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STV _Toimy701%>

.7 U% (1)

NZuEL BET T A (), R 7y (Fv oY)

1. BRSNS EHE
LR L

12. ZDh
MR L

10




V. ARICEYSEE
1. PEXEHR
ORDGEIZH T HHLHFEERE (Bl - B - BRFR - BB
B, B-+2ERES. BE - BEKRE. BX. RSE. ALYREM., B (FEH - iEYE -
TUERA - REED 58, B - SEREER. BRHRRE. RENR
OX #RIEEBD/N\Y » LOEBIEE

N

. ThEERIBRICEEET HEE
FEEIN TR

3. HERUVAE
(1) BERUVRAEOHES
TN R UEES, Y T AR 2% >
AhruarT7IRELTO@EFHRALH 7.67~23.04mg % 2~3 [AIZ/E L, BRI OKET D,
¥, AR, ERIC X Y EEREET S,
< TNV oS ovavyr0.1%>
AhruarT7IRELTOEHHRALH 7.67~23.04mg % 2~3 [AZ/3E L, BRI OKET D,
ANRIE. 1 H 0.38~0.53mglkg & 2~3 [EIZ4EI L. AR O#EEGT5,
7RB. . ERIC X 0 EERET 5,
(2) RZERUVHAEORERE - B

MR L
4. AiERUREICEHET SEE
7.AERUVUBEICEET 58
1 AH7-0oBAEIILLTFTOLEEBY THD,
1 55

TR TUbES HEEA N/ 275 FE LT 10~30mg, 2~6 &

T LT KL 2% HEEA N7 175 RELT10~30mg. MHL : 0.5~1.5g
i HEEA F /7175 RELT10~30mg., v 2 v~ : 10
A

FYrRSrn 7 0.1% ~30mL . _
N WEEA N7 eI FELT0.5~0.Tmglkg, 12>~ :
“% 1 0.5~0.7mL/kg

5. ERERALHE

(1) BERT—E21R\vH5—
MR L

(2) HRERFEIERAR
B R L

(3) RERGERFAER
MR L

11



(4) BRI
1) AREREERER
SCHR 57 & W AR L7z 2,332 1 (R0, WG A2 ET) ORBHNGEEMKIIRO LB TH D,
1711 BRRUE - +-1ERES
Bk, B+ BB O HLaHEiE IR LT, B4R T 164 B9 139 #1 (84.8%), & -
+ THRAGTE S Tk 48 B 44 B (91.7%) TR ARSI, 85~90%IZEZh L T\ 5D,
17.1.2 BERBRUEESR
ARIE PR, B, SRFFEICHE D Bl « MR LC, BRIER Tk 136 #9161 (66.9%), BXLT
1% 60 I 51 B (85.0%) . FRFFAE Tl 52 il 41 B (78.8%) IZHIRBFHEDH HAL TN D,
17.1.3 NERBEHOREE
EUEMENE M, FRRPENERE . E R P EES ORI LT 132 ]t 109 5] (82.6%). BIBEKRIZ LS
W& (2% LC 54 Bl 52 6] (96.3%) ICBHEBRD LN TV D, Fo, MRREREARIRICE VN TIX
44 B 29 B (65.9%) IZEWENRFTEH LN TN D,
17.1.4 REBRUFMEE. RERUFHEROBD. EIE
RIS VTR O s « UGS L 204 BIFF 178 5] (87.3%) . BRI K ONFAii4 O ELs « W@ |2k
L 93 filr 81 45 (87.1%) IZZHEMRHOHN TN D,
1715 EFRREROBHERESE
PURERZA, BUEME. HEAlL FUY U~ FAIERIWER & L CHBEEZ O 0EEAN L O L
%6 Tl 390 Bl 1 319 5l (81.8%) (ZH MBI DT & UTEASFR D HAL TV b,
17.1.6 JHILERE~DIGH
(1) B - RERNIEER
BHNCRENA~REO B THWNEES tube Z4H A L 72 BR D B PENE o B & O 615>
T XTI EMRT S 72 v O+ ZHRIBNBERM O 2 B E LT, THNICA N7 e 773 K
FBEHUREN A L—XIfThhicb a2 T 5 & 161 B 114 6] (75.5%) IZHZhTH o7z,
(2) X BRIEERF/NY D LIERF
TOBNZBNTA b7 r7 T I REGREE IR GRO Y 7 A F PEHRER 2 bl U 7238088 <X 53 il
IZBWTA M7 7 I REERTRVRETH T,
17.1.7 MEHREBHEF. TOit
TN IS (k9 2 S AR IR LS A S B0 - RIS LT 211 BilH 177 4] (83.9%) ICHZN THh -7z,
Flo, BEARHR, MEHIM RS O LEER T LT 523 Bl 458 fi (87.6%) ICEIENFED S
nTnsg,
2) REHER
U ERR L
(5) #BFE - WEBAIFAR
MG R R L
(6) AEMEHR
MM ERR L
1) SEARERE (—REAKERE. SECEABRERE. CARBLERAE). RERFTRT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
R L
(7) =ttt
% L7
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VI. EMNEB(ICET SIER
1. FEZFNICEEHSLEMNIILEYEH
benzamide %

