202448 1HELET (BB10)
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BAERH F77Y NERESRE

F7 7Y K§E25mg [HET]
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2. B2 (ROBEICEBBELEVI L)
TUT s F WO TIRRES (TugsF ) —<) OFR
& LRSI UEHIC L) 7a 5 2 F v it L. 5k
AL BTN S

3. fERL - IR
3.1
Wi 4 F7 7)) F§E25mg F7 7 F§E50mg
72 [HEET] [HEET]
15EH 15EH
. F7 7)) FHEEERE F7 7)) N
HAIHSS 278mg 556mg
(7779 K& LT2mg) | (777 K& LT50mg)
R, ERE VO —2, fhyEOaYT YT
w7 vraxs ot ra—a, A77) Yk
e FAYTA, TIJTNFNAYZY L— kaE)
<—E. bSO AT—A, ¥V
3.2 REIOMIR
— F7 7Y F§E25mg F7 7V FE50mg
e THETL] THEET]
H I TANKT—F 4 v ThE
o, I~
i @)
VAR O O
i = =
5% (mm) 66 71
I & (mm) 3.2 3.6
i (mg) 110 149
AEka— B 7421 71429
WBEa— R @421 @429

4. FHEEXIIZHF
OBERBREEICH > BENITH. BHREE. . EAROY
=

OBRMS 2% 2T T RUN—F LU T LIS T RE2TT

6. RERUVAE

F7 7 RE LT, @EEALH75~150mg % 3[a12 73 FlfE 1% 5-

T 5o b il ERICE D EEEET 5,

W= X VIV Z AN VAF AT TOERZ TR,

1H1M,

256mg2 b G AT A EDHEFE L,

7. BEARUVHEICEEET %8

(zhREFIE)

71 RENE, F& LTEEL SPEE S NS A5, ElE ClE RS
EFLTWD Z AL nizo, BHE (B2 i1X1025mg, 1H1~
21 oG EMIET A% SHEEICHEST52 L, [98. 1662

ZHi]

(BEERREEICH O HBHITH. BHEE. HI. tAROYE)

7.2 RHNOFGIAMIE, RN CRIEN ORI ERE L 275
BHEISHIET 5%, HG6H TR D 5N WIGE 12T
(s | S R R

8. EELEARNEE

8.1 IRK., IV - LALDEXENHEDLNLIEDVHLDT, AH|
Be G0 EBH X HBEOEEREGR % 0 ) RO BRI it S
FHRVEINEET LI L,

8.2 HIMAEM 2 AT 572, MIEHZHo  ha, BRI, M
B X BRI R A AL T2 2 2D LD THEET S Z
to

9. HENEREH T HBREICET5EE

9.1 AHHE - BMEREDH 5 BE

911 EELBREEZTDHZEE
MEMT 23S 5 bR T\,

912 QTERDH 3 EE
QTIEENEALT 2 BENDDH 5,

9.1.3 EHBZBRRXIIEAU T LMEDH 5EE
QTIEEZ# Z L3 v, [11.14 &H]

9.1.4 BEHBREXENIAHTVF—TDRDH ZEE
FEOLEWMTH L ANV E Y FOFGIZ LY 2R AERERS 5
bzt OHEDRH 5,

915 BK - REFRIREEZHS BENEEDH 2 BE
TESEEETE (Syndrome malin) 252 1) 90, [11.1.1 ]

9.2 BHEEERE
BV EES R T A BEZNDH 5, (1661 SE]

9.5 1T
T SOTHR L C W 2 RO B 2 eikI21E, i LoF &)
fabatE % Bl s EHW SN EGEICOARKEGTHT L,

9.6 RIL®

THIENHEEN TS, [1631 2]

9.7 INRE
INBE R R L LRI OV et R b L A R BRI E 5
LTV 7w,

9.8 EfE
BITER (GEARIMEERSE) ORBUEET A2 &0 B ILhEE
DT D BEFNDD D, [71. 1662 ZHE]

10. HHEERA
10.2 BtRZEE BHRICEETS L)

A %

WA - FE 5 i

W - falri 1

QTEEZREZ 32
EPFHBE T B3
#

NTNRTY R — L&

QTIER, LA
IR &5 0 55 7 B A
TRITBENY D
Z)O

NN QOR (NYOF o
ATV QTH A
TEEIELBLNR
Wb bz, I
EDEHD T %
BEINWHDH %o
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il
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KA J b D3
HNIHL R8I A EH
EHET L0, B
(PR 7N APA TN (
MDD 5bIb,

