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W SCEOFERUGT N H > -G A ICSGET ORILT — # 2B L2 IFAE MRt S 2 & &
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I. MEICEAY 5IEHE
1. BAROERE

K7 <F—nid, 77 v AD Delagrange £ SESIF #FZeaT (R ¥/ 7 ¢) IZBWTHIZERIZR S
7-. benzamide RDIKHKITH 5,
AFNT, R TEERMEREEA (B 50mg O &) KOFEH - [FEILER & L OIS EHT 5,
1973 4 1 HIZHES#E (50mg) 23 [H - + falials) OIS TR SN2, £ 0%, 1979 4 3
ATy 2R (Bl A RRE) 2t & U CHESHR 100mg 237&GR8 S iz,
Z D%, R 12429 A 19 AAFESRFEE 935 &5 [[ERFHR A IET 27200 ERGLOFRFHEL Y
W54 DI M DWW T 2 HD < a4 O REEAR 2 2006 4 7 AICIfG L, Hilkiet s TR~
F— UFBTE 5B0mg ). [ K7 ~F—/LfHiE 100mg) & L7z,
[N~ F— L1k 50mg |, [ K7 ~F— Ui 100mg | X7 A7 7 ARSI L - TlFE &
AUTWZA3, 2020 45 10 A 1 BIZ H E TS I RS IR GE &GRS Ak S iz,

2. HA0BRFHEE
(1) [H - +5EEE] SUR FHAEAE T IC/ER L. RS A P L 2ADZ W ANDFIES - + FE5HE
BoaE. HILSSEAREOUENR GUEBEMN) 28472527 I FROERTH D,

(VL. SEGFIIBF 2 E ) OHEM)
(2) [BAEKME] BIREZRE I AEM (T v b)) 2oL, BEERTEICH T 28R (FUkehm

EM) =67 %,
(TVIL. HEHHEHIZEA 2 A ] DESM])
(3) BMEHORBRIL, TH - + F6B1MEE 8T 5.56%., A KMiE] ik Tik8.5%Tho7, H
KRRWEA & U CEMEMRE (Syndrome malin) . &%, QT EFK. L=EH (Torsades de Pointes
Zade), EERIERGE, AIMBRKECD . RS B, B AR U7 MiZERAE, IR
MARIERHE STV D,
(TVIL.8. EIfEM) DHEZH)

3. HaORAFHEE
(1) FEHK L LT 50mg & 05 100mg 285 5,
(2) #AMEFZR L. 72 7 A HH T 50mg LGB O#R. 1 100mg 1RGO E #or Lz,

4. BEMERICEL TAMIRERHE

T B B b

RO T | A b BRE
RMP fiis

EMO U 2 RAMEEB Y LT |

IR S LT B b

Sl HEE A A $ 71 o i

R B E i

5. RERZHRUVRE - EFRLOFIREIER
(1) EBEH
Y LR
(2) & - EALOHBEIE
L7

6. RMP O#IE
A L



I. AMICBEY HIER
1. R3E4
(1) M4
K7~ F— L fi{E 50mg
K7 < F—/VABTE 100mg
(2) ¥4
Dogmatyl Intramuscular Injection 50mg

Dogmatyl Intramuscular Injection 100mg

(8) AFDOHEE
Briz7e L
2. —iB84

(1) M4 (WMAE)
ZNEY R (JAN)
(2) #4 (@aE)
Sulpiride (JAN)
sulpiride (INN)
(3) AT L (stem)
ANVE Y RRPUBARIHEE © -pride

3. EEXANETRERX
g

A\ f:”o
S
Hz=N

Iz

CHs: CHs

4. PFXRUVHFE
3 0 C15HasN304S
A5E : 341.43

5. {E%¥4 (fifiE) XIEXE
N-(1-Ethylpyrrolidin-2-ylmethyl)-2-methoxy-5-sulfamoylbenzamide (IUPAC)

6. {BER4A. fl4a. BE. BEHES
1EBRE = FK-880



M. ARSI ZEE
1. MELEEMNEE
(1) 98 - R
ZNE Y FIZAGAOREMEOM R TH D, (HERTHY, BIFETH LD, WOBMKITRW,)
(2) B
FERE (100) UIFAEFRRICIA T4, AH = MTRREITIC <, =& 7 —)v (99.5) ([ZIETIC
<L AKIZIEE AV EEET 720, 0.05mol/L it ek (21T 5,

pH 1.2 4.0 6.8 &
VgL 2mg/mL Ll | 2mg/mL Pl k- 2mg/mL Ll | 0.55mg/mL
(3) WiEtE

37C. 91%RH T Wit 4 7R S 7200,
(4) BR (2ER). AR, BER
Al K 178°C (fR)
(5) BIEEMBHMEN
pKa'1=9.0 pKa's=10.19
(6) HEFRHK
UERR L
(7) 20O ELFHERE
WEEE - B! (291nm) : %9 72 (0.05mol/L Aifi%)
E/) (266nm) : £ 28 (0.05mol/L #iifi%)
FEJCHEE - REhD A % 7 —VERR (1-100) 1E, FECHEZ R E 7220,

2. AMBRSOEBEHTICETIREN
(1) BEREBICIR T D2 EN

R PRAFZR1 RIFIERE PRATHA IS
EMRGRR =il M FHEH AT T A 24 & H
B 50°C (Fe) 6 & H FRBREE X2
SRR | W | 35C. TsuRH | TCEUIAT A 3 4 A CREERTH 2
(BAt2) Y
it ENHOL HT A v — 1 3 A

