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$E2mg $E4mg $E8mg
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2. 22 (ROBEICIHES LW E)

2.1 BEREBOEE [BEREISETI2BZNDDH
%]

2.2 )NV EYY — UEE FEEARE O HhR w0
HETNICHHBE [HRAENEER S EES
%]

*23 7 RLFY U EBREHRFORE (FRLFYVET
;74 T7F T —OREEE. NITEBHEBICE T
HREMEED U IZEEZRBICERT 2856 % K
<) [10.1%HE]

244 v5aFYV =, AYaFrVy—n, 335V —
Vo GROF. OFERA. BHH). 7rvary-—
e RAZNVAFV =)L, R¥aF+Jy—i, Yt
FELEZELGHA, FILFEL, TYFFEIL,
AAFYTFLFEL, TV FLILEL, TV
A7y M ERECEFIZEESFORE [10.12E]

2.5 REIOBIN LBBREOBER O H 2 BE

3. HERK - IR
3.1 #88%
Wi JurrtYUEETaF ey VEETaF ) VEE
7FH 12mg YD) 4mg [YD] 8mg [YD]
188, TaF U |18ER, TaF v |1gER, Tady
A t2mg t ) »4mg t 1) >8mg
EAIE ARAMY, Elo—2, e FeFr ol tia—
a4 2, BRI AB. AT T BEMg
3.2 RFIDOMIR
Wi 4 Jurrryrv|iFgurryrigurryr
- gt2mg [YD]  |484mg [YD]  |$#8mg [YD]
oy . s | EAOFEE HEOHRAV HEOERAD
MR - A o o
s
&
e Va
&2
— —
BE 6mm #97.5mm
BEx $92.3mm $92.3mm £93.2mm
HE 65mg 130mg 260mg
WA — R YDO088 YDO089 YDO090

4. FNEENIFZHR
RERRE

6. FERUAE
WHE. RAKIET7ar vy e LTlidmg, 1H2EA
BREOBRSIOFBL. B2 ICHET 5, fEEE LTI
H8~l6mg% 231 CREREORET 5,

BB AEE. ERICE VEERRT 54, 1 HRIZ24mg
BBV E,

7. BiERUREICEHED %R

TuF ) URERIRINESED S REIAT B B854
12 AR - HEICHE-> T, 1E4mg. 1H2E&%
BOBSXIOBEBL, RAICEEITLZE, AFIPS5T 0
F ) URERIRIREEIAYI DB 2 258101 ROK
EXERINCYIOBEZMRETH 575, BEOREEZ+58
BB e, YOBZICELTIE, Jutrtvy VKK
INEIBIEI D [EERAE] DIEZ22ZICHERZEIRT 52
Lo B, AEETOF U R RIS % [F R
ICBETAZEICKVBEREICESEVWEOTFERET S
Eo

8. EEREAXRNER

8.1 AHOHEBIINER/NMNRERS LS, BETLICEHE
BB LN SHEIT A L,

8.2 IRK. HE - £ 71 - RENEHENZFOE RIS 3
ZEBHAHDT, KEBEFOBEIIIEHEDELRSE
fElf 2 D BMOBEICRES YR VLI EET S &,

8.3 HE., HAM. MEZOBWERE2E /LS5 EEED
HHOTHEEZT7ITV. B AL NHEITIEM
DIBRBEICT OB Z 2R EBE L NBZITH &,

8.4 AFOEEIZLD ., BIEPLHERKROELH 5D,
WREES b7V R—V A, BRREEEBICESZEN
HBDT. FROBREGICEL TR, 52 LDIN5D
BEWERAPRIRT 2EADVHH L2, BERVZORE
ICHAICEHBA L. 8. 28R, 2R, EREOERYH
SbhzBAICIE. BEbiIckE2HliL. B0z gE%
B &S, BET S &, BICHEREXIZZOBEE
HHEVEZORBRKRTFE2ET HEBEFICOVTIE. MFEE
DHEZOBEZ+7ITITH> T &. [9.1.5. 11.1.9&
]

9. BEDERERIIBEICHTZER

9.1 GHHE - BMEEEDNSHSFE

9.1.1 i - MERKE. EME. XEZNSOREVDHZE
&
—BEOMERTAHEDNBZ ENH 5,

9.1.2 N—F VYV VRRIE L E—IMFEERIED S 2 FBE
HAASER DB T 2 BENAH 2.

9.1.3 TANAEOTEMEER. XFTNSOREEDH S
BE
BRMEZETSEL2BThFH 5.

9.1.4 BREHDBIERUBRZBZERI 5B
EREBLSELBTNIH 5,

9.1.5 FERRXIEZDEREEDSH 2 FE. HB5WVIEIFERKD
RIKE. SMAE. EHSFORRROBREATZET S
BE
MEEDP ERT 2 EFHDH. [8.4. 11.1.92]
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9.1.6 K « REFRIREFZH S HMIREDSH 3 EE
EWERBPEZ DRIV, [11.1.15H]