AR E S
LR FoS&s

MEAAEH 255 &
HHIEND D,

ARFEIPL R 783 2 E
MehaT 5720, 1

HDHEIT %,

FRAR R S 1) AN HAE R | AR A L DY S o 3R
NIV Y — VIR WE I & B R S D 2| F L R )
SEAR EWB D, MafT 5,

JFR B S
TIVa— ) e W i b e |

JRTE] EzHT %

11. BMERA
KROBIWETD S HbND Z LN DHDOT, BET T,
WA S NGA IS & Pk 2 7 &Y 2 ILE & 4T
to

11.1 EXEEUER

1111 EMEMEE (Syndrome malin) (0.1%7i)
HEBRER, BREE OSBRI, W T R, IR, MEOZEE), F&T 5
MEBL, FNICHIEREBEDPASN LA, H5 %k
L. RSE, KOMmSEoSGEHE L b ICHY) R UELITH 2
Eo AIESIERFIZIE, HIMEROB IR MLFECKD LA H SN 5
SEDNLL, Fm, IF U VIREED BEREOILT 2SR S L
LI ENHb,
B EEGHERR L. ERkEE. WU, MEBRIEN. BAOE
W BMBEENEBITL, BT LLAPHREENR TV,
(915 Z/H]

11.1.2 B (0.1~5%Ai)

11.1.3 & (0.1~5%Alii)

11.1.4 QTEER. {0 F4FA (Torsades de Pointesz &) (%
0.1% i)
[9.1.3 =]

11.2 ZOOENER

=]

I
-
-

M bo
13.2 &
AFNIMAGENT TIIDTHh LoRE SN,

14. BHEDZXE

141 EHZMNEOZE
PTPAED#HFNIPTPY — b A SN L CHRAT % & 5 g
B2k, PTPY — PO LY . T EEAS R A~ A
L. HIC3sfle B2 LTRSS 0EE 2 5 0HE 2 05T 5
ZEHH D,

15. ZDMOEE

15.2 FEERAREBXICE D 1BH

1521 ¥ (5 v b) oA RO EEHEERE © T8 R OF R
OZFEHiE, T, AR TRKEE COMBOERYRI T LD
REDD Do

15.2.2 7 v MIEMEREOES LRI, BRE K=
D 30%% (75mg/kg/H) D bEo#HFSE TR0, T2, 60F
(150mg/kg/H) T FHEEAKDOMERFEAEBFEDH I IS LEw e
DEED D 5 o

15.2.3 B ER (74 F) THRBZRBELFOHINAL0 K O
160mg/kg/ H THE SN T 5,

16. EYENE

16.1 MARE

16.1.1 BEZS
ERERL NGB T 7 7)) FHE100mg# LRS- L 225580, #e o 213IR5e 41
WIS AL, IS P (X 2R [ 1212 € — 2 (720ng/mL) (3L 7215, ISR
BILRERTTA L 72V,

(ng/mL) 1,000

Cmax=720ng/mL

5001

1004

PEESIE =)