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

2. XEEHR
(1) {EREL - EFEF
bz mmglE et (CTZ) O RNy Do ZFEEHEW 35 Z LI X fIEH 2R3, HEiC
e =2 5-HTs AREREH OB 5 5-HTa A MHIBAIERIZ X 2 & EE T TEEH bR
BENTNDS,
(2) ENERMT SRR
18.2 HILEDERREIER
18.2.1 BEHIRIZTEE
AXERANWTE S — AR DERT, A h7ar I NIBFEHZILESED 2 EBEND LI
W3 3), 4)
REDBEFEFTHRANBLIZE T DL M UBEREIC X 2 RFHIBWTH . AFIH HIEE O
KT L7zREBICKR L CTER IR AR L, £ 0] ﬂ-i@]fi&L PMEmEmOLZEBRHALNZINTND
5)
18.2.2 MAFIED - + eI DEHHICRIFTHE
A XERNZEBRT, A M7 a7 T R+ ZBGoESEZ TET 5 Y, HaRERBE AT DA
BLIZEBNT, KFOEREGIZEY, WO (KE) ZfRE ., Tom@tEzEd, Fi
+ B LK OISR +RBA M AIRE L), TOEEEZTLET D Z LRI D HILT
W3 6). 7)0
18.2.3 EIF - KIFDEBICRIFTEZE
AXEHWIZERT, A M7 erT I FIEGEHICS L THLARIERIT RS T KIBTIEeL
TERDER® HAL TN RN
18.3 HIH{EA
A N7 a7 I RIEPARPERMN, KRR O W ICs LT BIER 2R, 4 X &
BRC, THRELERUTE T AT DEEY 19 & 5\ I chemoreceptor trigger zone % [H 47
SAL TR LamEcx LCh W Ea, BEESRAOR DG X DMEICH L TH Y 1P R
N7 w77 3 RIS e HvER 273,
(3) {ERZRINFA - FribE
MUERR L
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VI. EYBIRICEET SEE
1. MPREOHT
(1) ARELAMLGOLPRE
MR L
(2) BEKRHBRCHERESA-ObRE
=35 PN x%7u75:h2%g%%mﬁﬁbt
Wi IMAE IR E (54ng/mL) |
2 N 10mg Z#fRN &5 L7255
—%),

200 -

Ifit
1
h
B 100
Ji

(nmol/L)

1 1 | 1 | |

B &0 TR SR 1 IR
L. THRBON 4.7 H%F'a'ﬁf{)éw\ Uiz, BEFERAICA b7 TS
ZEE 41‘9‘@6:?‘%9% L BRI 5.4 Bl CThH 72 P GHEAT

| Ly, 1
7

1 2 3 4 5 6
I [ (h)

8 9 10 24

) AFNOARINIZHE - HEIX A N7 I FELT, @HEKALH 7.67~23.04mg (%
A h7v7Z7 I FELT10~30mg) % 2~3[ENZHEIL, BRENCRO#EET D, ) THD,

(3) B
BB R R L
(4) BS - ftAEORE
(Tvii. 7. MRAEAEH ] OHEZH)

2. EYEERB/NTA—S
(1) BIAHEE

YERR L

<BE> GEAT—H) W

TEFERCN T BN ARFIES A 10mg Z §FIRIN$ G- L 72K ARFI O

WZHTITE T,

MAEPREIL 2-2 = b A MET

) AFloARSN-HE - AEF (A 7773 RELT, @HKRALH 7.67~23.04mg (HfE
Ahr7ma7T I RELT10~30mg) % 2~3[ENZHEIL, BEICRAOKEST5,] Thb,

(2) BAEEEH
DR L
(3) HKEEER
GHENT—5)

0.139+0.029hr! (fEEEKRA 6 ., A 27 2 7F I K 10mg & 1 #5. mean+S.D.)
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(4) Y73 2R
HEANT—5)
0.53+£0.187L/kg + hr (fERFERRA 6 I, £ h 27 1 ~7F I K 10mg & 045, mean+S.D.)

<HE> (BhEERE. §FHiERE) 19

244 DHREE IR BITHREL2EL 7 LT F=227 U7 7 A (Cer) 10mL/mim A D L 6 1) .
IR (Cerl0~30mL/min, 8 i), M#E (Cer30~60mL/min, 10 ) o 3 BEZ4YT. A 10mg %
FE L7z, £72AK% 20mg ZFHELZIVEE (BEEERR A, 8 f)) &b L=,

I B J1§is3 I #F IVEE
Vdss (L/kg) 3.14+0.97 3.06+0.94 2.65+0.58 3.62+0.60
Clr (mL/min/kg) 0.14+0.15 0.41+0.32 0.72+0.22 1.71+0.18
tiz (hr) 18.9+5.6 11.2+2.8 9.2+22 5.6+0.7

(mean+S.D.)
) AFNOARRINIZHE - HEIX A NI I FELT, @BHEKALH 7.67~23.04mg (M
AR 7Z I RFELT10~30mg) % 2~3[MEINZHEIL, BANCRAKBET S, ] ThHD,

(5) HHEE

HEANT—25) ¥

4.00£1.76L/kg (fEEERKA 6 6, 2 b2 277 2 K 10mg #% 0#% 5, mean+S.D.)
(6) Tt

NAFTRAFZEVT 4 GEAT—H) P

fEEERR A 6 BllC A h 27 175 X K 10mg Z#% 1 #5850 AUC 1%, 262.692.9 u g/L « hr(GF-35) + 15 1

W) T, R FT A T EV T 1% 77.3+£24.0%CF L EHER ) TH 5,

3. BEM (REaL—Lay) @
(1) A ZE
MR L
(2) RSA—2EBHER
MR L

4. R
WL ERAT - T kA

5. 9%
(1) ik -FeiBE P& @ tE
Pl v/
<BE> (wvxR) W
VA UCHERA b eI I REROABRGXIIMEL, A— 7 VA7 T 7 4 —EREFRICER
L7-ilBR i, ik — MBI 2 L, Wi orAn Lz,
(2) miE-RRIEEIFEEYE
<BHE> QUEAT—%) W
i EUIBI AT O 8 Bl A 7 1T 2 R 0.14+0.02mglkg % FE L 7= Aok CrEaazmErE 2 38
HIVTWDED, FAERICRT 2 EITA LTV,

