, T3] 66, TAEZBEZ) 2 6], TH#E] TIMEIE) DLAR4)
N&1HITHoT-,

BIVE R BRI OV TR, AAIR S 2 UL EE S, 24 LN 9 FIA
FEL LT,

AAE CEMINZRERICE LT, AR L I TRETREENER RO ST,
FBFECRBBEE OEm L RETH - 72,

bk
BT RG22, 194 B D 5 B, AFIOFEMREZ ST L CH L= 936 filoefkdE
BV, mEGGEL Ex 88 & L-gaERnEE 6 ik 77. 9%, #4552 #Ht% 81. 9% T
HoT.

KV-10. RXHDORERAEZTET LIESDERBEE

| hEE | RE e | B | HhEERE | ZEH .

wi | w | wow | T8 | B | B | B |EFF

5 6% | 63 198 306 136 17 8 0 7. 9
(n=728) | (8.7%) |(27.2%)|(42.0%)|(18.7%)| (2. 3%) | (1. 1%) | (0. 0%) noR
5 52 1% 49 107 151 60 5 2 1 81, 9%
(n=375)  [(13.1%){(28.5%)|(40. 3%)[(16.0%)| (1. 3%) | (0.5%) | (0.3%) e
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2) AREHLELTRETFTENDRERIFERL-HAE - HBROME
HRERAAT - R ) A 7 EHE I 2 RED b, WUNCERT 5 Z L

(7 ZDith

BEHERNMEREMERAEREE TR E LERARESHER (47501014 38x) 109 (E4t7— %)
R P E IR N E B IR A IIERE IS LT 7' vy (5 X 10mgl H 2 B A& & : 5-10mg
1 H2ME) XiFAZ7 e 5-20mg 1 H 1[E% 52 @REEE L., AOMEZ2G L=, &5 52
BT AREMEEIREEG R B (Negative Symptoms Assessment: NSA) et AT DOR—R T A
N HDEALE (/) T IREHE L ENERRSS) X, 7B 5-10mg 1 H 2 [AI#FCT-15.8+1. 48,
FT P 520mg 1 A 1 [AFET-11.0+£1.27 Tho7-, E£7-. PANSS Marder [&MHESEMR KT A
AT DR—=RAF A UnbOEE (R R PHEARERA) 1L, 7T 5-10mg 1 H 2
[ #ET-9.60.68, AT P 5-20mg 1 H 1 [BIFET-7.540.58 Th o7,
52 MO HHRNCB N CTT BB 5-10mg 1 H 2 [AIFET 82.4% (70 4/854) . A7 ¥
> 5-20mgl A 1 [EH#FET 90. 9% (10044 /110 4) OB E I HEELNRE LT-, 7 F " 5-10mg
1 A 2 FEIFECREEN 10%L ETh oA HFRRIL, RIRE, BIR, (KEEN, RLThoT,
FEBLEDN 5% LA, 10% K72 > 7 AHEFRIX, 3., RERD., 7007 TR, FEED
FVN, YT, EIATHR, MR R U N, SN, OWNEE, BLTh ol

TSR BEMRIGIERER (A7501012 35) 917 ST — %)
TEFEL 5 XX 10mg 1 H 2 [BINZ X DIRFEE 26 BT 72IER N E L TV DA S IE R
Fraipt LT, “THEERTF Ty (5 Xk 1omg ORJEHE : 5-10mg) . XiZ7 7R
Z 26 1 B 2B THEEG L, HRBIIERNVRICHOWTEM L=, 7 ) > 5-10mg 1 H 2 [A]
HOFHRE COHMIT, 77 v RBEL i U CRFFEMICHEEICIERE Lz (p < 0.0001 ; 7 2
TUURIE) » #5182 BIZB W THBN A LN T-#ERE OEE (Kaplan-Meier HEEfH) 13,
7T REE 51.5% (95%1EHEXE @ 44.0~59.1) LHEEL TV EF L 5-10mg 1 H 2 BT
13.2% (95% 154X [H : 8.2~18.2) E{XfETH -7,
CHSEHRBICE TSN gERED S L, 7EFE L 5-10mg 1 H 2 [EIFET 45.9% (89 44 /194
%) . 7T BARBETS5.2% (106 44/1924) \CHEFELNEI Lz, 7 5-10mg 1 H 2
[EIHE CTHERE D 5% UL BICHBL LA HFHGIL, AL 8.2% (77 'R 10.9%) | KEHEN
6.7% (77 BREE:3.6%) . RIRJEG6.2% (F7BAREE:13.5%) TH-o7T-,

)« KA OAGE SN RE « ZIERITMAEKRIETH 2,
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VI. EMEB(CEHI SIEH

1

(

EEZHICEEH DIELEYMRITLEYRE

FEERPUEHFRIE . VARY Ro, AT70F ., 72 F TV IR, 7877y — %

ERPOREMIREE - ~Na XY R—)L Zui T a~ Y AAERRES

FEE  BEO S DLW OIEE - WRFL, BHOBRNXELZSZRT L L,

EIEFH

1) VR FIERAL - 48 FRHSFE 1

TYF AR, in vitro ZREWFEEEBRICBW Tt r F= U ZBFIEROIEIANY T 2 A4 7 (5-1T,,.
5~HT 5. 5-HTy. 5-HTy. 5-HTyo 5-HTe, 5_HT7) WA, R/ U8R (Dl\ Dy Dg) .7 RLT
NG ENN (alA\ ® oy O gps azc) PNAON AN NIV DTN (Hl\ Hz) W2t LRy BRIt o,
— T, DAD Y UREEEO B ZEEA~OBFEITIR, 7T EATIND ORI L
T in vitro CHEPUERZ /R L7235, in vivo TIiX 5-HT BRI K L CHIIEH Z2H 325 Z &7
RIS, TS0 T HENR, TR T e oFEREAEFEELLND,

(2) B3N #E4T 1T+ B ERAE
NRERZERKICKT BER (in vitro) ¥
b FRERHEGHRRT, 72T EIL R/ NI D Doy Dy Dy ZARISH LTS HEA Ly B
EHC KifE) 25 InM FBREOBMMEZ R LTz, ¥ b= ZRKIEDEIRNY 7 % A 7125 LTl
<HEA L, Bu b= 5-HT,, 5-HTy, 5-HT,. 5-HTs 5-HT, 2K & OBFMEIX K8 U2 5K
KO b@ED»oTe, TRUVT U Va, an. @y a SAERISK L CE InM BRE OB EZ R L

2o BEAZ IV H, BRI M BEOBMMAZ R L2y, AAD ) V2B IR & OBFE
TR o 72, B b R OEY) O R RBERERBR CIL 7 &7 © 1%, D, D,y Dy, 5-HT,, 5-HT 5, 5-HT,,,
5-HT,y 5-HT,eo 5-HTg 5-HT « i o o agen H RON H SZRIRICH L TR 45 /E

LTz,
RVI-1. 7EFECRURBEDE FZBAEMME Ki, nM)
IR TEFEy | AT | s FTEY| saFry | UARY R (TUEST =AY R—L
D, 1.41 11.7 195 22.9 20.9 813¢ 6. 31
Dy, 1.26 21.4 417 135 6.17 1.15 1.45
Dy 1.45 26.3 479 155 8.51 1.23 1.74
D, 0.417 34.7 389 219 6.92 1.41 2.75
D, 1.12 17.8 1410 16.8 6.17 129 1.48
5-HT,, 2.51 1510 166 87. 1 178 2.69 513
5-HT,, 3.98 251 > 316 269 51.3 2.82 > 1000
5-HT,, 0. 0708 1.32 155 4.07 0. 204 9.55 52.5
5-HT,, 0.178 3.89 16.8 1.62 10. 2 0. 257 331
5-HT, 0. 0347 3.89 1050 2.75 6. 76 28.2 1620
5-HT;, 1.45 100 2000 25.1 58.9 891 794
5-HT, 0.251 3.24 2290 8.91 2190 229 3630
5-HT, 0.115 37.2 56. 2 6. 46 0. 741 34.7 89. 1
@ 1.17 22. 4 64. 6 12.6 5.13 324 25.1
oo 1.15 148 562 28.8 8.13 69. 2 871
@ 0. 324 331 83.2 28.2 9.55 191 562
@ o 1.23 40.7 38.0 1.58 1.82 11.7 132
H, 1.00 3.39 11.0 1.74 81.3 20. 4 2090°
H, 6. 17 31607 66107 1230° 479° 70807 31607
M, 8130 12.0 282 5.13 26900 3890 5620
M, 31600 39.8 603 70.8 38900 12000 8910
M, 21400 33.9 513 24.5 25100 7760 13500
M, 9120 22.4 245 20.9 10700 5890 5620

AL FEfE (n>3) a:n=2
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2) fnrE s 1E
OFHEERIGIHER (7> ) ¥
TEFED0.05, 0.1 KUO0.2mg/kg (K F&E) TT v b OFRMFERE FIE T 82 R
Uiz, 7T g, MEERFRICSAARNEERE 2 M| L7z (EDy=0. 12mg/keg) . 0.1 KX
0. 2mg/kg DH T, Fh4% 20 KO 90 SRR A = i 25 72 b vz,

100§

754

50

() FEE

—Oo—iBK
—+ 0.05mg/kg

25
—e—0.1mg/kg
o —m— 0.2mg/kg
0 T T 1
020 90 240

BRE®ROFR (59)

BVI-1. Z7EFE DSy MBI 5FHEBRIGICHT H1ER

T — IRl (A8 %) &P ERE RS (n=8)
BYIE T 1 AF— =R LD R— R E 2 TOROFEIER L7
tP<0. 05 (= TEHRE A BT B O Wi lcoxon DX D & 2 5 BNEA 1 )

QEFHEREMFIER (v AKRT v k) ¥
TEFENL, vV AZBWT T 7= Iy (KR R dESK) ST MK-801 (NMDA
SARRIEHER) RS D@ T A H BRI HNE L7z, EDy, fEIEX. 4 % 0.005 A7 TNC
0.003mg/kg (T b FEE) Thol-, £/2. v MIBWTHL d&-T 7 =¥ I V%
SEETHE A IH U, AR &I, 0.03~0. Img/kg (X TFH#5) Th-o1=,

QF L/ AMFIETREEA (7> ) W
TS LD 0.001, 0.003, 0.01, 0.03 0. Img/kg (FZ F#&5) T, 7RE/LE ZDFHHE
T 57 LoV AR E I RITTREE R L-, 72 E L, 0.03 KO0, Img/kg D H &
TT LV AMGIES 2 A EI8GE L,

707 O nw
> M Apo 0.5 mg’kg
60-| - #
7
/I/f 504 T =
% -
A o
a 40
3
/|\ 30
+
> 20| .
S
loj
0-4
i 0.001 0.003 0.01 0.03 0.1

7EFEY (mg/ke)

BVI-2. 7+ EDTy b TLIVAIIGIZE T H 7 REILERFREES I 5/EH

T Z XA ERERR A2 A2 R T (n=10) | Apo : TAREILE X
%P<0. 05 (Newman—Keuls, Dunnett X% Tukey DIE TR — 7 RE/NL b 1 5RE L HiR)
*P<0. 05, *P<0.001 (Newman—Keuls, Dunnett X|& Tukey D E TIAME — IR 58 L LK)

,24,



3) ARG EME BRI RIFIHE (T 1)
T E L 0.05, 0.10 L N0.20mg/kg (2 F#5) T, 7 v MOMANSEIIZE TS R332
VR A~DEE LY WNENTEERAVCCTHIE L, TEFE IV ThoRETYH, AR
SARTRE., AR, BREIRICB VT, RS Vil E 2 NS 72 19,

A 7 3004 mPFC - 0.2mg/kg B 4 300 NAc -~ 02mglkg
2 -o-0.1mg/kg 2 -o-0.1mg/kg
5 -0 9.05mg/kg 3 -0~ 0.05mg/kg
k4 200+ - BR R4 200+
N N
s & S
%tt ‘%tt
BN A !
L 100 g7 100
Rz B
it 1
(/)/: o T T T T T T 1 8;; 0 T T T T T T 1
- 0 30 60 90 120 150 180 210 - 0 30 60 90 120 150 180 210
= BFfE (59) = B (59)
C ’I\ 400~ STR -& 0.2mg/kg
2 -o-0.1mg/kg
5 | -0~ 0.05mg/kg
kg 300 ol
N
T &
g4
1=
BEX
1t
G/T) 0 T T T T T T 1
- 0 30 60 90 120 150 180 210

B§FE (5)
KVI-3. Z7EFE>DS Yy A F/RS UEBEICHT /R
(A) PIAIRTERRITRZE (mPFC) , P<0.001 (- oHoiE 5 s
(B) MIsstE (NAc) , P<0.001 (ZIcEd{EoyHsrr)

(C) AMAIFRZAA (STR) , P<0.001 (ZICHRE S EsHT)
F— BT, N=RTA L HANEIA (%) OFEEIEAERRE (n=5-9) ZT

F7-. WUNBITEEZ A WERORBRTIZ, 7T (0.01~0.5mg/kg, K FHEE) 12kv,
Z v NOWNRIFTEERT R E K ORI W T, RN ViEEECMZ T/ T KLU it 7w
Il CEREOBINASHER S 2 Y

4) BHEEE~NDEE
Dd-7r 78 S UGRIGEFEREREZTICHTSEH (T ) W
-7 72X I VOHEEIFEEIZEY | WHREEREICBWTEEL 2L L2 T v b oA
BREREEET LICBWT, 7T (0.075mg/kg, K TFihE) 1%, EERCOREGEZH
BlosEimL iz,

,2 5,



() DHPESSHAF

() DpESSHRAFHHA

80 g @ 8 o g
704 3 ; S

60 - s

() hHES SR
3

Poow o 3 %
50 1 O ##A 50 1 T O W
@ iiEn [ JUL
40 T T T T T 40 T T T T T
AE AKE 0.025 0.050 0.075 A AKE 0.05 010 0.20
—+d-7 > 71432 (0.75mglkg)— —+d-7 27432 (0.75mglkg)—
7tFETAE (mglkg) YRRV HAE (mg/kg)
C
100 -
90 1
so{ § & ¢ 3 ¢
704

o5 3 1 1
50| o## | te e 1
[ Juin
B A 050 10 15
—+d-7> 71432 (0.75mg/kg)—
+5HE U HE (mglkg)

MVI-4. 7EFERURBEDS v FOFERR2ERBICETEd-TU 72 I VERESE

IZx9 54EH

WT7EFEY, BY ALY RERO) AT P E DR

T F L) £ RS &R T (n=9-10)

tap¢o, 05, TPP<0. 01, TCP<0. 001 (Student Newman Keuls MiiE iz & ¥ []—EXPEI 3513 5 VALL VA LERYE & Hol)
tbp<o 01 (Student Newman Keuls BEIC & 0 [Fl—EXBEICHIT AWM +d-7 0 7 = & I UREL Hil)

Q7 YAV YD UBRIGEEEREESTI T A () W
T x A7 )Ty (PCP) BHIT K DYV OB R E T T LIZB W T, TR E L (0. 05,
0.10 1% 0. 15mg/kg, 1 H 2 [F] 4 MM, K F#E5) 1%, HiEFEHET 7 —HoEns A EIC
L7 (MiE7 ') 0. 15mg/kg, 1 H 2 GO E427RT)

X VI-5.