9.1.7 FEAE. REEEVR. BB, BOKIRESZFOERE
FHZERE. BRIRIMSES O MEEEESRES N TL
%, [11.1.75H]

9.3 ITHAEREERE
MAREP ERTEBZNNFDH 5.

9.5 iR
IR SUIIER L T A TR D & B 4ctkicid, 1B LoD
A EEEZ EDS CHi s h 2 B8 IC0ARET
BT L. BRBHICHBEREIRESNTVREEE.
AR RICHILREE, IR, MPIRREE. R, HRERET.
GRS O BERAEIR P #EF S BER A B S bz & D

HREPDH 5.
9.6 7T

BREOAERUERUBIAREOAEREZEE L. KALO
eSS IE R T H 2 & BMER (v ) TR

HHAOBITPRESh TV,

9.7 INB

INREZRNRE U BRRHEBRIIE- L Th .

9.8 SEE

BEOREBZBELLPSEEIREGITSHI L, —RIC
EEEESETLTWS0T, MHREDN LAY 578

HrH 0. HEETHERFORIERN S 5bhPd .

10. #8E{FA

KAENZ, E& L TEMRBEBERCYPIA4THH S NS,

[16.4.35H]

10.1 HEAFR BHALEBLTE)

SEHI 2 F HRRAER - FHE TR WP - falRE T
TRLVFY Y 7RVFIUYOER | T RLVFY V&7 R
(7FH747Fy— | zHEgEsE, EEL | LY Y E#Ea.

O BIEF . T

MmERETZEI I

B -REFDOREHIT

BHEBIC B 28| &LP¥H 5. HO. BEID a-ZE
RS U< I35E M ERT RIS XD
BRI 556 % B -ZBAERIBAERA A
B<) BfiEzy., MER
(Rz23IY) TERAMHERS NS,
[2.3%0d]

CYP3A4%5< HE | AR OIMFEED k| AF 0 FBEREBER
¥ 2 A AU, ERPHE®RYT | THHCYP3A4ZEI
£ FFAFYV =N | BBEADD S, EF L0, KOV

(4 bYY=)
RAYVaFrvy-—-J
(7472 F)
IaFV-L (B
O ORERA .
HEAED (7m)—
K. 7€)
JNVaAFY =)
(Y7NHY)
ARRTZINAFY—
L (Fav7)
RYyary -
(V7% 741))
UrFELZEED
BMH (/-7
ALV ET. %O
v )
FLFEL (FV
JRF)
TYHFFEL (L
LTy V)
RATYTLFYE
V(LT vT7)
IYYhLILEL
(Va—n)
YAy b %
ELMA (R5Y
LR, FURA
Y. FLryary
7T AN LAY —
)

[2.4, 16.7.3%18]

U7 5V ANRERDT
HA[REEN D B, Fb
EicBWT, ¥ b
>V = (ROF:E
WERKTE) EOHH
X OARADOAUCH
17f%. Cmax7#513f%
ICHEmMLZEDRE
BH5,

10.2 HAER (HAICEETSI L)

Bl 4%

B - FEE ST %

W - a1

7FRLFY VEHR

BHFRERA
URALY TR
LFy

HELMERTZE
ZTIENDBB,

7TRLVFY TR
VFU E#E a.
B-ZAEOREHIT
HY. KED a-7E
REWAERICED
B -Z BRI A
B 2D MERE

TIER SRS 5
BENHDH B,
FRAR A HMECERZE®RT | AFRTINS D
FILI—) BT ENDHBOT, | HIED PRI H
BWET 2% SEEIC | ERICK S,
BE535Z L,
AN (= B MEERPEET | AFIE R8I U2E
LA B S#dHE| 5ZEDHDB BEWERZH LT
TuEsYTF WwabIEds, KX
& I UEE RIS
W, fERBPERT
BT EICkB,
e S FEERAPHEBRT 2 | RFIRTI NS O
ZEDH B, ROBEERICE 5,
TyZROIA AFOMPBEDN L | RAOFERBER
[16.7.1518] AU, EHP#E®Y | THSHCYP3A4%H
HBENTHZHOT, |ET 0. FOY

TV —=FT L=
Jai—2R
[16.7.2%H]

CYP3A4[HEFM %

I B A
7I)AuvA v
v

BEZ+TTITTV,
WEIGCTHEY
PR EHEAIIKRST
5T &,

V75V ANELT
BAREMEFH D, T
yzaavA T rED
BrRICEYAF O
AUCH2.71.
Cmax» 2. 451 hn
LIcEDHEDH %