) AFNOARSNT-ME - AT TA M7 FII LT, @BERKRA 1 H 7.67~23.04mg(E2
AR 7Z I RKELT10~30mg) % 2~3 EIZ/HE L, BEcRkO&5 45, Thd,
(IVI. 6. (5) iFtF| DIESMR)

15




(3) Eit~DBiTit
16.3.1 ZitH#eT
BIBIZA 7 a7 T2 R 10mg 2 0#% 5 L2568, BLh~OBITREO LTS 9, [9.6
Z ]
(TVIl. 6. (6) &HMwH DHESH)
(4) HE~DOBITHE
MU ERR L
(5) ZofioBm~DBITHE
MUERR L
<HBE> (v R) 1D
VYA UCHER A F a7 T REROBEGUIHHENELG L, A= T V47T 7 ¢ — %R
WAERL L723BR Tl O, RIE. Bl OSHIMEIN BRI LS 504 LTz,
(6) MPEEAKEEE
<BE> (Fub, AR, Uy, UHE) O
Ty b AX UVOMEERA L OMEITITARBRBZETRD bR 0R, U FORARMGRIIM
ORIV bR T2,

6. K
(1) KREBLLRUCRBERE
HEANT—24) 2V
BEEERR N B 2 Bl UCHEREA b7 27T 2 K 10mg 205 LA, 5% 24 B £ Tloi
5%@71%@&%%7m7§iFdwﬁwﬁm/&@é%&oﬁ&@u%&LfF¢_w@éhto
(2) REICBEE5T 58K (CYPHE) OHFE. 5=
CNEE R L
(3) PEEEMNROEERUVZTOEE
HEANT—25) #
NAFT A Z VT 4 L RPOREARADE AR IEZRITIIARBEENR B 0 | YIE1EE OB A RS %
ZIFHEEZLNTWD,
(4) REPOFHEOERRUELL, FHELE
MG R R L

7. Bt
GMEANT—5) =
UCHERA F 7 m 7T I R 10mg R NG Lcha., 54 24 Rl £ TR G5-8E0O 77.8%5, A k
ru77 IR, NJZ)vrnm /E&#ﬂ/\ﬁi&(}\@mﬁa?@/\ﬁi& L TR HRM S LTz,

8. FSVARR—A—IZBHT S1EH
MR L

9. ENMFICLDBRERE
HEANT—5) 1©
BEEERE 4 FICIEENTEZ 3~5 BEMLI-L 2 A, A M7 a7 T 3 FEMRILIE PR 23 8
55%(43~86%)FE TIK T L7223, mfiEnKE <, KIRAFEO RNV E L PRES R o7,
A N7 u7T I FOKRBEAERIIETTLEL LAV EBbR S, WERGONE L L TIIghEM
bbb,
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10.

1.

BEDERZEHTLH8F
MU ER e L

Z0ft
KR L
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I. &2 (FALOFES) (CEAYIER
1. BE5REBLETDER
BEEIN TR

2. ERHABLTDER

2.2 (ROBBICEBELLZWLN L)
2.1 AREFN OBk UIBBUE OREERED & 2 B3

2.2 BEMIAE I NSNTH 7 ) A=~ DEEVDH L BE [BRAERIEZE T EhnH 5, ]

2.3 LB ICHImL, FATRENMAED H 5 EE [AANITHEEEB OTTHEEN A H 5720, JE
REBlLSELBENDDH D, ]

(i)

2.1 —fRIZEFN O HE TCRBUEIRN R L 2HEOH 2 BEICBW L, TOEFE2RETSHZ LI
LV EERBENSEEZTRBENARD S,
2.2 AFNOEEIC LV EENO AT aT I VN KREICEREL, FEREZRZZTIENMLNATND

Bk, In vitro DFERTH A M 07T I FRBEFESEMICER L, 17 a5 3 v 2
TEHZLENED LTGS2,

<BE >t EMEIC BT 2N Re R

T3 R — r*”bmmT L ICHE
N LIRS 4 LA A —
ik R AR § ——— B IUE
- Nk = L= —— s —
- NaFiUIL § ——
— T §
il ) A= R
JHF- ik ﬁ#iﬁfﬁ 4 I 4 Fo ML FE
— WLk —— BRiL2-R 4 > R A
— I YO OMZEA )

2.3 AFIOHALEEB THEMEMIC I 0 o HAE I, ZRASUIRERAZED & 2 BF TIHER 2 1L
SELBEZNNH D120, BKOTRMALEORLREZSEIZ L TRl L,

3. PREXFIMRICEET TR L TDER

REIINLTNRN

4. BERUVAERICEEYT 5IRLETOER
(Tv. 4. HEACHEICEESZER] 220752 L,)
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5. BEELGERMNIE L TOER

BEELEAXNMIE

8.1 RAIDOEGIZ XY, WHWERERY, (T 7 F i EH) ., $ERNAKIEREDORIERRS 5 b

NDZENRHLOT, AFOEGITEE L TE, AL ZaMEs +0BEO S 285752 L,

82 IR, HEVWDRHOLDOND Z LNHDHDT, AFEREHOEEITITE B EOEEREGRE ) #

WOBIEICHEE SR VEIICEET D &,

8.3 HlIMAEH Z AT D72, thOIANIS L hE, BEAZE. IEEEC X DR 2 RBEME(L

LI2ENHLOTEETDZ L, [10.2 ]

(fiA)

8.1 AFNIFUR FEITHERHZET 52 &6 THRIKICEELX B2, 7'u T 7 F IMfilKF 055w a1
filT 2, 2K TaT 7 FAEN EH L, NOWBEREREIZ X2 A 0 WE ORIVER 3 5 Bl
T 5, FIEIMER A VE Vg AL (FSH-RH), SR A VT Vit A v > (LH-RH)
DB IHI SN D T2D, HEEHOLETLEH R E 2D Z &0 5, HERIIERIZ OV TS
WD THDLZ D, BEPIEREFIZERD D THD, AFOHEMIZEL TEINHD
AWERZER L, AL 22 ZE L ECHERT A2 AN ETH D,