10

—A—PCP-7H1FE> (0. 15mg/kg, BID)

—JTH KSR 5 R
[«)]

S -
: —e—PCP-AEHEREIEK
4 4
37 —o— £EAEK-EEAEK
2 4

3 6 10 13 17 20 24
7tFrEURS5H

T EUREERSDY I HEFERBICH T HPOPEREEICXT 51EH

T — Z LR RIS B T D = T — [ O S E S HERERR = A RS (n=4-8)  BID: 1 A 2[A]

*p<0. 05, **P<0.01, **¥P<0.001 (ANOVA fit#7 B OF Fisher’s PLSD #7E1Z J 0 AR Bt k— A BE A K EE & Heii)
Bpc0. 05 (ANOVA fif#fF J2 OF Fisher’s PLSD MiEIC J 0 PCP—/EBE b /K HE & Hoi)
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) SOKEITHT 2HE (Tv 1) W

BEEEDO A N AAMIZEY v aEERELFR TSI T7 Y bOT U~ F=TETMIZEBWN
T, ¥ a BERESRR L OCHEERARIZHEM L, 0. 6mg/kg FETITH G- 3, 4 KO 5 BICHER
SO b= 2 e, 7EF L (0.06, 0.2 X% 0.6mg/kg, 1 H 2 1[0 5 H[H. MG
H) FAMLVRIZED T bOT U~ R=TIZHEL RIET Z ENRENT,

=O= FEA R LR/

- JEA L A/Asp 0.06 mglkg
-O— A I L Z/Asp 0.2 mg/kg
-~ JEA I L A/Asp 0.6 mglkg

-@= A I L AR

—A— A I L A/Asp 0.06 mg/kg
- A L Z/Asp 0.2 mg/kg
-$- A kL A/Asp 0.6 mg/kg

0 T T T
0 1 2

‘rE50HE

T T
4 5

KVI-6. 7tEFEVREREDS Y MEMBREX FLAETIVIZHEITS L aEEREICNT HEE
T — AL EERRE A2 R T (n=8)  Asp: TR EY
FEA DU RAMBEIEEE  AEER L (CoullE i) ]
A b L AAEE [BERNE - P<0.001, %5 LBDOMANEN : AEAER L (ZIohlES O ]
Tl & D5 (#5205 0. 06mg : HEZEZ L. 0. 2mg : P=0. 021, 0. 6mg : P<0. 001, #5- L @ DOFHAAE : 0. 06mg :
HEZRL, 0.2mg : FEEMR L, 0.6mg : P=0. 037 (o E s H#HT) ]
*P<0. 05, **P<0. 01, **¥P0. 001 ; Fisher OFIIA i/ NMT EFEME TIEA b L ARTFEE L il
#P<0. 05, #HP0.01 ; 5 0 BICHBIT 5 A N L RAR /T T B U R L ik

(3) VEFRIRRFR - Fibsh
[V.5. (4) FERFRER ] DIAES M

,2 7,



VII.
1.

EYBIREICEET HIEE

A REDHR
(1) A LA Mo
SRR L

QERGREBR CHRAIN-MPEE
D EEESs Y
AARNEREBRAN BT BB bng ZHEIE NG L2 &L & 07 ) v 03y ERE RS
T A =2 ERVI-1 1R~ LT,

RVI-1. BRANBERBEABEICET2EEETRERFOTEFELD
EYEBREREFER/NF A —4

i | aFih T, o T o
(mg) {%Jﬁ (hl”) (ng/mL) (hI‘) (I’lg' hr/mL)
5 6 | 5(1)'32 03 | BBELTL | 171561 26. 4+8. 0
a) Pl (e IME~ e K AE) B
2) REHRE Y

AARNEERERR A BIEIC T BT B2 bng KO 10mg 2 1 A 28] 6 AMET FH&G (Wb : 5mg
BHEHIT 2 A, 10mg #5813 3 AR OWHEE 2% 0 0% YEHEZ &S k&5 813
OEEDOR) Lzt & OKEKES#HOMETT 2 U RBERE RO OO KB Re 52003
FTA—=HEEVI-1 L ORVI-2 (12”572, 7EFE 10mg % 1 H 2EMEFTEREGLZE X,
MAEF 7 v BEIIYZEAEDORLERENS 3 AUNTEFIREIZE L, £/, 7TkF
vy bmg HEFE TGO AUC, .. & . bmgl H 2 [AIEF FHRGHED 1 # 5D AUC, ,, X FIFE
ETbhy, TEFE U NERGICLIERBBITIRZWVWLDLEEZ BN,

(ng/mL)
8 —e— 5mg(6%l)
—o— 10mg(5#l)
M ¢
e
i \
4
5 41
v
. .
i e
B o \\\
? \i e —— I — l
_T-_f_v.—::::,’:!
0 ' ' ' | | ‘
0 4 8 12 10 ? e
] (hr)

HVI-1. BAANBEAEABHICE TS 1 H 2 ARESETREFOEEIKE
CEFTHMBEHRT7 LT EVRERE (REEZEER)
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RVI-2. BRAANBRBEABHEIZE TS 1 B 2 AREETHRSHD
TEFTECOEYEBEZH/NT A —4 (REREER)

Fﬁ % gzlz,ﬁﬂj Tmzixa> Cmax Tl/2 AUCO*IZhr

(mg) Bl (hr) (ng/mL) (hr) (ng' hr/mL)
0.50
+ + +

5 6 (0. 50~1. 50) 5.05%2. 58 35.5%20.2 29.4+10.3
10 5 1. 00 5.39%2.49 27.8+7.9 37.51+16.6

(0. 33~1.50) T T T

a) R (35l ~ F K fiE) SERIfE AR AR A

(3) hEt
MM E R L

4)BRE - ftRAED
NEEOZE™

BERERRA B MEICHE R (ZEIERE) M O@E IR BB B %27 & v bng & HEE TR E L
2L & HDHWIT BTV bng ZHEE THRE 4 FHZICEENEEZERLZLE0T T E
> O AR EEHERS K OSSR BN RE ) N T A — 2 A BVI-2 K ORVI-3 1R L7, 3K EhRE 7
RT A= ORI AT o1& 2 A, IR ER R IRE% O 7 ) v o AUC, .. *
X 21%RD Uiz, 2, &5 4 FFRBRICEFLERLIZE A, 7T EO AIC, .. * 1T 13%

o480

Foa

HEANT—%)

Yjﬁj/)\ L/f: (ﬁVﬂ—4) o

* B -2

(ng/mL)
7

6

P T AN A e B =

—O—ZEEIFRE (n=26)
——RBEZKES (n=26)
—>— AR R B EEE (n=26)

A i Y 2

] VI-2.

H%ﬁﬁ (hr)

BETREROT7 T ECOMBERREER

NEANBREABHICRGIBEERFHTTT7 £ E 2 ongEME

V-3, HEAEERABMICRLZREEREHT T7 £ £ ongdiE
ETREHOMBTT £+ OEMBEF/ S A —4

e ZEfE R G BEZERSE 4 IR 1% F 5L
(n=26) (n=26) (n=26)
T (hr) 0.983 0. 750 0. 775
ma (0. 383—3. 00) (0.317—4. 00) (0. 333—4. 00)
Cy (ng/mL) 4.46(2.57) 3.89(2.24) 4.27(2.10)
AUC, .. (ng* hr/mL) 38.5(15. 6) 30.8(14. 1) 32.6(11.7)
T, (hr) 22.4(12.3) 22.6(10. 2) 20. 6(6. 75)

EIE R | T, 3 PR /)Ml — Rk Ai)

,29,




RVI-4. 7T ELDEYBEFH/NSA—ZIZHT E2EEOEE

KT A= | mitE GRe/me) | 90% {5 X ]
BEGRE vs ZEIERHR 5
Cons 0. 90 0.73~1. 11
AUC, .. 0.78 0. 65~0. 93
AUC, .. 0. 79 0. 66~0. 94
4 PR BRI vs 2R R G-

Coo. 1.02 0.83~1. 26
AUC, .. 0. 87 0.73~1. 04
AUC, . 0. 87 0.73~1. 03

26 44 Dt FAZ IS W BT

2)KDEE VMEAT—%)
SE N A BT BT B 10mg 22 1 A 1[E 7 ARBAET NG Lz & S ORfEEERIC,
Beh-2 53, 553tk 10 31 KON 30 ptRICK A B L 72 & & 07 ) v oM REHER &
SR BB /N T A — & ZRVI-3 L URVI-5 (2R L7c, &5 10 5%ICKEEBRLEZ & X1
3. 5 30 pBRITKZEIR L7 & & LR TEYBREBISEEIIRD biehoTz, — ., &5
53t XL 2 pRITKEBIR LI & 1213, 5 30 pRIKEBRLIZE LTS
VD AUC, , * DEINZEIL 10% L TN 19%K T L= (RVI-6) .
* o ST
(ng/ml.) —o— 125304 # 8K (n=20)
—— 525 %EK (n=17)
—— R 555 REK (n=22)

—— & 5105 % 8K (n=18)

IR A 22

RREEC M R N B E
N

H%ﬁﬁ (hr)

HVI-3. HNEAREAABEICELGSIRKELHTTTEFE1IMngl A2EIREET
BERORRIESHOT £ ELOMBERREHR

RVI-5. NEABRERABEICEGLIHKEHTTTEFELIMngl H2EREE FREHD
B ERHOIRED T EDOEMEEFM/NT A —4
S5 R 30 Sy K 2 IR 5 IR 10 73 R EROK
(n=20) (n=17) (n=22) (n=18)
T () 0. 750 1. 00 0. 875 0. 750
max 1 (0. 517-4. 00) (0. 750-4. 00) (0. 500-4. 00) (0. 517-3. 00)
Cpay (ng/mL) 4.99(2.05) 4. 15(2. 09) 4.38(1.91) 4. 69 (2. 22)
AUCyy, (ng- hr/mL) 36.3(11. 3) 29.8(10. 2) 32.5(11. 1) 35.9(15. 6)
T/, (hr)® 30.5(8.20)" 27.6(16.5) 30.8(12. )Y 37.4(14. 9)°

FE (EERZE) | T 3P E R/ ME-fIH)
a) n=3. b) n=4, c¢) n=6

,30,



RVI-6. 7+ ELDEYBEFM/INS A —RII0T 2HRKDEE

RHEE
NTGRA—H E v ESLe (BB | 90%(5HEIXH]
(B 5-5:45F A)

B vs A 0.79 0.62~1.01

Cpo Cvs A 0.88 0.69~1. 12

D vs A 0.98 0.77~1.24

B vs A 0.81 0. 65~1. 00

AUC Cvs A 0.90 0.73~1. 11
D vs A 0.99 0.80~1.23

P

15 4 DFE RAZFLSW T2  H T
Ar 30 43t%. B 243, C: b3, Dt 10 pRRICENZE K AR

NHREDEE
MVIL 7. FHEAEH ) OHESR
TILREHIY UrEAT—%) @
S EBERE R B (26 B) 127 B B (5mg, HiEIE ) & CYPIA2 BAEERZ AT 25 7 LR
X I (26mg, 1 H 2EIERD) Z0FH&ESG L&, 7EFELDC, KOVAUC, L I1F 7 &
T BB R & AR TR 13% KON 29% 0 L7z,

RVI-7. NEABERABEIZEITSA27EFE-TILARESY I D OEYBHEEEAS
BTOmMBERT7 L+ EDEMEIEE/NT A —4

Bl T (h1) C,ax (ng/mL) T, (hr) AUCy.co (ng+hr/mL)
T v RS 26 |0.75(0.33—1.52) 5.40+2. 17 27.6+17.1 37.6+12.9
ZIVRFY I UPFREESE | 26 ]0.75(0.50—2.00) | 6.11+2.61 27.8+11.9 49, 020. 1

TIIE L BEAERZE (T, (3P RAE (Ml — oK)

NRaxteFy GMEAT—%) »
A E R R 551 (26 51]) 12 CYP2D6 BHEIEH 2B/ 3 5 3 a %t F > (20mg, 1 H 1 [BIFEEA) O
KE#HEG T, 72Fey Gng, &F)#HEIJFAKGL-ZEE, T®FECD C, 137 Y
VHUMBE I & 13%080 LTz, FE72. AMEABERERR A S (15 B2 7 ) B (5mg, 1
H2FRET) OKERET, NafxtFr Q20mg, 1) ZHRBEIFAKRE LZEE, SaxtTF
VD Copy MONAUC, o 1T/ S F 2 BB G & b _ENEN 82% K TN 92% 5N L 7=,

RVI-8. NEABRBEABEICETE7EFE-NOXtF o OEYHEBEEERR
BRTOmMBERTEFTELOEYEE/NZA—4

" AUCy.co

i T,a (h C L T, (h

il e (T) nax (08/1L) 172 (hr) (ng-hr/nL)
Z; 7 v B 26 0. 875 (0. 500-3. 00) 5.70+2. 09 22.6+9.52 38.4+11.7
i—
Lo
o | NaxeF UoOHESE | 26 1..00 (0. 333-3. 00) 4.95+1.80 26.9+16. 3 34, 749. 62
as
o | NeXeF UoBEMESE | 156 6. 00 (1. 02-8. 00) 4.46+3.93 11.8%2.69 77.7%80.9
B
+
i T EUHRBE 15 5. 00 (3. 00-8. 00) 7.49=+5. 83 12.9%3.09 136137

P RS (T, 1L R (/M- He R )

12753y GEAT—%) »
fEERANICT B e (5mg, H[EITEF) & CYP1A2, CYP2D6, CYP2C19 ¢ UN CYP3A4 DFEE T
bHAITT I (Tomg, HEREN) #0ffKEG Lz, TEFELDC 57 BFE U H
PR LR 1T% I L7, —FH. A 277 IV OEYEHE AT A= 3x7vF0FH
R0 EEBEZ T o T,

DAFTY GEAT—) P
fEFEER AT e (5mg, HiAITE F) L CYP1A2, CYP2D6 M (N CYP3A4 [LEMERAZHT 5
AFVr (800mg, 1 H 2 [B]) ZOFHKESG L&, 7LD C 1ET7 BB MRS
HF & b 13% A LTz,



AWNRIEEY GHEAT—%) @
R AT EF ' (Bmg, HEIFET) & CYP3AL FHEEMAHTH A~ E L (400mg,
1 H2EA) ZHRKEL-EE, TEFTELDC, MNAUC, &7 & F &7 B G &
L H1T 16%IE T LT,
N0 GtEAT—%)
R ANICT 2 (bng, BEEIFET) & UGTHEERZETA L7 ol (500mg, 1 H 2
ERO) ZOFH#RE L&, 7TEF U OEMBEICEEITRD LN o7,

. RYEERI/NTS A —4
(1) fRAT 734
AR L e O S B REARAT 1 13 7 LS IKAF RO 2 AV 7

(2) WURE TFE L
MM ER e L

Q) HEEETH Y
AARNEFRABEICT BT B 1, 3 LU bmg Z HEEH TG Lz & EOMEKREEER (ke) %
RVI-9 (TR LT,
FRVI-9. HRRETEH
Img (n=6) 3mg (n=6) 5mg (n=6)
ke (1/hr) 0.0836+0. 0468 0.0424+0. 0168 0.0451*0. 0157
A fE AR 2