ABRIEE MR, AR B

(2) WEHCIREEICIRIT D2 ENE

L7 pH IR« SFEAEER (pH2~10) ICBWTLZETH D,
(3) sl fiRlc L 2 E0iRy

R L

3. AT OREREERE,. EEE
(1) HeaRakris
1) SRAN AT Ot B
AR DREREIRIC D EWIN AT PV ZRITE L, KD A7 bV ERGDBIAT L% b
W 5L &, WMEDARNY MUIFE—EED L Z AIZFEEROTRE DWW AZRBD 5,
2) FROMRIL AT N VEER
BAbH U o AEERNEIC X0 RBRAITO, RED AT MV ERBDODBIBARY ML EGT 5 &
&, MHEDANRY FVLE D & Z AIZFEEROFRE DRI Z 58D 5,
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(2) EEIE
HFR E A
AR ZFFRICER > L, ERIR CHET 5.



V. RAICEIYSIEE

1. #ik
(1) FIRORXR
TS
(2) BADOHERUHER
HR5E44 K7~ F— L 1E 50mg K7 <F— L1 100mg
. . IR T B ) VI EREN Pl
P - PR BB Dk TR Dk
pH 3.0~6.0 3.0~6.0
1RBEIE L @1 @1
(AEBAEHRII X9 D L)

(3) EAla—F
(Mv. 1.
(4) HH DY

(2) WHIONB K OPEIR ) DHSM)

(Mv. 6. WAIOF/HEM FITBIT 2 LZEN] DHESM)

(5) ZOftth
LR

2. HFIOHER

(1) ARRS EERD) OEBRUTFNA

iR 5E4 K7~ F— L fi{E 50mg K 7'~ F— L f51E 100mg
PN 1%$f@@)¢ 1%%(@m)$

AU R 50mg Z/)LE ) R 100mg
W SEaRbAl, Bile. pH FAEA

(2) EREFORE

K< F—/LiHiFE 50mg : 1% 2mL HiZ Na 0.236mEq

K7 < F—/VhE 100mg

(3) B#E
B R L

3. BABRADHEBKRUEE

AR

: 1% 2mL F11Z Na 0.163mEq

4. Ff
Y LR
5. BAYT HEHEED HHRHEY
AR L
6. RADKEEHTISEITSIREM
AR RAFSAT: RAFIERE TRAFHIA] il R
E%%ﬁﬁﬁwﬁ o] EwEN S X ?gﬁ ARBUEH (22 TN T H
WAL — 7T %6
wy B R m B ) Py 7
RERTEHE MR, pH, &




7. RRERVERROREN
AL

8. fFILDEAEIL (MEILFHNEIL)

AEOWERICEAT SR

AL, AAOYELEREICBET AEHRTH Y . AL EBE L THEM LI-BEoFM - 22k
[ZOWTOREIIE SN L TR, F72, BLA LA OB L2 Z EMEIC DWW T L Tu/s
WV, ARH A SRS U TR S BRICIE, BEAOBRMNCELHR L, HT 52 &,

< R <= F— /L7 50mg >
Bo& ik K7 ~F— i 50mg 1 7 > 7 /b (50mg/2mL) & ELA A 2 £ IR TETHRA LT,
PRAFSAE - LA, S|IRIC TR

3K B & JE A R BB 14 D IR
x| WR7es (%sr4) i & S8l - pH | HHE | BlAE% | 1 FFR 4 [FERA 6 FFR 24 W
S 5k b s mg N MY | SVEL | M) | ] | e | R | ]
: S mg/1m
%ﬁ$ (Fle~U 7 ) 5.15 pH 5.11 5.13 5.13 5.13 5.13
Eﬁ VL= U L 2mL VB TBI| AMBL (1B G (s VR 7 |
% - omL
F e | Ghkigtie) 6.90 pH 6.92 6.96 6.99 6.97
v |77 E S R 10mg BB A TERI| AL | o T o | VA 54 £ Y
& (7o T7Tr=ry 10mg/1mL
< 2 LAF R 561 | pH 5.58 5.59 5.60 5.60
B | €T piE 30mg PR T SMBL [ (VA € B € B 2
# (Y Fx¥—n1 VY o8 | 30mg/1ImL
e 638 | pH | 6.14 6.12 6.10 6.09
V= - fEpor e MEfa VAR | ME{AVERER | G VERE | A IEE
G s | €7 ¥R VLS 100mg | 200mg/2mL | ] SMBL | RGN | SRAEBY | REED | G
#2 | (TAIVECE 2 %) 641 | pH | 6.47 6.55 6.63 6.69
< R~ F— /L7 100mg >
Bl A ik K7 ~F— LBk 100mg 1 7> 7/ (100mg/2mL) & Bl A 3H1 2R IR & TIA L,
RAFSAE: - BB, EIRIC TR
B Firl 5 2 B B 1% O i IR
Sar| R4 (Bisr4) 15 & 48l - pH| THE Bl A E % 1 W[ 3 MR 24 W[
5L M) | Ve | M | meE | meEy | e
o LR ) 5mg/1mL
FIES ¥ 7 5.23 pH 5.17 5.14 5.13 5.15
AR omg | memy | oV | e | memy | mems | memm
P, mg/1m
(LR AT 1~ ¥ AGIRIE) 4.62 pH 4.77 4.81 4.80 4.75
- TI7 7= WY | SME | SR | R | SR | S
h SIEEER 25mg 25mg/2mL
wo | (w375 ) 436 | pH 4.54 4.89 5.43 5.61
% L k— Ak 5mg N WY | AR | memy | mesy | By | e
R . mg m
7 (hEAsl R—b) 393 | pH 3.93 3.93 3.88 3.88
72Ty AP EHE megEy | AVE | e | fEeEn | meEn | ey
(50mg/1mL) 50mg/1mL
(b Fuxs o Hgk) 466 | pH 5.31 5.32 5.32 5.27
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- il 2 A . L O 2 OB
oTH WRE4 (RAy4) mAE | shE - pH| BH | momEs 1 AR 3 1] 24 1]
i At maEy | AME | mem | EeEy | EEE | R
[ 0.5% 17 13 F R R R 15mg/3mL
# (U R4 L HalRR) 6.36 pH 6.20 6.24 6.20 6.20
% N N N N N
W | =2 R 100mg Ty | SMEL | el | e | KBl | Ay
" ﬂﬁ . N 100mg/2mL
e (F=al) 6.93 pH 6.59 6.59 6.58 6.55
a5 D
B o W 100mg | 100me/ikd | TEGEY | A | mEmy] | meEy) | memy] | meEy
ﬂ >
# (TnsFHY) A7k 2mL 572 | pH 5.83 5.72 5.79 5.78
9. K
YL
10. B -aE
(1) FENADELGRE - 8. NI/ ERLESR - AXICHT 558
Mgk L
(2) a%k

