20264 9 HtkET (5 6 i)
*20264F 3 HET (58 5 W)

BTE - EIRRE
BN : 34

14
BEEERROEES
871179
Hirs Al ARES BR5TRAME
_ o §t 2mg | 23100AMX00136] 2019%F 6
LESR IS E= § 4mg | 23100AMX00137| 2019% 6 A
JOF vty ViR §i8mg | 23100AMX00138| 2010% 6 A

7'0F 12 %2m;"DSEP,
:7JJ:r:Itz!’:Iﬁ‘lmgr[”SETh
207 ,8")2%8ms"DSEP

BLONANSERIN TaBLeTs 'DSEP;

E) ER—EMFEONSTEICLVHERT AL

2. B2 (RDEBHEICIFIES LBV E)

2.1 BEREDEE [FERENSENLT E2BENLIDH S,.]
2.2 NV Y — VERFREAARSE O F MR F 0 58RO 5
BRICH S EE [PREEIEER A ER I N 5,]
237 L FH) veiHEsEHR0oEEZE(TFRLFY V2T
74 7F T —OREHRE. NITERHERICB I 5%
TR D LS IZEERBICHERT 258 2KR<)

[10.1 K]

244 vFaFYV =), KYaFvy—), 33FV—-L
(ROA. OFERAL EHF). 7Vary—I, K
ZATNaAFV =), RYyaF+Jy—), YbrFEL%E
SUEE, YLFEL, TYTFFEL, ZAT VT
LFEIL, TV FLILEL, JEIVRAY Y v 2E&
LHIF, uF 7PN T, B FoTERBEEROR
#1[10.1 2]

2.5 RRD R UBHEDBEERED H 5 B

3. $8RE - IR
3.1 #8m
74 Lkl way Nl
N . o |18 AREARMNY ., RO -,
;;:E;éﬂ7h%th>EFD#?TDEwth—Z\
ESIE 2mg KE#EEL FoFy 7oLt
N o |1ggp va—A, BEEKTIrAB. X
AR F R PSR S SN
$#4mg[DSEP |
4mg
N 18e
Jarrey |28
$e8mglDSEP) |7 7Y~
8mg
3.2 HE DMK
51
T ar | e [ES B
(mm) (mg)
Tarrty v =
$iomg[DSEP)| Tt
65
VAE LD e —)
$#4mg[DSEP |
e 130
(BHRA)
JaFrey v
#E8mg[DSEP ]
3.2 260

4. SHREX [E3h5R
HRERIFIE
5. MEEXFZNRICEHET BiFR

KANZ, JFANE LTI2RM EOBEICHERT 52 &, [9.7
2]

6. BENUHE
WE. RAIIET7TeF o) v e LTlE4mg, 1H2E &%
BOBEGIORBL. RAICHEET S, HFREELTIHS
~l6mg# 2[5 TRBRRORET 5. &b, El. iE
RICKDEEET 55, 1HEF24mgzBAEVnWI &,
WHE. NIk 7ar o) v e LTlER2mg. 1H2E&%
ROLSXOFIBL, RAICHEET S, HFFEELTIHS
~16mg# 2 TABRORET 5, hH. Eih. &
RICKVBEEHBT 25, [HEIXl6mgEBA LW &,

7. BiERUHAZICEET %35

71 MNRICBWTHEET 25581013 LEMM EoEZ H
TITH 2 &, LEMKRMETHEE LBAEDOREEIIHET L
TV, (FRAZBRSDZN,)

72 BAICBWT, 7Tat ) iR RINEISIE] A & AHE|
A0 2 BIEHICIE. REIORE - ARICHE- T 1
dmg. 1H2EIAHBBFORESLOFBL. HrICEET S
&, REIDSTOF Y URERIRINEISIEIALY) D &
ZBBEIIE. ROBETFERINT D EZRETH S
B, BEOREZ BRI S L. WOBXICELT
X, Tad vy VB TRINEIEIE] o[ 5 ERE  01E %
SEICHBZERT AL, 28, AHl&ET7Turrty
VRGN ASIE A R IcRETAZEICEDBER
Biznonnwk @mEdT s &,

8. EEREFRNER

8.1 RKAIOHERBIINER/NNRERS LS, BEZLICHEE
WCBELARPOHEd S &,

8.2 lR&. FEJ - £ 7)) - REHEHBENFOKTIEZ
ZEFHBZOT. KRB EFORZFICIHBEDELRSE
fabi e fED MO BIEICEEBE S VWX ITFET 52 &,

8.3 HE., HAM. MEZOBWERZE s 56D
HHOTEEZHD5ITV, B A S NZIGEICIIM
DWBBEITI VB2 57 EHEY B E1TS 2 &,

8.4 RAOEEICL D, BIMBESLHEERBOE/ND 5 b,
BRRET b7 Y RF=Y R, BRFESEICELZZEN
HHDT, KEOHFREICELTIE, HoHhrLOINED
BERAPRRT2BAPH A L2, BERVZORE
ICHSICERAL. OB, 28 2R, HREOERY H
SHNGHICIE. EbIKEE2FEL. Effi0o2g%
FZFH LD, BET B & BFICHRIR XX Z O BERE
HE2VIEZTOERATEZET 2BEICOVTIX, MAEHE
DOREZEDHEZ+7I1TH 2 &6 [9.1.5. 11.1.9 2]