50l t12=3.9165

0.1~5%A i 0.19%A:iifs .
ofrm g - HI= = T 10— T
G ANEENR . BEDR. MY 12 8 4N )
R, e L. iR 1R 550
T
- N N s — 16.1.2 EMFHIEFEHER
FEARIMRIEIRD |8 —F 0 v VIEBBE| VA N7, B FREE (1) F77Y K§i2smg [AET)
EHE. AR, SEEK F77) Fe25mg [HET] &7 7<) —V§bmes . 7 0 A+ —N—ik2 k) 2
2f:tﬁf %§§?4¥¥ N2t (7770 FELT50mg) & HHEH AT 71240 AT 145 5: L C i 7
S LIS Sew T 7Y WAL 5N IS5 A — 5 (Cmax. AUC) 125w T M5
), DAF LAY BF VS THRRRHENT 2 17 o 7o 55 5y WA OBy 0 [ S5 DS HERR S 722
T BEhEE B,
NN SYHE T A=
2w 2777,/\/7 A = B8 T A5 BEINT A=Y
I}\J]j Y‘Z‘ ?Lf‘i‘g %\ _k‘lli'ﬂz?t%\ BIH) 4 Cmax AUC Tmax Tus
S (ng/mL) (ng-hr/mL) (hr) (hr)
R IRE. AR, gt - & #77) Fiiomg [HEL]|  4130=1008 19594 %3537 13+07 | 28%06
i;?'%\ *L[] 2) D, ITAR V) N 75 <) — )VEE25mg 4204+121.0 1889.2+374.7 16+08 2709
TERRTTAHE (2585, Mean=SD. n=14)
[EREie it HDEFW - HELDX, O (ng'mL)
0w i
PERBE S, JREEE, H ool
‘(ﬁ’”:%% %'L‘ : ul“—ﬁ’:uj:\ HE% : Fg ﬁﬁkﬁi&\ HE%KH%‘(%!EZ 1;300* —e— F7 7Y F5e25mg [HET)
AT, AR, o ﬂ;sg;;;, V;\I-;a):%?[?]grﬁn
BHL, A%, TH oo
JFF- Tk AST LS., ALT LH | |#H
Al-P b5 100 E
i R 25 L B =
Z DAl e, IRFREIR S, (2 0 6 o 18 2
<h, &l '

H) T X9 BERD D HbNHEIE, HELEPS—-F Y
CHEIDOBEHAEE ) R LiE R & D 2 L
FEBVHHEEI ., AKGERE X COIFIREER N Ol e A 1o ko
WTWwWb,

13. BERE
13.1 fERK
IN—=F 2 VEERBEEOHEFIMRER, BIEENSH S DL 2 L

I PR LR HERS (50mgdi )

Mg HEEEIE N Cmax, AUCE DX X — 813, BBRE IR, AR ORI E - e
ORI L o TREDWRMED D 5o



(2) 77 Fes50mg [HET]
F7 7)) F§E50mg [HET] &7 9~ —LiE50mg% . 7 U A+ —N—El2L ) Zh
2N (57 7)) P& LT50mg) & MHHE R T 1 A g HE R 85 L C i o -
T FREEAHE L, BONIEYERE ST 2 —F (Cmax. AUC) X2V THHEUr
ATV CTRREHRAT 247 o 7245 Ry A O A F R R SE DR S 72y,

HEMFRE T A— %

g T A =S ZHENTA—S

Lk Cmax AUC Tmax Tis
(ng/mL) (ng-hr/mL) (hr) (hr)
F77) FéEs0mg [HET] 310.7+1109 1591.3 4388 1.3£05 49+14
7<) = )V EE50mg 291.2+69.3 16745+443.3 14+06 42+09

(1§8#%5-, Mean+SD., n=14)

(ng/mL)
100 -
300 |-
il \
s
o L —e— #7771 K§i50mg [HIET)
H \ —A— 75~ =V 5i50mg
b3 \ 1585, Mean+SD, n=14
JiE \\
100 \i
0 . | !
0 6 12 18 24
IR (hr)

I PR R RS (50mef )

M5 P EE A N2 Cmax, AUCED/XF X — &1, HER#E OFIR, AR OFRIUREY -
D RERG M L > TH72 B RENA D 5 o

16.3 47

16.3.1 FLitHh#BiT
BN DT v MIUCEERT 7 7)) FEfOH5-3 2 & FLT RO BRI RE (2 20 R 212
BEEE R L, ZOREIIEMPIREDL2ETH > 72 FOH%, LM iEE DRI
Plo T PIREE S IR L 729, [96 ZHR]

16.4 1Rt
BEHERL AT 7 7)) FEE100mg & LR LIS L7235 650, 12 e AL RB SN ho
720,

16.5 HEit
BEHE AT 7 7)) FEE100mg % LA I#E S L 723551, #5245 4 Lot bh
DTLI%REA, 93%N N - F vk L CRPICHER S 7zb,

16.6 HENEEEHTHEHE

16.6.1 BiEEREERE
R RERE EEE ST 7 7)) FEEL00mg & R IIHEL: L 728581, Cord T Ik - T4
SEHNGRIE L, AR DL R o BB E S (Cor 60mL/minkLF) TIIAEEEHALS
WA T E 2 DL R % 5 729, [92 BE]