) AFIOARIN LEIHAEZTEFE & LT b5mg ik 10mg TH 5D,

BDHYTSRD BEANT—%)
HEBERR A 5 B2 7 F ¥ 0. bmg & 30~60 57T CHEIHIRNES L2 XORMNMTOLE VY
7 2 A% 51.9+5. 33L/hr CEXE +HEHERS) CTh o7,

G)DPHEE? VEAT—X)
fEEERL A 5 Bl 7 BT ¥ 0.5mg & 30~60 432> CHEFARNER G Lz & & O5MmARIT 1731
+178L (R EAEFAE) Th-o 7,

(6) ZDith
MM ER e L

. B&ER ((REaL—Tay) @HFY OEAT—%)

(1) g A%

A RRIEBE xR & Uz AR IEE R, A ARE B 255 & U Aol SO 3ok
EEBE R e LIAIMRBRTE LN T — 2 2E U CRHERBT 21T - 72, Zh 6ok
BRClX, 0.2~20mg O7 & FE % 1 A 2 BIKEE ML L, At 1137 4 0BE (A KFE
FHE 888 44 Je OV s FB - 249 4) HFEATICE O T,

T T OEWEREIL, — KWL, WIND T T EA LELED) 2= R— A NEFAICL -
TrRiak Sz, FFM L7228 B, R (A KIIE, PUmIEREE) | (KE, Fhn, MBI, AR,
VT F= 207 TR K (VF oL/ S vTamg) b Lz,

QD INNFG A= EBHER
M L7 B D ) BAER DO LN U T T AT L AEROBEANCES 7 U T T v A DR
DRI S NTZN, T OB NS v o 72 (20 5D HE TR 60 5 DOBE TC,,, D 21%D 1
F- IOV AUC D 26% DN Flo, HEa e BE TP R F B ORI ZITFE O b )

-7,

,32,



1)« AANOEB I NT=BhEE « IR K OFHARLFIETH D,
AFNOAZRENT- 1 BIAEIZTEF & LT bng XiX 10mg TH 5,

IR 4R
WIERAE - FzEN
WL AN FTRA TV T GEAT—H)
T T bmg F FRGREOMEGIANA AT XA T EY T 413 34.8% Th o7z,
WalTIEER - B9k L

il

(1) I % — A BE P9 @ @ 4
AR R ()

WERED ST T T B (50, 100 TN 150 1 g/ke) ZRIER F#5 4B L& X,
TRFE O (RIEEE & OEHTERS) / MmEiE 36~48 THh o7,

(2) % — e AEEAFT @B 1
Hile] k OAR FRIRN G- (7 %)
IR T A~ [MCl-7 ' F % 0.074mg/kg HEI R OEFIRNE G L7z BRIZB W T, IBIR
~ORGIRBATIEN R S L7208, B HP O S RBIE R R G I B W TS 16 2% (C,.,) T
BEED 0.0139%., %5 24 B TIE 0.0003%., KEELGIZB TS 15 45#% Tk 580
0.0196%. 5. 24 BEf% CIE 0. 0006% I /HY 35 L EH &tz ),

Q) Eir~DFATH
HEFARNE S (7 v )
WL OIFT v bEBFTHRAT v MTMC]-T&'F B % 0. 45mg/kg D H & CTHEFEIRN# 5
L. 15005 24 BRI L R OUME (FWeS n=3) ZEILL 7=, 23T v b~ HEIFFIRN
B 54% . BRI NI RIS S dv, AT OBSRBIT R G- 4 FEE% £ TidmEicie
RTEWVMETH 723, &5 7 RePABRIXmEE & RS E 72132 T CThote, it RO
HEEEEHERS N DB L7 AUC 1ZZFNFh 2.03 X 1.44u g hr/g TH Y, M~
TR LS fEmEmnoTe, 77y RN LRI A HEREORKREIT/NES < (0. 144 u g FHY & H#fE
E) . FHE~OFGEOR 0. 1%FRE L HE SN,

4) BEHEA~DFEITIE
RAER Fies ()

MEREY N2 L2 50, 100 XN 150 u g/kg DB TT B F U 2 KE/R G (43H) Lz
& & DO MIEN OINEREHE (CSF) T 7T 0 KO N-Jii A F /UK RS % 5F4 L 7=,

TR F O TFEREHIZIE, T EU RO NMLA F VRO CSF EE (150 1 g/kg 5T
0.0874 JT* 0. 0635ng/mL) (&, RO MEF 7 & F B O N-fii A FAAKRRE (0. 229 &
N 0. 153ng/mL) LD ROoRENoT-, ZAULT BFE U RO A FAARIZISE /CSF B 4 2 &)
FINSEIERT 2 S DD, S NOEIEERED B L Z 1T TV D ATREM N RIR S - %

(5) T DD~ DFBITHE
Hi[a]H TG (1 X)
MERE ©— 7LV RIC 2. 16mg D ETMC]-7T v o 2 HEE TG L7z & & O ED/MREY
M Zd il U7c, B Re ORIk, &, IHSE, TN, 6. BN, Bl RUE. IRALONH{bE
B CRLAR/ Mg e N E s o 72 (1 RS DL ETROR 10 LALE)
B A T =S aMAR (IR, S 200 ORI HRHIE D - 7223, G5O SIS i
BOVTNICBWTHLERIRD SN2 o7z,

,3 3,



(6) MIFEAFESE Y

TEFErOe biE, b b o I-EEMHEEEAE (AAG: 0. T5mg/mL) KONk MMMIFET AT I 2 (HSA :
40mg/mL) 12X T DFEARIT, ENEI 97.3%., T7.0% KN 53.9% TH o7z CEEHRENTIE : 1~

500ng/mL)

e
(1) A ED AL K UM AR BB

(in vitro) .

TEFEATREICRB SN, FORBRBIIN-Z V7 a L iBis . N-BiA F b, N-it 2 F
{CBEDININEANT VT 0 ARG RD LR, N A FALE D N-A 0 vk, 11-7KEg b & %
DHORIE ., 10-KEE(L E F DB OKIE, N-iRb. M OZEOMOKE L EHE SN,

kR LEDREE

(X=Hife iz 7/ V7 o &)

11K
10, 11-7KEE (L&

HO.

HO'
1A fE-
N-W A F RO i i
X=7N7a )

| N-Z N7 o REEEE (15.6%)
a

|nmm|

11-7KE#{k-N-
A F AR

HO o
HO- R ;
;iL}W
b HO
oH

—

CYPIA2 /CYP3A4
(Major) (Miner)

L.

KRR LR
ZDHROBE

N A FAN-HAREA N
Iy oEEReE (2.7%)

| N-fit A F /114 (4.0%)

N-fii A F v
N-FH/ I fE

‘\ 0—»\ Y
Z fuH
"
N

, =
HO o cl 1 OH
20 o F ,
HO H k \ Yy {v] p o
10, 117K AE N HO™ N A
NRATFAE 11K R {L- “ k1L-
N-T A F L 2 N | NBEAFA
. o P .
N-BFA I E P -N-FN I VE
“ (1.8%) (2.3%)

10, 11-KAg{L

N-E A FAEOREE
(X=Fiht, 77 v Rt
AF LI

MVI-4. 7+ E DE MMIHITHHEERBHRR
a:N-=Z 7o Baa., b N-iAF ik, c:
KL R OV D% OIE ., @ 10-KEE(L R OE D% DOIE

KA OB AR LT v aNOHE (%) 13,

_34_

HNNEA LTI v A d: N-RLI b, e 11-

g o N-FRfb, h: KBg(E (HEE)
[ INOAGEIERE S TR0, FRHARE & LTERT 2 2 0 TREND

7B OGRS 28 S G OPRIEE &



7.

8.

QKB5S SEFR ((YPFHF) OHnFiE. F5F

invitroi®BR7N 5 CYPIA2 N7 2 F B ORFHC BT 2 b EE CYP 4 FFETdh 5 Z &, CYP2D6

FKONCYP3AM b7 BT B ORBHIEG L TN D Z ERNRBR ST, 7T B o2

THDH N-Jvrn ryBiEEREOARITIE UDP- 7 v 7 o v Bisk B % (uridine

glucuronosyltransferase : UGT) 1A4 235 L TWA Z L AR I - 9

FHAe b b CYP 4y FHE (CYP1A2, CYP2A6, CYP2C8, CYP2C9, CYP2C19. CYP2D6, CYP3A4) DF&EHLH
vy —AEHNT, BRWREEORBEHEICKET T2 v OB AT LT,

72 OHIPLENE X CYP2D6 1ok LT b aE < (Ki : 0.00675~0.016 umol/L) , KT

CYP1A2 (Ki:1.5pumol/L~2.06umol/L) . CYP2C19 (Ki :2pmol/L~25.2umol/L) . CYP3A4 (Ki :

33.2umol/L~91. 4 pmol/L) Toh-o7-, 7EFE LD CYP2D6 (ZxI3 5 Ki LMD ¥ =
VERIBETH TN, FT = a0 (CYP2C19 FHEAD) MOV k=Y —/b (CYP3A4 [H.

EH) LHET S E, TETE LD CYP2C19 KT CYP3A4 (2% 5 AP ERE 1359 > 7=, CYP2CS

KX CYP209 12569~ B PHEEMIT98 < (Ki : 360 umol/L TN 105 pmol/L) . CYP2A6 (2% L C7 &

FEAIHEEEE RS o720,

* A BHEICBT A ERE T, kEWAHETHS omg 2 1 H2RIKEETHEG L L X
® C,, 1% 5.39ng/ml (0.019 umol/L) Th-o7= ( VI 1. (2) 2) KiEHE ] DHEEBR)

Q) DEBEHEOERRUTOHAE
DR L

G RKEMOFEDOEERWVESL., FELE
N-fii X F /AR (in vitro, ~DU A, T )
b RSB (D, 5-HT 5-HT 5y a gy aopy oo Hy) IZKFL T, 72 T=X MEHZRL, ZD
ZhINIT BT X 0K - 7208 51T, /I L THWED T T =2 MERZ R LI P,
il 2 OITENEEFEABRIZ BN T N A FAARDOIIFRER Z 7 e g Lo, N-fii A F
JARIZ, v 7 AKRNT v MZEBIT 2 D, D, 5-HT,,, 5-HT,, 5-HT,, S FAEAFEIZE A2 7o/ TEh3E
HHBRICBWT, TR F e L LTI MRV A2 R L,

HE
(1) Bt ERAL K OFE B
TVIL 7. (2) HEER | OTES R

(2) BEitt =R ) SAEANT— %)
RS [MC] THEFR LT 'Y 1omg 2F PG Lo &, 5% 11 HUARICRS Lz
HEHHEED 88% AR K OFEHIZHEIE X7z JRFIT 49%, FEHIZ 39%)
JREFTIE, N-7 V7 o VBRARRTERBY CTH Y (RHED 10~21%) . FEFIITRELK
Db SN EEED 5~16%) ,

(3) BEMtiRE
MM ER e L

S U RR—A2—IZBET B1EH
t bk MDRI {51 % & A L7= MDCK M 2 H W =5l &, 7 B idl@msiEH Th D P-gp OILE
LR D AREMED RIB S L2 N ., Z OEEIEMEIEW S o LR S 0

BREICLDBRER
YR L

,3 5,



10, REDNDERZHILHESE
BHEEEERICETIENHE Y GLEAT—%)

EHERE IE R & R Ol 2 O OB MR ESE GFE&EITE) &, 7B bng ZHEIE FHE
L7c & & o7 v vromfEhiREHR kK EYERR TR/ T A —% ZEVI-b K TRVI-10 (2
~ L7,

Fio, EYERRFHINT A —FOFMEKEZITolc e 2 A, TEFE LD AUC, . 1L HEH B
RERE A, W5 R R P A I OV B R I 5 8 CIX BB RE B & T X T 1. 03~1. 31
fBTholz (RVI-11) ,

sk S i) LM
(ng/mL)
12 —o—BiEEEEE
- BETHREEEE
m‘o e EETHMAEEEE
¥ o EE TR EE
h 8
7
+
¥ 6 AR AR 2
£
>
2 4
2
0 4 8 12 16 20 24 48 96

BERA (hr)

HVI-5. HNEABHEEZEERVEREREEICTESED dng ZHEET
BEEROT7EFELOMRERREHER

RVI-10. HEABHEBEEERVBHREREEICTEIEY Sng ZERFETREFKOMEEH
TtEFELDEMEBEFM/NT A —4

R HERE E TR RE BB o | TPAREE AR | EE AR R
INT A—H (Ccr>80) (80=Ccr=51) (50=Ccr=30) (Ccr<30)
(n=9) (n=8) (n=8) (n=8)
C,.. (ng/mL) 5.34(1.58) 7.72(3.61) 4. 73(2. 26) 4.18(2.11)
T (he) 0. 750 0. 740 1.00 1.51
(0. 330-1. 05) (0.500-1.97) (0. 500-2. 00) (0. 750—4. 00)
AUC, 7y, (ng- hr/mL) ¥ 43.7(12.5) 50.2(18. 8) 48. 5(20. 6) 51.4(32.1)
AUC,_.. (ng- hr/mL) 43.3(10.9)% 58.7(21.9)" 47.5(22.0)° 48.6(21.4)°
T, (hr) 23.1(5.68)% 24.3(6.82)" 33.3(10.6)° 29.8(12.9)¢

TEME FHERA) | T (TP RE Gr/MiE— iR H)
a) n=8, b) n=T, ¢) n=6, d) PN OEEERAEREE ITAUC, g6,

Cer : 7 VT F=227 YT T A (BAL : nl/min)

,36,




RVI-11. HNEABREEEERVBEREREEICTEFEY ng BRIFETREBEDTEFEY
DIMEFREYEEZH/ND A — 5 DEFELER

M #5572 () | R e | sovuteteny

BT HERE S E 2 (5R) | Cuax (ng/mL) 6.84 5.12 1.34 0.88~2. 04

vs AUC, .., (ng- hr/nL) 47.0 42.1 1.12 0.77~1.62

B RE IR ORI AUC, ., (ng: hr/mL) 55. 0" 42.1% 1.31 0.91~1.87

rpAtprEeaEEcE e (gt | C, (ng/mL) 4.21 5.12 0.82 0.54~1.25

vs AUC, ., (ng-hr/nl) | 44.1 42.1 1.05 0.72~1. 52

EHRREIE 2 (P ER) AUC, ., (ng* hr/mL) 43. 29 42. 19 1.03 0.71~1. 50

S HEREEE S (B5R) | Cuax (ng/mL) 3.65 5.12 0.71 0.47~1.09

vs AUC, .., (ng- hr/nL) 43.9 42.1 1.04 0.72~1.52

B HREIE A GeHR) AUC, .. (ng* hr/mL) 44. 59 42.1% 1. 06 0.73~1.54
a) n=8, b) n=7. c¢) n=6

RS EICH T 2 EMERE Y GEAT—¥)

T7tFEL Smg BEE TREKFOENHELER/NF A -4
JIFRERE IE 5 # M OTFHEREREE & (Child-Pugh /33 A~C™ ) (27 & F & bmg 2 HiEIEH FH 5
Ll 207 v v oM REHER &K CSEWEIEAH) T A — 2 2 FVI-6 K RVI-12
(2R Uiz, EYBERBERNT A= ORFERLE 21T oL 24, HEOITHEAER S &/
(Child-Pugh 73%H C) TIINFEREER EREICLLTT T B D AUC, . * 3 5.5 fER&E o T
P, BED U ITHEEONTEEER S HHE (Child-Pugh 3% A, B) Tid, FHEREIEFR AR L
[FEkCTH -7 (RVI-13)

k 2 (L) ME
(ng/mL)

12 —o— B E S E

o —\ BEREREE
m —x— hEZ TR S5
N —~— BT
7 |
+
+ & A% T R
t° 2] 3
>
= 4

2

0 .