0. HENERZBIIBAEICHTIER

9.1 GHIE - BIEEEDH D EE

9.1.1 D - MERKER, EINE. XEZNSORVDHDEE
—BEOMEETYHSDNE ENH 5.

9.1.2 N—F VYV URNIE LU E—IABISRANED & 2 BE
HEANHIERDTBIL S 2 BEND B 5,

9.1.3 TAhIAFEDEEMKRER. NEINSOEEEDS S
BE
REHEZRTIE2BZTNNH 5,



9.1.4 BREROBEFNUBERIEBEE T HES | 42 48 FEPRAER - HEBHE | 7 - fERET
TERZE(SEE2BENDDH 5, * CYP3A4 %5 < B AF O M8 E A b ARF O FEEAH B
9.1.5 BRRX G ZFDERREEDHDEE. HDVIFHERRD g 2 FH| B L. AP HEKRT|IETHBCYPIA4S
REE. SME. EEEORRROBKREFZET S L FSAFV—N|BBENASD B, AHEST 720,
BE (£ MUY= ) BOZI7I VA
MAEEP LRI ZZEDH 5. [8.4. 11.1.9 2] RARVaFrvy—i WA 9 %A e
9.1.6 BiK « REFRIREBEZH S BHFNERDH D EE (7472 F) BH5, HEICH
EEERBESEZ ORIV, [11.1.1 3] IaFV-NL(R W<, ¥ hast
9.1.7 TEpIREE. REABAER. AL, BAREBEOEE Ol DR Al v — L (RO
FHZERAE, BIRMRIES O MRERESrREShTY EEFD (70 ) — KEFES) & D
%, [11.1.7 3] A PRI & 0 AKF D
9.3 eSS EE JNaFV =) AUCH 171,
MARED LR T E2BLINN DD, (¥TINHY) Crax 1 36512380
9.5 1w AATZILAF Y — L OMENH
R SAEER L TV SRR D H 2 i, wEED nFavz) %o
BENSEREZ B0 2 EHSN2B/ICOABET EHarv—
%Z &, BIRBIICHBHRESRE STV IBE. (%7 40)
B RICIHPLREE ., (IR, MRIRREE. R, ATRERET, )R FELEEST
SR O REREIR R $E RIS R b 5 bz & D #H () -7,
WEDD 5. VR N NAE S|
9.6 Fi.iw v R)
HWELOERERUVBIAREBEOEREZEZR L, BALO FLFEL(FY
a2t a2 &, BIER(S Y b) TRt DAY)
FADBITPRESN TV, FEFFEIL(L
9.7 INR LT7E YY)
R AEAERE, FraER, 2R, SRXT1 2RO /N F2AF7VFLFE
ERRE U-BREBEIZER L Tz, [5. 2] V(LT TT7)
9.8 St IV RLILEL
BEOREBZHEZL AV SEHBIIRE TSI L, —KIC (V=)
AEBRENMERLTWAOT, MHPIEEDS LA T 205 AT RYYNEE
HAH 0. HEANBEREORIERNH 5 b T W, LBIFE (5 RA
. FLvaeyy
10. BE{ER e
KENE, EE L TEMRBMBRCYPIA4ITRE SN S, 0¥ 75 L=7
[16.4.3 2] (VEMFS!
10.1 HAEZ HALLBWI &) rYF=T(DH
AR E BERER - HEAE | BF - BRRERT F47)
7RLFU Y 7 RLVFYCOER|T RLFY IET [2.4, 16.7.3 &1&]
(7774 7% — 2l E, EEL FLTY ‘/4{’?? 10.2 HSEE BHRICIRT BT L)
OREIBE, LIHE|MEFETEZRE T a. B-ZEEOR 3 ST 7 .
R 51 212 £ 4555 maTHD, AR o onne BUMER BETE BT BT
RBE S L < AR D a-BE R M AASS ] kil SR
~ ~ St [ [ o
BrCIER T 5156 % Hickn, B-Z& JRHALY - 7R a. B-ZEEOH
<) AR AEH 2 AL Ly HWHITH D . AH
(2.3 2] (R R et Rk, B-2%
e (T P s B
D, mMERET
TEFRD BRSNS
BEWDDH .
HRRERIER  [(HEICER 2RI AFIR TIN5 O
2= 52 EN D DD T, EHFEDHR AL
WET 2572 EEEICIEHERICK S,
BE595Z &,
AVARNVZ (3 E-S MHEIER PR I | RKANE RS %
L AR RSsiH| 5T EDH B, BIEENMER A
Taxs) ST LTWwaZ &R
% 5. R8I UIEE)
HHEICBWT.,
TERD T 2
L&k b,
R SR BEEEREPERT 5| AF RTINS D
ZENDHB, EHIOBEEAER I
K%,




A 2%

HEARER - 1B T IE

WP - falRA T

) B w i G
[16.7.1 28]

AH O I R E A B
FL. EHPHERYT
2BENDHBHDT,
BEZTITITV,
MBS CTHET
BREEBICREGT
5T &,

T —=TT7 L=y
Ja—R
[16.7.2 ZHR]

CYP3A4MHEEH
% H9 5 EH
7o) 203,
M

A O FE A H B
FETHHCYP3A4
ZHEIT S0,
BOZU7I A
A9 5 A RE
NHb, TYAU
<14 EDHH
12K DAFDAUC
2. 71 . Cmax?®
2. 485 12¥mL /-
EOMENDH 5,
AH O E B H B
FTHhHCYP3A4
ZHET S0,
BOZIU7I A
WA 9 5 Al RETE
Bhsd, 7L—F
TINL—=ITJ2—RA
EOBERIC K DA
%IJO)AUC\ Cmax
A1.8FZ ML
EOHEN D
5o

11.1.5 1EHERREARAE (BHEANH)

AR, B, CKER., mMPRPRFAIFTary
FREFBHSN-EEICEBEEERIEL, B 2L
BrTH &, £, BMEEBAREIC X223 HBEE
DOFIEICFRET S &,

11.1.6 FEIERERAE. BIMEREA (WIS EEERA)

11.1.7 FEME. FREPERARMARE (3 h & SHEARER)
JHZERENE ., BIRMARTES O MAERESRE STV
DT, BIEEZ D57V, BN, M. oK
. BEESTDOLNLGEEICE. BE52HI1ET 5%
EMI B MEEITS 2 &, [9.1.7 BH]