8.2 IRXK., OEVWLZE ZTHANCIEE T HEREFHTHY . 2O L9 2EWEMHIX BB HEOEECR
ZE D BEBHREICIE ST 2 T & o TTERARFHOKIR & 720 /ndade o THEE) 1k o Fk
NOEFEREZME LT\ D

8.3 AHlix CTZ (Chemoreceptor Trigger Zone) Z I L COHIHAER 274 5 72D RAFNF B2

SRR IECRGEATE . M E S @%%T@ﬁ&@%%%ﬁéﬁéTb@#&é®fﬁaﬁéM%#
HD,

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 BHE - IEEFOHLBHE
9.1.1 BiiK - REFTBRREBEZH S FRMEEOHLEE
FMEEERE (Syndrome malin) 232 Z 0 o9V, [11.1.2 ]
(fiA0)
9.1.1 EMEGEREOEBEMORIETER & LT, BKRSLRERRZ EOHREIRIRIENHE ST
%,
(2) BcEERSE
9.2 BEREEEETRA
WM HREN T 282 nd b,
(fiA)
9.2 AANIBHEMAIOIEAITH D728, BHEREOBEA~EG L2GE . Sl hRE N1 2
BENRH S, (VL %%@J,muﬁgﬁ‘éﬁﬁﬁj DIHZ )
(3) HiseEERE
BRE STV
(4) &FEREEHT 5F
RE STV
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(5) bEWw

9.5 TR
It SOTHTHR LTV 2 ATREME D &b 5 oI iX, 1B EO R ISMENGERMEE EE 5 &l S b 56
WZCOARBETDHZ L,

(6) RELiR
9.6 1ZELIF
TRIE EOFEMER O RILRBEORFRMEZEZE L, L0 S UIP 2 Retd s 2 &, BRI
TToZ MG s TV, [16.3.1 ]

(7) INRZF

9.7 MNR%E
WERGICRLRNEIEET D&, $ERABIERDEE LT, & ITBKIRRE, R BN
WITFEETHZ &,

(i)
9.7 ARNOKERGIZLY  FHIE, $H - BESO&HE, IRERARIEIEL & OHARINIER 258072 &
DWENRZL L HY . NRITAFO TN LRSZ RS & B 2 b,
(8) BindE

9.8 BiNE

BIVEA (BERANIEREE) ORBUCEE L., BTN EEBIZCEE T AR CEEICRET S
Lo AT, BELTERELSHRSN DD, @il CIEBHENMET LTS ZEREL, @D
M EENE T BTN NnH 5,

(fign)
9.8 milinF TIX, NTHERE - BHREENME T LTV D72, BUWEHR & b ooV, Fz @i 1318
RESXLEIHEZ AT 52 nBRWVIE), —RICER L TEET L LBRBETH D,
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7. tHE{ER
(1) ptAEESELZTOEHK

BE I TV

(2) FRAFEELEZDER

10.2 BiFERE (BHRICEET S S

&)

=R/ =Y P SV
ranra<wdy
FZFNRT D 5E
TFua T xR
XY R— LA
TUFNT 4T TV a A KK
i

Ly s
NP FREH
ZNEY R
FT7 7Y RE

WEB LT <2 D,

AL BEPRAE - HEE i BT - IR
7= ) FT VLR PSSR B BEPR SN B R AR O 20 B 00 BRI B 1S

JUEREAET D, PRI K
DILR A AERBELS H 5D
o,

—~
<
~

X2 Y AH|
Ak
X hFE
(8.3 Z#]

XL Y AFEATE OFRER & 72
Bl - gk RACRIRIER 2
AT 2BENDRH 5,

AFNOHIEAEFIZ & 5

TR

BN OREER (R
= MM, e 255

LONDHIENDD,

N
. O -

HeRE R

L= U Al
7 hw\ U RRERE K
TFNAAET I R

FAE L BT D EH 2
PILBTNURH D,

ARANTHEALE EE) 2 TS 5 72
O, Hi= U A O E EE S
TEH LT 5.
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(

. Bl¥ERA
11.El4EH
WORWERANS oD Z ENd DD T, BIEEZ+HDIITV., BENRD OGN GEI3Ek S5 2 H
T 57 YR Bl 21T Z L,
1) EXAEIER & MHAER

1.1 EXGEMEA

1M11 2avd. 7+7747F 20— (T HEERR)

av /., TF74 7% — (FFREEE, WERRE, SRE%) 2NHobs I Lnd D,
11.1.2 EMAEREE (Syndrome malin)  (BEE RHH)

HEEhHRER, SR O R IRAI, WE TIREE, AR, MIEOZEE), FITENEEL L, TIT] XX RN
HONLHEE, BEEZTILL, KnE, KOMREORGEHE & HITHURAELZITO 2 &,
ASEFIERFIZIL, BIMEROEMCME CK O EANRALND Z ML, £z, IA 7 a ViK%
O BEDIR TRALND Z b D,

. mEGNE L, ERRREE, PERNEE, FEERENL. BOKIER, SHEEREESEBITL, ETL
BN RE S TWD, [9.1.1 BH]
11.1.3 BHEE (HERP)
11.1.4 &8 (BFEA)
11.1.5 BREESRXROT (BEEARH)

EMEGICLY, NETEORMEERN NS bbb, BGPIEZRLRT 22 E03H 5.