AR OEFERBER
THHCYP3A4%=[H
E5 -0, OV
V75V ANEST
HUEEMES DB, 7
V=770V —=Y
Va—AEDHFAIC
L AFDOAUC,
CmaxA1.8f% 2 Hm
L7z DMEND S,

KA OFERBBER
T#5CYP3A4%
BT B0, RO
VTS Y ANBST

SraARY v LR D Do
INFTEL %

CYP3A4FEERZ | AR O M EESK | AF O ETBERBESR
HY 2R TUL. TEAPEET | ThHHCYP3A4%H
A = N V4 BBENDH B, By ari-0, BOV
AIUNTEE V7S5 ANEMYT
NLEY — VB FH BAREEN B B
LI

V7 7YY

&

11. BfER

ROBWERNHO5HONBZENFBHBHDT, BiEZ+7IC
T, BEPRBOOSNIHEICEIKREZPIET 54 EHE
Pl MEEITS T &

11.1 EXZEIER

11.1.1 BEAEREE (5%AKT)
EHFER. WEOHRA. BREE. SR, MEDCE
B, BFESRFEL. NGB SRERBBDPAOND
Ba, #5EhkL. RmdL ko EOLSE
BEEHITHY LB ZITD I &o AERIERITIE,
HIMIROEMPL MFECKD LR P HSND Z EHEL,
oy IATUEVREZHD BREOEKTHAAONS
ZENDB. BB, BENFERL. BHREE. FRA
B, EREN. PUKER, SHEEREA~NEBITL.
TI5ZENBH5B. [9.1.63H]
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1112 BREIZAFRIT (5%KiH)

EBHEEICLY., OFMEOREEESH T H5bND
ZENHBEDT. TOKIIERDD S bNIFEIE
WEXETIEZ2ZET L, B, BEDIEBLE
RO THEFDH B,

1113 FERA LR (BEERE)

BERE (BMAER. B0 - IEH. L WER. B
DD 2 WVIFHE R OCBNBEI O S - HEEORER)
ERL. BBEEA LY RICBITTAIEDNHLHDT,
BERESD SbNBEICE, HE52HikT 5k E
Y RMBZITH & [15.2.15H]

11.1.4 HFRBIVE Y FES D DHEIREE (SIADH) (BEEAR

BH)
K M) T AME. KFFEEME. REF MY 7 LHE
HMEOEIM, BER. B, BBEES2E RAR
RIVE Y AREETUMERRE (SIADH) »dbobhd
ZEBBHB, COEIBBERICEREEFIEL. KD
BEROHIRESEY 2 LB ZT> 2 &,

11.1.5 t&ERRIARAE (BHAEAHA)

R, B, CKLER., MARORPIAZae
vV ERENRD SNGEEICIEREERPIEL., B4
WEBZITHZ &, T, BMHRBMRIEIC X 2 At Sk
EOREIERT H &,

11.1.6 SEFERIERGE. BIMEREA (W h s EEARE)

11.1.7 FHEEARIE. JFREPRRIRIIARAE (VL9 N SEEREA)
FHEERE. BIRMES O MRERESREShTY
20T, BE2+SITV. BN, K. WO
B, BESSROONLGAICE, BE2FRILET SR
EHEYEMBEITH 2 L. [9.1.781]

11.1.8 FHEREEE (BEERHH)

AST. ALT. v-GTP. ALP, YUY LE V&) LR %
PES FFHEEEEDN D 5bN B Z XD 5,

11.1.9 SME. BRFEET F7Y R—Y R, BRFESE
(W N HEEEREA)
BIESERROEL D Sbh. BREES F 7
F—Y 2, BREHEEBRICELZEDPDH S, B, 2
. ZR, HREOEROFERICEET S EEBIT,
MEEORE ZTD 5 E+ 75 BELZITH. BESR
HonGEIcE, &E52HRIEL, 122 VEIFIO
BEZ0#ETZMEEITH> 2 &, (8.4, 9.1.55M]

11.2 ZODEIER

5% 1 5%K:1ii R BR EE2)

HBEEE B WL T

TEBRER MEET. Bz
ME. MEES, D
BRER (QTHE
DER. THROEA
&) IR, FRARS
TERR, DEMEHIS
I, EEEHSIR
fE. BIRE. DIABUE
/IR <5 ¢l; 2N

SRS
FEPRED

IS—F Y UREMR
BOGIR¥E. fom
Wl MEEe%Z. &
By, EERE. &
TREE. REARE
%) (33.5%).
ThYO7 (B
TEE) (24.7%) .
VAFATVT (1
BRE, BTRE
EF, OREES - MUk
FOAMEES
%) (12.9%). ¥
A= 7 (R
M. BHE - W
5H - FEER OO MR
ARER LERFE/E. 1%
B RIEE)

