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b\ik\m%ﬁ%ﬁﬁ%&Tﬁffymﬁ¢%§&®W%%m%%mto4&m152Eﬁ@
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S 2.5 18 0. 144 0.76 0. 967

25516 | 0.3mg. 1 H 2[a] 1 3.5 21 0. 281 1.0 2.45
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4 2.0 11 0.210 1.0 1.92

5 2.0 40 0. 387 0.75 2.30
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4 3.3 68 1.02 4.0 8.07

5 3.5 68 5.32 1.5 23.7

6 5.9 91 3.88 1.5 30.9

A © 3.9 79 3.63 2.0 22. 4
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Q) AERIGIERHER
MM ER e L
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EEC-3EE:D) AR TE A LTERE ST S 7 B B ng e N1 0mg T FEED 1 H 2B 5 DO FH %)
P&, 7T REXRE LT, B - BEIEEREEG R )JE (Positive and Negative Syndrome
Scale;PANSS) AFtA T DR—A T A inbDOELEE FAWVCRHET 5,

RBRT A v | BEILE, 2R, 7 ¥ b, IR WATHE, CEERIE

BSES SUEREMS A AIRE LS h, =Y — M2 HUNOBE

FARRPULEE | 1. FEDUSREOFR DY 207% LA L6575 ATl

2. FIEBUSFEORARRAEOREIA, 2488 (295.30) | A% (295.10) | ERiRMY
(295.20) SUXEERIARER (295.90)

3. A V==V THREROR—=RT A 2BV T, PANSSERFA 7 360400 E

4, AN —= U TR R RN —Z T 1 AZBUNT, PANSSH 7 2 A — LB MERE IR R EES
HE (B, MEoRARE, RICLB1TE, FRME, FRl BER 056,
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(1) PANSSH 7" R - — /L ETAM : PANSSH 7" A 47— b (BBMEREIR REE, FEPEREIR R, A
MIRELREE) DO_—R T A b OE{LRE KL OPANSS Marder [ (BMEAEIR . FEPESE
W BEBMEE, BEWE, K2/ D D) ORX—RAT A UnbOE{bE

(2)PANSS L AR o & —R

(3)CGI : CGI-SKk XClinical Global Impressions — global improvement (CGI-I)

Wl ik

B

- EZERHIIE H O EfFAT : Day42 TOPANSSEFHA AT D= T A L nb DELEIZ O
. Analysis of Covariance (ANCOVA) EF /WIZ L BT &a1T 72, BT LONMEREE
ZPANSSERIA AT DR—R T A L OF b L L, RERE, HIREZAER, ~—X 7
A DOPANSSEEF A a7 4B L Lz, % - Kl — % ILast Observation Carried
Forward (LOCF) %W CHisze L7,

- FEEIANIE B Ol R R RENT © 258 OMixed Model Analysis Using Repeated Measures

(MMRM) - DfEHT & RS04 2 FEh L 7=,

- BIREHT S B QAT

- Day42 TOPANSSY 7 A 77— L Je ORPANSS MarderKl D _— R T A4 b OEL &%
ANCOVATE /LT L 0 fifthr L7z,

- Day42 COPANSS L AR ¥ —FR%E | Hilihi % %K+ & LCochran Mantel-Haenszellf
ENZ &V LT,

~ Day42 TOCGI-S L UNCCI-TZAEZ L IZEH L7,

et

CRAEVERMREAT  RTEIEIN, BMI, SERSMEIEIR, HbAle, ZEREREMPE, £ RV RO
077 FADOWTERRFEE R LT,

- EDOMDLEVERENT - BEFG, FEFHRET L, N1 284 (IFE, IREE) |
RE, JGHH, OEXPTR, FRARE (MR FIRE, MRA LRI, JRFRE) . DIEPSS
KOG S—F 2 Y RIEOE IOV TERNRFHEZ R L, FIRFEHRERT RIL—E
L7, AEFERIIICHERREIAZESE QD AZER (Medical Dictionary for Regulatory
Activities/J;MedDRA/J) ver. 17. 0% FWVCHEARE X, #a B BIKSERI, TR K OB
MRITE LD,

it

FEEHIAE H

M O A JCIE R CE MR I 5252501, B AR ANBRE2T3F &2 5Te) (2F0
T IKFHIERIC 31T DPANSSBEF 2 a7 O — 2 T A s DL RIZFEV -4, MV
3D EFY Thol-, AK|Smgf 5EEK M10ngHE 5HEOWTNOEETE . PANSSEEF A =
TIEHR=AT A U NHHED L, ZOEEITT 7 B REER LB L THEICKRE o
77

£V-4. PANSSEE R 27 ORMEEEATOR—RF 1 VA SOELE
R PANSS&EF A =7 R=25 (| TTERREE DR
GHIEBIE) [ =251+ | RfFHIR | 225 OZ{LE [ BROFRE | pfE
??£;4E{§ 94.51+17. 2693, 38+25.30 | ~1. 13+19. 36
??fgzgf 94,2318, 06| 81. 84226, 10| -12.39£18.93 [ s 2 67| <0- 0001
%ﬁﬁiﬁ;ﬁg 928317, 42|78 6025, 01 |-14.23+20.45 _ 2% 1<0.0001
Mean=S. D.

a) BEREROHIREZRF, N—R T A Aia BT E Lot e 7 Mci-5<

b) AFIFE—7FEREE [95%IEHH XK ]
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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,




KV-5. AEFZRUBIERADOREX

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;ggﬁokﬁ%%ﬁ%@%ﬁ 40 | 23.0 | 28 | 16.0 | 31 17.1 | 59 | 16.6
fg{;?‘ﬁo CHIfEHE SR L 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

[ B () 25 TURA = ke sl (B AR, A8 R OVE[E : P06125 akliR) - 17

TEHW

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

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. JBBREME (OH) ERIC XY, KIRBRONKFEOBRA 3% 1) =%, ABBROME
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. AT HP061247RER DDay 42 DATHRMR A 2385t . SUFIEBRHIRI TR %2 TE L C
WA B

3. N—=R T A UWERT, FURBMIRIE, §1O O, [NLEK, FiCAMARE, /7
SUFFUHE—EHER, B g —r ATU—F (B4 IFUFRFY VYY) R
PR UAEFEROHIHA], FEHEIROIWRIROT- O DB RO 555217 T\ D BE