(2) Z0iDEI{ER

11.2 EDHDEIER

A
BEIRSM IR TR, AAEEE, SH - B ORNE, IRERESTREIE, fEMRRK
PN 3 HEA R, Ftow, ZWRILE
THAL2R H ORI, MR, TR, ER
TEER 2 MJERE T, SR, NIk
TR IR, PR, SHE, BLEE, R4
W BUE K, VP
Z Dt DEV, B

) 2D DIERPIRODIGEITIL, Hii—F Y VAIOR GEBEDRAEEZITO 2 L,

. BRRERBRICRITTRE

10.

BE I TV

BEHRS

13.B8EHE

13.1 fEIR

HERAMISIELR . BEikfEE (BE) R0 DZ R 5, FEAEICBWT, AFlORKERS

RV A INEZ v ECMIERD BN & DRENRH D,
13.2 WE

BHTIZ Ko TERRES RV, #ERABIERIC] LT, His—F o Y S LR 5T 2,
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1. HALOZE
<TY T UBER>

14EBRLEDERE
141 ERIZHBOIE

PTP @20 FKANL PTP v — MO HWV L CIRAT2 X 289252 L, PTP v — hOEAKIC X
D RS AR TEREA~RIA L, BICIZLE B 2 L CHERIAR SO BEE R AIHELZ IR T 5
ZEWBH D,

<Y oRTrvm sy 2%>

14EBRELEDERE

141 EFRNEOIE

14.1.1 #F & DERE

TR ovay FIREREEET D ENBREAECLZENHLDT, ARLIRES T2
ko

12. ZOHODEE
(1) BBEERIZE T HHR
BEEN TV

(2) EEREREERICE D < &4
BEEIN TR
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X. JEERERERERICBAT 5IEE
1. XBEHER
(1) FHhEEHER
(TVI. FENIEPIZBIT2HE | OESH)

(2) REMFEEHAR

1) PR K OME R 2%
AR5 RIFAXKRR BN TTEF L) 0L AIME FBERZ & 2McBim L7
P, KAARAREIC £ B M FREERIIE L2, BT Y MEH O AR T I R R B
HE A DO K OSEBHIRIE OINHI N A DT DI TH o724,
AXERNEZERIZTA M7 a 7T I Pk =BT FREZRD, HITRIRBPE- 72, £z,
MR JE I ITIE & A EBARIZA DRV, IR OFE S I3 ZE b E RIE L2 2,

2) KB LR B AR 2
A N7 a7Z I RIFMPEELVE Y MBI 27 8TV 2 U UBREE SR 2 M L7223, JRET
Uy N TIFHHEERNZA D ivie o To, KB XABEERBE BT, 7EFra) gk s
ORI KRB IR & ORI E IR T S /7,

(3) TOHhDEERER
A v/

2. SRR
(1) BE5EHHAEBRY
LDso (mg/kg)

&) fil A Z v b
P
;

ROUTE % & H i
FRN P 5 80.3 87.0 — —
ME RN 5 — — 177 158
Bogs 522 455 666 580

~ U ATEE G, FEMREOZEIC L0 REERICEN R E LA RS o lo, EERIOHR LR
B -8 T HBEEB ORD . SRR KT 5 BOGME, FHREEIEOIR T A A G4, BE & CIEEB) i
REE, K OWHRBA LI, AR T L,
7w FTIE Thmglkg DIEPENE G K o THRIMEPER DGR D LA, BEEEDOFRIE, WIENFRD Hil
Too WETHEINOOIERITEHLE 20, FEEHOZ IXIMFNIREED £ 8 L=, 728, £
I 24 FREEI L I3 & IEFIRRRIC B8 LT,
OG- OGE THRBEOIERIZB D bivle, 77205, 500mgkg # 45 T HHHINHITER A 2 6 41,
PRGBS R DT, L L, EFFIE 24 BRI ICIXIEF IRREICEE L 7=,

(2) REBSEHEHRY
Wistar 58 7 » MZ 10~600mg/kg % 3~6 » HE#AHKE L7 BRIZEHB VT, 100mg/kg LT D5
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4 K

Eay a2 ANI Pharmaceuticals, Inc.

HFe4 Metoclopramide Tablets USP 5mg + 10mg
Tablets :

+ Each 5 mg tablet contains 5 mg metoclopramide (equivalent to 5.91 mg of

I - Bk metoclopramide hydrochloride USP).

+ Each 10 mg tablet contains 10 mg metoclopramide (equivalent to 11.82 mg
metoclopramide hydrochloride USP).

INDICATIONS AND USAGE
Metoclopramide tablets are indicated for the :

+ Treatment for 4 to 12 weeks of symptomatic, documented gastroesophageal reflux in adults who
fail to respond to conventional therapy.
+ Relief of symptoms in adults with acute and recurrent diabetic gastroparesis.

Limitations of Use :

Metoclopramide tablets are not recommended for use in pediatric patients due to the risk of
developing tardive dyskinesia (TD) and other extrapyramidal symptoms as well as the risk of
methemoglobinemia in neonates [see Use in Specific Populations (8.4)].

DOSAGE AND ADMINISTRATION
Important Administration Instructions

Avoid treatment with metoclopramide tablets for longer than 12 weeks because of the increased
risk of developing TD with longer-term use [see Dosage and Administration (2.2, 2.3), Warnings
and Precautions (5.1)].

Dosage for Gastroesophageal Reflux

Metoclopramide tablets may be administered continuously or intermittently in patients with
symptomatic gastroesophageal reflux who fail to respond to conventional therapy :

Continuous Dosing

The recommended adult dosage of metoclopramide tablets is 10 to 15 mg four times daily for 4 to
12 weeks. The treatment duration is determined by endoscopic response. Administer the dosage
thirty minutes before each meal and at bedtime. The maximum recommended daily dosage is 60
mg.