5%LL k- 5%A it S B R BRE2)

;i AST. ALT. v-|HEWilF
GTP. LDH. ALP.
ey Lerobkg,
JFHRER &

AR EikRE. B, E | ROwE
B

HLER M. BHRAR. |MEE. BHUTE. T
B M. LR, B
A BARER, EE

i, OER

o
&
T8
§&

S apll a5 ER | ARRE. LS
(21.3%) W, BREEE. i

L%, FHERE

WBFRER PERRMEE. FREA. PR

REE, BHIR

iR | NI (19.6%) . |MAERFAEOE(L. | K BHE. B
R (12.4%) . | @sE#. Bms, i) 2
N - BIRE - 5| 2>, K - LI,

R oFv - | =8, HEER, B
55O F, HE - |REE. THRE.
SR, BE 28, BREN. N

WERE., BRE B
WpEE. BEERE L
UnE, SFERE.
2, TR, Bl
M B IMERIENN ., 47 Bk
Bhn, [ mERED .
U 2SEREA . AR
BRI, &, AR
B, NEFoe
YA, AT Y
Uy MR, MR
BN, m/ARED
BEAN) OSBRI
R, B, Bl | 3T, HEA, (AHEHE | ZE. K
VAl m. REREAS. KB BE.
. R, BERR. [ FERR. M
Bk, Bdm. 2 | EET. &
B, PHENEIE. BN | &8 R %
. R ARIR . | B OE B %%
CKES. vU 7 | WU

Y FEF, Mz
LAFuE— IR,
meA >Ry >k
F.OIp) g E
m. oMo kR
BUN_E&. BUNH
AL mHEEAR
N L5 R Ry VN o
LN P DRV -
N 1125 NV RV
WA RPEAG
., Rfvaovy v
Btk REERTE. R

Z Dt

B

EL) FERP D 5 bNIZHEITIEBEICE U TRE X SN —F 2V
OGS, WULNBZITH>Z L,

¥2) HERBEICIET O ) VRETRNEIEE D4 TRD 51 7zFl
Rz &L,

14. BRALDER

14.1 EFIRZMFOEER

1411 FAOTRIZEBOLE 2RI LT <. BHEROE
2HEIRREREICLVER SN TVS 0. BRICIR
92 E5EEIT S &, [16.1.251]

14.1.2 PTPEEOEAIZPTPY — oMY LTRAT %
FOHEITHI L, PTPY—FORKICEKD ., BEOHE
IS REREATIA L, EITIdZEfle B U THER
MREFEOEERAHEZHRET S ENFDH 5.
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15. ZDthDFEE

15.1 BRARERICE DK BER

15.1.1 KFNZ & B8P, FRRHOERIESHES LT
%o

15.1.2 SV ETEHME S N 72 FRANE I BE U 7B HRIER (R
HNEhEE - XIR) 2B T I2EREFEERNRELLITOR
RRBRICB VT, FHREOEEHTEMREREHIES
S ARBEERE LB L CRERPL6~ 1.7EED» - 12
EOWMEN DB, B, KEIE OBEEEITOWTIIH
HENTHBHT., HETIEIEWVL, 2, SETOEZE
AEICBWT, EEBREMRED JEERUR R
EREICFETERD LRICEET 5 L 0BENH 5,

15.2 FEBRAREABRICE D < 158K

15.2.1 #1158k (F X) THIHERA RO 6N /-0. o
EHNICE DL hE. BHE. NMESSIC X 2 IEHER
PAREWILT BATEEEY D 5. [11.1.350H]

1522 F-o 8l (w7 2. v ) IKI04EREOHRS LT
BAREERBICBNT, v 7 A (Img/kg/HBE) T
FRES. FERAES. 5> b (Img/kg/H) THE
BEOREFED LEPRD OGN, TNHDFTR
&, FuS7FUICEELAEZE LT, FoEET
FE<HmsnhTtns,

16. ZYENE

16.1 M4RE

16.1.1 BEEHRS (ZEEHRS)

(R ASH. ZIERHERORS) D

k58 Tmax Cmax t1/2 AUClast

(mg) (hr)@ (ng/mL)P (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+49 | 6.34+6.34

a) HRfE (BIME-RAKIE)
b) Pl +iFHElRE

16.1.2 BOgS (Ri&RS)
BEBEERORESICBIT 5 CmaxXTAUC- 121k, 2
ERR G L B LT, 22 N2.68(E KR 0V2.69E LA
L7zo £72. BBRFESEO Tmax &k O E HE

(MRT) 1%, ZERHESICHRNTERICERE LD,
HEEEER (kel) KERZEDSNEZ L 722,
[14.1.1=08]