0 4 8 12 16 20 24 96 240
H%ﬁﬁ (hr)

RVI-6. SAEAFHEEEERVIFHEREEICT ) E gz EEE T
BEROT7EFECOmMREGREHER

,3 7,



RVI-12. NEAFEEEEERUVFHEESEICS 57T EL Sng BRIFETHRERD
MEFR7 2T ELDEYHERFH/NS A —4

iR ne R A HE
INTA—H B i RERRE iR e [Pt RERRE
(n=8) (n=8) (n=8) (n=6)
C. (ng/mL) 6.85(2.51) 6. 12(1.78) 4.06 (1. 79) 7.50 (4. 58)
T, (hr) 0. 63 (0. 50-2. 0) 1.0(0. 50-1.5) 1.8(0. 75-4. 0) 1.5(0. 75-6. 0)
AUC, o5, (ng- hr/mL)" 50.9(15. 3) 58.2(27. 2) 63.1(34. 2) 247 (55. 3)
AUC,_., (ng* hr/mL) 55.0(15.9) 68. 4 (39. 6) 68.9(37.3) 304(85.0)
T, (hr) 39.1(17.8) 39.9(16. 6) 49.8(9.53)? 94.3(31.7)

TEIE FRAERAD) | T 3Rl O/ ME—io )
a) n=7, b) PRI M OVEEFETHERERR T 13 AUC, 500

RVI-13. NEAFKEEEERUVFHEESEICS 57T ED Sng BEIFETHRERD
MEFR7 2 ELDEYHRFH/NS A —2 OB

s s57 2=y (aifp) RPN AT PR BRI | sovstaamm
BRI ERE = () |y, (ng/nl) 5. 87 6. 49 0. 90 0.64~1.28
vs AUC, , ... (ng hr/mL) 52.8 49.0 1.08 0.74~1. 56
JFtRe E R CaHiR) AUC, ., (ng- hr/mL) 59. 2 52.9 1.12 0.74~1.68
A TR RE RS (8R) | Chey (ng/mL) 3.71 6. 49 0.57 0.41~0.81
Vs AUC, ,1,... (ng hr/mL) 54.8 49.0 1.12 0.77~1.63
JFHEREIEH# (k) AUC, ., (ng: hr/mL) 59. 5 52.9 1.12 0.74~1.71
RS EE () | Cy, (ng/nl) 6. 67" 6. 49 1.03 0.71~1.49
vs AUC, ..., (ng hr/mL) 241" 49.0 4,92 3.29~7.37
JFtRe ERE CaHiR) AUC, ., (ng- hr/mL) 293" 52.9 5.53 3. 56~8. 59

a) n=7. b) n=6

T OMBEE R GRIINITHREE T T TIX 95.3% Tho 7o DIkt L, BEE, &R
K OVEE FE T REREFE B EBEDORE A RIZZN LN 94. 1, 94. 3 KT 93. 4% & FFRERE DR FITHEWR
DLz enb, TEFEComERAFEMSAFEOMPIRED O EH LI EyEig s 7
A —Z ORI &2 1T - 7=, MR A IEFE ST O AUC,.., ™ 13 5 O FFHERE R = 5 HE CIIATHEAE
ERFRICHART 1.7 ERE Do 7o)y (EEFEREREFEERE © 19. Ing-hr/mL, R IER
BE :2.48ng-hr/mL) | BREEH L < (XPEEE OAFHEER EZ I CIX, SRR EW ZRE L [AEET
bolo (BENTHERERTE © 3. 44ng-hr/mL, FEEEITHRERE A RE ¢ 3. 32ng-hr/mL) .

sk ST

TEFTEY 0. 3ng BEIE TR SEHOEMEEZH /NS A —4

JFHEREIE 3 M OV 2 OFEE O JIFHBEREE S (Child-Pugh /38 A~C) 17 & T 0.3mg &
HEE TG Lz 2078 B OEMBIEFN T A —% 2 RVI-14 TR LTz,

BN EELA T A —F ORI 21T o728 24, HEE S L IXEE OITHREREEE I

(Child-Pugh 778 B, C) TIIFHREREETHICHITT BT EL D AUC, S BENEIL 2.2
ERON 2. L fERENST, —FH, BEOHGERELRE (Child-Pugh /3% A) TIX, ITHRE
EFHER AR TH- - (RVI-15)

sk ST P

,38,



RVI-14. NEAFKEEEERUFHEERESEICT £ E Y 0. 3ng BEE THRESREOMEEH
TtEFEDDEPEBEFH/NT A -4

g RE (353 HRAg R HE
RTGA—H B i RERRE iR e FFHERE R
(n=8) (n=8) (n=8) (n=6)
Crrax (ng/mL) 0.284(0. 104) 0. 196 (0. 0530) 0. 187 (0. 0884) 0.226(0.0743)
T ax (hr) 1. 75(0. 75-4. 00) 1.50(0. 75-3. 00) 3.00(1.00-4. 02) 1. 75(0. 75-4. 00)
AUC, g, (ng- hr/mL) 2.03(0.531) 2.14(1.08) 3.27(0. 686) 3.68(1.48)
AUC, ., (ng' hr/mL) 2.97(0. 865) 2.99(1.93) 7.26(4.05)? 7.86(5.82)
T, (hr) 22.7(13. 1) 19.1(17.5) 64.2(52.7) 48.7(42.7)
TEIIME EHERZE) . T (PRl (/M- R AE)

a) n=7

RVI-15. SEAFHEEEERCHEEREEICT I E L 0. 3ng EREE TREFOMEEH
TtEFELOEMEEEFM/NT A —2 DERELLE

s 155 g (i) | | SRETPEAL BRI |somatimicn
B ATREREFE = (WBR) | Cuy (ng/ml) 0. 190 0. 266 0.71 0.53~0. 95
vs AUC, ,,., (nghr/ml) | 1.93 1.96 0.98 0.71~1.36
JFHEREIE () AUC, ., (ng: hr/mL) 2.58 2.87 0. 90 0.55~1. 49
A R TR RE RS 2 (HBR) | oy (ng/mL) 0.174 0. 266 0. 66 0. 49~0. 87
vs AUC, .. (ng-hr/ml) | 3.21 1.96 1.63 1. 18~2. 26
JFHSREIE R ot i) AUC,_., (ng- hr/mL) 6. 43" 2. 87 2.24 1.34~3.77
EETHEREE =S (8R) | Cyuy (ng/ml) 0.217 0. 266 0. 82 0.61~1.09
vs AUCy e, (ng-hr/mL) | 3.35 1.96 1.71 1.23~2. 36
JFHEREIE (k) AUC, ., (ng* hr/mL) 5.96 2.87 2.08 1.26~3.43
a) n=7

TS OMBEEAMEGEIT, PEE R OEESEREZRE (98.2~98.3%) TIIIFHHE
EFRE (98.7%) LV ABEITE o722, IR IEF HHE & BN REREEE R (98.6%) @
MIZITEBEEITRO N hoT-, 2T, MEAEMEGET BT OmPRED SR
L 72 BB X T A — X ORER e 21T > 7o, MBEE AFERE AT D AUC, .. *IXFEEREH L <
VL EE O R E E B ISR B BRI TENLTN 2.89 fF KN 2. T2 fEFR& o7z
Py (SR AFRERERE S5 B - 0. 1074ng-hr/mL, FEPEATHERERE A © 0. 1013ng-hr/mL, JFHHE
IEHHERE ©0.0372ng-hr/mL) | REOFHEREREE#E CIX, P EFREH L AR ThH o772 (B
JE PR RERS E4 B ¢ 0. 0359ng -hr/mL)

sk ST P

1) AFIOAR SN 1 EHEIZ T T2 LT bng XL 10mg Th b,

EEREBICEITHEMEE Y GMEAT—H)
R EZ AT HEmOBEICT T mg &2 1 H2EE FRELIZEE TEFELDC,,
F N AUC o, D IZZ 24 10. 3ng/mL J2 T 70. 3ng-hr/mL T - 7=,
TEFEbmg KON 10mg &2 1 H2REIETHRELZEE, TSV OBREREILEIEE Tl
NBH L HARTEL, C,  KVAUC, o, 1T LT 23~52% @ - 7=,
sk ST P
(TVIL. 6. (8) milin ] DEZH)

BRICHIFRMBERRE™ GEAT—X)

RHEEMEMENEMNTIC BV T, 7T 2 OFRMENREIS T 2 MR O EITRED S ko T,
(TVIL 3. BHEH] (KRB =2 b—33 ) fiftr) OHEBH)
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1. Z0fth
BT R IR IEIC T T v e D Ml CREIMEEER ; SERERRE) TOF/SRIv D%
BIREAREE LCRER, 4.8mg 1 A 2 MIKEE FTREGRFORGH 3~6 FFRIERICHIT D K33
VD, R ROEIEIT 19% Th -7,
(TV.5.(2) 2) FRRIVD,ZHEKEEER] OHESH)

,40,



VI. &M (EALOIESF)ICET SHIEHR

1

ZERNBETDER
TIN TV

2

BEIANBRETOER

2. 22 (ROBHIZEFEBEELLZWI L)

2.1 RENO AT kE UIRBUE OREEE O & % B

2.2 FipkEoBE [BiRkEZBELIEI2B8ZRH 5, ]

2.3 LY — VERFH SRS O A ARSI A OFR VBT H 5 B [P RRINEIE 231

MENDLBENRD D, ]

24 7RV v EREFOERE (T RLVFI &2 TF7 40 7 X% —0OKAIERICERT 255

<) [10.1, 13.2 ]

2.5 HEOMHEREREE (Child-Pugh 3 C) OdHLEFH [9.3.1, 16.6.2 ZH]

(g #1)

2.1 AEOTHRZT —F BT T T 747X =G T+ 7 4 7% —3 3 v 7 ROSEYBEE
DOEBEZAEADBEO N TOVL AFNCER IR TV AR L GREFEZ R Z L72Z &0
HHHBRE T, FORBIEZE - THREENEVEEZ DNDLDT, b DBREITITAK 2%
HLRWZ &, KFNITARR SO T v F e~ LA VERIEUSMC, I E LT, BT F
D-vr= h—ANEFINTND,

2.2 ARANIHFHARRIMEIER N H 5 720, BHRREOBF RS L-5E, BiEREL BT
TNRHDLDOT, TNHDORFITIFAFZHEG LenT &,

2.3 AANTHRARRINGIEN 238 2 720 7L B — L FREHE R 0O R A R I 7 D 5RO T I
oD BEITERE LIZSE . S I RRIHEEA S RIS N2BZNRH LD T, ThHDH
FITIIARAZ TG LT &,

2.4 7T RVFV 3T FuF U AEEE o . BZEEORIEAITH Y | AHN D o HEABERTERIC X
0 o ZREREIER TS A0, B S ERITRAERDMEAL & 72 0 | IERE TERAEmIh D Z
CICL S THERMERETEZEZTZE03HD, TOD, 7 R U v E2&GHROREIZITAR
HzfkGLRrnz &, (VL7 ) PFHSSE Z0ME] OHESM)

2.5 HEEER SRR C BT, IFERERE® " (Child-Pugh 2338 A~C) 17 &) B bmg & HaEH
TG Lz L &, EEOTHAEREERE (Child-Pugh 2% C) TIIAFHEREER HEREICHTT &
FELD AUC, B3 5. 5 FREodehy, BED L ITHHEEONIFHEERERTE (Child-Pugh 4
¥H A, B) Tid, HHSREEWEHLFRKTHoTm, AR OMPREN EF L, BHWERREHO Y 2
7Nk D REMED & D DT, B DOATEERERET (Child-Pugh 4308 C) D& % BH ITIIAH & &
HL7enwzZ &, (IVIL10. ¥sEDE mE2 A7 5855 OHSMR)

DEXIHMRICEET 2FE L TNERA

REI LTV
RiZRUVHAZICHEET 5 FE L TDEH
REI LTV

BELGEANIE L ZDER

8. EELEARMIE

8.1 HGHIH, &G, HERFIC o RQBMRRIENERICE S ENMHERMERS bbb Z &
NHDHOT, BEOREAZEEICEEZ L, KMEERSD S bS8 ET 5%, @k
WiEZITo Z &, [9.1.1 5]

8.2 RFNOFEGIZ XY, EMBE-CHERFEOEANS Hbiv, FERFES N7 v F—y 2 FERA
PRMEICESL Z L RHDHDOT, AFHRG T, OB, 28, £R, HREOERORBICEE
T 5 E L BT, BHTHERIE T F OB S 5 WVIXE OERK 7249 5 B8 Tld, s o




MEFOBLEZ 712979 2 &, [8.4, 9.1.5, 11. 1.6 & ]

8.3 IRIM¥EN B LoD Z ENBH LD T, AFIFGHIEL, B, B, mit, ik, (IR,
Bk ORMPEIRICEE T2 & &b, MFEORESEDOBLEEZ +01ciTH) 2 &, [8.4,
11. 1.7 2]

8.4 AFIDO¥EITEE L, HOHMNLH ERL 8.2 M1 8.3 DRWEHNERT IBENH L L&, &
FEROZOFFRICHHICEHI L, miliER (078, 28, 2R, SRS%) | IRmEER (b
T, R, Wi, IRk, BIR, EERBEES) ICHEEL. 2o X RIERDN L L b SGA
Wik, B2 FR L, EMoREE2Z 5 X089 52k, [8.2,8.3, 9. 1.5, 11. 1.6,
11. 1.7 2]

8.5 IR&., HEN -£1)) - KHEBRENSEOKTIFPEZLZENHDDT, AFIEGTORE
I H BN E OIS G IR 2 O B OB EICEFE SR VWL EETDH &,

8.6 AANIOEHIZL Y | (KEOLE) (M, B) 2RKTEDHHOT, AFZRGHIIEED
HBAEBESBLE L, KEOLHNRD SNHAICIE, LG U GEY 2B EZ1TH 2
L,

(g F1)

8.1 77 xR (ERRILR G MAHRER) & ORI 5508k (EFRIE R M & ke 5
WBR, ENEIFEES R 5HER) [cB80W <, By MEERmEORIER TR b zn, Z4
PEFRHT 652451 557 i, VRENMED F U 29 48] (5. 2%) | ARILE 2 %1 (0.4%) . Wk 16 (0.2%)
DOEIWERABRHSE SN TWD,
ERADBERRBRICBN T AFOT FLF U v o, ZREEMERICERT 5 LE2 N5
PO FE O, BIR, B EESEOAEFEENRD LN TEY | hoPiEMBEE THLRIT S Z LR
MHNTWD, EHL A, DEWEORMITIERNH 5O GA IR E T IR, EHY)
RAEETDH b,