Table 1 displays the recommended daily dosage and maximum daily dosage for adults and dosage
adjustments for patients with moderate or severe hepatic impairment (Child-Pugh B or C), in
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patients with creatinine clearance less than 60 mL/minute, in cytochrome P450 2D6 (CYP2D6)
poor metabolizers, and with concomitant use with strong CYP2D6 inhibitors.

Intermittent Dosing

If symptoms only occur intermittently or at specific times of the day, administer metoclopramide
tablets in single dose up to 20 mg prior to the provoking situation. Consider dosage reductions for

the populations and situations in Table 1.

Table 1. Recommended Metoclopramide Tablet Dosage in Patients with

Gastroesophageal Reflux

Maximum
Recommended
Dosage Rec?mmended
Daily Dosage
Adult patients 10 to 15 mg four
times daily (thirty
Mild hepatic impairment (Child-Pugh A) minutes before each
meal and at bedtime) 60
5mg'’ four times me
Elderly patients [see Use in Specific daily (thirty minutes
Populations (8.5)] before each meal and
at bedtime)
Moderate or severe hepatic impairment
(Child-Pugh B or C) [see Use in Specific
Populations (8.7)]
CYP2D6 poor metabolizers [see Use in Specific . .
Populations (8.9)] ? me foult times daily
Concomitant use with strong CYP2D6 thirty minutes
C e . . before each meal and
inhibitors (e.g., quinidine, bupropion, at  bedtime). or 10 30mg
fluoxetine, and paroxetine) [see Drug ken three ti
Interactions (7.1)] (ringlta en three times
Moderate or severe renal impairment aty
(creatinine clearance less than or equal to 60
mL/minute) [see Use in Specific Populations
(8.6)]
Patients with End-Stage Renal Disease (ESRD) ?tgftfo;ﬁl‘zﬁ?;s daily
including those treated with hemodialysis and Y
. . . . before each meal and 20mg
continuous ambulatory peritoneal dialysis [see .
: " . at bedtime) or 10 mg
Use in Specific Populations (8.6)] . .
twice daily

1 ) Elderly patients may be more sensitive to the therapeutic or adverse effects of
metoclopramide; therefore, consider a lower starting dosage of 5 mg four times daily with
titration to the recommended adult dosage of 10 to 15 mg four times daily based upon response
and tolerability.

Dosage for Acute and Recurrent Diabetic Gastroparesis

The recommended adult dosage for the treatment of acute and recurrent diabetic gastroparesis is
10 mg four times daily for 2 to 8 weeks, depending on symptomatic response. Avoid
metoclopramide treatment for greater than 12 weeks [see Warnings and Precautions (5.1)].
Administer the dosage thirty minutes before each meal and at bedtime. The maximum
recommended daily dosage is 40 mg.

Table 2 displays the recommended daily dosage and maximum daily dosage for adults and dosage
adjustments for patients with moderate or severe hepatic impairment (Child-Pugh B or C), in
patients with creatinine clearance less than 60 mL/minute, in cytochrome P450 2D6 (CYP2D6)
poor metabolizers, and with concomitant use with strong CYP2D6 inhibitors.

Table 1 displays the recommended daily dosage and maximum daily dosage for adults and dosage
adjustments for patients with moderate or severe hepatic impairment (Child-Pugh B or C), in
patients with creatinine clearance less than 60 mL/minute, in cytochrome P450 2D6 (CYP2D6)
poor metabolizers, and with concomitant use with strong CYP2D6 inhibitors.
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If patients with diabetic gastroparesis have severe nausea or vomiting and are unable to take oral
metoclopramide tablets, consider starting therapy with metoclopramide injection given
intramuscularly or intravenously for up to 10 days (see the prescribing information for
metoclopramide injection). After patients are able to take oral therapy, switch to metoclopramide
tablets.

Table 2. Recommended Metoclopramide Tablet Dosage in Patients with

Acute and Recurrent Diabetic Gastroparesis
Recommended Maximum
Dosage Rec?mmended
Daily Dosage

Adult patients 10 mg four times

daily (30 minutes
Mild hepatic impairment (Child-Pugh A) before each meal and

at bedtime)

5mg'!’ four times 40mg
Elderly patients [see Use in Specific daily (30 minutes
Populations (8.5)] before each meal and

at bedtime)
Moderate or severe hepatic impairment
(Child-Pugh B or C) [see Use in Specific
Populations (8.7)]
CYP2D6 poor metabolizers [see Use in Specific
Populations (8.9)] 5 me f . dail
Concomitant use with strong CYP2D6 ( me tour times datly
e g . 30 minutes before
inhibitors (e.g., quinidine, bupropion, 20mg

. . each meal and at

fluoxetine, and paroxetine) [see Drug bedtime)
Interactions (7.1)] ectume
Moderate or severe renal impairment
(creatinine clearance less than or equal to 60
mL/minute) [see Use in Specific Populations
(8.6)]
Patients with End-Stage Renal Disease (ESRD)
including those treated with hemodialysis and 5 twice dail 10
continuous ambulatory peritoneal dialysis [see mg twice datly me
Use in Specific Populations (8.6)]

1 ) Elderly patients may be more sensitive to the therapeutic or adverse effects of
metoclopramide; therefore, consider a lower starting dosage of 5 mg four times daily with
titration to the recommended adult dosage of 10 to 15 mg four times daily based upon response
and tolerability.

<DailyMed (USA), 2022 4 8 H sk >

4 KIE
Et4 ANI Pharmaceuticals, Inc.
e Metoclopramide Oral Solution USP 5mg/5mL
Solution :
HIE - Hirk Each 5 mL (teaspoonful) contains: Metoclopramide base (as the monohydrochloride
monohydrate) 5 mg.
INDICATIONS AND USAGE

The use of Metoclopramide Oral Solution is recommended for adults only.
Therapy should not exceed 12 weeks in duration.