11.1.8 FHEEEREE (SHE )

AST. ALT. v-GTP. ALP. VY LE V%D LR %
PES FFRSEERENS H 5 DNB WD 5,

11.1.0 SM¥E. ¥WRRET F7 Y R—Y R, ERRESE (W
TNHIEA)
EIMESLHERROBLS S S5bh., FERRES b7
F—Y R, BRBHESBICESZEPH S, 1B, £
R, ZR. HREOERORBICERT L LI,
MEEORE 2T 2 E+m2BEE2ITV. BEIR
HoNTBEITIE. BEE2HRIEL, AR VEFIO
BEZEOBEYZMEZI1TS 2 L. [8.4. 9.1.5 BH]

11.2 ZDDEIER

5%LL E

5% BHEENA

A O FERHEE
#FTHBHCYP3A4
ZHET S0,
BOZUT7 IR

DRV SN N
%

U ARY v WA T %A HE
INFTEL F BH 5,
CYP3A4FEAE | A A o I 32 B A8 | A& 0 BRI BE
B9 %A TU. fEH»P R 9 |£THHCYP3AS
A== N VA BBENDDH B, FHET LD,
HILNZTEE BOZU7I A
NILEY — VEEE AN 5 Wl RETE
BN BdH 5.

11. BIfEA

ROBEWERDHEDONDEZENHZDT, BEETIIITV,
REDVRO NGB KRG2HIET 574 E@EY 2 LEZ

152 &,
11.1 EXEIER

11.1.1 BMEAEMRBE (5% )
HEEER. WEOFHEA. WNEE, SR, mMEOE
B, RESSHEEL. 2T EREHEBHFAOND
HEd. 2RI FmEl, ROMEEORSE

BEEBHICHEYRMEZITS

o

AFEFERERE 1T

HIMROEIMPLMECKD LR P ALND Z EHZL,

N

IFTUEVREES BRECKTFALNS

ZENDB. B, WEANVRR L. BEEEE. FRE
. EBRER. BKER, SHEREANEBITL. 5
T2 EDH 5. [9.1.6 ZH]
11.1.2 BREIRFRIT (5%KTH)
BEREGICED. DOAREORHEES»H5DND
ZEFHBZDT, ZOLSBERPH S DLNIZBER
BEXEPIEEZEET LI L, &b, BEHPIERGIE

INAR ST T )
11.1.3 fREMEA LD

H5E R (AR D -

ZENDH B,
A (BHEEANEA)

MEmH:, 2 L WEFR, BEEBD

&1 2 WV IdEE &R CIBNAYI O 5 - HEOREIR) %R
L. WEHEA LY AIIBITTHZEHHDT. BE
EDSH S5 bN-HEAICE, BE5E2HRIET 5% EHEY)

BB ZITD

Z &, [15.2.1 ]

11.1.4 HFIRKTIVE Y REE D BIEIREE (SIADH) (BEEAHE)
& b U AMEE, EIBEEIMAE. R U7 L8k
HEOBEMN, ERR. B8, BHEESZ2ES AR
BT U AHEE T IWEREE (SIADH) b 5bh s &
BhHb, COLIBHEHICEHREE2PIEL, KB
OHREBY) L MEBEEITH &,

—_3—

B BE
TEBRER

. WS TOF
MEET. EIZEE
MmE. mEEF. D
EXEF (QTHED
IER. THEOE(LE),
SR, PRAR. AEEAR.
DEESE. L
E L GPANE N [N
DB D
B

HEARS1
E;{jﬁi}l)

IN—F Y VHE
1R (IREE. oA
. FaEZ.
BHITRREE. RE
FRERSE)
(33.5%) 7H
OIOT (BN
BE) (24.7%). ¥
AFRIVT (HEE
[, i NEE.
CIEER - DURLSE
DOAFEREEEE)
(12.9%). YA
b =7 (R
. HmE - g
BE - FAERODEEE.
ARER _FERFE1E,
%5 RRE)

B ik AST. ALT. vy ilsligias
-GTP. LDH. ALP.
YUY LEYD LR,

FHEER &

iR RS, BH. &

B

ARODECIR

HILER (R, BACNER.

HED

MEht, BAOTE. T
R, LIS, FETE.
BRI, B0
N S=

TH
§

b

Pl

W | FasrFrk

7(21.3%)

ARERE . LT,
SPEREE. il
B #hiEre

WPRER PRIRIRIZE, FREA. PR

KREE B




5%t

5%

S

REARER

TER(19.6%)
AR (12.4%)

SR, OF

W 550F,

PHEE - BHJE.

&

HARFEDOEL.
PR, W],
5D, LIE - SJHE,
. HERE
ARPEE, TEIRE.
28, BRER. N
WEE. BRE. B
rEE, BEE. L
UK, REEREE,

W, B
E2

1M

HIMERE DO, FER
B, A mERED .
Y 2NEREA ., ARIM
ERIEIN. Al FRim
HRED, NEFur
VRS, AN T

Uy MR, MR
B0, MmN
AN > SERHIR

Z DAt

R 8.
Al

FEIT FER (REE
m. RERED. K.
I, R, BR.
B, 2k, HH
TERE. BRI

AR, CKER. b

I, K
N EEN
FEPRIA . I
L

L UEEEAN

U 7)) RER,
MmeaLxra—)v
bR AR
v R M) URE
BHEhn. mAE ER.
BUN_ES. BUNIE
A MR EARED.
Jiikesh RV Ry VAN ot =N
M 7 LA
Jiikssal NURYNAY ;%N
PRPEARGE. R
aby Uik R
WERG M PRI IR
FEDEERD S 5 DN BE I EBREIE U CRE I/ S—F >V VOB E%,
YR ME TS 2 &,
W2 SEARICIT T TS >t ) R IRIEBIH O 4 TS 5 M- BIfER 2 &t

14. BREEDFR

14.1 FERIRZTFOER

14110 AR OMIIBEEOFEZZIILT . AVERUE
2HIIRBREBESICLVBERSINTVS D, BRIZK
T 5E518ET 2 &, [16.1.2 BHE]

14.1.2 PTPREOHEHIZPTPY — b2 S5WMD H L TR %
EI#ETLZE, PTPY— FOEAICED ., BLH
AP EEREEATA L, BICIIZELZB I L THERE
AREOEELAMEZHHRT E 0D 5,