4, HOHD WM AZES T D LA-> 2EltEnd 5 L IEREE () ERiVH
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&wwméwmﬁ&ﬁbt(7?%EVWNM
B o ATEBRCT T B ARRECEID T bR X, 7R E T L LA 2
&5Lt(77tﬁ77ﬁft/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~b2 B GEEMH - 1HEW)
FTRTOWHRFITIL, ZEHER IR THRICEID M b7 BT B2 & T hEbng
iT1omgZ B L L, DLT oo 2 w I ugy mn\iﬁﬁgfnm@&ﬁbto
- HWE  ARELRSTIERZ L ES T ILER S H5E
- R AEFGOARE L, AEMCHERD D 5E

TR TR - 520
KA TR ’* :ﬁ%&-ﬁ%@‘ FEEbR - YR
1~238 B 3~63 A 7~523 B
ot - - -
5/10mghE
j;:fgyﬁ F5uR/IR2E 7 A/ A2E ;;i;é
TR | etk
CHEREG LR SNHEERMICEROH D21 REHN, AEEH, BML, SRS B
HbAlc, ZEERFMPE, A AV >, TuF 7 F v FERZHNRETR, A XAV A
(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
VAV URORNT 0T I F OB EE R

- DD EVERRYT

- BEFES, SERFHBEFTR., 2034 (IWEKXOIRMEE) . (KE, EH.
DERPTR, WERE (MEFORE, MiRElFORE L OJRMBE) . DIEPSSK
DPS—F 2V RO 2 T35

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

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

ver. 17. 1AW Ca— kT35

BE

S SEAT T DPO6124RBR A KT L, AIRBRICBAT LT BRE OB R OFii 2 7HM 3 5., 1T
T 25P06124 RERKE T HEFDOPANSS A EF M 3P06124 FRERDN— 2T A 93 530% LA I8
DU TR & 30 % AT O HRBR A (2 TR 5

CERKIEBEBROR—AT A U HRHEHEN RGN D ETOHHM %, Kaplan-Meier
(product-limit) ¥ECHEHTT D

- R ERECOHMMOTRMEAHEE L, B5%EEXME & HITRT

~ BRHERHC R LR R (%) &2RT

- F DM DG NEMAT : PANSS A EF & 227 PANSSH 7" 2 77— L JL TORPANSS Marder R0
NR—=2F A U NEHDOE LR, PANSSL AR & —  CGI-SK NCGI-1 & fEMT4 %




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%)

[E AR B3 535 (P06238 #ER) W - 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
#
(3) N=2F A D1y AULHINL, ~NaXY F— 15 18ng/H (7 mL7r~
T UHEIOmg/H) BB B ETIHEL TV HEHE
4) 1RFERIUME O A RTRERSE
WDFIEDNTIINTHEY T D EBE
(a) P L2 EERFIBMREOREREN/  nLTn~ Y VA
600mg/H (NEXY F— L #a%12mg/H) LLEICAHY 3 2 B CT4EMLL ED
TEREZZT, WIS S A ERIER OB 72
(b) R—=AZ A VEIIZAMLUNIZZ e FE U ZREL TV D
(B) R—=RAF AT, Gl « 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 ORI S HE TR R (295.70) | HEE KFMERRRE S (295.40) DEBEE

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

AR LERK, AIEHER  51ER
[ 7 FH QeI
LI [ 513

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

K UGER= GEUILCE+ h SRR UGS JERIE




2) AREHLELTRETFTENDRERIFERL-HAE - HBROME
HRERAAT - R ) A 7 EHE I 2 RED b, WUNCERT 5 Z L

(7 ZDith

FEMEIE R D MEES 20 M A JCHRIE R &t G & L= R 538k (A7501014 388R) 'V 19 (WgEsh T — )
R P E IR N E B IR A IIERE IS LT 7' vy (5 X 10mgl H 2 B A& & : 5-10mg
LH2ME) XFAZ7 e 5-20mg 1 A 1[EI% 652 &S L, ARG L7, #4552
BT AREMEEIREEG R B (Negative Symptoms Assessment: NSA) et AT DOR—R T A
O OEbE (/b 3 FHE AR E) (X, 7 &) B 5-10mg 1 B 2 [FIFET-15.841. 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
MIRET-9.6+0.68, T HF L 520mg 1 A 1[EFET-7.550.58 ThH o7,

52 MOBEHMICH N T T ®F L 5-10mg 1 H 2 [AIFET 82.4% (10 4/854) . &7 P
> 5-20mgl A 1 [EH#FET 90. 9% (10044 /110 4) OB E I HEELNRE LT-, 7 F " 5-10mg
1 H 2 BIFECHRELEN 10% U ETh oA EFRIL, ARG, IR, AEEN, A2 ThoT,
FEBLEDN 5% LA, 10% K72 > 7 AHEFRIX, 3., RERD., 7007 TR, FEED
FU, BT, mIHEES, M R Y AN, BREYE, DNz, L Th o7,

752 R RHEREBRBS 1L EER (A7501012 3ER) O 1D (WEHNT — X)
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 2ENCTHEEG L, HRBIIERNRICHOWTEM 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) LHEL TV T 5-10mg 1 H 2 BT
13.2% (95% 154X [H : 8.2~18.2) E{XfETH -7,
CHEHRBICE TSN gERED S L, 7 F B 5-10mg 1 H 2 [EIEET 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,

,22,



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, BHOEBEFRLEEZRT 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, DAB Y URFEROBZEER~OBFMETR N, 7T EANIIN S OZEMITH L
C in vitro THEMUVER /R L1228, in vivo T 5-HT, ZBMRICHK L CHIBIER 26425 2 & n
FRENT, ZhOOREEICKHT SIEMR, 7Y OEEAEIET L E X bND,

(2) B & F= 11T 2R BRAUAE
D) BREZARICST DM (in vitro) ¥
B REAEREGHABRT, 7T BT RN D, Dy Dy D EARICK LTI CREG L, BLE
EHC KifE) 25 InM FBREOBMMEZ R LTz, ¥ b= ZRKIEDEIRNY 7 % A 7125 LTl
<HEA L. B b= 5HT,,  5-HTy 5-HT,e, 5-HT,, 5-HT, 244 & OBFIMEIT B8 2k
KO b@ED»oTe, TRUVT U Va, an. @y a SAERISK L CE InM BRE OB EZ R L