K< F—fpiE 50mg : 2mL ; 7> 7L 10 &
K7 <F—/LfiHiFE 100mg : 2mL ; 72 7V 10 %
(3) PHEBE
ML
(4) BHROME
T AT T

1. BRI SINLEHME
M ER e L

12. O
A Lg




V. AKICEY SIEH
1. MEERIEHE
K7 < F— L% 50mg
OF - +=EBa%
Ot & LFRIE
K7~ F—/L#iE 100mg
Ot & LFRIE

2. PDEEXEHRICEHET HFE
FEEIN TR

3. HiERUVHAE
(1) AERUVAEDOHES
OB - +—iElZEE (X 50mg OH)
ZNEY RELT, @HFERA 1B 50mg 2 1 H 2 HIFHRNES 5,
PRRIERIC XV EEIERT 5,
Ot & KHRE
Ay RE LT, @A 1\ 100~200mg % i ANES T 5, 7286, ki X 0 e
9578, 1 H600mg £THETHZ LN TES,
(2) AZEBRUVHERORERE - B0
MU ERR L

4. AiERURAEICEHEYT SEE
BEEIN TR

5. EGRPRACHE
(1) BET—E3NR\wo5r—o
BRI L
(2) EREKZEEFER
MR L
(3) HERIGEREER
MR L
(4) BRIEMEER
1) EHNERETRR
(B - +=i6mE®) (X 50mg OH)
17.1.1 BR—BERRHER
—ERIREER 536 B (I 7k, HEERGHEET) ICLDE - + BB T 2 RIX
63.6% (341/536 f5) TH Y, B, ME/hEEHDH E 84.5% (453536 f5) NAEZNTH-T-,
(#EE KRE)
17.1.2 ER—BERRHER
— G R FRER 152 B DA SRIEI 6 2 TEFFI O B F L AR TR AN TESH 3 T 28.8% (19/66
), LA LE DD & 63.6% (42/66 B) . FHE—FR OG- TIL 67.4% (58/86 i) . LA
HED D L 83.7% (72/86 ) T, WHIHIREIRITNTHOREIEIZL > TH, FBIEMM, Sk
HEHIS B L D F &0 FRARNCITEAR BERAHIR LD 3o TV,
2) REMUHE
MM EER L



(5) BF - WA
R L
(6) BRHIER
1) EARKRE (—REARBEHAE. FECRARKRE. EARKLRHAT). RER
—RARE. RERFTRERABRORE
ME R L
2) RRFHELTERFPENOHAEXERE L -RE - AROME
ML
(7) Z0ftk
LR

m

BT — 5~

<



VI. EMNEB(CEHT SIER
1. FEZFNICEEHSLEMNIILEYEH
benzamide %

TR BED D DB ORIEE - ZIRFIL, KRFOBRMNLELZSZRT DL &,

2. XBEFER
(1) {EFAEL - (ERAKF
(B - +=iEBES)
BRGNS B K 2 BUESE & KA Do 2 B IRIENTC X 2 W L& E Bt E I 2R3 v,
(#E & KERE)
Tz ) FT VR L FRRIC K82 De A BEWREN 2R L, PURSMRIER (A RIED
BEPEREIRCEHE) LD SfER 28T 0,

(2) EWEREMITZHBRE

(B - +=IBES

18.2.1 MEEEHA
7 v T OBEITEDS K OWERETES O KB CIEE 2 M/ S8, IBEIRES L R L2 9,

18.2.2 M MIER
THXROA XOF - + BB T Mk ENE g7 95, Fiz, T ORIKR T % 5 E
KU & 2 B REIR I8 DA 72y LIy B B G & Bl L 72 0,

18.2.3 JHIL B EB ST E/EFR
A XOEROVNGOEEZ U L, AEDOPEE LK @Rz (et L7z D 9,

(M & LTE)