Symptomatic Gastroesophageal Reflux

Metoclopramide Oral Solution is indicated as short-term (4 to 12 weeks) therapy for adults with
symptomatic, documented gastroesophageal reflux who fail to respond to conventional therapy.

The principal effect of metoclopramide is on symptoms of post-prandial and daytime heartburn
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with less observed effect on nocturnal symptoms. If symptoms are confined to particular
situations, such as following the evening meal, use of metoclopramide as single doses prior to the
provocative situation should be considered, rather than using the drug throughout the day.
Healing of esophageal ulcers and erosions has been endoscopically demonstrated at the end of
12-week trial using doses of 15 mg 4 times daily. As there is no documented correlation between
symptoms and healing of esophageal lesions, patients with documented lesions should be
monitored endoscopically.

Diabetic Gastroparesis (Diabetic Gastric Stasis)

Metoclopramide is indicated for the relief of symptoms associated with acute and recurrent
diabetic gastric stasis. The usual manifestations of delayed gastric emptying (e.g., nausea,
vomiting, heartburn, persistent fullness after meals, and anorexia) appear to respond to
metoclopramide within different time intervals. Significant relief of nausea occurs early and
continues to improve over a three-week period. Relief of vomiting and anorexia may precede the
relief of abdominal fullness by one week or more.

DOSAGE AND ADMINISTRATION
Therapy with metoclopramide oral solution should not exceed 12 weeks in duration.
For the Relief of Symptomatic Gastroesophageal Reflux

Administer from 10 mg to 15 mg metoclopramide orally up to 4 times daily 30 minutes before each
meal and at bedtime, depending upon symptoms being treated and clinical response (see
CLINICAL PHARMACOLOGY and INDICATIONS AND USAGE). If symptoms occur only
intermittently or at specific times of the day, use of metoclopramide in single doses up to 20 mg
prior to the provoking situation may be preferred rather than continuous treatment. Occasionally,
patients (such as elderly patients) who are more sensitive to the therapeutic or adverse effects of
metoclopramide will require only 5 mg per dose.

Experience with esophageal erosions and ulcerations is limited, but healing has thus far been
documented in one controlled trial using 4 times daily therapy at 15 mg/dose, and this regimen
should be used when lesions are present, so long as it is tolerated (see ADVERSE REACTIONS).
Because of the poor correlation between symptoms and endoscopic appearance of the esophagus,
therapy directed at esophageal lesions is best guided by endoscopic evaluation.

Therapy longer than 12 weeks has not been evaluated and cannot be recommended.
For the Relief of Symptoms Associated with Diabetic Gastroparesis (Diabetic Gastric Stasis)

Administer 10 mg of metoclopramide 30 minutes before each meal and at bedtime for two to eight
weeks, depending upon response and the likelihood of continued well-being upon drug
discontinuation.

The initial route of administration should be determined by the severity of the presenting
symptoms. If only the earliest manifestations of diabetic gastric stasis are present, oral
administration of metoclopramide may be initiated. However, if severe symptoms are present,
therapy should begin with metoclopramide injection (consult labeling of the injection prior to
initiating parenteral administration).

Administration of metoclopramide injection up to 10 days maybe required before symptoms
subside at which time oral administration may be instituted. Since diabetic gastric stasis is
frequently recurrent, metoclopramide therapy should be reinstituted at the earliest manifestation.

Use in Patients with Renal or Hepatic Impairment

Since metoclopramide is excreted principally through the kidneys, in those patients whose
creatinine clearance is below 40 mL/min, therapy should be initiated at approximately one-half the
recommended dosage. Depending upon clinical efficacy and safety considerations, the dosage may
be increased or decreased as appropriate.

See OVERDOSAGE section for information regarding dialysis.

Metoclopramide undergoes minimal hepatic metabolism, except for simple conjugation. Its safe

37




| use has been described in patients with advanced liver disease whose renal function was normal.

< electronic Medicines Compendium (UK). 2022 4 8 A 5% >

4 HE[EH
Stt4 ADVANYZ Pharma
e Maxolon 10mg Tablets

Qualitative and quantitative composition

the anhydrous substance.

AT - H Excipients with known effect
s Lactose : contains 125.00 mg of lactose per tablet

Pharmaceutical form

White to ivory-white circular double convex tablet with a single break bar on one
side.

Each tablet contains Metoclopramide Hydrochloride BP 10mg equivalent to 10mg of

Therapeutic indications
Adult population

Maxolon is indicated in adults for :
« Prevention of delayed chemotherapy induced nausea and vomiting (CINV)
« Prevention of radiotherapy induced nausea and vomiting (RINV).
+ Symptomatic treatment of nausea and vomiting, including acute migraine induced nausea and
vomiting. Metoclopramide can be used in combination with oral analgesics to improve the
absorption of analgesics in acute migraine.

Diagnostic procedures :

Radiology

Duodonal intubation

'Maxolon' speeds up the passage of a barium meal by increasing the rate of gastric emptying,
co-ordinating peristalsis and dilating the duodenal bulb.

'Maxolon' also facilitates duodenal intubation procedures.

Paediatric population

Maxolon is indicated in children (aged 1-18 years) for :
- Prevention of delayed chemotherapy induced nausea and vomiting (CINV) as a second line option

Posology and method of administration
Posology

Adult patients

The recommended single dose is 10 mg, repeated up to three times daily.
The maximum recommended daily dose is 30 mg or 0.5mg/kg body weight.
The maximum recommended treatment duration is 5 days.

Paediatric population:

The safety and efficacy of Maxolon in children below 1 year has not yet been established (see
section 4.3).

Prevention of delayed chemotherapy induced nausea and vomiting (CINV) (paediatric patients
aged 1-18 years)

The recommended dose is 0.1 to 0.15 mg/kg body weight, repeated up to three times daily by oral
route. The maximum dose in 24 hours is 0.5mg/kg body weight.