8.2 77 xR (ERRILRI G MAHRER) K ORI 5508k (EFRIE R MAH & Sk 5
B, ENE IR GRE) (28T, eyt fl 557 fir, it~ K o B 2 4

(0.4%) | M1 AU HIM2 B (0.4%) . 7V a~t 7o 2 f) (0.4%) . FERE
LB (0.2%) | mA AU UgE 16 (0.2%) | H A > 2 U b 161 (0.2%) OmtHE6E
HEEOIEEERBIEHNRE SN TS,

AEOTIRE T —Z 128 W T, FERFESREEEEE, 7 F 7 v F—2 A BERBEES b7
R — 3 2SO HERE B F (CBE T 2 HELRAERAARD DN TEY | toduEMRE L RHT
LT ERIMBNTWA,

ARG I, R, 28 LR, BIREOEROFBBUCER U, FRTHERF XLE OBEEED
HDIBE, HDHVITHERFOZIERE, EifbE, RS OB RBE OGKRIK -2 F9 5 BE CIXEE
WG L, MAEEOHESEOBIEEZ +3I12(TH 2 &,

8.3 77 A IUEGAER (EERL RIS MAHRER) & ORI 550k (EFRIE RS M R ki 5
AER, ENBIFEER SRR ([CRBW T, RIEORITERIZRD SR o728, AMEOTHIR
BT —Z BV TEEREMPHENRD LN TRV, thoTiREMRECTCLREATIZ LR/ mbR
TW5,

IKIMAEA B oD Z NS DD T, AFIBGF 1T, B, Rk, mif, Rk, SR, 55
P E DR MPHERICIER T 5 & & bic, MBHEORESE OB L2 +/0124TH Z &,

8.4 AANBEHT X B b, BERIFYE b7 3 B— R BERIE PR HE S AR RE o0 L 2 B IS 58
AT 570, BEKRZOFBFIC L, @R (08, 28, 2R, SRS XK FEE
W Wik, R, WmiF. Rk, R, EEkEES) CHEE L. 2oL RERDRH Hbhi:
BEIiE, BEOICEEEZ TR L, EROREEZT 5 L0 oIl 88552 &,

8.5 77 xR (ERRHL RIS MAHRER) & OVR I 5508k (EIFEIE R 2 MAH & ik 5

W, ENFEIHEESRSHER) ([CB0 T, ZRMEMTG45 557 FlF, EIR 72 #1] (12.9%) .

PHER 17 11 (3.1%) ORIWERARHE STV 5.

E NSO EERRBROFER D b AFIP 512 X D EIR K O8O RBIER RO TREMEIL S E T &

RN MO FUREAIR R & RIBRIZERE LTz,

ARG o BEIIL, BB OEERE R A ) B OBIEICIEF SRV I ERET L 2 &,
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8.6 77 A Mk (EIFRILR S MIAHAAER) M OV II$e 53l (BRI [m] 55 AR & 31k £ -
AR [EIPN A IAH R 045 5-0R) (30T LR % 52451 657 B AR EHEIN 35 1 (6. 3%) .
RERD 6 61 (1.1%) OIFEELRBEANRESHL TN D,

AANOEGIZ LY FEOLE) BN, Bd) Z2RkTIenbY ., WEENNL S ONIZHEIC
VEMPHERE S DR BLUC L D BERFLIETG DY 27 $E 2 b b T, ARG TIIAREOHRE &
EERSBIE L, FHEOZEHNBO 5NLEEICIE, HLEIDEC TEYZLELZTTH Z &,

. BEDERZEITHIERBICHT IR
() BBHE - BEEFOHLIEE

9.1 B6HE - BERZFOHIEE

9.1.1 i - MEKRE., NOEEE., BEMEXIICASOBEEOHIESE
MERETRHODLNDZ END D, [8.1 5[]

9.1.2 TALAZDEEREEXIEIINLDOBREEOHLEE
FBEEARTIE2B8EZNMNH D5,

9.1.3 FEIROEEEREDH D BEXITERE 0T ERERBEOERE
TIEERDDONDIBENNH D, [10.2 ZH]

9.1.4 BRTEROBEFERVBRSEEZETHESE
HEEE., BRERRZH 0D ERH D,

9.1.5 EREXIEIZDHREFEOHHEE. HAWVWIHERFOREE. SmE. BEFDOHERRK
DERRFEETLHESE
[8.2. 8.4, 11.1.6 1]

9.1.6 N—F Y URXIELE—IMRAEZBMEDH S EE
FEMESEGERE (Syndrome malin) B Z D9 < b, 7o, HEEIRIER OE LI Z T,
PEEL. B LV OIRTF, BB 2L ) R A R EEOIERP BT 282 nd 5, [11.1.1
2]

9.1.7 EREE. REABAERR. BB, BKREZFDOEREFE2HT 555
[11.1.10 ]

(g #i)

9. 1.1 77 Rx R (EERILEHIAERER) & ORI BGRER (E IR 5 T ik
for e 53R | E N R B1EE AH £ 5-5080) 1236\ C L 2 MR et 825 557 i+ AR i 2 51 (0. 4%)
OIEEEREWERANHBE SN TWD ABIOT KLtV v o  ZREEMERICGERT S &5 2
ONARMENRS D Z ENHAD T, MOPUEMHIRIR & FRIZERTE LT,

9. 1.2 773 REERER (EERILEHIAERER) & ORESBERER ([E 3R 5 T 5 ik
foe 4% 5B [ PN AR TILFE R 3 5% 5-50BR) 12 8\ C L R R VEMRIT e 82451 557 il 28 3 4511 (0. 5%)
DOIEFEERRER DR HE SN TWD, SNEOTIRE T — Z IZB W TR BE O B S e GIEH 2
RBOLNTND Z EnD, tMOPUREHRE & FERICHRE LT,

9. 1.3 77 A% RIS (ERSILEZE MAHER) KORG8 ([E RS 3R 2 WA R 3k
e 5B, ENSIMEEMRERR) ([CBW T, et g4] 557 fif, LEX QT it
£ 16 (0.2%) OIEEEREWEHNHME I TW5H,

HMEERARFEPRABR IV T L AANT QT MRRICK L CREDIERIERN 2 AT 5 Z L 03RmaiLT
WD Z D, MOFUREHIREE & [RERICERE LT,

9. 1.4 773 REERER (EREILEHIAERER) &k OESBGRER ([EEE IR 5 TR ik
e BB ENE IR MEERER) 2B\ T, Mt 445] 557 Fld, B AE 2 5
(0.4%) . BREBEZ 161 (0.2%) OFRWEHAPREINL TS,

ENAOERARRBROFE R, AARGICE 2B ) A7 OEKITRDO e hoTcb 0o, Mo
PUBMIR IR E RBRIC B Y A7 ORBLE R E CTEXRWIZORE LT,

9.1.5 VI 5. EEARIEARMEE L Z OB KOV 8. (1) EXAFRIER & HIHHER ] OHESMH,

9.1.6 77 AR5 RLERR (EEEILFESIAERER) &k OEHBGRER ([EEE I E 5 TR ik
et 5akER, [ENB I EGR 5388 128\ T, ReVERBIT 861 557 fiith, 727 47
B (8. 4%) | HEMRIMEIETE 35 6 (6. 3%) | #ikHk 16 i (2. 9%) , S—F Y = XL 7] (1. 3%) |
CAR=T 58] (0.9%) . PAXXTT 446 (0.7%) . BITREE 2 6] (0.4%) | #@E 2 5]
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(0.4%) . BRI AZFXTT 14 (0.2%) . BHEEGERE 1 F] 0.2%) ORHWER R HE S
nTns,
AANT R 32 0 D, Z/RITHES B2 R4 2 &b, D, 2B IRIEHUERNC A 3 5 SR A 1
BEESOREANEZ VLT K RDAMREENRSH D Z LD, ORI & RRICRE L,
PR Y T L B/ MERIERAE D & B B X, EAEERESE 2 D 09 R0 #EA
SEIEIR DOEACITIN Z T, $&5EL. B LV O T, 85 2 0 5 (R R TS ORER DN BT
LRENRD D,

9. 1.7 PUBEMIRERICILBEOFEEFETH D,
ENIZEB W TETOPUREMRIE A RS, MZERE, FRINARIE S O A2 ZEFIE O RIVEH B
Wiz b L ICZENROLEHIZ OV TR DITOILIZRE R E LT, 2 TohEmR3EIc 3@
DY A7 LI TVW5D,
77 AR R GERER (EBRIEE S MAREER) & ORI G- (= BRHL (R 26 IUAE 5= ke 4
HiBr, ENSIEER SRR CrimEe - mAREREORIERIXRD LR 203,
SMNEIOTH IR T — X 1B WO - MAERREOEELRFBERANRE STV,
AHK % G U MR IR BV T, BRIMARIEOfERRIK 7 CRERREE, BHIER, B, Bk
RESE) 2A T 2BFICRET LA, FolcEETH &, (VLS. () ERARRIEM L
WIHEIR ) OISR

(2) BHREfEE RS
B STV

Q) FFEElEERE

9.3 FFifaelEEEE

9.3.1 EEDMF#EEIESE (Child-Pugh %8 C) MHcEE
BehLenwz b, mMPRENERETLIZENHDH, [2.5, 16.6.2 ]

9.3.2 hEEDTHEEE (Child-Pugh 9% B) OHSESE
mHREN ERF A BENRH D, [16.6.2 ZMH]

(g #1)

VL 10. FFEDOE A AT HBE ] OHEZH)

9.3. 1. AEERIEHRBRICIBNT, 7S B bng ZHEIE FRE L& &, BHEOTHRERE
FHE (Child-Pugh 233 C) CIIMFHERE EH F TR TT 2 FE L D AUC,_ 28 5.5 fF R & Do 72,
L7eh3 - T, BHEOF#RERE (Child-Pugh /380 C) O & 2 B ITIL, Az LN &,

9.3.2. SEEKRERRBRICBNT, 7EFEL0.3mg #HEE FHRE L& &, TE5EOTHRE
P A HE (Child-Pugh 238 B) TIIAFREREEH BT TT BT D AUC, 28 2. 2 fF K& M)
ST, Flo. BMEONFREELZER (Child-Pugh /2% A) TIIFHREIEFRE L AR CThH o7,
45 B D PR BERSE 5 (Child-Pugh 233 B) O & % A ICAK 2 & 53 2 BI2i%, N L5
TOHOBENLD D,

HKAFKNOEABENZ 1 EHEIZTEFE L & LT b5ng XL 10mg TH 5,

M ENEReZE=A T 5F
BREI LTV

(5) 4Ei%

9.5 bEiF
T f STAEHR LTV D ATREMED & 5 eI, TR EOAISIEfERRIEZ LRl % &l Sh
LH BN OREES D Z &, WIRBEINCHUSHITES G ST o256, B RICmzLiE
Ty BHR, PPRRETE . RER. FEORIKTT . 5SS O BEBUE IR HEARA EIER D B b i
L DWEND D, BESR (VYF 7 v b)) T AEEAEERBRIC W TR TEE
TR NIRRT H FRBERBIR - AR CEOEM (7 v ) | RE - HERD
(REHNINE (T, 7o b)) HAEROHK - R E~ORER (T 1) BRBHLR

7 45) .
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(g #i)

AR e N OATE & FEEEIZ G 2 DR EE T 5 R BTN L T,

T MR Y X EXGUCEN LRI BT, RKANIETEEE ST, HET
IXEREIEREOINE O IBEREORD B iz ( [IX. 2. 6) A HEERR 0ES
)

7pd. EIRSIL[E S AR Mk GBI BN T 1 44, AFIOE TG KOO #5251 E
DEFEFRBRICB O T 7T AR L7 2R LT 5,8 A DN D 5 A X F I A TAEIRF#E L,
2 I EHE CREBE AN 2 HE L, 1 AIXEIHAREC LT, WTNORER»D R
PR IS ST,

KB DI O EAZ BT 5 ZAMEITHENL L TWRWAS . foFURSHIRIKIZ IV T, EIRE% I
BHINTWDEGAIL, FraRIcmisliEs, GR, FplkEE, Rk, H8REIET., SMMEED
Bl LI RS E R AN IR & S b Tz & OWENH D DT, G ITIER L WD a[EEED H 5
I, TRIE EOFRENERMEE ERD SR SN A GEICOREETH L,

(6) 127L1R
9.6 2L
W LA ISR OB RLER DA AT A I8 L, AL OMBEUE T L RET 5 2 L. B
E (T v 1) CHNPICBITS I LBRESA TS P,
¢ B
t MCBT BRI T A~OAAOBTELRH THHMB, 7 v M CHAITICBETT 5 2 & A HR S
NEOT, ERBORIHR T T R AT, W Lo A R LR O L B8 L,
FEFL ORI I 2 B 2 &

(Mg
9.7 INRZ

ANREE A kG & U T [E N ERIRSBR IT 50 L Ty,
(g #1)
fRHAERE N, B, LR, IR Z x5 & L ENERARRBRITZFER L CBo7 ., /MR
R D 2 IS LT 7,

8) EHE
9.8 E#FE
BEORELZBILE LN OEEICEET S Z L, Eiind O3RYENHERER CIgE & ORI
HHNATWD, [16.6.3 ZH]
(g #i)
RS T AEBRREENME T LT D 2 3% < IS K 2 AFFEEE OAX T 23 BEE L €
WABHLDEEZTZTZORE LT,
R O RERER CIRE EOHMNRBO LN TNDH DT, BEDRELZBEZ LN HEEIC
BHETHZE, (IVL10. FFEOERER T HHEE ] OHESMH)

7. tHE{/EH
10. #EEH
RENIFFERDICHHEESE CYPIA2 OHEE TH D, Fi=. AHFIL CYP2D6 #8EICHET 5, [16.4
%]
(fig &)

YA RN DB O —R & LT, MAMEMICBIE 4 5 iR 05 FR 2l Lo,
( TVIL6. ) BE-T 2l (CYP5F) D4y fE, FHE] DHEBM)
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(Dﬁﬁ%ﬁ&%@ﬁm
%ﬂ% BEARAEIR - i T 1E - falRIE 1

7T RLFY v TR CoERAEIRSE, BER| T RLFY 3T Rut U AEH
(TF74 7% v —DFA|MEERTEZEZTZERH D, Mo, BZEERORMATHY
BIFRICEHRT 2856 2k AHND o ZBEEERERIZE Y B
<) SZRBAEVER BN & 72 0 . i
(R=A3Y) JER: FrERA RIS 5,

[2.4, 13.2 BFR]
(g #1)

AR T FLF U I LN &

AANL
E VB2 R 907 T

T RLFY ATT R AEEE o .