15. ZDhDFEE

15.1 BEARERICE DL 1EHR

15.1.1 AANC L 218D, FRARHOERESHESN TV S,

1512 HNETEBE SN ERRAEREEZNRELIZITOMHE
R ICB W T, HEOEERFBHRER SIS
FSERBEEREEEB L THRERDL.6~1.7EE) - 72
LOBREDRD D, 2B, KE & OBEMEITOVWTIIM
HEhTEST., HETIE RV, /2. HETOEZ
FAEICBWT, ERFEERE S JEERITURE RS &
FREICHET RO ERICEHET 52 EOWENH S,

15.2 FEBRARERBRICE D < 1B

15.2.1 838 (( X) THILER 2RO 65N iz7zH. o
AlicEO L i, BH%E. NMESSIC X S IEHERZ
ML T AT HEM: D B, [11.1.3 BH]

)ised

15.22 ol R, v MICI04ERGZEORS LA
JFEHERERICBWT, w7 A (Img/kg/HDILE) THLARE
B, TEEEE. 5 b (1mg/kg/H) THIRES O F
HHEO LAPRO SN, INHOFTRIE. Tug
JFICEBLULENE LT, TomETIEL<HS
nctns,

16. Y&
16.1 MHRE
16.1.1 BOiRS (EERIRS)
(ERERR SR, ZEfE R BRI 5) D

%25‘% Tmax Chmax ti2 AUChast
(mg) (hr)? (ng/mL)"> (hr)® | (ng - hr/mL)»
4 1.5(1-3) |0.14+0.04| 10.7+£9.4 | 0.91+0.34
8 1.5(0.5-2) | 0.45+0.22| 12.0+4.4 | 2.82+1.38
12 1.5(1-3) |0.76+0.44| 16.2+4.9 | 6.34+6.34

a) FRAAE (e IME-BRfE) « b) P 1l + 1 R 22

16.1.2 BOi5 (RE&IRS)
BRBEEREOHRSICBT 2 CnaX FAUC-121E, Z2IERHZ
BEHBELT, ThEN2.68ERU2.69E LA Lz, E,
BRI GO TnaXk PR E R (MRT) 3. 2R
BICHANTHERICER U722, HREEER (ke) ICEIEFR
HoNeh-o7:2, [14.1.1 ]

(EREERA 1261, 2mg® BB AR O%S)
Tmax Cmax AUCO—]Z MRT kel
RESR (hr) | (ng/mL) |(ng-hr/mL)|  (hr) (1/hr)
ZefEiE 11.8+£0.2(0.06+0.01]/0.36£0.05(7.19+0.36|0.16+0.01
&% |3.8£0.5/0.14+£0.02]/0.83£0.11]/9.63+1.17|0.15£0.01
HE AR

16.1.3 RiERS (BEIKRS)
(AR ALOBY. 1[E12mg™ 1 H2E (3] - & &4%) 10HMREREOI%S)Y

Tmax Crnax ti2 AUCo-12
(hr)® (ng/mL)® (hr)» (ng - hr/mL)Y
2(2-2) 0.57%0.19 67.9+£27.6 3.22%1.10

a) HRAE (R IME-FRME) « b) Pl + 1R fR 22

16.1.4 INE
(NRHERFAERF (12~185%). 1H2E (8 - ¥ &%), 4~
24mg/H® | KIEROKE)Y©

ROERO | m#EF 70 >+ > @B (ng/mL)
|z | TPOIR 63 283 528
e I o S I
4mg
. 1025+0.12]0.29+0.13|0.19+0.13
A e (6) (21)
AR - 0.79(4%0.30 -
8mg
. 1045%0.19|0.41£0.48 | 0.51£0.27
FITHE | 56) (5) (12)

Pl + (R 22 (1140

INERAEFERE (12~18%)Ic7uF vt v4~
24mg# 1 H2[EI2 531 THERER KUY BRRICKR SR O M4
FRIREE (RITRR 1 13201, BET—Y# 34757 —-%)%
W R B BN 2 EE LB R. 1HEGED
8mgXiF16mgd B#H D AUC ssitE H (FH M £ 1Z R
Z)3ENnENn9.04+3.48ng - hr/mL(4241), 17.7%
9.46ng - hr/mL(30%) TH->7z. F7z. 15EAE/NA
BELHTEMERITHELIL TV,
16.1.5 YR HEF 4R

JuF vt U§E8mg[DSEP] & vt v §E8mg%k 7 1 X
F—N—HILLDEhERIGE(TOF Y v ELT
8mg). BRMABFICHEERROREO#RS L TmEhR
ZEALBBEEZME L, BoNRYBHENRTXA—F
(AUC. Cmax) ICD W T0%E X 31 THETHENT %
1o 7-#E%. 10g(0.80) ~log(1.25) DEHNTH D . WA
DEMERREEP TR S N 728,



MAERRERRE OHR
(pg/mL)
700
—e— 7u >t »E8mg[DSEP]
i 600 —o— Ut V§E8mg
aﬁ] 500 | mean=SD, n=30
% 400 |
&
1 300
s 200 +
100
o ‘ =
01234 6 8 12 24 48
B 51% 5 (hr)
HYERE/ S5 X — %
AUCo.48 Chmax Tmax ti2
(pg - hr/mL) | (pg/mL) | (hr) (hr)
AV )V 3189.1 437.8 1.5 154
$t8mg[DSEP | +2096.4 +262.2 +0.6 +3.0
. 3554.9 480.0 1.6 144
RFEUE8mE | )sa36 | +3186 | +0.8 | +38

(mean+SD, n=30)