X—X BEBEEE

L A—A ROBEEEEE
(ng/mb) 00 hEEBESE
1,000 o0—0 BEBREH
o -o FRMA (BF)
3
100{
o
V=l
7
=
101 1,
24 8 24 48 (h)
5%
R EEE ST 7 7)) FEE100mgRE 145 5-1E 0 21581
T HEREREE O R tiz (h)
= J& (Cer 0~10. F¥Ccr 29. n=5) 216
REE (Cer 11~304 Cer 160, n=1) 863
% (Cer 3160, F¥Cer 553, n=3) 754
B % (Cer 61~90, “FCer 696, n=4) 424
16.6.2 ELEEE

AR (60~795%. TFII6TiE) (2F 7 7)) FEEI00mg % &I G- L 7235 A, flenk
N HATE R A LERRIE L 7245, #EH5- B OWIMULBEHEBA & Rk 23R
HTHY ., POREFTH o720, F 7z, LHME DO FHRR G- T b I i 13
S LEMUMNICEFRIRBIE L, EREIED S kr o720, (71, 98 2]

EEBE BT YA LRI/ T A -4

Tmax (h) Cmax (ug/mL) tiz (h) AUC (ug/mL - h)

18%0.2 0.876+0.127 575%0.59 589+0.85

(n=6, P £SE)

) AR OKBENZERCHEL [F7 7)) FELT, @EKALH75~150mg% 3
(A BRI S 20 2B e, AERIC L D EEMNT 2, S—F V=4
WZPE) D AF AT T OBETIE, 1HLEL 25mgh b5 2MHmT 2 I L0 E L

Vol THD,

17. ERPREIE

171 FHHRVORLMICEEY 258
(RIBZRIREIE (S D BNITH. BHEE, HHI. EAXOHE)
1711 ERLEHR (REEEMERE)

CHEERILEGAER E L O, M B C A TE), HHREE . HRMET owE

A ORAEIR % 25 5 BB, 57 7)) FIEEESE25me % 134 H 12358, 2

SR ORE, HE OIRBEIZIE U T3 d68E L L. 30 H LLFIX38E. 658301395

& LLHBENZ 8 L CARM6HEBIART 1S Ly 146810 7' T R 55 & Il L 7z

FAER O TAEFE & SRS (B> THRV, 207 D Ry, WPEEEE, R, k7 L)

L7co GRTCHERE IS0 & bl U T 52, 4. 6 U3 H% Sk R 6 B RS (L

S OREEUGE, BEUGE, AL, B, HEARE) CEHMiL7c. 777 ML TS

RUEDIAL AT, AT DR 1 57/14161 (40%) - 38/146%1 (26%). &
FECE DL E 1 97/14160 (69%) - 80/146f1 (55%) LWL P<005CTF 7 7)) FEED
HREIE o Tz, F72, BRI X T 7 7)) FEEA2060 (14%) 291-C. 7'
REEALTH (12%) 200 CHBEMC A E 7 < BIEH O 720853 % ik L 7-66)
ETNCTITERBETH 72, AEHONSE L LTEIRGER b oL b4 FT TR

21060 (7%) . 77 v RBEZ36 (2%) &RM3BIH Y. F7 7)) FEIZE WD

Hotzs

EERUS AX XTI TROEN—F DV ZXLIEI T XX RTT)