. InvitroZRIKES

BRI

B AR A~OBIFIMEI T =

l/\f TRV FU /X;G"{j:(am\ Qoopn gy Oézc) LXTL/T
EDRENTWVD
Bxﬁw@ﬂ@ﬂf%U\$ﬂ®a§§%ﬁ%¢ﬁﬁi

D o ZEERBIERBETIS L, B BERHBIEMNEN & 7220 . mERTERNERIND Z

EWCK o TEERMEETZEZTHRENSGETE RN END, MOFUEHREHE & Rk
E L7,
Q) BtRZFE L ZNDEH
10.2 FEE (BHRICEETH L)
A BEIRGER « (8 15 FEFF - falie 7
Rt kel FRARARRINHIER 238 5 DT, MET 5 | AF K R D OFRAN L H AR
(N EY = VEEFER | R EREET L2 &, MHEREZH T 5,
%)
T I)La—)L
AR S FAEIAERHZHE T 5 2 &35 5, AFNE R EWERZH LT
WD Z N, RN AEE AR
FRAZBWTIER ST 5 Aragtk:
Bd D,
R A FBEIEMER DT 28203 H 5, AKAND o ZBEEERERIZ LY
JEANDOVEH 28589 5 FTREMEDS &
60
MaVHEREAETLHE |z EHzEBIELIBZAND |[HHICK VL= AAEHBELS &
Al D, LOND AR D D,

CYP1A2 % BHE§ 5 HKA|
(Z VR Y 2 %)
[16.7. 1 ZH4]

AAN O MAFRED ML, 1EH &2 8RS
LRBENDRH D,

RS OFEAT CYPIA2 ZFHET
D EDBARFORBRAES N
DAEREMEN B B,

NRueFxrF
[16.7.2 ZHR]

AHFE G HIz, et Fo rHE#RE
L7 BRI, /\mrﬁe’z%/@ Coox TN AUC
BENEI 82% KL TN 2% M L7z& D
WERD D, AFEGHIZ, SaxtTF
/03&4’?%%%&%“5?/\ X, etk
FrOFRGRGESEERET DM E
HEICEG L, BI8E2 5175 2 &,

NuFEF ik CYP2D6 CTIRE X
. CYP2D6 [HEMEMZHT 5, &
FlF SextF D CYP2D6 [HE
VEFH & PR3 2 R[REMEN B 5,

QT IER ZifE 242 &34
BTN 5 A
[9.1.3 &M]]

WTIERDNH BONDLIBENN D D,

PERIC LD QT IERAEA NN
W AT H 5,

(g &)
HHAR AR A L 71
NSO g AR AR 1
FEARIEE & [RIRRIZ R e
SNLHBLENNRHDHDT,

IPANNGG E

AFNE AR EBERZA L TND Z L0 h | fOFURHREE & RIS
A AR P MEICHE 208859 5 Al hE

(A»ey—wm:%wM)
BOCHIR, #1E
L7z, HARAR R Bl A1) S

T ILa—

(EVARORAR
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(T7 v =z —b & OO IR AR ARSI R 205 15 58
WETLREEETDH &,
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[Eyaseail

AENL, invitro ZRMBELGRBICEBNT, 7R TV UZFER (o ay. ag a, I LT
BEWVBRED R ENTND Z &b, tOPUEHIRIE & FERIZERE LT,

L DREER & O L7c G aid, RAIO o SEBEWERIC L0 BEEERNEBT 2801 5,

iV AEM & A9 D A
MOPUEHH I THESNTNL L2, Hia V AEHEZATLEAE OJFRICE D it= U AE
ML bW REMENRH D,

CYPIA2 ZBHET HHH (ZARFH I F)
AFNIEIZCYPIA2 TR S D Z EAVRENTE Y [ CYPIA2 & BHET 2 3A L O+ 25581213,
AR oM AFERENEML, (EHZERTLIBZENRH S,

TR I GMEATFT—%) @
TR FH I EARFEFHES L&, AROMBERREN EH T2 XD LNE
( TVIL1. (4) 3) PFHZEDEE| OIEEBM) |

Z Dt
VATV UMEAT—%) P
fEERANICT B (5mg, HAIET) & CYP1A2, CYP2D6 K TN CYP3A4 BHEMEMZH 45 2 A
FTr (800mg, 1 H 21[8) ZOfHEELILEE, TREFELD C 137 B Btk Hig &
R 13% A Uiz,
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W B EITO 2k, . IA R EURERD BEREOIKTRAA L., AMERREE
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N B DO REEEER N S b b, BGHIER LT A2 E0nH 5,

11.1.3 FFHEEEREE (BEEAH)
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e e 5B, EWNH A E & GRER) I\, IFHSREREREDIEEE ZRRIEA N HE S
nTWn5b,
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11. 1.4 77 'R RREAER (EFEIEE S AR KORG8 (E B[R 5 A R Bk
e 5B, ENFIFEEN®RERR) BWT, Yav 2y, 774 7% —BEORITEN
RO SN2, SEOFHIRET =X IZBW T 74 7F% v — &, 7F74T7F
— v a v 7 ROEYRBUEOBEREWERADNEO DN TS Z ENLRE LT,

11.1.5 77 &R RS (EFSILES AR KORG8 (B[R 5 TR Wk
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OIFEBERBIEANRE SN TWD A, WHIEEREIIED b hoTz,

SNEOTIR#E T — Z IS T R R, R R 85 4 5 & IEAR M OMHSEVEIE o 5 78 72 fIlVE
MWD LN TND Z ENBHRE LT,

B B OIS E O AR K OWMEHEEZIE O, ARF| O G332 RETRY 22l &
5 EERESC AN, AFI OB REERAERIC X % 0 OREHFR 2 & OEENICBITER 2338834
HTENEBEZLND,

11.1.6 77 &R REEAER (EFRIEE S AR K ORI 5508 (B[R 5 A R Bk
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MBS RE FL o B O JE B AR BIEA NG STV A, @ik, BREE S, b7 F—3 &,
PEPRIFMESIED BIERIZZRD G iZeno 7=,
SNEOTIRE T — 22BN\ T, BRI IR EEEEE, 7 N7 v K=& BERWES T
¥ R =V A EOMFERE R I RE T 2 WERFAEANRD 5N TND Z L2 n, OB
WL RIS E LT,

11. 1.7 77 ' Rxk PR (RS 55 MAEERER) S OVR 4% 5t (] B 2 [ 5 AR 11 kioe
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11. 1.8 77 ARx G (EREILREF IAHRRER) & ORI 530 (EIREIER 5 MAH R 3kie i
B, EWNE IR 535 128\, BERRARIE ORIERIIRED o722y, ShE
DEFAGER e iRt 7 — Z 1B W T, HERBRARENEO DI TNWD Z &b, odiis
FhpIRE & [FIRRICER E LTz,
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HISB AR B 5-388R) IcB\W T, ifiZEke - mAEREORIER TR oz,
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OIEEERBERANHE TV 5D,
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JRE L RIRRICERE LT,
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(FTAIPR W R
i
N Can
e O ERE, TRE e, A% | PR
2 . R
T, FIRE | ORYE, % ST, 50 | BB T T
o W, =0 7 I, LA |, B B, 5

D7, MERREE, AR |H

THYYT, |MRRERE., | ESRE, ERERE, A% | TR REE R
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O ORISR [, Bl | OPENEEER. IEEARE, £, DNk, AiE
(10. 1%) ME N A PR | kIR, YN
H I %, IS,
MR-, O ok
B
JHFIRTE YR B JHFRRE 2
FRE K OV T Af BRI, % 5 FEE, /VKE | EEIER. SRS,
b PR, SITIE, B2, BEIE | Wi, 28RS
B ¥ R B OV RIERE, AERAR. AEASREE., | AhECHE. MitENE. B
B AR VORI, FHPYE, BRI fERR. KT
R R OVR I B IR, JRIREE
AR I OFLE IR A % FLHRHAE, %A #%
f
e R REE W BUE
—% - RHREE e, e | MERE, BT, 597, 2| R, JRPTER
K O 53 D 1TRESE . RAEMERIE, FE
IREHE N ALT B8N, AST | I = x5 a— L0, durf | Ddadkssim, e L5
AN, A CK| 7 R o gER, A R Y
AN, MM, R RY YD KB
R R AR A a7y F N, LER QT IER., HEREREL
M. vy -GTP [N, 7V a~FE s/ b i
. RERC [N, REE Y REARN, RE
EABPE, i ALP B8N
Z DA i f]
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JRHIE LT T & AR R i sk B (B 2 7] 45 AR RABR) M OVR 8% 5305 (JEIBR 4 [ 45 TAH = 14
Mbfe e 5B, E N AR R 1B 5-58080) 123\ T 2 FILL B S 7= FIVEH & Qg R fR A i 2
FHEERNCRLHE Lo, F7o, 77 B R xh iR beiaBk (E B AL [R5 AR RRER) K OV 18 55k (JEI B
F[F) 55 TLAR R kA% Gk, BN S0 AR R 45 5 3BR) CIEGR o b oz b o0 AE DR
KRB TR I B W TR O HiL, FRICHEERENNELEZEZX DN LFAWEREZHEARR L LT
Al L7z,

S EEFIEIFRAREEERVERRREBREE—& (KRH)
BITE BRI — &

KT G 5 5L 557 {3
FEBLB S 369 #41] (66. 2%)
T 878 1
FiE g | v | TOEF o g | v | TOEF

JRYE B L OV A UE 3 2 0.4 ZANE 1 1 0.2

LR 2 1 0.2 K 1 1 0.2

Mg 1 1 0.2 R BESEE 1 1 0.2
B, RS X OREMARHOHEY ] | 0.9 NEE BT 2 2 0.4
(B LR -7 %51 ) EA AV IE 1 1 0.2

|70 55 g 1 1 0.2 BAEER 2 2 0.4
MR LY o RkEE 1 1 0.2 g e 5 5 0.9

& 1 1 0.2
N ke E 12 12 2.2

&7 0 5 7 F i 12 12 2.2
Rtk X O EEE 20 19 3.4

PEIRIE 1 1 0.2

BIBREY 1 1 0.2

ERUZU®Y NE 1 1 0.2

K5~ U o AfE 1 1 0.2
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(e} (e}
FE B 123 97 17. 4 WER 25, BERES X ONEm R 12 10 1.8
BB 6 4 0.7 =5 1 1 0.2
Wik 7 6 1.1 RAME 1 1 0.2
S 4 4 0.7 Ik 1 1 0.2
H B 1 1 0.2 - IR 3 3 0.5
=i 1 1 0.2 FEEE i 2% 3 1 0.2
5 >K5 1 1 0.2 WRE 1 1 0.2
iR 1 1 0.2 M HE AN PRk 1 1 0.2
RIRESY 1 1 0.2 1 PRI G AR 1 1 0.2
KIHE 1 1 0.2 El 145 | 109 19.6
HRSE 15 14 2.5 JE BB PR s 4 4 0.7
SR 2 2 0.4 OE% 1 1 0.2
SR 2 0.4 (A 19 18 3.2
= 73 ME 4 3 0.5 T 1 1 0.2
BHEEZDRE 4 4 0.7 1 PN Rz A 1 1 0.2
e R AAE 66 62 11.1 e P 2 2 0.4
MR b 2 2 0.4 T 1 1 0.2
H RS 0.4 LRk 4 4 0.7
1 1 1 0.2 Pk 1 1 0.2
LR R R BRE 1 1 0.2 P 1 1 0.2
TR AR 310 | 208 37.3 HENTER K 1 1 0.2
LRAGEES 1 1 0.2 D 7 6 1.1
THhHIT 54 47 8.4 RN AR 6 6 1.1
Bk RE 1 1 0.2 HIERNR 1 1 0.2
TEERE S 6 5 0.9 S ES 18 16 2.9
i 4 3 0.5 EHERR 1 1 0.2
EENEE 1 1 0.2 TEE 1 1 0.2
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RGP E 3 0.5 M O R SR 59 56 10. 1
BRI S 13 13 2.3 O OFERERE 6 6 1.1
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SERI B 38 35 6.3 FEREIE R bR 8 8 1.4
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M ARAE 1 1 0.2 P LT 26 1 1 0.2
SRR 2 2 0.4 g B & O T ik 17 10 1.8
R RIBOE 1 1 0.2 &IE 1 1 0.2
TEVEEERE 1 1 0.2 [TESrs 1 1 0.2
BEICHE 1 1 0.2 wit 1 1 0.2
N—F YV = XN 7 7 1.3 T LILX— MR E % 1 1 0.2
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[TRE 2 2 0.4 NeRsio0 1 1 0.2
AR ER IR FE 1E 3 3 0.5 5 B 6 5 0.9
Tt 2 2 0.4 75 P 1 1 0.2
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FRAR 1 1 0.2 155 B RS A 1 1 0.2
ElES 4 4 0.7 DU R A PR 1 1 0.2
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15 I 4 4 0.7
{1 E 3 2 0.4
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BB L ORKEREE 4 4 0.7 7 v F =8 1 1 0.2
RE R PEBE 1 1 0.2 M~ K o N 2 2 0.4
RIHBEIR 1 1 0.2 A 2 i 1 1 0.2
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B ERE 1 1 0.2 M >rez 75 5 1 1 0.2
AR L O EREE 3 3 0.5 7wz 7 F 8 9 9 1.6
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g 2 2 0.4 SR B 1 1 0.2
HATREE 2 2 0.4 NEE SH 1 1 0.2
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KRRV R 1 1 0.2 FOER Hs 2 1 0.2
L 1 1 0.2 IR 6 6 1.1
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TI5=VTI ) NTFT AT 2 T—F SR B Gk 2 2 0.4
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13.1 fER
WER G D HERITD RV, RN S LT, SEELIRRE, T U T, OFEEm Y
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84F 4 A 18 HAF) O IPTP BAERXSRIZ DWW T I HE U CREd L 7=,

PTP o — F i HEF 2B H S PICRAGATe Z 2 & » T W BIAE A B EREA~RIA L, F(Z
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FEIBEER
(1) ZExhZFE B ER
[VL SN FEE RIS 5 A ) B
(2) BZeMEEAR
I M= BB | -, .
PR (mg/kg/H) e 5 B AR A ik
JUAMLAE SR~ 0D 52
HEK293 #Hi i TEFEL:0.1, 0.3, 1| in vitro KEFEFM | 7T, NAFAERRN-Z L7 m
pmol/L = Ffa A PRI BARTFEAIC hERG BB & ikl L
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D E LA Ffk 1, 3, 10, 30, TEBY AR IR % 046 L 7=, N-B A L0
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IHT,
UYE KB | 7T ERONBEA | in vitro  |KC1RIERS | 7B RN A F /UKL 3 pmol /L LA L
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0.5 H[A] DEX, OTc MEDER 7R LiZAs, MK ONIHE /7
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RACBURNT | F2E S O B A7 72 QTe [RIIBDIER % 1>
W BHRG |72. 50mg/kg T QRS [EIE EME L=, $7-.
TRAABRNT & 0 BRI 7 ST AR L R OF
DI OB A STz,
0.01, 0.1, 1.0 ElN FARIKIE 22 DB O IMNR 2 H L, 1. Omg/kg
HA[A] T QTe K ONQRS FREASER: Lz, 72, 47
AN X 0 A BIRIFR 22 S E B OV
BRI S I,
O-TEFEL R | #A JIINEEN W LA EE 7 QTe DIER %1 5 D D1
H-TEFr 5 Hi[A] DX, IR OWHEHIME DK T AAR b, (-7
RAERN | TR E SR T Ui, E72, M0r
X9 DG | EENT L0 LAY CUGHE IR T o887 &
OSHMHERD A DI, () -7 Tiddk
R E T oM@ S, (H)-7k2 v i3k
FIHEOEME H A Tz,
O-TEeFEVEY  |ETF L AWIZEREE 7 QTe DIER %11 5 DE O
H-TEFEL 0.1 |BiHE MBHR BN, ()-T T TlIERNED