18.2.4 ;i K/N= V&M
SROBRFLR ARSI AEH (v b, 4X) AL, OEERT I IHIER (7 b, 4 X) 213
b ETRE I2no 1= 910,

18.2.5 IR&ICx9 %1
runTae P rRenn) R=ARMOER 27T~ 7 2 T ORBEEIEERH 2 4 < R &4 10,
FERRA B T B W THRA, &S O B RIERIT A S ivie o 7z 12,

(3) {ERZRTRFME - FFiuki

MM ERR L

<BE> (T hH)9

VEHFE BLIRFHA] -
Ty FOTRENERIZELDEHZ L2 EHIIX LT, 2ArE Y FEAFEKE 1 KR%ZIC
2,000mg/kg £ TOHELGETIZEAEEENRL LR -T2, 4 FE#% 21X 1,000 &U
2,000mg/kg OHEETHMHIERZ /R LT, Ty hOAX LT =2 2 X B5EHF L 2 < EBIZ %
LTH, ANtV NI 1R TIZIEE A EERZ R IR0V 4 FEFEZIZH O 22 mEEH %2
~L7,

10



VI. EMEIRICEII HEE
1. MPREOHTR
(1) ABRELAMLGOLPRE
MMERR L
(2) BFRSBRCTHRB S -OPRE
16.1.1 HEKE
fEFERA B (n=9) AL E Y K 50mg, 100mg X% 200mg % 1 [RIFFANZE T 5 &, Hmen
AR Uy ISR R O ST 6.7 FE T o 72 19 UHEAT —4),
(3) i
MUERR L
(4) BE - ftREOTE
(TVIl. 7. FHEAEH) OHEZH)

2. EMEERB/ITA—S
(1) fBAE
BEEER NACAR 2 5% 5 U= KA O M L2 & Lix3-a s /= b AV FETFMCH TITE
) 7": 14)- 15)O
(2) BRIVEEEH OEAT—%) 13
9.361.84hr! (fEFEMKAFF (n=9) (2 50mg., 100mg, 200mg 1 [EIFHAHANE L, Mean+S.D.)
(3) HEEEEH GEAT—%) 13
0.112%0.026hr! (fEFEKAY T (n=9) I 50mg, 100mg, 200mg 1 FIFFKAFE S, Mean®S.D.)
(4) VU753V R NNEAT—%) 13
89.8+22.3mL/min (f&FEARAB ¥ (n=9) |Z 50mg, 100mg, 200mg 1 [FIFHAINE S, 7272 L CUF,
Mean=*S.D.)
(5) HHBE®| VEAT—%) B
0.64+0.18L/kg  (fEEERKA Y 7+ (n=9) 1 50mg, 100mg, 200mg 1 FIFFHRMANFE S, 7272 L Vdss,
Mean=*S.D.)
(6) Tttt
MBI L

3. BEKE (KEaL—v3y) @
(1) A
LR L
(2) 185 4 — S EMER
BB L

4. R
MR L

5. 9%
(1) mi&-fxBaFT@iE
MR L
<BE>WNBATHE (7 v 1) 19
7 v MZ UC ANV E Y R 64mglkg ZMERENE G-REOMMAN, T EAS RERE M R LR E
AR CIE, FEAICH UBMREEMES , M- EREN BN EHEE SN D,
(2) mik-iadkEF @@
(IVIl. 6. (5) 4hw) OHESM)
11



(3) Eit~DBiTit
(TVIl. 6. (8) #=Fhw) DOHEZH)
16.3.1 E.i+h#B1T
PEFRI O WIEELRE (n=20) (CA/LEY F50mg & 1 H 207 BEERD&EE Lz &, &5 20
M OAAFALE Y FIBEIX0.97ug/mL TH-72 17, [9.6 ZH]
) AFlo, B - +iEEEE (iE 50mg O &) 1Zxh L CAR S L - HRIE, [2re)
K& LT, @ERRA 11E 50mg & 1 A 2 BIFFANENT 5, Z2IBBHERIC X0 #E TR 5,
Thbd, Flo. MEKRFREICH L CRRBINZHE - HEZ, TAve) FELT, @EHRAL
1] 100~200mg % i ANTESR 2, 724, SERICE VEEHE™RT 525, 1 H 600mg £ T
WETHENTED,] Tho,
(4) HE~ADOBITHE

A RFPEEDERE 8 FlIICA/LE Y R 400~1,200mg/ H % 15 515 0 i 5 R 8 T O Bl i 1X

0.05~0.37p g/mL TH Y | MIEF N OHET~OBITHRIZI8L4% Th > 7= 19,

E) AFIO, A KIECS L ORRBINTEHELOCHEZ, TAvEe ) FE LT, @ERA 118 100
~200mg % ANEN T 5, Z2B4ER, ERIC K EETHEET 52, 1 H 600mg £ THET S
ZEMWTEDL, ] Ths,

(5) ZofhoiBB~DRBITHE

MG R R L

<BE>HfE~DsMm (T > k) 19

7 v MZ UC %AV E Y K 16mg/kg Z#& O GR, W olEas T 2 FEfiZIce—27I1Z#E L,

ORI, B TR <. RO TLK, i CEWREEZ R LTz,

(6) MFEEAKEAE

3.6~4.5% ([RAMIEETE) 10

<BE>

~UA, Ty b AX, P, B FOWTHUICBWTHE% THVIFEALTERTE D (RINERLE) 10,

6.