Too BEAZ I H H S BRITITE oM FREE DB R LT22s, DA U 52K & o
TR o 72, B b R OB OZ R RKERERBR CIL T &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

BT FAME (n23) a:n=2

,2 3,



2) PURBHRIR R
OFfEEBRERGIHIER (F > b) 1
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

—O— A%

25 - —+ 0.05mg/kg
—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 )

QEBEITLEMFIER (v AKOT 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=,

@7 L L 2milkEEWREER (7 v k) ¥
TS LD 0.001, 0.003, 0.01, 0.03 0. Img/kg (FZ F#&5) T, 7RE/LE ZDFHHE
T 57 LoV AR EIC KT T AL RG LT-, 72 E L, 0.03 KO0, Img/kg D H &
TT LV AMGIES 2 A EI8GE L,

704 O ('V.Y:W
> M Apo 0.5 mg’kg
60-| - #
7
L
QTR
% -
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,



) JBA PR R (R LV 1 5

(7w b)

TEFELD0.05, 0.10 0. 20mg/kg (2 F#5) T, 7 v FOMNBEIRICE T D K82
VIR A~DRE L WUNETEEA W CHIE Lz, TRV RoHETH., NAIET
SHRTRE., IAsEE, BMAERICE W T, RS ViR Z NS g 9,

A

WER R T
( () THFLENMLVAIN—).)

HIENE NG Tt A
( () E/EF2ENUAAN—))

F7-. BUNBHTEEZ AR o

300 -

200

100

0

-# 0.2mg/kg
-o-0.1mg/kg
-+ 0.05mg/kg
-o- B

mPFC

0 30 60 90 120 150 180 210

el (93)
STR -# 0.2mg/kg
-o-0.1mg/kg
-0~ 0.05mg/kg

-o- A

0 30 60 90 120 150 180 210
FefE (5)

B

IESE NG it A
( () EMF2ENUANN—)

w

o

o
1

N

o

o
1

100 1

- 0.2mg/kg
-o-0.1mg/kg
-0~ 0.05mg/kg

0
0

30 60 90 120 150 180 210
BERE (53)

BVI-3. 7+ E DTy MR /S VRIS 51

(A) PATERRTAZE  (mPFC)
(B) A% (NAe)

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

P<0. 001 (ZehdiE 53 s 4T)
P<0. 001 (oo sy Ao i)

HERTIZ, 7T (0.01~0.5mg/kg. ZF&ELE) Ickv.,

F v F ORNRIFTEERTRE R OB BT, R VIFREICINZ T/ A7 RLF U it ic 7
TFa ) CEMEOBMAHR SN Y,

1R

HERE~ D R
Od-Tvr 7 x=H#
A&7 743

J

VOHEREREIZLY

il

VRFEWER R R E IR AER (T b)WY
MEICBWTHEEZ 6 LT v hORH

HREEEET T VIZBWT, 7By (0.075mg/kg, T 5) 13, EMLKISOEEEA
BlZHEm L7,

,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 x A7 ) VUSRS R E T A EH () Y
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)

,26,



5) O ORRBIC T 2 (T v ) 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 b LA/

—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
1) el hH Y
AARNEREBRAN BT BB bng ZHEIE NG L2 &L & 07 ) v 03y ERE RS
T A—HER-1 1R LT,

RVI-1. BRANBERBEABEICET2EEETRERFOTEFELD
EYEBREREFER/NF A —4

i | A Toa” Coe T AUC, ..
(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) K

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—=HEXVI-1 L OFRVI-2 12”5 L2, 7E2FE 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(6H)
—o— 10mg( 5 #l)
CTF1i + BEHEfR 72)
M ¢
4e
+
_j__ 4 <‘SJ\~I —
¥
P4
i
-0} I
M—— R — e |
t Y
0 ' ' ' ' : ‘
0 4 8 12 16 Al 24
IRE ] (hr)

HVI-1. BAANBEAEABHICE TS 1 H 2 ARESETREFOEEIKE
CEFTHMBEHRT7 LT EVRERE (REEZEER)

,28,



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

BRE- HAED
D) BFEORE

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 RS K OSSR BN )N T A — 2 2 RIVI-2 K ORVI-3 1R LT, SEYEhRE 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—%)

W LTz (RVI-4)

* 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 HOKDFRED  SNEANT—H)
SMENBEEER A BPEIC 7B ¥ 10mg 2 1 H 1A 7 HERIEE TG L & & OREEGRIC,
B 52 3%, 5 th. 10 3 KON 30 3 RICKZEBIILIZ & 207 v O TR EHRE &
OSEMENRE 2R T A —F B [ZVI-3 L OHREVI-5 (2R LTz, #6510 5%ICKEBR L L &
%, #5530 D RICKEEBIR LI & & LN TEYBEIRBICERBIIRD oo, —JF, &5
50T 2 DRI AKEEBIR LI & X1, &5 30 0BICKEERLI-E L TT B Y
VD AUC, , * DEINZEIL10% L TN 19%K T L7z (RVI-6) .
% o (TR
(ng/ml.) —o— 125304 # 8K (n=20)
—— 525 % 8K (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-IR)
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

3) PEHSE D2
MVIL 7. FHEAEH ) OHESR
TNARFHI QEAT—%) @
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-1. NEARRBEABEICE T S57 T E-TLURTY 2 O ORYMEEERRR
TOmMEGT7 T ELDENEFE/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)

RaxtFr GHEAT—%)
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. NEABRBRABEIZETE7EFE -NOFtF o ORYBHAEERRER
TOmMEFT7 T ELDENEFE/NT A —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 )
AI7T7Iy QMEAT—%) 2
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,
VATV UMEAT—%) 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,