DEMb AN, £, FEERIZLY (-
T F e TREMESRIRD A DT,
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B Jish= BERE | - P
PR (ng/ke/ ) e L R
IR g S~ D B2
7 b 0.5, 1.5, 5 ey VEIRERRE | Sme/ke DB 20 A TRIC—iBIED R A,
(AE) H[A] R BN OSEIE OB IR A bz,
P53 6~ D 5 28
WEZ v b 0.4 &0 WA | B R OV RO T AR LR L=
7 B WoER
BB T v b 0.4 &0 EfFEEEK BB OAF A ITERE T, 7Ty
10 HI# WHE 2 VT a4 REERIZA LN Tz,
PRELFEIN T » b (0.4 &0 2 AT A AT DRI TR L, iz A ba s
10 HfH NEREAR NN T,
WYX 2 (kh &) &N TEHNE TA b RRLE LRI, TR
6 HFH VEBMXIT e AT a s L OFFHTHES L
72, TORER, TENEOREIZTEFEYD
WAL, Ter AT u AL e A
TuAERALRO LN T,
7w b 0.032, 0.125, 0.5 B iR 7 m | 0. 5mg/kg THAG- 1 B iz migh 7w 5 7 F o
Hi[A] TIF R | IREDEM LT
iy
THILERR~DF
FREEELEY R |1, 5 R [RGB I |1 RO bmg/ke CRIMG D B FEIHEEIZ 23550 L,
Hi[E] i Smg/kg CTIEULHE I DWET & A H LTz,
HEZ v~ 1, 10 g =i EEA MR LN T,
Hi[A]
AR 20(10mg/kg 2 1 H 2[8]) [ &N MU ER, | ML ER), e, KR, REIEEITR <,
5 A R, KR, | AIRMICIHEERES b A Do T,
R E, YL
R
SR R
T 7Y AH |0.1-0. 225mmol/L in vitro |RFREME | 7EFEUILY KB A 2D 2.5 (50 KT HREE
VAR RIS A %R LT,
N

AE @ VEMEAMRICHAE L7- &

(3) ZDh D FEIFEAER
DhELTo—FHER (F v 1)
T FECRIE VT —EERT HEEITRS R/ EELE - Ing/kg, EFEE) | X
UR—=NE I EVT—FHRIERREN T,

2) AN BRIZHT HEHE (V)

va AP MERE 11 6) 2 HVT, TEFE L 001, 0.025, 0.05, 0.1 &80, 25mg/kg
Z 1 ERFR CHEGANES L, (TENCRT 2825 LR, 7 e sides
B, S SOIRERICHE LY MT S oo Tc, —J7. 0.025mg/kg LA CHEKAFRYZ: B F5ES)
BOWD ., HEEO/N—=F Y URER (KRR OB EREE) | BREERNRIC KT 5 RSP ED K
TR OMEEE O TEIN RO bz, £72. 77 B RELG IRV TRE OBERRTE O R HITE)
NHBH, 7T D 0.05mg/kg LA ETIXZEDHEEZK 50%IK T S8, 2B, BOBIZX K
WERATENC T 2 BT A B R Do T,

NEEOFTEB~ADEE (T 1)
T MZTEFEL (0.05~1.0mg/kg) ZH[EIZ FH4G LIcRER, D B0 mFENEMHEIZ B
BT HLEZONIAEONREBZFER LR NS00, EHBEEIDA F=T 2%
THAREMIEWZ E R SN, TR EHAKICANT 5 RS (CF¥ 1 BHAE
2mg/kg) L., BEZ2OIBEBOFIUZOWTHILE LICMRER, &5 4 HR®%IE T OB R 720H
WEOIHNFEIR I NN, MOFEBIH LN T,
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2. sHHER
(M EEESHEEEER (7> b 1 X)

Ty MITRFECEROELE L7z &0 LDy iE 110~176mg/kg TH -7z, —HIRIEBIZ T,
FEPE N EE D < PRARGR B & U TIERME, Befl, ARk, R ORI S 23380 i, Hiis
TIIFE BN TH DOIR ERRICRIEMHEEERN A BN, /N BSEEIL Tomg/kg THY ., ELEC
WRD B> T 50mg/kg 1%, FEIRICHIT D KHERE & ((KE 60kg DA T 10mg & 1 A 2
5. 0.33mg/kg) D 151 5 Th o7,

Ty MZT BT EEIRNEG LR, BT imHETHh 5 21mg/kg (EREVERRIY) &
THEIEA DN 2Tz, —HORBBLE TITH IR R~OIEH & L T8, IKBEERRD LI
T2 LT MRO B2 o Tt m FHED 21mg/keg 13 R IZH T 2 i KHESEHE O 63 (5 Th - 7=,
A XIZT BT 2RORE LR, 200mg/kg £ TARMNRO vz, —CIREBBIE TIX
HIEEE) O, Ml e OSRIBITEI N 2 Hivlz, E£72. 200mg/kg TIE BUIN KOV L7 F =54
U, BRI Sz, RO B> 72 200mg/ke 1, FEEICI T 5 R RHELRE &0
606 {5 CTH - 7=,

Q) RERSEHRER (7>, 1 X)
7 v baEAWTe 52 WFERR D5 EERBR TIX, 3. 6mg/ke/ A UL EO#EEIC L D B REEN
fEL. 21.6mg/kg/H TIHIHETNRH DTz, Tk, 7858 OFRBEMEMICEEE L 7= PRt
FIER DRI E LEEL LR EB 60T,
A X & W AERE N B G EMERER T, L OB RIS (L5 b v, JFIgIC >V T,
7.5mg/kg/ H LA L 13 M5 & T 20mg/kg/ H LA LD 4 BRI 512 L0 ALT O _E5F-Z 0 5 Rk
DI T/ NER OBHEREE LN B BT, Bl OV CTiE, 40mg/kg/ H L Lo 4 BB 51 X
0 BB R A RSSO B RGO 6 S5 2358 60 BTz, & DML, 40mg/kg/ AL D 4
M5 L0 B T PLE Y, 20meg/ke/ H @ 13 3@ E# 5 K& O 80mg/keg/ H D 4 i@ 512 &
O HEZFLIR D 3 WIEETTEE N A S, 7' E O RN U BIREFUERIC IS < Ny sas
BAO IROREBLEEZ N, ZUHOZLITWT R HRIBICL Y EIET S Z LR S
7=
A X & iz 39 R E AR 53R R Tk, e AEO 1. 6mg/ke/ H £ TEHMEITRD L
o iz,

Q) EfnFEEHR (in vitro, 7 v 1)
Tk, ME (Salmonella typhimurium KON Escherichia coli) % FAWT-18I7225R25 Bk
BR (JLELREE 8~2500 1 g/plate, =S9) KON~ A U L 3@RHfE L5178Y TKY % IV /iR 1285
2R BB (RLPRIREE 3. 1256~T75 u g/mL (=S9), 6.25~100 1 g/mL (+S9) ) IZHBWVTEIEFZHRE R
TS, Y XY NERE W TSR Y A o (R ASHAEER (LB EE 12. 5~100 1 g/mL, £S9)
KOk MEEFR Y N BRE W 7o Gu o R R AR QPR 46~64 1 g/mL (-S9) | 75~125 1 g/mL
(+89) ) IZBWTHAKEFELZFHFER LR o7,
E7o. 7 v MER/MZER (25, 50 KT Tomg/kg/ H & 4 MBIERE D ixE) 2B\ T, AR
WX D/ IMEBRIEIL A B e o 72,
WTHORBRIZEBNTH 7B F B ICBEFEIZED bl T,

B HARMERER (v R, T )
< AT (0.5, 1.5 KON5.09mg/kg/H. ME: 0.5, 1.5 KON 7.5"mg/kg/H) % 89
~99 WMEIKER FHE5L, Iy MoT7t®FE L (0.3, 1.2 RT3.0%mg/kg/H) % 100~107 FHfH
KER TG LIRER, ~UAKRDT v PWTHUICBWTH B AREITRS HivienoTz,
a) &5 25 E 5 4. Omg/keg/ HIZHE LT,
b) #5525 H NS 5. Omg/kg/ A IZIHE LT,
c) BEETHEEND 5. Omg/kg/ HIZHIE LT-,
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G)ERERESHERAR (Z> b, vHx) P
ZHREEICET 2RBILT v FEHOCTRAOKRGICE D ELZ, ZOFE, Ing/kg/BLLEDOES
WL BB E TORBIERE DS B AL, IR VB ORI R EEIE RO H ALz, bmg/kg/
A LL O CIIE B IR EOBEIMIHI A A Hiv, BRI REOBMNED b, 7k
TV OREBMICBIT D fRFEE AR Ing/ke/ B . AEFEREICKTT B EEMEIT 1ng/ke/
HAM CTH o7z,
B - BRIERAICETARBRIET v FEOUHFEAWTROEROEHIRNESICEL D EELE, &
A5 TiX., 7 v MZEBWT bmg/kg/ HLL LD EIZ X 0 RE)ITARE O ININH 25 b i,
30mg/kg/ H G2 L 0 FRBE B LROHEME OB IRAEEOR DN LN, 7HFIZBNTIE
30mg/kg/ H & 512 L 0 FEMW DT K R EARE OB AN A BT, FIRNE S TIX. 7> M2
BWTEMEZEITRL . T FITEBWTIT 0. 125mg/kg/ H LA EOEEIZ X 0 FEMICEEE R A 5N
e, IR BRIRICERE XA N7, WTHORBRICEW T HETEEITED T, &Ko
BHIZB T 2 EMW O — i EE R EEERIT T v T Img/kg/H., UHFT bmg/kg/H TH Y |
B - B RIC kT A MEEMEEILZ S » FE R ENTRS Smg/kg/H Tho 1=, EIRNEEIZEHBIT 5
FEEN D — W TP P E &L T~ FC 1. 5mg/kg/H . T 0.025mg/kg/ H . W& « falaic %t
T AMEMREILT v M C 1. 5mg/kg/H. 7HXTO0.625mg/kg/H Th o717,
HARTR O AR OBAEICET 2WEBRILT v M2 AW CTEIRNEE 512 X 0 Eigi L7z, ZORHE,
0. 3mg/kg/ A LA LD EAZ K 0 REMICRE OHINME 25 7 Hiv, 0. 9mg/kg/ ALL EOFGIZ XD
HAE 4 BEOHERAFERME T Lz, F72. 0.9mg/kg/ A UL E THAR ORAEE K O AL D
OB, 1. 5mg/kg/ H THIEGEMEDOBE MK TN A LN, KNHERBREIToT2fER, 7Tk
T KD HAERECOEMT, BEMOHETEHOZLIC L2 b0 TIEARL, BEMIZT &
TECOBBEEZZT I OMAER~NOREBICL I bDEEZ OGN, HEMICK T 5K
FEME SR MEFEE BT 0. 3mg/kg/ B AR, HHAE NS S6h 2 ML RLIX 0. 3mg/kg/ A TH - 72,
( TV 6. (5) 4F4t ) DIEZER)

(6) BRI MERER (1 X)
ARIZT BT EUEEEARIKE LT 16mg &5 FEEA 1 H 207 HMET FEG LR, &
B R B O E T A b e o T2,

() Z D45k =4
DHESHE (7 F)
14 BEOSE T v M7 ' FEY GEMEARKE LTO0.4, 1.2 KO 3.2mg/kg/H) % 56 HFEIX
R TG L TRBICKIT TR MG LTS, PEAR O R K OV 0D 78 15 JE B~ D 5228 X
ol G OITEIRA TIE, 0.4mg/kg/ A UL ECTHIBEEB AN L, M CTIIREK T
725 30 HIEEMGE 72y, FEBRE~OREIL LN 5T,

DREFE (T b A4X)

7 v b AW E SRR L0 RIS oA L, T T ey (0.01~
0.3mg/kg, K F#G) MEFEZHFET L REME2 TR L2RER. 78T B2 0. Img/ke (ZHEH
P A~ O E SR O I L TT v O U= LGEE 7 7y b LB — K
JSRARE E BT S, BMRA~DOEZ MR T 2R Lz, £, XvEfEo7 -y
> (0.3mg/kg) 1&, BN A CRIEBUS &2 &FINICED STz, Lo T, 7T e i XX
PRI AR S WS RUS Z T 2B M3 H - 72 Z L h . RN U 5 aTREMEIT e
WeHEz b,

Fz. Ty PROA RN T 2T v O RAERG R TIE, REFG&ORIEDRH T
(ZAEREOWRA . FEHEORD . HIEEI OB 72 ERAMEICBEE T ST RITA bR T,

NRFEEE (T b AX, wTA UHF)

A5 ER . A AR R O AFEHRERIZB W T, i RasE & OULE 0
BIZT v NaEsmt 2 T BiEsimo s nino iz,
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HiEE (ELEY R)

EEY MITEFEL (0.03 KO 3. 0mg/kg/ H) Z i 1 [F1C 4 WF R THE I3 3 [T 4
HEEOEE L, BEE2IT-o72, £72, B METATIVEET®FEY (TRFEEL
T 1.5mg/kg/H) Z#E T2, Freund 52827 2 /N RZ2EMENIZE 1 BT 4 8EMEHEET 2
BELRE L, BIEEITo T, BEEINT 7 4 7% — 0B A £l L2/ R, & Mg 7L
TIVEEETEFTEY (aryaF—b) ZRAVEEESETICBWTT 7 40 7% 2 —JEkR
NN, THFEUTRIEROEREEZI TR TIET 7 4 7 X —JERITA SR
Nolz,

DYSEM (in vitro)
Balb/c 3T3 = 7 AHESFMI 2 W =2 — I by FEGAARRBRIZBW T, 7B (AL
FRVEFE 0.013~1000 1 g/mL) (ZHEFMEITRO S 2o Tz,
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X. EEMERICAT HIEE

1. BRERS
WAL/ LA NS ThESng B, WGEERRY
V7 LA NETEE omg B, QRS
V) TR — ER S O K AT S 2 &
BRIRSYy - TRFE U~ LA R B

2. BhHE
R 347

3. AEIRETOHITE
RIEMFE (TX 4 B3 EoiEE] OEBR)

4. W EDFEE

20. Bk EDEE
WA ERRITH Y RESEEETAOTT Y AX —AEOFEFHEAFETHI L, [14.2 BHR]

5. BEMRITEH
BEMERLTA RAY
<THoLEY :AY
F OO BH T EM « TXIL2. DO BEE R DEBMR
BAEAMTREZE 7 LA N QR a— RiHE VRS
BERTREE (V7 LA MR IND T~
EOTESNEiELE

6. E—mM5 - EBE
Al —R 3 M L
[ %) 3 AT Wy, URRY Ry, ~aXY K=, 7afy, JoF7 vy 7~ i

7. EFHEEAHE
2009 £ 8 A 13 H (R#NZER S N-E : KE)

8. HERTAZFABRVARES., EMELRKFAH. RchHKEAR

W5e4 BOEIRTE AR | K& EMAENHEAEA B | BOEksReEA A
7 VA NE T HE bmg 22800AMX00377000
TUUR R 6 Long| 3BT ssonmoosrsoog | 2010 FO 25 H 201655 1 26 1

FAHFE - SRR g X (1)

9. MEXTHEEM. AERVASEEEMEOEABRVZONE

AR ANA

10. BEERR. BiMEHRAREABRUVEZORE

AL

11. BEEHM
8 4ER (2016 4E 3 H 28 H~2024 4£3 H 27 H)
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12.

13.