(1) REBLIRUCKBER
J G S v, I =L L TR 2R THEE D B PR S D 200 20,
R & L CiX. 5-oxopyrrolidine (KD —FED AR XL TN 5 10,

OCH;
CONHCH5/<:_)>*0
N

C,Hj5
SO,NH, fCH (5-oxopyrrolidinefA)

(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
CNEE R L

(3) PEEEMNROEERUVZTOEE
MR L

(4) REVOFEEOFERVFESEL., FHELE
MU ERR L

12



7. Bt

EHERAB T =9) IZA/LE Y K 50mg, 100mg X% 200mg % 1 [mIfFANEKEET S &L L TR

X0 REBILIERD E FHEIE S, &5 48 BEE#% £ TORPPHIERITE S ED 93% TH - 7= 19 (FE
ANT—4),

8. FSIVARR—E—IZET H1EH
Z/VE Y RiZ, organic cation transporter (OCT) 1 XX OCT2 »IETH D, 22

9. ENMFICLIBRERE

Pl v/

LR ZEHT)
<£%E >50mg HERF DT — 4 29

12 IO HRE (16~67 i%) ([TBHTBHIARIC 2L ) R 50mg & RIS L= & &, %BE%13 33.6
4% TH o7,

W) FRARNE G130 - HEN0BRGRETH D,

AFlD, H -+ HEES (1 50mg O &) 12k L CTAR I HE - A&, [AreY

FELT, @EMA 1E 50mg 1 A 2 BIFANENT 2, RBERICE D EEHERT 2,
Th b,

F7o. MERIEICH L THRINHAE - HEX, TALve Y FELT, @EamA 1 [E 100
~200mg Z FHANTESR 5, Z2B4EE. JERIC LV EEET 523, 1 H 600mg £ CHE&ET
HZENWTEDH,] ThD,

10. BENERZETHEE
MU ER e L
(TVIL6. FrEnEEEZHTL2AEICHETIEE] OHESR)

1. Z0Oith
MR L

13



I. &2 (FALOFES) (CEAY3IER
1. E5REBLETDOER
BEEIN TR

2. ERABLTDER

2EE (ROBHIZEIBRELEWNI L)

2.1 RAIO SR LImBUE OBE D & % B

22 77 FUoWEO TERRIES (e 75 —~) OBE HLRASIUERICEY T 7

FUGWBMEE L, REEELLIEIBENARH D] [8.1 ]

2.3 WOEMRIE I T B 7 ) A=~ DRV O H 5 BE [ RAEREEZEZTRBENARH S, ]

(fi#sh)

2.1 —fRIZH DB ORI L VIBBUEZ £ U BE IR — RS 2 & a8 2 BENER G Shi-
B T VAT —ERZ 2T D AEMENELS, Ya vy 7FOHRERBIENZLEL2BENRH D 2
LD ARAIDRIR LIBRUE DR O & 2 BF 2L LTRE LT,

2.2 KEIDOEHIZEIO a7 7 F o BN RICRES L, 71T 7 F ) —<DOREILR A D NDR
BhH 2 HEEENRD 5,

2.3 RENOHEHIZ L VEENO T a7 I VRN REICEH L, FERIEZR -T2 ERmboTn
52, Fl=, invitro DEBRTHLANLE ) RPNESBOMRIER L, 7273 0 2kEET 2
TEMBED LTINS 25,

<ZBE> HEMlaEIz BT 5 e

o LaEct - LF T
ATIATIVHE —

NN LR T 1 OIAHE T —
— = B JJR —— 00 Bl R Ui 1 ATt ——— i
— B ——— L= 5t —— M S

— Na Gz t—

e T )
— i ] ———— 7“)13—’7"/5-}% 1
— [Tl PRt ————— It ——— i

t A

— I AR — NRIh 5 5% 1 = T R
—— JJA fisk A2 5 )

3. DEEXBIHRICEET HEE L ZTDER
BES TV

4. BERUVAERICEET 3B L ZTDOER
BREIN TV AN
5. EELEFRNIEL FNDER
SEELEXMNIE
8.1 AFIOHEGIZ LY NHWBERERS (FuF 7 F i L5, MEERNKIEREDRIENN S &b

NHZEDHDLDOT AADOEGIERL X APEL ZREMEZ+DERO D LT L2 L. [2.2,
9.1.4, 10.2 Z]

14




8.2 IRK., HEVERHHLDONDL I LDBH LD T, AFIEGHOEREITITHBHEOERFMLRE
BB OBIEICHERE S ERVE S ITIEET D Z &,

8.3 HltEM 2 A4 57, MOIANZILS < g, HFAZE, BRI K D arER 2 REarE e+
LT ENHLOTEET DI L, [10.2 2]

(fi#s)

8.1 AFNIHIR FEIHEMEZAT D 2 Lnb FERIKICKELH 2. 70T 7 F AR T 055U %40
filT 2, ZHICED T T 7 F AR LR L, AOWHERER T IZ K 5 AW ORIEH 3 58
T 5, FIZIPRERIE AR VE AR V| v (FSH-RH) | AR AV v it V€ > (LH-RH)
DLW S D72, EEMOLERSCMA KA 2D Z End D, HEERIMEIERIZ OV TR
Wb DO THHZ D, HEHRIEZREFIZESA DO THL, AFOHEHICELTUXINGD
REHZERL., A RN EZBE L ECTHERT2ZERARETHD,