(ERRR AL 26, 2mg® &k BEHEO#E)

Tmax Cmax AUCo-12 MRT kel
B (hr) (ng/mL) |(ng-hr/mL)|  (hr) (1/hr)
ZERGHE 1.8£0.2 |0.06%£0.01]0.36+£0.05|7.19£0.36(0.160.010

Bk 3.8%£0.5 [0.14+0.02|0.83+0.11{9.63+1.17|0.15£0.014
(P AR HERRE)

16.1.3 REKRS (REKRS)
(BRRRALOM, 1E2mg®H 1 H2ME (8 - 4 &%) 10HEK
ERORS) 3

Tmax Cmax ti/2 AUCo-12
(hr)@ (ng/mL)b) (hr)D (ng + hr/mL)D
2(2-2) 0.57£0.19 67.9+27.6 3.22+1.10

a) HRfE (BIME-RAKIE)
b) FHfE +iFHElRE

16.1.4 £YFHIEIS R

(FOF U vEEs8mg YD)

7utrty §E8mg [YD] &utt vE8mgz
AF =N ZENETRIE (Tutrky el
8mg). BEMABTFI0RIHEEREREORS LT
MAFFRE(LABEZBE L, 85Ny
FA—% (AUC. Cmax) 22\ T0%EMX I
THREHRIT 21T > 12858, log (0.80) ~log (1.25)

“

DEHENTH . WH OEMFENRFHSHER SN

729,
HEIST A —% BENTRA—F
AUCo.48 Cmax Tmax t1/2
(pg - hr/mL) | (pg/mL) (hr) (hr)
Jarrteyr 3189.1 437.8
#£8mg YD/ +2096.4 +262.2 1.5£0.6 154£3.0
. 3554.9 480.0
ot v §E8mg +£2543.6 +318.6 1.6£0.8 |14.4+3.8
(FHfE = ZEHEFZE, n=30)
(pg/mL)
700
Juat >ty v $E8meg[YD
600 | - grYD]
a-aFt UEESm
500 5
M2 + fEHE =
#% 400} (q:i,]{ﬁ—*m—'—ﬁix n=30)
i
3 3001

& 200}
100}

) e
01234 6 8 12 24 48

BERERE (hr)

MEEFREENEICAUC, CmaxFED/ /8T X — 1%, #HERE OEIR, KRO
RN - RS ORBSMIC & > TR ZATRENH 2.

16.2 DRI

16.2.1 IRURER
84%> (F v 1)

16.3 910

16.3.1 MEEBRSE
99.7%LI_E® (in vitro & M. 10ng/mL~2 u
g/mL. FHEENE)

16.4 {5

16.4.1 EIRHEY
N-Bi T F UKD (in vivo BIEEM: : REED 1/
4.4~1/25)
7,8 DBKBILIER NS D F IV T a v B4
BN T, F & UTREMAKRON-BiT F LKA ERD
5N (Fv . 41X, H),

16.4.2 XERE
JaFrty ik, ERS Y VERON-IF AL KRS
N-#F¥ FMMb, vyouaxts7y D BOBE. ikl
HERIED B WVIZERS Y VRO &R IR H
ahs10,

16.4.3 X &R
JuFrt) vk, FELUTCYP3A4ATRE SN S &
Zz261n51 (in vitro). [10.38]

16.5 HEitt

16.5.1 HEIREE
PR O #E12)

16.5.2 HEft=ER
fBERAHICIAC-TuF >t vdmgw B R 2
BEOBE L& &, RPRUVEFERICE. Zheh
BE RS D59% R UHI30% S HEtt S iz, R
ICARZLFEEED s NT . EREWE L TEEED S
Vo a Y BBREERPEIE Lz, F/o. EERICIIRE
fbiEBsPba (EEPRHERDOS%AKT) RD5N
72812 (AEAT—%).
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16.7 FEWIMEEIER
16.7.1 TUROY A ¥ U HABDEYMENE
(ERRELAL2B1IC 71 ) > 1 ) > 2mg® 2 #i A%k E) 1919
[10.228]

Tmax Cmax ti2 AUClast

(hr)? | (ng/mL)® (hr)® (ng - hr/mL)b
B G 2(1-3) | 0.26+0.11 | 14.9+£8.5 1.94+£1.03
HR#%ZER9 | 3(2-3) | 0.63+£0.24 | 27.0£11.0 | 4.93+1.65

a) RME (B ME-FKfE)

b) FHfE R Rz

c) 7urrty yEE7THHLVBRERHECTCIY Au~v A Ty
1,200mg/H (34) 2#REFO/S L. TuF oy Y EERE
IV 2AuvA ¥ 300mgE A