14.

REARGIRICE T 515%H
AL, BIE (2 WEES) BRI BT 2 HIRIED HATHAR,

L£EI—F
- JEA A SR AL YE | ERIESE S = — K o e | VBT NEELE
B 7244 I3 o — F (] 2 1) HOT (9 #7) &= o 27 Mo ]
27 LA NETHE Smg 1179056F1021 1179056F1021 124968201 622496801
L7 LA NETEE 10mg|  1179056F2028 1179056F2028 124969901 622496901
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XI. $F&H

1.

FHENETOHRTIRR
TeFE U~ LA VBRI, 200948 AT K ENZ I W THREA I TRIE L OB 1 Al (Bi— e —
FXIHEEMHE=E Y — F) Ot THID TER Iz, BRINES (European Union) Tid, 201049
Al T AfEE (MR Y — R) Oms CRR I, 201641 H BIfE, A6l » E (FEa KR
JE19% [E, MR 1 BIfEEL 4 [EH) TERBINLTWD,
ARFRIZF T DEIEEUTDE., AELOCHEIIUTOLEBY TH O | SMETOEZIRI E XRS5, [H
WNOFEKGBNE DRI CAF 2T 5 = &,
ZhRE I3 %h 5
A R FRE
iR O A&
WH, AT e LClEbngZ L B2lE PR G50 L% 5 2BMhd 5, AR
SmgZz 1 H2[E & L, Fliin, SERITIS CEEH RS 225, RemHEIXLEOngZ1A2[EE TE 5,

7oy AFIOERECORGBRIILLF O L B0 TH 5.

FEETORRKE (2021F108KR)
KIE (2009 4 8 A KRR
WK5E4 : SAPHRIS
A « K& : Sublingual tablets, black cherry flavor: 2.5 mg, 5 mg and 10 mg
e AR
1 INDICATIONS AND USAGE
SAPHRIS is indicated for:
-Schizophrenia in adults
-Bipolar 1 disorder

-Acute monotherapy of manic or mixed episodes, in adults and pediatric patients 10 to 17 years

of age

‘Adjunctive treatment to lithium or valproate in adults

‘Maintenance monotherapy treatment in adults
HER O &E
2 DOSAGE AND ADMINISTRATION
2.1 Administration Instructions

SAPHRIS is a sublingual tablet. To ensure optimal absorption, patients should be instructed to
place the tablet under the tongue and allow it to dissolve completely. The tablet will dissolve in
saliva within seconds. SAPHRIS sublingual tablets should not be split, crushed, chewed, or swallowed.
Patients should be instructed to not eat or drink for 10 minutes after administration.

2.2 Schizophrenia

The recommended dose of SAPHRIS is 5 mg given twice daily. In short—term controlled trials, there
was no suggestion of added benefit with a 10 mg twice daily dose, but there was a clear increase in
certain adverse reactions. If tolerated, daily dosage can be increased to 10 mg twice daily after
one week. The safety of doses above 10 mg twice daily has not been evaluated in clinical studies.
2.3 Bipolar I Disorder

Acute Treatment of Manic or Mixed Episodes:

Monotherapy in Adults: The recommended starting and treatment dose of SAPHRIS is 5 mg to 10 mg
twice daily. The safety of doses above 10 mg twice daily has not been evaluated in clinical trials.

Monotherapy in Pediatric Patients: The recommended dose of SAPHRIS is 2.5 mg to 10 mg twice daily
in pediatric patients 10 to 17 years of age, and dose may be adjusted for individual response and
tolerability. The starting dose of SAPHRIS is 2.5 mg twice daily. After 3 days, the dose can be increased
to b mg twice daily, and from 5 mg to 10 mg twice daily after 3 additional days. Pediatric patients
aged 10 to 17 years appear to be more sensitive to dystonia with initial dosing with SAPHRIS when
the recommended escalation schedule is not followed. The safety of doses greater than 10 mg twice
daily has not been evaluated in clinical trials.

Adjunctive Therapy in Adults. The recommended starting dose of SAPHRIS is 5 mg twice daily when
administered as adjunctive therapy with either lithium or valproate. Depending on the clinical
response and tolerability in the individual patient, the dose can be increased to 10 mg twice daily
The safety of doses above 10 mg twice daily as adjunctive therapy with lithium or valproate has not
been evaluated in clinical trials.
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For patients on SAPHRIS, whether used as monotherapy or as adjunctive therapy with lithium or
valproate, it is generally recommended that responding patients continue treatment beyond the acute
episode.

Maintenance Treatment of Bipolar I Disorder:

Monotherapy in Adults: Continue on the SAPHRIS dose that the patient received during stabilization
(5 mg to 10 mg twice daily). Depending on the clinical response and tolerability in the individual
patient, a dose of 10 mg twice daily can be decreased to 5 mg twice daily. The safety of doses above
10 mg twice daily has not been evaluated in clinical trials.

KE (2019 4F 10 H7&GR)

fR5E44 : SECUADO

A « K& : Transdermal System: 3.8 mg/24 hours, 5.7 mg/24 hours and 7.6 mg/24 hours

NRE ST
1 INDICATIONS AND USAGE
SECUADO is indicated for the treatment of adults with schizophrenia

HER O &E

2 DOSAGE AND ADMINISTRATION

2.1 Schizophrenia

Initiate SECUADO at a dosage of 3.8 mg/24 hours. In a short—term, placebo—controlled trial, there
was no suggestion of added benefit at a dosage of 7.6 mg/24 hours, on average, but there was an increase
in certain adverse reactions. The dosage may be increased to 5.7 mg/24 hours or 7.6 mg/24 hours, as
needed, after one week. The safety of doses above 7.6 mg/24 hours has not been evaluated in clinical
studies.

Based on the average exposure (AUC) of asenapine, SECUADO 3.8 mg/24 hours corresponds to 5 mg twice
daily of sublingual asenapine and SECUADO 7. 6 mg/24 hours corresponds to 10 mg twice daily of sublingual
asenapine.

2.2 Important Application Instructions

-See the FDA-approved patient labeling.

-SECUADO transdermal system is applied once daily. Each SECUADO transdermal system should be worn
for 24 hours only. Instruct patients to wear only one SECUADO transdermal system at any time.

-Apply SECUADO to clean, dry, and intact skin at the selected application site. Application sites
include: the upper arm, upper back, abdomen, or hip. Apply the transdermal system to a different
application site each time a new SECUADO transdermal system is applied

-Do not cut open the pouch until ready to apply SECUADO and do not use the transdermal system if the
individual pouch seal is broken or if it appears to be damaged. Do not cut SECUADO, the whole
transdermal system should be applied

- If the SECUADO transdermal system lifts at the edges, reattach SECUADO by pressing firmly and
smoothing down the edges of the system. If SECUADO comes off completely, apply a new SECUADO
transdermal system. SAPHRIS is a sublingual tablet. To ensure optimal absorption, patients should
be instructed to place the tablet under the tongue and allow it to dissolve completely. The tablet
will dissolve in saliva within seconds. SAPHRIS sublingual tablets should not be split, crushed
chewed, or swallowed. Patients should be instructed to not eat or drink for 10 minutes after
administration.

-Discard SECUADO by folding the used transdermal system so that the adhesive side sticks to itself
and safely discard

-If irritation or a burning sensation occurs while wearing SECUADO, remove the system and apply a
new transdermal system to a new application site.

-Showering is permitted, but the use of SECUADO during swimming or taking a bath has not been evaluated.

Do not apply external heat sources (e. g., heating pad) over the SECUADO transdermal system. Prolonged
application of heat over a SECUADO transdermal system increases plasma concentrations of asenapine.

E[E (2010 4 9 A &GE)

W74 : Sycrest

HIH « K : Sublingual tablet
5 mg: Round, white to off-white, sublingual tablets debossed with “5” on one side.
10 mg: Round, white to off-white, sublingual tablets debossed with “10” on one side.

HRE ST R

4.1 Therapeutic indications

Sycrest is indicated for the treatment of moderate to severe manic episodes associated with bipolar
I disorder in adults.
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4.2 Posology and method of administration

Posology

The recommended starting dose of Sycrest as monotherapy is b mg twice daily. One dose should be taken
in the morning and one dose should be taken in the evening. The dose can be increased to 10 mg twice
daily based on individual clinical response and tolerability. See section 5. 1. For combination therapy
a starting dose of 5 mg twice daily is recommended. Depending on the clinical response and tolerability
in the individual patient, the dose can be increased to 10 mg twice daily

Method of administration

The tablet should not be removed from the blister until ready to take it. Dry hands should be used
when touching the tablet. The tablet should not be pushed through the tablet pack. The tablet pack
should not be cut or torn. The coloured tab should be peeled back and the tablet should be removed
gently. The tablet should not be crushed

To ensure optimal absorption, the Sycrest sublingual tablet should be placed under the tongue and
allowed to dissolve completely. The tablet will dissolve in saliva within seconds. Sycrest sublingual
tablets should not be chewed or swallowed. Eating and drinking should be avoided for 10 minutes after
administration.

When used in combination with other medicinal products, Sycrest should be taken last

Treatment with Sycrest is not advised in patients who are unable to comply with this method of
administration, as the bioavailability of asenapine when swallowed is low (< 2 % with an oral tablet
formulation).

RA VBT DERBANRIE, HELFRRTH D,
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HR584 : SAPHRIS

B - M Wafer
5 mg: Round, white to off-white in colour with “5” debossed on one side
10 mg: Round white to off-white in colour with “5” debossed on one side.

HRE ST R

INDICATIONS

SAPHRIS is indicated in the:

. treatment of schizophrenia in adults

. treatment of acute manic or mixed episodes associated with Bipolar 1 Disorder in adults as monotherapy
or in combination with lithium or sodium valproate

.prevention of relapse of manic or mixed episodes in Bipolar 1 Disorder in adults as monotherapy or
in combination with lithium or sodium valproate

AEA O HE

DOSAGE AND ADMINISTRATION

Schizophrenia

The recommended dose range of SAPHRIS is 5 mg to 10 mg twice daily. SAPHRIS should be administered
at an initial daily dose of 5 mg twice daily. An increase in dose to 10 mg twice daily is recommended
only after clinical assessment. In controlled trials, there was no suggestion of added benefit with
a higher dose of 10 mg twice daily but there was a clear increase in certain adverse reactions. The
safety of doses above 10 mg twice daily has not been evaluated in clinical trials.

Acute and maintenance treatment of manic or mixed episodes in Bipolar 1 Disorder

The recommended starting dose of SAPHRIS as monotherapy is 10 mg twice daily. The dose can be reduced
to 5 mg twice daily, according to clinical assessment.

For combination therapy a starting dose of 5 mg twice daily is recommended. Depending on the clinical
response and tolerability in the individual patient, the dose can be increased to 10 mg twice daily
SAPHRIS has not been adequately assessed for the long term treatment of patients with Bipolar 1
Disorder. It has shown efficacy in the prevention of relapse of manic or mixed episodes when used
as monotherapy or in combination with lithium or sodium valproate for up to 12 weeks. When used as
monotherapy or in combination with lithium or sodium valproate, it is generally recommended that
responding patients be continued beyond the acute response. If SAPHRIS is used for extended periods
in Bipolar 1 Disorder, the long—term risks and benefits of the drug for the individual patient should
be periodically re-evaluated
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8.1 Pregnancy

Risk Summary
Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at
risk for extrapyramidal and/or withdrawal symptoms. Studies have not been conducted with
SAPHRIS in pregnant women. There are no available human data informing the
drug—associated risk. The background risk of major birth defects and miscarriage for
the indicated populations are unknown. However, the background risk in the U.S. general
population of major birth defects is 2-4% and of miscarriage is 15-20% of clinically
recognized pregnancies. No teratogenicity was observed in animal reproduction studies
with intravenous administration of asenapine to rats and rabbits during organogenesis
at doses 0.7 and 0.4 times, respectively, the maximum recommended human dose (MRHD) of
10mg sublingually twice daily. In a pre—and post—natal study in rats, intravenous
administration of asenapine at doses up to 0.7 times the MRHD produced increases in
post—implantation loss and early pup deaths, and decreases in subsequent pup survival
and weight gain [see Data]. Advise pregnant women of the potential risk to a fetus

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 who 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
In animal studies, asenapine increased post—implantation loss and decreased pup weight
and survival at doses similar to or less than recommended clinical doses. In these studies
there was no increase in the incidence of structural abnormalities caused by asenapine
Asenapine was not teratogenic in reproduction studies in rats and rabbits at intravenous
doses up to 1. 5mg/kg in rats and 0. 44mg/kg in rabbits administered during organogenesis.
These doses are 0. 7 and 0. 4 times, respectively, the maximum recommended human dose (MRHD)
of 10mg twice daily given sublingually on a mg/m® basis. Plasma levels of asenapine were
measured in the rabbit study, and the area under the curve (AUC) at the highest dose
tested was 2 times that in humans receiving the MRHD.
In a study in which rats were treated from day 6 of gestation through day 21 postpartum
with intravenous doses of asenapine of 0.3, 0.9, and 1.5mg/kg/day (0.15, 0.4, and 0.7
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times the MRHD of 10mg twice daily given sublingually on a mg/m® basis), increases in
post—implantation loss and early pup deaths were seen at all doses, and decreases in
subsequent pup survival and weight gain were seen at the two higher doses. A
cross—fostering study indicated that the decreases in pup survival were largely due to
prenatal drug effects. Increases in post—implantation loss and decreases in pup weight
and survival were also seen when pregnant rats were dosed orally with asenapine

8.2 Lactation

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

(2017 4E 2 A W 5)

F—X S Y T7D45%E . (An Australian categorisation of risk of drug use in pregnhancy)
C (2021 4F 4 A 15 AL
Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible. Accompanying texts should be consulted for further
details.
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§ Pediatric Use
7{?10?2?;%) Safety and efficacy of SAPHRIS in pediatric patients below the age of 10 years

of age have not been evaluated

Paediatric population

A pharmacokinetic study and a short term efficacy and safety study were
performed in a paediatric population (ages 10-17 years) with manic or mixed
episodes associated with bipolar 1 disorder. Long term safety in this
population was explored in a 50-week, open—label, uncontrolled extension
study. Currently available data are described in sections 4.8, 5.1 and 5.2
but no recommendation on a posology can be made.

FE[E D SmPC
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