8.2 IR&, WEWAEZTEACLEBET L2EEFHTHY . 2O L) RENEHITHB) EOEELCMER
ZLED B O BAEICHEE T 2 F I & o ULERRFROFIK & 720 hrale o T, FiHPhkoR
N BIEREZBE LT\ 5,

8.3 A% CTZ (Chemoreceptor Trigger Zone) % 4 L C O HAXMENG % 2 HHAERIZZ v v
R Yy D 1435 TH D 9, LIz o TARAINRARECIL, SN2, HIEE % o R
FHTOBRMAEHZREHKSELRER DD D TEET DLERH D,

6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE

911 L - MEKREB. BEMEXFELLOREVNOHLBE
FERAEEL S G2 BERRH 5,

G12QTERDHHBH

QTIEENEAT H2BENNH D, [11.1.3 ]

INIQATERZEC LVPTWNEE (EHLGRIRODHLEE,. BEHVIVLMEDHDEESE)
QTIEENHIT HBENNH 5, [11.1.3 ]

9.1.4 IR—F VY URXIILVE—/MERBAEDEE
HERARIER DN LT DB EZN R H D, [8.1 ]

9.1.5 fiK - *BFBRRBEFELZH S FENEROHSHE

MMIEMERE (Syndrome malin) 23 Z 0 <097y, [11.1.1 ZH]

9.1.6 FEIKE. BB, B, BiKRKEBFORBKEAFEZATHES
JliZERRSE, FRARIMARAE SF O AR FEARIE NS STV b, [11.1.7 ]

(fi#i)

9.1.1 BUEMH S TV D HURHIHFELH O SFOHITIE, OERZE (L IE R R EORIE-NZ A
TOEAPEZ DY, AL ) RTHLEMZ M, MEZEl, WNER, SIRERZ 5T
5, FAEICBWT, DERICERT S &b B EMNE Z - 72 Ef b5 03TV 5,

9.1.2, 9.1.38MWER (1 X) TAHD QT EREMPHRESNTEY 20 ERZEMLIE BTN
B 5,

9.1.4 KFNIPL KR MERZAT D720, AFOREIZL D =% YV ERZELSEDLBZN
Nd 5,

9.1.5 — M Z D X 5 7 RAED BE CITEMIE AN FAE LTV EnbiuTin g,

9.1.6 FRINAENZ I\ THURS IR A S TOMBRIERIED Y 2 7 ([ZHOWTHEEMREN RS, 2
NEEE 2, ENICBWTHIMREREREOEERL 2T 2L & L,

15



(2) BHREREERAE

9.2 BEHREEESRE
r I PR EEDS R 2 BTN D D,

(fiah.)
BRSO H 2 BE TIE, mWMHRENFHET 28 Thn b5, & BEEREREESIC W TR
i R EE AN IEFRERE G O 1.7 f5ICE L, R 6 fRICIER L2 2 MG SN TV D 29,
(3) HHEEESRE
BEIN TN
(4) SFEREERTHE
BE STV
(5) WEim

9.5 TR

A SOTIEIE L TV A ATREME D & 5 LetEiciE, 1B LB SN G Z LE S LB S 556
OB D 2 &, HIRGBIICHURBHRENR G SN TW DA, BrAdRICmiglmmsE, iR,
el HRER, AERIRIK T, BN O BEBUE RSP HEASMSIEIR N B Db L OMERH S,

(i)
BRI 1T 2 BEBUER O SE AN EER O L I F USRI B O EFH TH 5,
(6) R

9.6 RELIF
BHA LW ERLEE LY, BAFABITTHZ ERHREINTND, [16.3.1 ]
(fifta)

PEMRIA DO HIFERG (n=20) ([ZALEY K50mg & 1 H 207 HRMERO®EG L&, &5 28
%O ALE Y RIBEIX 097 g/mL THh-o 7z 17,

(7) NRZE
9.7 NE%
INBEE G L LT AR VLR 2 FeiE & U7 AR BRI = L TR,
(fifa)

INREZ G E LT AR O Z e 2 & U2 RERBR I 5 S TV,
(8) EinE

9.8 BiNE

BIWER (BEARSNBIEIRS) ORFEE L. HETNCRERBICEET R CEEICRET 5 2
Lo AAN, B L TEENSEEES D2, Eilfid CIEBHENMET LTS Z EnEL, mn
MR ENET DB ENNH 5,

(fifa)
(IVIL.6.(2) B HERERE B | DIASI)
7. HHE%ER

(1) tREZEEEZFDEAH
BEEN TR

16



(2) FRAFEEZOER

10.2 HiFAEE (BFRISEET S )

TR BRAEAR - H5 18 51 BT - SR+
QT FERZELZ 32 LN LN TS |QT MEE , DE M ARREARSE: O BEE|ARH K N2 16 O AN
Bl REMERZEZ T2 ndb|Tht QT MREZILEE X
AITT7Iv Do LBENNG LD, PFHIC
EEYR % KOEARERT 2820
[11.1.3 &[] Nd 5,
UXH U AFK XL Y ZAFIFFIRE O & A2 | AFOHIHAERIZ L 5.
Ak DD« ErE . AR IRAER &
X R F R e T ABENLEH B,
(8.3 ]

SRR RIH
ALrarTIR

PoTIARERE S . SfEMR AR O IR
WHEBLT <2,

AHN K X2 b O KNI H
R UAERZERT 720,

FT7YR & PRI E D HL R UHEH

T x ) TFT T REHA DR HH b5,
rsuarya<wdy A

TFn Tz ) RERHA
g Ry R—)u A

(8.1 ]