NN BE Y GMEAT—%)
R AT EF ' (Bmg, HEIFET) & CYP3AL FHEEMAHTH A~ E L (400mg,
1 H2EA) Z0HKEL-EE, TEFTELDC, MNAUC, 57 & T &7 B G o
L H1T 16%IE T LT,
VT afg GMEANT—%) 2
HEER AT (bmg, HEIET) & UCTHHEERALZFE T 07 2 (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) %
FVI-9 (2R LTz,
FRVI-9. HRREEH
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 b5mng 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)
fEEERLA 5 Bl 7 BT ¥ 0.5mg % 30~60 432> CHEFARNER S Lz & & O5MARIT 1731
+178L (R EAEFAE) Th-o 7,

(6) ZDith
MM ER e L

. B&ER ((REaL—T3ay) @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,
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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 B bmg F FRGREOMEGIANA AT XA T E Y T 413 34.8% Th o7,
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~ [UCl-7 ' F % 0.074mg/kg HEI R OEFIRNE G L7 BRICB 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 & CHEFEIRN# 5
L. 15005 24 BRI L R OUME (B n=3) ZERI L7z, 23T v b~ HEIFFIRN
B 54% . BRI NI RIS S 4, I OBSRBIT R G- 4 FEE% £ TidmEicie
RTEWVMETH 7203, &5 7 RePABRILmEE & RS E 72132 LT CThoTe, it RO
HEEEEHERS N DB L7 AUC 1ZFNFH 2.03 KX 1.44u g hr/g TH Y, MBI~
TR LS fEmEmnoTe, 77y RN LRI A HEREORKREIT/NES < (0. 144 u g FHY & H#E
iE) . 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 OINEREIE (CSF) T 7T 0 KO N-Jil A F /UK RS % 54 L 7=,

TR F O TERE%ICIE, T EU RO NMLA F VRO CSF EE (150 1 g/kg 5T
0.0874 J2T* 0. 0635ng/mL) (&, RO MIEF 7 & F B RO N-fii A FAAKRRE (0. 229 &
N 0. 153ng/mL) L0 ROoRENoT-, ZAULT BFE U KO A FAARIZMSE /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) MIFEPIESE
TeFErOe M, b b o I-EEVEREE RE (AAG: 0. T5mg/mL) KOk MfiE 7 /L7 X (HSA :
40mg/mL) 23T DFEAIL. FALEI 97.3%., T7.0% K&K 53.9% CTh o7 CEMrZErik : 1~
500ng/mL) (in vitro) .

. K

() X B BB L B A EBHERR
TS ATAFICRE SN, FORBRIBIIN-Z V7 a RS N-iA F b, N-Jii A F v
{BEDININEANT NI v AR GIRD R, NI A F L 6% O N-7 L v b, 11-KBER{k & %
DHOKA. 10-KERIL L T D% OIWE, N-iRL, KOZFOMOKERL EHE S,

1-KEEEDORE &
(X=FlE L7/ N7 o V) |N27»7uymmﬁmu5mw
| a

| N-R{L |

KAEAL R OF
TO®ROEE

NBEA FIN-H AT A
Iy EEREE (2.7%)

Mg b Ho
HO B
0 \= CYP1A2ICYP3A4

(Major) (Minor)

[ N 4 7 14 (4.0%)

ld N-f A F I
N-HL I

1A fE- \
NA FAEONE

. o—( c
X=7N7a ) N\ 11-7KEE{L-N- ‘ : \ 7/
’ g ',‘-H a ﬂ;ﬁf’}"llvﬁi H' («H
LA T .
=/ "0

e O o~ ) o
ef
HO # H N e— &
| Pan
i SN
10, 11-K 8L H HO [,
N-fi 2 F 4k 11-7K B {k- KEg1k-
N A F L d) 3 N-E A F L
- N-RA I K o | N-RA I
“ (1.8%) (2.3%)

10, 11-7kEg{k
N-B A F &k
(X=Hifg, ZN7 o BT
AFNIA)

HVI-4. 7+ E DL MBI TR
a:N=-Z 7 e s, b N-AFA, c: BANREAL AT A7 v o f@Biad, d: N-RAIfb, e 11-
KEEAL KR OV D% OKE, £ 10-KBIER N OB ORE, ¢ N-BE{b, h: KEL (fEE)
[ INOREWITFE SN T RN, PRIRE & LTAERTL2Z RTINS
R4 OB AR LT D v aNOEE (%) (X, 72 OG5 BICkT 23 4 O HEIEl &

_34_



7.

8.

QKB5S SEFR (C(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, kEAHETHS ong % 1 H2BIKEETHEG L L X
® C,, 1% 5.39ng/ml (0.019 umol/L) Th-o7= ( VI 1. (2) 2) KiE#HE ] 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 PR

(2) BEitt =R ) SAEANT— %)
RS [MC] THEFR LT 'y 1omg 2F PG Lo &, 5% 11 HURICRS 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, FENDERZATHEE
BHRERETEE BT 2 KpEE Y ULEAT —%)

BRI R T L O 2 OREOBERERES GEETE) &, 7'y bng & HEE F&E
L7c & 207 vy oM RERHS K MBI ) /N7 A —Z ZXVI-5 K OERVI-10 (2
~ L7,

T, EPERESA T A — X OREMEER AT o2 2 A, TR FE LD AUC,., * 1T EE B
REREEE R, PSR B AR PR A K OV P B R S E CIT B BB IEH & 12X T 1. 03~1. 31
fBTholz (FEVI-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)¢

SEIIE REUEIRZE) | Ty (LR R (/M — B KA
a) n=8, b) n=7, c) n=6, d) WA K OVH L BHEREREE T 1XAUC o6
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

FHRER B 2 e Y UMEAT—%)

T v bmg HEE TR O MY EhRE RN ST A — X
FFRSRE IE 5 35 K OFFHSREFE 2 (Child-Pugh 234H A~C™ ) |27 &) &> bmg % H[a|H F &5
L7c & &7 v v romERREHER K OSEYBIE /N T A —&Z ZXVI-6 K OFEVI-12
R LTe, BMERELA T A — X ORI 21T 72 & 2 A, BHEOIFHERERE &1
(Child-Pugh 3% C) TIXHEREIE W BHREICLERTT BT B D AUC, 3 5. 5 [ R&E o7z
DL BES L <X EE OB EHFRE (Child-Pugh 7% A, B) Tix. IFHREIEFHRE L
Ak CThH o7z (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)