MAEFEEL CICAUC, CoaxZFD/8T X —F 13, WA
OB, MKOFEE - FFEFEORBREMFICE>TEL
HHHEMD D B,

16.2 RN

16.2.1 IRUNER
84% (7w k)9

16.3 9%

16.3.1 MiEEBREER
99.7%L) k(in vitro. & M. 10ng/mL~2 pug/mL.
S EATE) 10-12)

16.4 (X35

16.4.1 EIXMLHEY
N-fi T F Uik (in vivoHEY | RE(AED1/4.4~
1/25)13
73D EKBILE RTINS DTN T a v EETaE K
BATIE. E&UTREMMAEKRON-BETFILEDPED 5N
72(Fy by AX H)),

16.4.2 HEHHREE
Jurrt) ik, BRI Y UVBRON-RTF ALK ON-F
FYRIb, YruA sy UROBE. hicki{aagRin
HHNNIERT D VBROMEL EIRHEICRE SN S,

16.4.3 HEER
JuFrty ik, EELTCYPIAM4TRE#ES N B EEZ
5N 510 (in vitro). [10. ]

16.5 Hett

16.5.1 HEHREE
PRA T O S R

16.5.2 HE=R
ERRRE A6 4C-Ta + > & ) > Amg % 8 A 2HE R 1% B o]
BE L&, RPKJUOEERICE, ThZNBEREE
BEDHI59% K OFI30% RS N7z FRAISRELRIZER
OoNnT. EREME LTHEEO LT a v BiaE ks
TEE LTz Fioy BEFERICITRE A D B (FEFEP R HE
BO5%AKIM) D 5720 1D (AEAT—%) .

16.7 EYHEEER

16.7.1 TUZRONA ¥ VHAFOEYERE

(BERERRAL2fic 7aF > &Y > 2mgh 28 &% 5) 18- 19[10.2

%]

Tmax Chmax ti2 AUCast

(hr)® | (ng/mL)" (hr)® | (ng - hr/mL)?
Biphi 5 | 2(1-3) |0.26+0.11 | 14.94+8.5 | 1.94+1.03
PERT 58| 3(2-3) |0.63£0.24|27.011.0| 4.93%1.65

a) FRRAE (e ME-BokfE) . b) SPHfE + A (R 22
c)7uF ) VESTHRLVESHHETIY Anv A ¥ > 1,200mg/H (54) % KIE
BO/S L, 70Frt) vE5RIETY 2074 ¥ >»300mg% A

16.7.2 JU—FTI—Y Y 1 —HRIEOEYSNE
(ERRREAL2BIc 7 aF > ) v 2mg® 8 &%#5) 20 2D [10.2
S

Tmax Cmax t12 AUClast

(hr)? | (ng/mL)? (hr)® | (ng - hr/mL)"
BUMIE SR | 2(1-3) |0.22+0.13[12.3+11.7| 1.73+£0.96
PERE G RY|2.5(1-6)| 0.39+0.25| 15.7+8.7 | 3.17+1.71

a) o fiEl (/) ME-F A ME) « b) P9 iR HE R 2
o) 7urrt) YEE60FRIROBRERICT L =TT )L—Y Y 12— Z200mL % fEHL

16.7.3 & b OF YV —IUIHAROSERE
(BERAL2FIc7ar >t ) >»2.5mg® 28 B%ES (SEA
7—%))22[10.1 8]

Tmax Cmax ti2
(hr)? | (ng/mL)? (hr)®? | (ng - hr/mL)P
BUME SR | 3(1-5) |0.32+0.13| 20.9£9.0 | 2.60+1.39
P59 4.3(2-5) | 4.22+£2.05| 18.2+5.5 | 45.17+22.82

a) R fiE (IME-FRoRfE) « b) PIafE + 1R (R 2
c7ut i) YESTHRIL VHRESHHE TS b3V —400mg/ HREROHRS

16.8 ZDfth
Jutrrt) VEE2mg[DSEP] KT Ut vt ) VEEdmg
[DSEPliZ. [&&A R4 2KEOEREF O 41 EF R
B4 KT 4 2 (CERR24F2H29H EAEFEFHK0229%10%) |
ICEDE, 7ut vty VEE8mg[DSEP] & M BIAI & L /-
LE, BHEHPFLL EMENICEF LA SNED),
F)ABOERS N - AR RAIZTH8~24mg % 2@ T /MNRIE1 H4mg
K DB L8~ 16mg 2[5 TRBRENRETH 5.

17. BRIREHE

17.1 BMERUREEICEET R

17.1.1 EASEMEER (A)
FRAFE A RIERE (158 1) 2RI 2R Rzt
MR & U 7: “EEMEERER X O AR & R TR RS (165%
PLR) &RFicna ) F—)Lafidgl s Ul —EEMLE
K2 EE L. 7aF >t > (8~24mg) T ()
AR R 22~6mgXidNaRY K—)L4~12mg)ix1 H2[E
IZH T THABR KUY AR ICSEBROKRS Uiz, Ri&HHb
R CORE - BEMEREIRETM R E (Positive and Negative
Syndrome Scale ; PANSS) &5 A I 7 ELE, WEEK
U HBEEGRIZRO EBY TH>7z. BB, YARY R
v EDHEEARTIIPANSSAE A 2 7 AL E BFEE-7).
NaRY =)L & O HEERER TIEIER (4=10%) 2 Bt
FEFMIEE E LT 7 ar ot ExfiRE s DS 2

AUCast

FEL 7z,
YARY R ED NnaRy R—=)L&on
H:ii%‘ﬂgﬁzél) H:@z"%&gﬁZS% 26)
Taroe)y |V ARY K | 7aFoe)y [ hax) -
PANSS&&EF | 11.1417.3|-11.5+17.4/-10.0£18.4/-7.8+18.2

AITRILRY | (156) | (144) | (114) | (111)
(BPMHI%)