16.7.2 L—F7Ib—Y I 1 — A EFOTENRE
(BERERAL2GIC 70 > Y v 2mgD 2 RKES) 149159
[10.22 ]

Tmax Cmax t12 AUClast

(hr)@ (ng/mL)® (hr)b) (ng + hr/mL)D
B 5. 8F 2(1-3) |0.22£0.13 [12.3£11.7| 1.73+0.96
PR GRS | 2.5(1-6) |0.39+£0.25| 15.7+8.7 | 3.17x1.71

a) RfE (FR/IME-FRAMHE)

b) FHfE e R

c) 7utr i) EE560FHRUEERICTL—TTIN—Y V21—
200mL # {8

16.7.3 & b33V — LRI OEYIENHE
(BEERA L2l 7 a2V »2.5mgH 28 gks (4t
EATF—%)) 101D [10.15H]

Tmax Cmax ti2 AUClast

(hr)@ (ng/mL)b) (hn)® | (ng * hr/mL)D
B S 3(1-5) |0.32+0.13 | 20.9£9.0 | 2.60%+1.39
DER# SO | 4.3(2-5) | 4.22+2.05| 18.2+5.5 | 45.17+£22.82

a) ki (FIME-RAIE)

b) FHfE R RE

c) 7utrt ) YEBRETHALVRSHEHE TS b3F Y —)L400mg
/BRERO#KE

16.8 Zith

(IOFrEYvEE2mg [YD])
7uatrty yiE2mg [YD] & [EENPEL5EOERH
Al DL ESEHEHBR T B 54 > (FR244E2H29H
HEFERHK02295E108) ] IcEDE, Jurr k) UiE
8mg [YD] ZfEHEMAIE Liz & &, IEHZEEICE S E4Y
FRICAFEE AR SNIZI®,

(I'OF>tYvigamg [YD])
Jut vy vEEdmg [YD] & [&EA RS 2ROk
AlOEMEESERBE T 8 T4 > (FR24E2H29H
HAEFEHK02295E108)] KEDE, Jurrt) Vg
8mg [YD] ZFHERMAE L& &, IEHZEFICE D24
EHICAFE L ARSI NIz,

) AROERRSNIZFE - AR BRAIXLH8~24mg# 2[5 3

TEREORETH S,

17. ERPRREHE

17.1 BHRRUREMEICET 2HER

17.1.1 EASEMAEERER (BA)
RARERFERE (15K LE) 26RICY ARY K
VERNBEE L ZEEREBEHBR K URARE LR
FERE (16 L) 2WRIINTRY F—)L 2 sk
LU _EHEREBHRBEEE L, Turr Y v
(8~24mg) IS (U 2RV K2 2~6mgid
NERY F—)L4~12mg) E1H2ENC3 T THER
ROY &BICSEBRO®RS L. BE&FHIERTORB
% - BEMERFERE (Positive and Negative
Syndrome Scale ; PANSS) O&& A2 a7 E{LE.
WERFROFEHIHBRESBIIROEBY THo72. &
B, YANRY P& BGEERTIZPANSS&EI R o

TEE (FBE-7). NaRY F—)L & o iRk
TRHER (4=10%) 2EWEEEFMERE LT
TJuaF oty EXBREE OIES MR MG L 7z,

YZARY R ED NaY R=LED
HBHER Hg2) 2
7oFve)y [ YARY RY | Tatve)y | haR) F-L
PANSS&ET N N N .
a7 zspge | 111173 |-115£17.4|-10.0+184) -7.8+18.2
(G (156) (144) (114) (111)
FEHEDZED
95% (2 HE X FE -4.40~3.48 -2.61~7.00
WER
(rhespr ks 51.0% 56.6% 61.2% 51.3%
NSV % (79/155) | (81/143) | (74/121) | (60/117)
FPAi12)
FEHEDZED
5% (=X -5.7~16.9 2.7~22.4
T1EESR | 163mg | 40mg | 158mg | 8.Img

a) P R

Y AR Ry EDREREBT, Tur vy ViRER
ORIWERAFIRRIZ4.9% (148/156%1). E=EIEM
mhra s s F oM (45.5%) . EEEE
(35.9%). AHEEE (35.3%). #R¥ (30.8%). 77
VYT (28.8%) HTH o7 NERY R—LEDH
BRBT, TuFrrt) UEBRESEHROBIERERERIZ
82.2% (106/129f1). FBIEMIZIRE (27.9%).
THYDT (25.6%) HTH -7,
17.1.2 EARBIESHER (BA)

RN ERFESRE (16LE) Z2xRic, BEEDT
HEERREB D O Mk L - BHIR SR (1), SIHEE
KB e L TEH#HRERR (2) RUEHKSHR
(3) DIFHEEZEM LTz, FRBICBIT HHEBROHE
B, RO OWRBR R HRSBIZRD &