T (RHEFFE) | T 3R (R Ml fE)
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

72 0. 3mg HEE FEGREO Y BRE AT A — X

JIFHERE IE 3 & K OVFE 2 OFRFE O JIFHEREREE 2 (Child—Pugh 43% A~C) 27T £ 0. 3mg %
BRI TG L L & 07 v B v ORWBIESR T A —F 2R VI-14 TR LT,

B IE LN T A —Z ORI Z T o728 24, PEE S U < IXEE O TR A 1t

(Child-Pugh 778 B, C) TIIFHREREETHICHITT BT EL D AUC, S BENEIL 2.2
BERO 2 L fERE DTz, —F, BEONTHREREHRE (Child-Pugh 298 A) Tix. FFHHE
EFEREFETH -7 (FVI-15) |

sk ST T

,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,

BRI 2 EpERE Y GEAT—4)
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)

Haici T 2 Mg 2 GHEANT—2)

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)
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VI. &M (EALOIESF)ICET SHIEHR

1

2

ZENB L ENDEH

TIN TV

EERRNELZNDHEH

2. R (ROBHIZIFERELAENWIE)

2.1 AHNO RS Zx LisBuE OBEERE O & 5 B3

2.2 FHEREOERE [FiEKELZTB(LSE2B8EZ0W1H 5, ]
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2.4 7T RV Y v a2FE5holE (T RLF) 2717 40 7% —0RAEKR, T HBEE
2R HREREE S L < IHMEZHEMCER T 255 %2m<)  [10.1, 13.2 2]

2.5 HEOMHERERESE (Child-Pugh /3% C) OdHDEFH [9.3.1, 16.6.2 ZH]

(g i)

2.1 AEOHRE T —HIZBWCT F 7 4 77X —pITF7 4 77X — 3 v 7 LOSEYREUE

DOEEREWERANPRD N TND, AFNCER SN TV ERSICH L CRBIEZEZZ L2 L0
b D HBETIE, BOBMBUEZE - TRREMAE W E ZEZ BNDID T, 25 DBREITIIAK % &%
HLWZ &, AANCITHIR D OT BT~ LA VBELSNC, TmE LT, EFF .,
D-~r = b —=ANERINTND,

2.2 AANT PRI HIER 235 5 7200 FIERREOBE (TG LG E, RIERELE ST 5B

FNNHDHOT, INHDOEFIIFIAFNEZERS LW &,

2.3 AFNTPHMRINGEIER R H B 7= L B — LR (R o R R HN I F D8R O B2 Rz

b HBEIEEG LGS, S OICHRMREIMEIER SR I BZNRHHDT, Zhb DR
FIZIIAF EZBG L &,

2.4 7 RLF V37 RuvTd U cAEEE o . BRBERORBEH TH Y | AHID o ZAEKBERTEIC X

0 o ZREREIER TS A0, B S ERITRAERDMEAL & 72 0 | IERE TERAEmIh D Z
CICL > THERMERTEZEZTRBENRD D, 7k, Pk 29 5 56 12 [ 3KE - gafE
A E RS AN RS L ERRAESITB T, 77 4 7% — 3B 2 IRREICE D
AREMERH Y R EBNEE LTT FL T U ERERLEL INDLZ LD, BEOAELRR
REDOZAICH S TE B EH FICBWTT RLF U 2T 52813 U A7 E2EE L THEF
KRTELEHWENTZT-D, “ (TF7 4 T —ORARBRIHENT25E6%2KRL) ” 2878
L7z GREBEMICLDUED) o o, PUEMIRIEE 7 LU &R ERHREREEO R ICET 5
B EOEREIZONWT, EEMRE L ~LNRRR D Z LD, PDA IZTHIREMREE 7 KL+
CEARBREEE E OGFREEO T R LT U U ROV TAR SR (2 IS < Gl Th i, Bt
MR EOT RLT U CERERRISE E O RICET A EEA AR T2 FHEE &
SET A Z EnmEy L sz, (VL7 Q) FFHER L Z0HE ] OESM]R)

2.5 A EEGRSH AR C BT, FFHERERE®E S (Child-Pugh 2348 A~C) 17 &)t bmg & HiEFH

THE L& &, BEEOMEEREERE (Child-Pugh 5% C) TIIIFHRRIEFHERICHELTT &
TR D AUC, AN 5.5 fERE Moz, BEL L ITHEE O R EEEE (Child-Pugh 4y
A, B) Tl MFEREEEEARLFRE T2, AAOMPEEN EF L, BEARBROY X
7 INEE D RN & D DT, B DOATEEREREE (Child-Pugh 3% C) D& % BH ITIIAH & &
L2z &, (VL 10.BEDOYREZATHEE] OEBR)

DEXIMRICEET 2FE L TNERA

BIE STV

RZERUVAEICEHEY IR EETDER

REI LTV



5. BEELGEARMIE L TDHEE

8. EELEARMIE

8.1 BeHWIH, FREGRE, HERFIC o RRBAPRGERHERIC K S S ESHEERMERH Hbivd Z &
NHDHOT, BEOWREAZEEICHEZ L, KIEERAD b Ha3sET 5%, @k
WEEITH>Z L, [9.1.1 5]

8.2 RFNOFEEGIZ XY, EMEE-CHEIRIFEOEANS Hbiv, PERFES N7 v F—y A FERA
HEEICELZERHHDOT, AFEGFIL, 0B, 28, 2R, HREOEROEBLUCEE
THLELEHIT, FFICHERE UL OB S 2 WX OERINF 261 5 B8 ik, g o
WEFOBLE L 72179 2 &, [8.4, 9.1.5, 11. 1.6 & ]

8.3 XMBEN D HLILD Z ENH DD T, AAFE X, WA, BOmk, mit, Rk, R,
EikbE s ORMPERICEE T2 & &b, MEFEORESEDOBEEZ H5ciTH) 2 &, [8.4,
11. 1.7 28]

8.4 AFIDOEITEE L, HOHMNLUH ERL 8.2 M1 8.3 DRWEHNERT IBENH L L&, &
FEROZOFFRICHHICEHI L, milER (078, 28, 2R, SRS | IRmEER (b
T, R, Wi, IRk, BUIR, ERERBEES) ICHEEL. 20X RIERDR L b GA
WX, B2 R L, EMoREE2ZT 5L 0mET 528, [8.2,8.3,9.1.5, 11. 1.6,
11. 1.7 2]