FAIEOZD -4.40~3.48 -2.61~7.00
95% X H
BEE 51.0% | 56.6% | 61.2% | 51.3%

(FREEEELLE | (79/155) | (81/143) | (74/121) | (60/117)
DI TG

AR OO -5.7~16.9 2.7~224
95%(5 FEIX [
FH1HKRS5E | 163mg | 4.0mg | 15.8mg | 8.1mg

a) M LI R 2=

YARY Ry EplERBE T, 7urrty Y EREHOH
VERIFEIRRIZ94.9% (148/156f41) . FEBIER IXILH 70
F7F HEM(45.5%) . EHEER(35.9%) . NERE
(35.3%) #R#(30.8%). THI T 7 (28.8%)%ETH > 7,
NnaR) R=)LEolBEET, 7ur ) ViREED
BIEFAFIERIZ82.2%(106/129M41) . F & BIEF L IR
(27.9%) TH Y7 (25.6%)%ETH -7,
17.1.2 BEARER S5 (RA)

A ARFAERE (16RLLE) 2RI, %EAZE DHER
HEE D &ML U7 REAR 53558 (1) 27, 58 AHES FREAER &
L TR GHER (2)20) 29 RO ERE G HER(3)30: 3V03
REGEEM L7, SHEICH T A2WEROMS. BT
ROWEBERLE I HBREGRIZROEBD TH -7,



RS EH#S RS

FRER (1D | BR(2)9 | HER(3)O

o 3.9% 24.6% 24.6%

(2/51) | (15/61) | (79/321)

BEE [ ome | 759% 75.0% 51.9%
(rhS o ! (22/29) | (36/48) | (137/264)
B pI/ . 706% | 86.8% 55.5%
wmpg) 22200 % 1017 | (33/38) | (86/155)
o 60.4% 683% | 48.1%

AR | )9/48) | (41/60) | (153/318)
FHERKIERSE 14.4mg 12.8mg 13.0mg

17.1

11.3%)&TH >7z. F7o. 158K E/NEEFH LG TH
TEFHFERRICERIZRD 5Ny o 729 39,

4 EBARBIRSHER (VT

E N2 AR 2 & 8847 L 7o/ N A RAERE 2 R
EERMREHRESRBA2ER L, 7aF vy i~
24mgh? 2 EERE L CLH2ENICS T THARR R UY &%
ICS2EMEOREL-E 20, EHRBOR—RA51 h»
5% 552% £ TOPANSSAF A a7 ELBIIRD & B
D TH o725 34,

a) BB RHUR AR O R

b) 1H2[EREO#S #5015 HEERRERME 2 506 1 ALILE1E2 2 AKE

c) LH2EEN#E, # 5 @ 26 ~S6:E[H

E# 53R (1) OBIEAREREEI265.4%(34/5261) . *
REMERIZT 713 Y7 (28.8%) . AIRAE (25.0%) . #RE
(15.4%) . WEt#E% (13.5%). @EHR(13.5%). FiEEaiEE
(11.5%) F#(11.5%). OB (11.5%)FTH > 7.
E# 53R (2) 0BIEAFREEIZ72.1%(44/6141) . *
REWER R T A Y7 (32.8%). Il 7Fua s 7 F i
(29.5%) . #R¥E(21.3%). ANHREE(18.0%) . 1HAR(14.8%)
38 (14.8%) . E&#ER(13.1%)EFTh > 7z,

FE#% 5 R (3) 0RIERARERIZ68.5%(220/32141) .
FEaEERROP OS2 F o #EM(19.9%) . NERAE
(17.1%)s 7H¥V7(16.8%) ¥ (15.9%). (B
(12.8%) . 16HR(11.5%)% TH > 7z,

17.1.3 EIREE MAEEER (VR

NRRARIRERE (12~ 18/K%) 20 RICT T L ANBEE
BB RBREEM Lz, 70F Y »8mg. 16mgX
77w AR %2 1H2EN AT THAR KUY &% ICoEMZ
ARG LEEZD, R=ZAFA U H5#%56H%DPANSS
EFHAITEBRIIROEBY TH 72932,

- = NR=AFA 25
E0d = | ANE
A A % |IPANSSEEH A a7 OELE
ERERERO -
RS54 106 68.7+£16.01
12;8% 95 62.0£15.26 -5.6+11.34
283812 81 60.3+16.12 -6.7+13.51
528 63 56.1£15.29 -0.7+£16.18
BRor& S A
+ - +
(LOCF)® 105 62.9£18.82 6.0£15.77
FEfE £ R R

PANSS&H&Et A7 7T R E O
TSN
e | BTBER—2
wow (o~ S ome0) e | L
ZLR | [95%fEmxm] P
THEE | R RS
B |
75t K| 47 189.8+10.41|-10.6+2.78 — -
-4.7
8mg | 51 |86.5£13.53|-15.3+£2.76 [-12.49, 3.03] 0.230
9.9
lémg | 52 |88.7+13.81|-20.5+2.71 [-17.61. -2.25] 0.012

a) EERRERGE, FHERH N— 2T A UER OB SEE & FHHiR I OSZ E R & A
&9 B5MMRMIC & % gt 2 i L7z,
b)E—BEE LT, FoABETur ) VHAR(Tur o) v 8mght & 16mg
BOOFERE) OB ZFREKERRSH TITV, ARESROSNLBZEICOAR, BB
fELT7ud ey YERRRE 7T AR E OB R A EKERS% TT
LT MEOZERZHAE L. BE—REOTIRBEETa S ) Y HEBREOL
BICB T 5plHiZ0.032TH - 7z,

a)LOCF : Last observation carried forward

F 7z, 15K (306)) D BEOEHHKBONR—-Z2F14 D
PANSSAGH A a7 (CFHME + E¥F2E)1367.3+14.06.
NR—=2F A > H 6 B&EHIE; (LOCF) £ TOPANSSAE A
a7 ELE CRE £ EHEFEZ)13-9.3211.53TH - 12,
IS E(766) 0 EEORHHABOR—ZAF 1D
PANSS&E A 71369.2+16.78. R—ZX 51 VHEEHK
2Lk (LOCF) £ TOPANSS&EI 2R 2 7 &L & I13-4.7+
17.07TH o125 39,

BIEAFIRKIZ65.1%(69/10641) . FEWERIET
V7 (17.9%). ¥ (16.0%). YA +=7(11.3%). &7
057 F VIEE(9.4%) . AR (9.4%). M7 a5 s
F U HN1(9.4%) . (AR (9.4%). 1EM(5.7%) % TH - 7=
Fiz. 15AN & /NEBE 2P CRERFAERRICERIEEE
O OHNIZHP 7259,

YE2) AFI O/ NR ORI R HAmg & 0 B L8~ 16mg T 5.