Dosing table
Age Body Weight Dose Frequency
1 - 3 years 10 - 14 kg 1 mg Up to 3 times daily
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3 - 5 years 15 - 19 kg 2 mg Up to 3 times daily
5 - 9 years 20 - 29 kg 2.5 mg Up to 3 times daily
9 - 18 years 30 - 60 kg 5 mg Up to 3 times daily
15 - 18 years Over 60 kg 10 mg Up to 3 times daily

The maximum treatment duration is 5 days for prevention of delayed chemotherapy induced
nausea and vomiting (CINV).

Tablets are not suitable for use in children weighing less than 61 kg. Other pharmaceutical
forms/strengths may be more appropriate for administration to this population.

A minimal interval of 6 hours between two administrations is to be respected, even in case of
vomiting or rejection of the dose (see section 4.4).

Special population

Elderly
In elderly patients a dose reduction should be considered, based on renal and hepatic function and
overall frailty.

Patients with Renal impairment :

In patients with end stage renal disease (Creatinine clearance < 15 ml/min), the daily dose should
be reduced by 75%.

In patients with moderate to severe renal impairment (Creatinine clearance 15-60 ml/min), the
dose should be reduced by 50% (see section 5.2).

Patients with Hepatic impairment :
In patients with severe hepatic impairment, the dose should be reduced by 50% (see section 5.2).

Other pharmaceutical forms/strengths may be more appropriate for administration to these
populations.

Diagnostic indications :
A single dose of 'Maxolon' may be given 5-10 minutes before the examination, subject to body
weight consideration, (see above).

Method of administration :
For oral use only.

< electronic Medicines Compendium (UK)., 2022 4 8 H#% >

4 HE[EH
ey an Rosemont Pharmaceuticals Limited
HR5E44 Metoclopramide Hydrochloride 5mg/5ml Oral Solution

Qualitative and quantitative composition

Each 5ml of oral solution contains metoclopramide hydrochloride monohydrate,
equivalent to 5mg metoclopramide hydrochloride.

Excipient(s) with known effect :

Methyl parahydroxybenzoate (E218) — 5mg/5ml

H - ks Propyl parahydroxybenzoate (E216) — 1mg/5ml

Sorbitol solution (non-crystallising) (E420) — 0.25ml/5ml
Propylene glycol (E1520) — 0.25m1/5ml

For the full list of excipients, see section 6.1
Pharmaceutical form

Oral Solution

Therapeutic indications
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Adult population

Metoclopramide is indicated in adults for :
« Prevention of delayed chemotherapy induced nausea and vomiting (CINV).
- Prevention of radiotherapy induced nausea and vomiting (RINV).
+ Symptomatic treatment of nausea and vomiting, including acute migraine induced nausea and
vomiting. Metoclopramide can be used in combination with oral analgesics to improve the
absorption of analgesics in acute migraine.

Paediatric population

Metoclopramide is indicated in children (aged 1-18 years) for :
« Prevention of delayed chemotherapy induced nausea and vomiting (CINV) as a second line
option.

Posology and method of administration

Method of Administration.
For oral use.

Suitable for administration via nasogastric (NG) or percutaneous endoscopic gastrostomy (PEG)
tubes. For further instructions see section 6.6.

Posology.

All indication (adult patients)

The recommended single dose is 10 mg, repeated up to three times daily.
The maximum recommended daily dose is 30 mg or 0.5 mg/kg body weight.
The maximum recommended treatment duration is 5 days.

Prevention of delayed chemotherapy induced nausea and vomiting (CINV) (paediatric patients
aged 1-18 years)

The recommended dose is 0.1 to 0.15 mg/kg body weight, repeated up to three times daily by oral
route. The maximum dose in 24 hours is 0.5 mg/kg body weight.

Dosing table
Age Body Weight Dose Frequency
1 - 3 years 10 - 14 kg 1 mg (1mL) Up to 3 times daily
3 - 5 years 15-19kg 2 mg (2mL) Up to 3 times daily
5 - 9 years 20 - 29 kg 2.5 mg (2.5mL) Up to 3 times daily
9 - 18 years 30 - 60 kg 5 mg (5mL) Up to 3 times daily
15 - 18 years Over 60 kg 10 mg (10mL) Up to 3 times daily

The maximum treatment duration is 5 days for prevention of delayed chemotherapy induced
nausea and vomiting (CINV).

Method of administration
A minimal interval of 6 hours between two administrations is to be respected, even in case of
vomiting or rejection of the dose (see section 4.4).

Special population

FElderly
In elderly patients a dose reduction should be considered, based on renal and hepatic function and
overall frailty.

Renal impairment :

In patients with end stage renal disease (Creatinine clearance < 15 ml/min), the daily dose should
be reduced by 75%.

In patients with moderate to severe renal impairment (Creatinine clearance 15-60 ml/min), the
dose should be reduced by 50% (see section 5.2).
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Hepatic impairment :
In patients with severe hepatic impairment, the dose should be reduced by 50% (see section 5.2).

Other pharmaceutical forms/strengths may be more appropriate for administration to these
populations.

Paediatric population
Metoclopramide is contraindicated in children aged less than 1 year (see section 4.3).

2. BB T ABEXIEER
EiRICET SiBMER (F—X SV THE)
AHENZB T DM EOFEEDOHEOFEHEE A —A T VT 5L I3RS,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category

F—A N U T DGFR metoclopramide A
(2022 4% 8 A M)

2% ROME
F—A +Z U7 D5 (An Australian categorization of risk of drug use in pregnancy)
Category A :
Drugs Drugs which have been taken by a large number of pregnant women and women of
childbearing age without any proven increase in the frequency of malformations or other

direct or indirect harmful effects on the fetus having been observed.
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