8.5 IR&., WEN -£1)) - KHESRENSOKTIFPEZLZENHDDT, AFIEGTORE
I H BN EOEEE G IR 2 O OB EICEFE SR VWL EETDH 2 &,

8.6 AFOFGIZI Y, KEOEE M, W) 2kTLeBHDHOT, AEFELGHIXEED
HBAEBERSBE L, KEOLHNRD SNHAICIE, LG U GEY 2B 21T ) 2
L,

(g #1)

8.1 77 xR (EFRILR G MAHRER) & ORI 55008k (EFRIE R MAH & ke 5
WBR, ENEIFEES RSB ([cB0W T, By ERMEORIER TR b =n, Z4
PEFEAT % G245 557 TR, FR@EhE s F 0 29 il (5.2%) | MEILE 2 1 (0.4%) . &k 1 6] (0.2%)
DOEIWERABRHSE SN TWD,
ERADBERRBRICBNT . AFOT FLF U v o, ZREEMERICERT 5 LE2 5N L)
PEOFE O, HBIR, BRI EESZEOAEFEENRD LN TEY | hoPiEMBEE THLRIT S Z LR
MHENTWD, EHL HA, DEWEORMITIERNAH 5O GA I E T IR, EHY)
RAEETH L,

8.2 77 Rkt IR (EFRILRI G MAHRER) K ORI 5508k (EFRIE R A & ke 5
B, EWNE IR GRE) (28T, Ryt f 557 fit, it~ K o B 2 4

(0.4%) | MHA AU HIM2 B (0.4%) . 7V a~t a2 f) (0.4%) . FERE
LB (0.2%) . @A AV e 1B (0.2%) | A 2 U U 161 (0.2%) OTfihEEE R
HEEOIFEERBIEHNRE SN TS,

AEOTIRE T — X IZB W T, FERFESREEEEE, 7 F 7 v F—Y A BERFBEES b7 v
R— R EOMFERE R ICBET 2 \EERANERANRD 5N TEHY | tMoOPUEMHIE TH RBET
LT ERIMBNTWA,

AFTE I, R, 28, LR, BIREOEROFBBUCER U, FRTHERF LE OBEEED
HDIBE, BDVITHERFOZIERE, SifbE, RS OB RE OEKRIK -2 F9 5 BE CIXIEE
WG L, MAEEOREEOBIEEZ +3I12(TH 2 &,

8.3 77 A IULEGAER (EEEL RIS MAHRER) & ORI 550k (EFRIEFR S M R ki 5
AER, ENBIFEERR SRR ([CBW T, RIEORITERIZED SR o728, AHMEO TR
BT —Z BV TEEREMPHENRD LN TEY, thoTREMRECTCLREATIZ LA mbR
TW5,

KIMAEA B oD Z NS DD T, AFIBGF 1T, B, BEm, mif, Rk, SR, 55
P E L DR MPEERICIER T 5 & & bic, MBHEORESE OB L2 /012475 Z &,

8.4 AANBEHAZ X A b, BERIFIES b7 3 B— R BERIE P HE S AR BE o0 FE B 2 B3

R 570, BEKRZOFBFICR L, @R (08, 28, 2R, SRS XK FEE
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W WA, R, miF. IRk, IR, EEbEES) CHEE L. 2oL RIERDRH Hbhi
LEik, BEbiciGEahl L, EBRIOZEEZZT 5 L9, 8552 L,

8.5 77 &Rt R LLEER (RS 25 MAEGER) [ OV G-t (1 B3k [R5 T AH & ke & -
AR, ENFIAEES#GRE) (BT, eIt ge6 557 B, fEIR 72 #1] (12.9%) .
B 17T 61 (3.1%) DORIEADHRE SN TWD,
ENAOEERRBOFER D & ARFIP 512 X 2 EIR & OEFF O BIERRBLO ATREMEIX S E T &
RN, MMOPUREMFRIE & RIS E Lz,

ARG O BEF I, BB BEOEIRE R A M O MR OBIEICEF IR VWL 2 EETH 2 L,

8.6 77 &Rt RLLEGEER (I BSILA 25 MAEERER) & OV G-atB ([ BRIk (R 55 AR & ke % -
ARBR, [EIN S AR R 5-38088) 128 T, ZaMEMHT x84 557 Bl (R M 35 1] (6. 3%) .
RERD 6 41 (1.1%) OIFEERREANHRE SN TND,

AFNOFHIZ X0, REOEE) M, W) 2kT2n1H0, KEHENNS L bIZHAIC
VEMHBERE B OFHUC L DRERIFPIE DY 27 b E 2 6N 5720, AAIESG IR EOHERS &
HEESBE L, KEOZIHNRD ONHEICIE, KBS U CGHEZRAEEZITI 2 &,

6. BFENERZATHEEICET I IE
() EBHE - BERZEOHIESE

9.1 AHHE - BEEZEDHLEH

9.1.1 i - MEKRE, HOEEE, BEOEXIEICASOBREEOHDESE
MERETRHELNDZ END D, [8.1 5]

9.1.2 TALAZEDESHERERIINLDBEEOH S EE
FEFEEAZIR T I BENNH D,

9.1.3 FEIROEEERDH D BEXITERE 0T ERERBEOERE
WTIEERD LN BENEH D, [10.2 ]

9.1.4 BREHOBERVBRSEELET SEF
BE&E., BRERRZH 0D ERH D,

9.1.5 ERBEXIIZTDHEEENHSEE. HIHWIHRFORKERE., S, EHEEFDOHERRE

DEREFEETHEE
(8.2, 8.4, 11.1.6 /]

9.1.6 RA—F U VY URXIFILE—/IMARIBAED H D EE
HEMEMERE (Syndrome malin) R Z VL9 < 725, F7o. $ERABEROE[ITINZ T,
PEEL, B LV OIRTF, BB A2 ) R A R EEOIERP BT 28 2hnd 5, [11.1.1
2]

9.1.7 FENIREE. REABAR. B, BKKEBEOEKREFZETLHIESE
[11.1.10 B/#]

(fig )