1712 EREEHAR (CX%2TV7)

CEERERBRE LT, N=F VS XA VAF AV T RUOZOMO Y A F A

D7 BEBWAEI08FIC, 77 ) FEEEEES25meE S —F 0V S A LIS VAF A

VT BEORE IR OIH B8, 25, 3P L Wi L, BTH £ CIH3GEA MR 5

ZERFHIE LT OS=F 0y VIEIROEALA B S N7 B 411335 VT TRk L T b

L), 2EBIXIEREHEL T, 3B X5 LT & L CMIRE %S, ooy A x

AV T BBEOYE L. AHIZIE R3S, 208 HI1X35 313658, 33 H 1X35E. 658 1L95E

DS FEROFEE, B OIREEIIE U CHLYSEE O F IR L TR U < 3R

L. 1070077 v RS L B L 720 9, 2T, VAF AT TOUFEERTY

AF AT T S OFEIR % b & e SR A UEE R & IR AR & L L T2 e E

O E, BIEUGE, AVE, B, HIEARREOBR TR L7z, S—F v =

ARE) VAF AV TRECH LT, F7 7 FlEL 77 L RO SR ARG

&, HWSEEB) : 8/5361 (15%) - 1/5961 (2%) . h&sfEdat bl b - 28/5361 (53%) - 9/

5961 (15%) . WEEES LA E © 41/536) (77%) - 22/59%1 (37%) &\ b P<0.001T

F7 7 FEPEEIIE S Tz, F720 77 7)) FHEORIERSEBURE X, 11/5361

(21%) THY . 77 LKL OMIIELRDO Lol TOMDTAF AT T BHIZ

LTy F7 7 FEEL T I RBEOLMBEGUEHEE L. FWSEH : 8/556)

(15%) - 2/48B1 (4%). whEEEECaLLE @ 24/556) (44%) - 1074861 (21%). HEECH

LIE :33/5561 (60%) - 18/4861 (38%) & 4x#kiy I TIEP<005CTF 7 7' N H

BIZEEoTWe, 7o, 77 7 FEEOBIERHSEBUHE X, 11/5561 (20%) TH Y.

T TR EOMIIEERD L o7,

1) RHFOKR SN WEROHEE [F7 7 F& LT, Wi ALH75~150mg% 3
[N ERR IS 50 B, i, RIS L D EEEHET 2. N—-F =X
1) Y AF AT T OBETIE, THLEAL, 25meh HH% 5 2 MG+ 52 EALEE L
Vo] THb,

18. FhFEIE
18.1 1ERMRF
Fo83 vk, L) b D2ER RIS BRI AR T2 Lk, YAF %
D7 B OIS BB B D MEAT B 2 WIS 2 b0 L EZ S5 NB10,
18.2 SEEHMME
FHIRDOKHE b T 2 A 3 v & —ZERIH T 2RERERBIC BT, B8 v 24K
LCORBMEER L, MOZERNOBMMEIED THH o 72 (in vitro i
Eﬁ) 1), 12)0
18.3 K/NI U SAEMBEBEIC & 3ERREELICHT 31ER
1831 Sv b
PN VR EERE (TREVTA D, A5 Y728 3IY) ICEVERSNDT Y b
DI EES) K Ol EE) 2 LT, AV E Y N E S EE Lo B %R
L7zo F72. ML — B P OB G237 v & SNB IR TOH K83 AAEFIIE AL EY F
L0 FT T FORMANOEBEEIZ AV E ) FIES TW/z0,
1832 EILEY b
REN LIV AFADTETVEENDT I/ T b7 ) VWK GROELVE Y b TOMR
IR EEY Lk LT SRV AR L 729,
18.4 #i5 2EARVHARIEA
B DM OFR & ENBHILTOL RV E 2L B39 DR ZAEM SRR L
TN ZR L, AN OFMIR TH 2 7 v N CORBEIRE % 8 L 7210,
18.5 Z Db DR ENER
PNTOA Y LT Y —FRlER ., TR S S Ok ORI, ~
A TOASEEBFHIEHL T v b TOEERBICOIHERIE 7 arFa<x s
LOWSAICEE < 2. PV OFHBIC & 2 Rk EEFUSH L, <Y A TORREYE
i, IR TOMMWE. FVROT v P TORBRTESOMEM 2 &R S hdho
7‘:10)D

19. B ICEAY EEZHE R

— MR 0 77 7)) FHEREE (Tiapride Hydrochloride)

1b4:% © N -{2-(Diethylamino)ethyl]-2-methoxy-5-(methylsulfonyl)benzamide
monohydrochloride

53 F3X  CisHuN204S - HCL

Gy fat  364.89

R BE~EEA oI REOR R TH L.
TRICHRD THEITR T L FER (100) ISHEFRT (. AY = VIZRREITR
L TF =0 (995) T <L BKERRRIS B THITIZ v
0.1mol/ LGRS IC VT % o

btk

CH

0 d ’

N/ CH;-HCl
HsC/S N/\/N\/ ’
H
O/CHa

22, @i

(F77U Fge25mg [AETL])

1008 [10Ex 10 ; PTP]

10008 [7TAF v 7RIV NT HEBEFIAD ]
(F77 K§g50mg THET])

1008 [108Ex 10 ; PTP]
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