HROAR AR A Al 7 FREAZ AR AR A i) 4 & 50R | ASH & OY 2 o S
SV B — VIR SR EHLZERD D, WARREEIER 269 %,
FER A 5

R/ AREHK FAIZER 258 285 2 &R [AAITI R U EHEZ A
LA RN E\bHD, T 5720, EHR T 5,

T —)v FRAEZ AR am il /E A 2 S50 | & 6 12 R R4 il 1 &
je(s SELZERD D, A4 %,

8. El{EH
1.5t F

ROBWEHDR S 5OND ZENHDHDT, BELTHIATV, REDED NG EIC3H&KEG 2%
13 % 72 LG 2R ALE 21T O 2 L,

(1) EXGEHER & OHER

11.1 EXAREIER

11.1.1 EMERE (Syndrome malin) (0.1% A7)
IEEHRER, TREZ ORI, WE N RS, AR, MEOZEE), FITENEB L, FRICT] ke AN
HONDEGET, B EFILL, KGH, KoMEEOLGEHE & IS RAEEITH 2 &,
AIEFIERFZIEL, AMEROHINCMmE CK O EFRALND Z EnEL, £, 347V RE
O BHEDK TRALNDL ZEND D,
¥, mED R L. EAIRRETE, PRRNEE, IEBRENL, BAER, SMEEEES~EBITL, BT L
B S TW5, [9.1.5 2]
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11.1.2 &8 (0.1% A7)

11.1.3 QT ER. DEHHHA (Torsades de Pointes ZEE) (% 0.1% A1)
[9.1.2, 9.1.3, 10.2 &[]

11.1.4 EPEHRAE. JMBRFD (% 0.1%ATH)

11.1.5 FFREEEREE. BE (% 0.1%A0H)
AST. ALT. y-GTP, Al'P ® EH %5 HHEREREE ., #ENRH b &R dH D,

11.1.6 ERMECSIAXTROT (0.1%A0H)

R#HREIZLY,

11.1.7 [HEIRLE., FEBFIRMASE (£ 0.1%A0)
JHZEARNE . FIRIMARIE S O AR ERRIENRE SN TWAH DT, L2 01217, BAli, g,
PURE DT, TRIESEZRO BN AICIE, B 2T 57 Sl @ 417> 2 L, [9.1.6 &

]

5 O BRI S > B AU G I b EEEET D 2 L 83 B

(2) Z0inEI{ER

11.2 FOHOEIER

(B - +2ERRE) 7k 50mg OZ)

0.1~5% A

0.1% A¥iis

N3k HESE . it o, ZMeilE  [FUBMER, #hEre

HEARSMEEAEIR N—=F Y EGRE (IRER, iR
W, FHES) . FOb o, ERK

FEHARRE R AR, IRK, DFEWV, S50&

HIkAs N, Moo, ol Wank, fE

Z DAt Bk, O B PRI, MEBRRISGE

(Mt & KERAE)

0.1~5% A

0.1% A¥iis

,D . m%%im)

JIINEE e

DEEBH MIE LS By,
N

BRI SE PR 2) =T Y EAERE (IRER . A TR
ML), VAFZFRXYT (HFOHO
. BnlEE . SRR, IREREIER,
TR, e RS, 7Y
7 (FfreEANRE
Rl FUt W, ot biLE, AR |FEER, PEAe
SRR
R AR BEARME S, AR, B, IRK, HPpEL, AR, JHE, 28,
e, BHE, O FE V., REEE, BE, | an, AR
Bln, ERIREE. OV, EENVAHH
M1k BL, R, D8, (ER, BACRIR. | TR o0, 8. AskoTiE
A R
JHF sk AST. ALT. Al-P % L5
B b Z 9 FER%
iR RbEE, IRERMER - HIK, IBo

HbHOX
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Z DA (REEBGIN, VEIE, Bk, Ok, [BR, YR, 20, Bul R
HERIRIBEE, PEARBOE FIT, =P

E1D) RMICHEE LGS, DERICZERN AN Z ERH LD THEIIRETHZ L,

H2) 20X RIERN D BN ST, BEXIIHS—F Y RO DY) e AL E A 1T
5Tk,

FEBUHEE I ik O A 2 B e,

*EHEAEERRAREERUVGRKREERE—K

TKREE - Tt O A F
FEAHE} 29 T b2 30
WO O B % 1,138 1,075
&I 1E A %% BLE B 5k 97 59
NG R 126 63
BIERFEBIRERIE (%) 8.52 55
¥ 0, 83 ¥ 0,
FIE S O %ﬁ;’?ﬁm iéfm B 1155 ORI %iﬁf;ﬁ ({;{)EEE
i - MER BEAER
I TR 2(0.18) ] - a8k 6(0.53) 2(0.2)
AN EER 078 4(0.35) 5(0.5)
N—F U = ANR 3(0.26) HFEV - FFEK 3(0.26) 10(0.9)
IRtk 19(1.67) LU 4(0.35)
ippEdll 8(0.70) HEIR IR 5 2(0.18)
ViHE 4(0.35) TEE 10(0.88)
FDOHON 3(0.26) SH A 1(0.1)
AR ER[E4L 1(0.09) A E - B 2(0.2)
S faiis 2(0.18) HIERER
e T IR 1(0.09) LD - E: 4(0.4)
THDT 9(0.79) 5K 18(1.7)
DAXRIT 1(0.09) oSdbi 3(0.3)
AR ZENE R 1(0.1)
L0 1(0.09) 2(0.2) OO E GEE 2(0.18)
MR 1(0.1) BE
BAaMaER W5 1(0.09) 1(0.1)
AR f 55 15(1.32) % ) FERK 1(0.1)
N 10(0.88) 1(0.1) HESEBATEE 1(0.1)
IR& 9(0.79) 5(0.5) F Dk
kS 1(0.09) IR 1(0.09)
BEf - 28 1(0.09) 777 PYRT S ) 1(0.09)
Pl an 1(0.09) A A AL 1(0.1)
LI 1(0.09) BHObLbLoX 1(0.1)
IFARY 1(0.1)
TADAKETAE 1(0.1)
FEAPAE b IR 2 1(0.1)
9. BEBREHRICRIZTRE
BE STV
10. BEHRE
13.BERS
13.1 ER
=% VEBEREE OHERNMEIERS H Db s, £, BERH LN EHH D,
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1. HALOZIE