9. 1.1 77 RIS (ERSILEF AR & ORI G R  (E R ILE 5 A Sk
foe e H-aR | [ PN R BB TR 4% 5-5080) 1T 38 C L2 AT kF 5451 557 4l ARCiin = 2 451 (0. 4%)
DOIFBEERBEAPRE SN TWD AFIOT RLF U v o, ZREENERICERT S L& 2
ONAHIERMENRD Hbid 2 ENRNHDHD T, MOFREHRHIR & [RFEICERE LT,

9. 1.2 77 Rx REERER (EERILFEFHIAERER) & OESBERER ([E IR 5 T ik
foe 4% AR BR | [E PN A AR S 3% 5-58BR) 12 8\ C L 2 MR ek 82451 557 (i) &4 3 4511 (0. 5%)
DOIEEEREWEANHE N TWE, AEOTRE T — X 1B\ CREEO EE e IERA N
RBOLNTND Z EnD, tMOPUEMRE & FERICRE LT,

9. 1.3 77 RxREERER (EEEILFESIAERER) &k OREHEERER ([EE I F 5 R ik
e 5B . ENE I E S 53ER) 1CB\ T, 2R erg 6] 557 filr, LER QT 4E
E 161 (0.2%) OIFHEERBIEMNIHRE SN TN D,

S [ i R SR B BR 2 8\ L AANE QT MRS ICHRT L CRREDIEREERE2H 425 Z LR anT
WD Z LD tOBUREIEIE & [FERICERE LT,

9. 1.4 775 REERER (EEEILFESIAERER) &k OESBGRRR  ([EE I F 5 R ik

e 5B, ENFEIMEELIRSRER) 2B\, e ch4F 557 Flth, H&%&UE 2 #i
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(0.4%) . BRBEZ 161 (0.2%) ORWEH REINLTND,
ENADORFRRER O R, AFEEICEDHZY 27 ODERITRDLNRP>Teb DD, D
PURMIRIE L [AERIC AR Y 27 ORBLEZ S E TERWZORE Lz,

9.1.5 IVII.5. BEAFEAMEE L Z OB ] KOV 8. (1) BERAFBEM L ISHHER] DHEBMH,

9.1.6 77 AR RIEEER (ERSILEZE IAERER) K ORGSR ([ERS IR 2 A R Ik
el 53R, [ENS I EY B GRER) (BT, MM R5] 557 filth, T VT 47
B (8. 4%) | BEIRSMHEREE 35 41 (6. 3%) | =L 16 B (2.9%) . /S—F V=X L 7H] (1.3%) |
CAR=T 58] (0.9%) . PAXIIT 46 (0.7%) . HITREEE 2 F] (0.4%) | #imfE 2 F
(0.4%) . B AZTXTT 16 (0.2%) . BMEREGERE 1 F] 0.2%) ORHWERAHE S
nTW5b,
AANT R 32 2 D, ZBRICHESBFMEZ R4 2 & D D, RIS GUVER IR 3 2 SRS 1
BEESOREANPEZ VLT K RDAMREENRSH D Z LD, ORI & RRICRE L,
N—F Y R T L B/ MERIERAE D & B B X, MRS E 2 0 o9 R0 #EHA
SREEIEIR DEEACIZIN 2 T, $5EL. B L~V OIRT, 8568 2 1 5 (RO R EEORER DN FE BT
LBENDDH D,

9. 1.7 PSR EICILAOFEEFHTH 5,
ENIZB W TR TOHUREMEIE A XTSI, MiZERRE, FRMARIE % o M2 SEFE O RIE R B
W% b SR ERROLEMIZ OV TREIP TON IR E LT, £ CoHMREKIC IR
DYART EINTWAD,
77 A REREGEAER (EFR LRSS MAHRER) K ORI G35 (2 BRIL R 26 AR & ik 1
H3Br, ENSIHEER SRR CrimiEe - mREREORIWERIXRD LR 203,
SEOTH LT — Z 2B\ C%ER: - mARAERE O \EE ZRRER A HE ST b,
AH 2 & HURE AR IC BT, FRIRIMARE OERIA 7 CRERREE, BHIEUE, B, Bk
%) AT 0BFICRET LA, HolcEETLH &, (VLS. () ERARRIEM L
WIHER ] OHESR)

(2) BHsaelEERE
REI LTV

Q) FFrElEERE

9.3 FripclEE2E

9.3.1 EEDMIF#EEIEE (Child-Pugh 7%8C) MHIEH
BehLenwz b, mMPRENEFTLIZ2ERHDH, [2.5, 16.6.2 ]

9.3.2 hEEDIFHLEEES (Child-Pugh 9%EB) OHHEE
MHREN ERT A BENNH B, [16.6.2 ]

(g #1)

[VIL 10. fsE OB ZE AT HBE) OHEBH)

9.3.1. AERKEPREBRICIBNT, TEFE L bmg # HEE FE L L X BEOIFMEERE
FHE (Child-Pugh 233 C) CIIMFHERE EH F TR TT 2 FE L D AUC,_ 2 5.5 fF R & Do 72,
L7edio T, HEEOM#RERE (Child-Pugh 58 C) 0 dH 5 BE I, AAlzEE LN &,

9.3.2. AEEREHRBRICIBNT, 7HEFE 0. 3ng ZHEE FEEL L L X, PEEOTHLE
P EHHE (Child-Pugh 23%H B) TIIAFREREEH E TR TT BT D AUC, 28 2. 2 fF K& M
STe 77, MEOTEERER (Child-Pugh % A) TIIAFSREIEERE L FEETH - 7=,
WA FE O PR RERE 2 (Child-Pugh 233 B) D & % B ICARK 2 # 59 2 BRIid, P RE» L5
TLHBENRD D,

MAKNIOERENT L BHAREIZTEFE L & LT 5ng XiT 10mg THh 5,

b ETEREZ=H T 5F
B STV
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)
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BHINTWDLEGAIL, FraRIcmisliED, GIR, MFplkEE, Rk, HREIET., SMMEED
Bl LI RS ER MR N & S o7z & OWENH D DT, G ITER L WD A R0 H 5
I, TRIE EOFRENERMEE ERD SR SN A GEICOREETH L,