BOTHh-o
EWRS | BORS | BHIRS
He ()Y #Er (2) 0| 3B (3) ©
- 39% | 246% | 246%
(2/51) | (15/61) | (79/321)
dp g . 759% | 75.0% 51.9%
(hmmas | OB | (22/20) | (36/48) | (137/264)
ORI/ 1 706% | 868% | 555%
e |22 7S0RE | 15017) | (33/38) | (86/155)
e 604% | 683% | 48.1%
TRFVRS | 20/48) | (41/60) | (153/318)
P RA&IHBRS R 14.4mg | 12.8mg 13.0mg

a) AAFHURERREOUER
(ATBRFUEREL LoBE (RERSHER (1) 1161, (2) 4
Bl (3) 36 ZREICET)

b) 1H2EREOHRES., #GHH B0 TEERRBHEZ &06 7 A
DL E142 7 AR

c) 1H2EREOHRE. HR5HIH : 26~ 5638MH

B ERER (1) OBIERAREBRIZ65.4% (34/52
). FaMERR 7 TT (28.8%) AHRIE
(25.0%). #&¥ (15.4%). FEE2 (13.5%).
R (13.5%). #HiEEEE (11.5%). E# (11.5%).
8 (11.5%) ETHh -7, REHRSHR (2) 0F
TEFFEBREILT72.1% (44/6161). FELAWERIET A
Y7 (32.8%). MHFSaT 7 F M (29.5%).
RE (21.3%). AERE (18.0%). AR (14.8%).
08 (14.8%). E#HEE (13.1%) EThH-o7. R
B 5RE (3) OEIERAREIRIL68.5% (220/321
Bl) . EoBERGLHTaZ 2 F 2 8Em (19.9%).
AERAE (17.1%). 7hH> Y7 (16.8%). R

(15.9%). {Ef (12.8%). 1HEE (11.5%) FTH->
7-23)~27),
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18. EhFEIE

18.1

{ERKRE

In vitro 2BFHEERBICBWT, Jurrty ik
FRIVDREMRY 777 31— (D2, D3) Rt
b= V5-HTaZAMMIIN L THEMEZR L., i
BELTERALZ, FEREMTHAN-ILLFILAED
KRR VDoZBMAEY T 773 — (D2y D3) RUET
F =V 5-HTaZAMFIIN L TEMEZR UMD, RIS
IVUDBRBEANOBNEIZTaF ) Y OK1/10T
Holro N-RZFIURIZET b=V 5-HT20ZBE KO
5-HTeZAMFKIIR L THHMAEIRD 5N, .
Jarr ) 7 RLFYral. BA¥ I VHIL A
AN YMIROMZBOZARICN L TEERHTHS N
NI VDRBHEY T 773U — (Day D3) RUET b
= V5-HToaZ BERAN OB I LR TEW B 2R
L. N-RZFUESB 7 FLFY > ar. BRI VHI
LAAY MIZEOZEMRIIHT 2HAETED, >

7-28)~31)

18.2 FE{ER

BEBRICBV T, ROFEEEAFREOSN TV,

RO ED® %\ 3EDso(mg/kg) o
(BWE. BEEE) | Jorotwyy | noRY -l "
55 1A [l 3 S 400 1)
1
HE#528) (5w | EDso:0.55 | EDso:0.62 | ik % %h
[N {m)) SR
RE#E28 (T v itz U itz L
[N = Jm))
I RS S > LR
51 B EEE BticE 5 <
ED:03~3 | ED:1.3 |#&%#RE
Z oW EH32) DFIET 5
(5 b, £0) nET T
UADOVER
AT IHIY AN 77
FREAMEAMEEE FHiIcEOL
FREAEEOWE ED:1 — WA KR E
fER32) (T v b, DHEEETT
EIRA) ILADVEH
Xy TH IV
- N F5 M RE R 22
F R E D) LI H . .
RS (59 b EDso : 0.446 | EDsp : 0.287 i{’?ﬁ% ¥
#%0) -
A " s
FHZS) (7"7}‘ % . O =] H
st
)
7TRELE ZHER .
Eu%ﬂl‘ﬁ%ﬂ&
VAN S ! L A . -
% o s (e 28| ED103~3 | ED:1.3 ;mﬁﬁmﬁ
(7w b, £0) -
hy LTy —EiL 20 8 A
PEF28 (5w .| EDso:16.4 | EDso:5.63 |4 % % E1E
#EO) HoTEE
SKF38393 ## R oy
W OEEB R | 0mg/kg/day | Lo ﬁgﬁgﬁ
F28) (v b, #| TIER%AZL : o
I:l) ﬁﬁ@?E*fr

ED : {EfA&. EDso : S0%fEF &

19. BRI ICERET BIE{EFHAR
7u+>+tY > (Blonanserin)

2-(4-Ethyl-1-piperazinyl)-4-(4-
fluorophenyl)-5,6,7,8,9,10-
hexahydrocycloocta[b ]pyridine

— AT -
it % #&:

i

?
?.