18. FESHEIE

18.1

{ERRE

In vitroRBEBARBRICBEVWT, Jutr ) Vg k83
VDoRBAEY T 77 3 — (D2 D3) RUOET b= 25-HToa
ZRBIIH L THMEZR L, B2EREE UTER L.
FERIMTHAN-RZF LD R8I VDo BT T 7 7
IV — (D2 D3) Ot a s =U5-HTaaZ BRI L THM
WERLUZZD. RS VDR BEANOHMEIX7TaF Y
YORL/10TH o 7o N-iTF VikiZta b =2 5-HTc%
BAEKO5-HTeZ BB L THBMMEIRO 5z, Fos
Jur Y E7RLFYran. BEAFIVHIL LAAA
U UMIRUM:ZEOZBFICH L TEERATH S R8I U Ds
ZERMAETT 773 —(D2y D3)ROET b= V5-HTuZE
EANOBHEIC AR TEWBAEEZ R L. N-BRTFILES 7
FL+Urain A% IVHI. AAHY Y MIEDZEMRKIC

F7-. ISBERFBOEEZEDON—ZF 14 DPANSSEEL A 2
7 (FHE + EEREE) 13, T REET85.4+8.35(1441).
8mg#t81.5+9.87(16%1). 16mghtT86.9+11.80(16
) (LLBERE) . R—RAF A > 5#5650%DPANSSE
Bt R a7 BLBED [F/NZF P E (95%E X ) 1 1.
-5.1(-15.15, 4.88). -8.0(-17.56, 1.51). -26.8(-36.23,
-17.43). TR B E D= BN _RFIE (95%E X
i) 11d8mghtT-2.9(-16.73, 10.95). 16mghtT-21.7
(-35.42, -7.97)THo72. 15FRU EOBEDR—251
DPANSSEE AT 713, 91.7+£10.75(33%1), 88.9+
14.44(3561). 89.4+14.71(36f1). R—=AF 1 > ho#
56#% OPANSSE&E A 72 LE*1Z. -13.3(-19.73,
-6.78). -18.5(-25.01, -11.92). -17.6(-24.06, -11.14).
TS AREEDEII8MgEET-5.2(-14.42, 4.01). l6mg
BT-4.3(-13.49, 4.80) TH - 7= 32,

EL) EEMRE B GRE FHER R— 2T 1 MEROBRE R & FHTiRH 022
Efef 228 &9 2MMRMIC & 2 i & £ L7z,

TuF e Y REBORERERRI8mgE T54.9%
(28/514). 16mgktT75.5% (40/53%1) TH D E2El
fERIZ 7 712 V7 (8mgh. 16mgRED JIEIC LUK R A%
13.7%. 32.1%). GHE(13.7%. 17.0%). &70F7F >
M (9.8%. 17.0%). MH 70 F 2 F > #1(5.9%.
13.2%). ¥ (9.8%. 9.4%). YA =7 (2.0%.

—6—

B9 AR AR 5 723039,

18.2 FEIR{EMH

FMERICBVT, ROFEEEANRED SN TS,

TER ORESE ED# %\ I3EDso (mg/kg) i
(B, B58%) [ 7or vy [ oy R-)L H
25 [ 3B 2 s 410 1)
1
BEE 5 (5w .| EDso: 0.55 | EDso: 0.62 ik aimsh s e
)30 M7z L Mz L |AHRE
REHES (v b,
ﬁu)%)
AN RIS 3 v K283 VRERIC
BEICkpEE| ) EOHarA
S OMEER (5 v | 00373 BRI 3 e e e
h. REO)40 ~OEF
XTIV RIS 3 URERIC
HAERI E B ED: 1 _ HOLHEELHA
KB E 0 ol E 1F ’ fEDFREEE T
(59 b, BlRA) ~DOEH
XFLTIHIVE o ey
$6EBBEHI/EF| EDso : 0.446 | EDso : 0.287 EEEE*Z‘E&%W
(Fv b, $&O)4 R




Ve DR ED# %\ i3EDso (mg/kg) 14) REHRE (Tt V8 - B : 20084E1 H25HA&RR. HERRHM

S, BUR Tnd s Ay = 15) ?Iiliéﬁ]?;%( & U8 - # - 20084E1 H25H &R, HEFEER
T s MR (Ot 8 - B 2 EHEEER
FHIMBEB A ED: 03, 1 - |REEREEE 1%2.6.4.5)

(=92, &) RO 16) & MABCYPORE (05 >4t - # : 200841 A25H K.
TRELE 2FHH EEEERIEESE2.7.2.2)

PAAVIS 1 k-I] : A PR O 17) UCKEE A% Fl L 72~ AN T > RERBR (0 & U 8E - 81 20084
W (5| EP 0373 EDIL 3 e 1H25HZ&GE. HiHERINE2.7.2.2)

b, fE0)30 18) MAMtIZ A - FEFRGHEEIE 2008 ; 11 : 891-899
HE LTy —EE & VA S (A B 19) =Y 2a~vA > EDEYMEERRE (Tt 8 - 8 :

(5 b g&r)| ED% 164 | EDso 563 ooy inm i 20081 A25 KR, HIFRRIEE2.7.2.2)

SKF38303% 3 A5 20) MAMIZA ¢ BERE M 2008 ; 11 : 901-909

1= 5 g e g | LOME/ke/day | o o [IRIEASHEIRSL B 21) FL=F7 V=YY 2 — R L OHEERRER (0 5 - 8
(5o L. @) | ClEEEL REIER O 200841 25 H KRR, FHFRERIE2.7.2.2)