(6) =217

9.6 =FLim
AR EOF RS ORAREOFEMEZBE L, RAOMK TP IE2RFT25Z L, B
KB (7 v b)) THHTICBITT D2 Z ERMmEShTng ¥,
(g &)
b MZBT AT ~OARADOBATIIRATH 525, 7 v b TIEINPITBITT 5 2 & AR
NIeDT, RATOLRMEICK G T 258123, IR EOARIER ORI EOARMELZE L.
AL OME TP I 2 BT 5 2 &,

(DIME

9.7 INRZ

INREEZ G b LT E NG IRERBRIL I L TV 7Ru,
(g #1)
fRHAERE D, B, LR, ShIE 3N 255 & L ENERARREBRITFEmR L T o7, /MR
R D 2 IS LT 7L,

(8) mn&

9.8 E#FE
BEORELZBILE LN OEEICEET S Z L, Eiind O3 ENHERER CIgE & ORI
HHNATWD, [16.6.3 ZH]
(g #i)
RS T — ARSI T LT 2 %< IS KX 2 AFFEEE OIX T3 B L €
WBHHDEEZ T2 E LTz,
RS O RERER CIRE EOHMNRBO LN TNDH DT, BEDRELZBEZ LN HEEIC
BETHZE, (IVL10. FFEOEFRERH T HHEE ] OHESH)
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7. tHEEH

10. ¥E%EH
RANIIFED IR CYPIA2 OIEE TH D, F7=. AHFIL CYP2D6 #EICHEST S, [16.4
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(fig  #)

FKYMHBEAEMICET 2 EEMEO—B8R & LT, HAEMICEE 9 SRR 00 72 il L7,
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(N HRAESEENEH
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T RUFU LT R F U ARBiME . BEZEBORTEAITEH Y | KEID o ZHRAEEBERIZ X
0 o ZHERTEER SIS, B BIRRTERPSEAL L 720 | MERE TIERASEBEND 2
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CYP1A2 % AT % Al AFNOMFFRENEM L, fEFZHEET | 2D O3ANL CYP1A2 Z[HET
TR I A BEENLRH D, 52 EMHLARFORHPIES
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D E LA Ffk 1, 3, 10, 30, TEBY AR IR % 046 L 7=, N-B A L0
100 zmol/L 10 £ mol/L LA T 90% B0 Mk O Bl (o e
FEMZ LR L7z, 72 BV RO NI A F ViR
130 umol/L LA ECTHRRN D L3 EZIKT
IHT,
UYE KB | 7T ERONBEA | in vitro  |KC1RIERS | 7B RN A F /UKL 3 pmol /L LA L
A Ffk 1, 3, 10, 30 IS THIEH VU 7 2T X I3 L7z,
umol/L
AR FhFxy | TEFECRORN-BLA | in vitro TEBYENL 72T %0, 3 umol/L LLET N-Iii A F LAk
e FIUK 10,03, 0.3, 3 1 3 pmol /L CIRBEAFHGTINER 4 FifE L7,
umol/L
A X THEFEL:0.05 0.1, | EIRA JIiDEEN 7B A RETFR LR OBEME O
0.5 H[A] DEX, OTc MEDER 7R LiZAs, MK ONIHE /7
N-ii 2 F /LA 0.5, 1, 5 (RAERHT | (2B I D> o T2 N A F V81T Bg/kg (28
STARE | WTT B e ERBEOERICNZ TOIHE
ORI ER LIz, 2. THEFEV RN A
FNARITIRAERNC X 0 ST B OV
M DOWFE R LTz,
1, 2.5, 5, 10, 50 % I, FEARAFR 22 DIGHE ) O, BREE 7e ifn KT
Hi[A] DX ROV OBNR B, Zh 5 1% PR ERED
RACBURNT | F2E S O B A7 72 QTc [RIIB DI R % 1>
W BHRG |72, 50mg/kg Tt QRS IS EME L=, $7-.
IRAABRNT & 0 B BRI 7 ST AR L B 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
DAEVTU—FRIEH (7 v )
T FECRIE VT —EERT HEEITRS R/ EELE - Ing/kg, EFEE) | X
UR—=VEDHE VT —FRIERANTEN ST,

2) #ERANESRICHKT T BB (PL)

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 ED 0.05mg/kg LA ETIZZEDHEEZK 50%IK T S8, 2B, BOEIX K
WERATENC T 2 BT A B R Do T,

3) By NEEE~DOFE (T v 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
TN, BRI Sz, FETEERD HIRD - 72 200mg/ke 1%, FEEICI T 5 R RHERE &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 &
TECOBBEEZZ T I OMAER~NOREBICLZbDEEZ 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
DshEHEE (7> h)
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,

D (T by A4 X)

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,

NN (T b A X, v T A 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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DR (BELEY )

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,

5)YeFEME (in vitro)
Balb/c 3T3 =~ U AFHEFEMILZ W= 2 — F T by FEUALRERIZBW T, 7 (AL
FRVEFE 0.013~1000 1 g/mL) (ZHEFMEITRO S 2o Tz,
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WAL/ LA NS ThESng B, WGEERRY
V7 LA NETEE omg B, QRS
V) TR — ER S O K AT S 2 &
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2. BhHE
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3. AEIRETOHITE
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4. W EDFEE

20. Bk EDEE
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7. EFHEEAHE
2009 £ 8 A 13 H (R#NZER S N-E : KE)
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W5e4 BOEIRTE AR | K& EMAENHEAEA B | BOEksReEA A
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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
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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 TS (MR Y — R) O CRR I, 201641 H BIfE, A6l 4 E (FEa kil
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.
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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.
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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 5 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).
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fR5E4,  SAPHRIS
HIE - Bk . 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.
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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
KE DO UsfF S third trimester of pregnancy. These symptoms have varied in severity. Some
(201742 H) 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. bmg/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 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
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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.

A—RXEZ Y T7D%5%E : (An Australian categorisation of risk of drug use in pregnhancy)
C (2024 45 10 A 21 HEA)
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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S YR S Pediatric Use
(2617 4%5 2 H)E' Safety and efficacy of SAPHRIS in pediatric patients below the age of 10 years
of age have not been evaluated.
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