DD

: C23H30FN3
1 367.50

22.

% R HEDEEEOMIRTH 5.
FEBR(100)IVEITF R < A¥ ) —LXid
I8 )= (99.5)ICRREIFIT L KIiZ
BEAEBEIT RV,

{bEAEE

N N
N
=

=ES

(FOF VU viE2mg [YD])
1008 [10%E (PTP) x10]
(FOFvtU vikamg [YD])
1008 [108E (PTP) x10]
10008 (79 2AF v 7R2R)
(FOoFrrEvYUrEEsmg YD)
1008 [108E (PTP) x10]
10008t (75 2F v 7 588)

23.
1)

2)
3)

4)
5)

6)
7)
8)
9)

10)

FENHEK

BAEMAIPKEE: (BE) (ot 8E/8 : 20085F1H
25HAR. HFEERMTE2.7.2.2)

REOHEOHET (-t U 8E/8 - 200851 H25H %
. HEEERE2.7.6.9)

BRBAIPKRE: () (urt o 8E/8 : 2008418
25HAF. HEERME2.7.2.2)

(W) IR NE R - EYZORSERER (588mg)
MR (Tt o 88/8: 200841 H25H &R, HEER
WE2.6.4.3)

v MEARR AW vitro R (0t g/
20081 H25H&F. HiEERMEE2.7.2.2)

In vivo i (9t U 8E/80: 200841 H25H &R
FEEERME2.6.2.2)

b oM, RBEIUCEFORBIHE (-t i/
#7 1 200851 H25H&GE. HEEERMIE2.7.2.2)

R# (Tt 8E/8 : 200841 A25H &R, HEER
152.6.4.5)

R#HERE (0t 8E/80: 20084FE1 H25H &R, HEE
BERME2.7.2.2)

v MRECYPORE (Tt /& - 20084E1H25H
AR, HEERE2.7.2.2)
lACHER A Z FW - ANS V2R (ot o 8E/8:
20081 H25H %GR, HEERMNE2.7.2.2)

AR fth - EERAEHEEIE. 2008 5 11 : 891-899
HEYIMEMER (0)t o 8E/8 : 200841 A25H &R
R R E2.7.2.2)

WAL b RS 2008 5 11 : 901-909
FRaFy—ILEOEYMEEERRER (0rt /8
200841 H25H %30, HFEERMTE2.7.2.2)
FhaFV—LEOEYMEEER (ot Ui/
20081 H25H %D, HEERMTE2.7.6.13)

(BRI EEANER | EVMZORSERER (582mg)

(R B AR - AN RIS TR (584mg)
AR EAE T, 2008 5 11 1 297-314
FHIEHR @ B ARG T, 2007 5 10 : 2059-2079
BIAHRE (HhaXY) F—)L) (gt U 8E/8 0 20084
1H25HZ&R. HERRMIE2.7.6.15)

FHBYEHR © AR MEETE, 2007 5 10 : 2241-2257
ARTHRIE : ARG MEERE, 2008 ; 11 : 135-153
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25) BHiHRGHE (1) (urtU8E/# : 2008F1 H25H%&
. FFEERNE2.7.6.20)

26) EMRERE (2) (ot o8/ 20081 H25H %
. HEERME2.7.6.21)

27) EH#SHE (3) (aFto8E/80: 20081 H25H %
A HEERMNE2.7.6.22)

28) RHERR fth : BERREASEIE. 2007 ; 10 : 1263-1272

29) K83 VDy. D3kt b= V5-HToaAZAEICHT 2
egfER R OHEHER (o>t > 7—7:2019%6H18
H&GE. HEEREIE2.6.2.2)

30) LARHY UM3RBEANOEEBNE (vFr7—7!
20194E6 H 18H &R, HEERINE2.6.2.2)

31) In vitro Bk (9t U 8E/8 - 200841 H25H &FR.
RN EE2.6.2.2)

32) Noda, Y. et al. :J. Pharmacol. Exp. Ther. 1993 ;
265 : 745-751

33) A¥ U7 x4 I UEFHKEHBRZICNT SWHIER (o)
tU8E/B 20081 H25H &R, HEERME
2.6.2.2)

24, EEAERERUEVWEDEE
HASHBEE BEFMEKRE
EILREILTFEFI#E3697H&MS S

B8, 0120-647-734

26. HERTTEES
26.1 BUEHRTETT

'// tta PR

ELRELMEHIIMS3697&E MBS

[454Aj009