ED : {EHIBIE. EDs0 : 50%{FFFR 22) b aFy = O EERRE (0 Ft 28 - #2008

F1H25HARE. HFEERBE2.7.2.2, 2.7.6.13)
19. B3RS ICEE T 2IEEZHIFR 3) AR OERIEICET 2 R

—#&%& : 7uJ >+t > (Blonanserin) 24) =HHAI - R HZEE 2008 5 11 1 297-314
{t24 : 2-(4-Ethyl-1-piperazinyl)-4-(4-fluorophenyl)- 5) FHREHS : BRARRHEEE 2007 ; 10 : 2059-2079

5,6,7,8,9,10-hexahydrocycloocta[b]pyridine 6) AMARIERE R E LionaRY F— U iEiEs (o
3F3L + CasH30FN3 L U 8E - B 200851 H25HA&RE, HFFEERMNE2.7.6.15)
SFE : 367.50 27) MARERERE 2R L bf:EFﬁ?ﬁ’—i%ﬁ%ﬁ(l) (art>
B R AROKEEONK TS 5. BEM(100)IETRT L, 5t - 1 : 20081 A25HKE, HIEHRMBEE2.7.6.20)

A5 ) —=IVIELH ) =) (99.5) 12 REFIc <, 28) MHEEHS © ERRRE#EER 2007 ; 10 @ 2241-2257

KITIFE A LT 2, 29) BAMERFERE £ MR L L REBEHE(2) (0 F 2y
s $E - B0 : 20081 H25HAKRE. HEERMIZE2.7.6.21, &HAEM

\I/\CH u%)
Q : 30) AR @ RS EIE 2008 5 11 : 135-153
AN 31) RAMARTRERE 2R E L B 55 (3) (0 Ft >
| 5% - B 20084 1 H25F&R. HIEERIEL7.6.22. BEH
)
32) NS ETRERE MR E L 75 A iEREg (0 >
§ - #: 20214E3H23HKR, HEEEHEE2.7.3.3, 2.7.3.6)
33) NS LTERE MR E L 75 A ERES (0t
§ - #: 20214E3H23H AR, HHERHEE2.7.4.5)
34) /NS KTRERE 2R & L BRIk 53 (0 F £
§ - B0 20214E3H23E &R, HEEEHEE2.7.3.3, 2.7.3.6)

28x 35) /NEHARTIERE 2 15 & U BRGER 538 (0 £
(IO0F &Y VEE2mg[DSEP]) 8% - 80 : 20214E3HA23H &R, HHERINEE2.7.4.5)
(PTP) 1004 (105Ex 10) 36) SRAEHRIZ A * B RS AIER 2007 1 10 1 1263-1272
(FOF VU vi4mgIDSEP)) 37) F/X3 2Dy DafUn b= > 5-HT WS 24K 2 (R8I {E
(PTP) 10082 (108 x 10) FAROHERER (O Ft > 7 —7 : 20194E6 8 1SH&R. H
(FF9AFv2ZHRIIL:NT) 100%E GRHEE2.6.2.2)
(F0F >tV ~EE8mg[DSEPI) 38) AAHY VM MWD% BB (D F LT —7 : 20194
(PTP) 1008 (108E x 10) 6 18H&R, HHEEHES2.6.2.2)
(FIRF 7R :8T) 1008 39) N—}BEI%)MM)%EIEVEFFJ(M VitrodtBR) (ot >4t - B :
X 200841 H25H&R. HEEEHESE2.6.2.2)
23. FEk X . .
40) N Y l. : J Ph. 1 Exp Ther. 1993 ; 2 :
1) BB RIS (3745 B 200851 H25H1% 0)Moda ¥, et al. : ] Pharmacol Exp Ther. 1993 7 265
ib, HIEROREN2.7.2.2) 41) AT 2 H I RREBEE IS S IR (02 8 -
>ﬁ$@ CEBEOBE (0 )t 8 - 8 200841 H25H &R, H 5 1H2 2 SRR 60,0
e 7 6.0) B 200841 H25H&R, HEEHEE2.6.2.2)
3) f%%?ﬂ_ﬁ%%ﬁ%ﬁ(ﬁ@?&’—?)(uft HE - B 20084E1 H25H % 24. THERERUVBEVSHEE
Ab FHEREORHEN2.7.2.2) R ESHIT T P HREH  BERHRE
4) INRERTFEREZ MR E LTS AniERB (o r > T103-0027 BEEHBRKEHAME2-13-12
$E ¢ B 202143 H23H &R, HEERMTE2.7.6.1) TEL : 0120-100-601
5) NEHRAETEEE 2 MR E L B 5385 (0t >
Bt - B2 20214E3H23HARE. HIRFERINEE2.7.6.2) 26. SRR EE
6) /NEFERTNERE TOREYBRE (T )1 V5E - B 2021F3H 26.1 BLEIREETT
23HAR. HETEHEE2.7.2.2) <
7) INRE A RIS 2R & U BB EANT (0t _—+
5t - 202143 A23ERKRE, HHERIEL.7.2.3) u =HIAT7HRA =t
8) HPRERL | MR FIS BT 2 Rk Daichi-sankyo B EUHR F [X A G AHT 3-5-1
9) WX (15t >4 - # : 200841 25 HKER. Hasgbims s
10) b ki A ESEAORE (B ML, & NLET LTI VB - _
S U |-BRHERR & U ZRA) (052 >/ 88 - B 2 200871 $F——HkA=4t
H2SHRGE, HEFNE%27.2.2) _ puchswio HURCHSHIEIX A A ANT 3-5-1

11) & MWEABKEORE2(T 02t ) v BLUORET ZH
WSS (0t U 8E - B 0 20084E1 H25H &R, HHEEERHEE
$2.7.2.2)

12) & MIE7 A BFS G OME3 (BRI & OHANEH OMRE)
(Tt 8 - 8 : 20085F1 H25HARE, HFERMEE2.7.2.2)

13) REMOFEIRIEA (in vivoidht) (17t V8 - & : 200841 A
25HAFE. HFEERMEE2.6.2.2)