14 ERAEDEE
141 RFIRANEGOIE
1411 7o TILhy b
T T AN OIRANEBET D720, =¥ ) — RETHERT L EREE LU,
14.2 RFBREROIE
14.21 BEE®
BRGNP EERGE0, BEOGE IR AK G THORBRFSEEZX LN L5GICOMENT
HZE, B, BROBEGNRAREL 720 | D OENHFINL5LAITITESCHITR O & 51280 2
25T &,
14.2.2 FHARESTEF
TROLICEETLZ &,
AR G IR 2 5 WA OB BERE/NRIZIT O 2 Lo [R—EL~ORAZES 34T 7
W2, FRICRHAERER, AR, LR, NRICEEE TS 2 L
- PRRREI T 2 RET B T &
S EFBERIALIZE & WREFRATZY . MIROWHE2 RS, EHICEE2RE M E N2
THERTDHZ &,
s TEHEALICENE, A 2D 2 ERd D,

12. FOMOEE

(1) BRERERIZE DL 1EH

15.1 BREREAICE D &4

15.1.1 HMETEH S 7238 HVEICBIE U725 HiR ek GRERAMEE « 2hR) 2 H 1+ 2 &l B 2 64
& LT 17 OEEFERBRICE W T, JECRPURS R R GRT 7 7 bR B G RE & el U TR RN 1.6

~17 fEEd ol L OWMERDH D, Fio, SMNETOEFMAIZIB T, ERHURSHINIE S IEE T
KRR & FRRICAE T RO EFICBE$ 5 L omERDH D,

(2) FFERERRERICE D HR

15.2 FFEREREERICE D < 1

15.2.1 B OB MEFEMERBR TR 2. 72, AR O TIEIRROK T2 2 L 0@ n
b5,

15.2.2 7 v FT40mg/kg/ HLA . F72, ¥ 7 AT 600mg/kg/ A LA B & REIMIFE 05 L 728 ICEs
WT, RIS, FLIRSE TOMSRASE PRSI L& OomE R H 5,
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X. JEERERABRICEET 5IEE
1. FEEHER
(1) EHFEEHER

(VL. SREHFIIBF 2 E ) OHEM)

(2) REMEKBEHER

TR (F X) ROKRMILEILRER (Ixr) 2599,

(3) ZDiDFREHER

B R L
2. SHHR
(1) BEBEE5EHHER
H[a]$¢ 535 LDso 3V (mg/kg)
i B ~ A Z v b
R P I i3 i3 i3
B RN 48 50 42 40
i fze 180 170 230 210
BT 290 330 540 360
oo 2,300 1,700 9,800 11,000

(2)

HEEIR « BUEETIZE L DA, BRIEREORITHTE LT,
Fo, YU A, Ty MEE QMESEITRD b o T,
REHESSHHR

1) SD %7 » MZ 500~4,000mg/kg # 1 » HfH. 250~4,000mg/kg # 6 » H kN &G LIl T

(3)

I%, 250mg/kg UL EOBHRETHR G- 6 » A2, 1,000mg/kg LA O GRETHR G 1 5 ARICENT
NTEEEOBY RO N, MRS B2, 2,000mgke YL EOEGEE TR MEER, A
HEMEE DOWD N, 4,000mglkg B 5-BE TR EFINZNE A DI 32, £72, 100~200mg/kg %
1 » AR THEEG LB, JLIREEOHEM, LROFHE. FEHEOBREORLD. 5Kk
ORISR O EE DFEAE, T HAROREEE ORI 3 5 5Tz 39),

B — 7L KIC 200 2 OF 500mg/kg % 3 » HE. 50 T 100mg/kg % 6 » AR O#G L-RBR T
X, FEAOFNEG S FCHETIEE A DI, £72 100mg/kg UL EOF 5RE TR - s R EEO
B, TR T, BIROZERER R LNZR, OB bTEEFIE 3 » A%IITIERIE
LW 80, F7z, 25~200mg/kg % 6 » A, 200mg/kg % 43 HEK T4 L7 BRCTIL,
100mg/kg LA EOEEGRETH O R BRRBEEN R TR D BIBE DR & AN MR BNTD, 2
DRNFNT B GARFEFITAR A ITTER LT, F£2, 5 6 » ARBRITITANIIR LR OV WO ZHE, INER
DIARTE KRR DL T I B ATz 3D,

BEStERER

RUER R L

(4)

MRARERER
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