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PTP A : R Fa L7 4 A, TIAI= LG
NI@HE . IR ()., 7Vx (Fyv)

<Y T R 2% >

NI RV =FLr (&, 7% (5

STV _XToimy701%>

NI BT A ()., R TrEelry (v vY)

1. FRRHEShZIEHE
M ER e L

12. ZDth
B R L
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V. ARICEYSEE
1. PEERIIHR
ORDFRIZE T ZHHILRBERE (B - BH - BRTIR - EHEHR)
Bk, B-+HERES. BE- BEKRE. Bk, RSE. FREH. & (FEH - WEME -
bisH - REE) 5K, BA - RERNEER. RARESE, FBEm%
OX RRERD/\Y ) LDE B R

2. EXEHRICEET HIE
RE STV

3. AERUVHE
(1) BERUVAEDOHES
TN T UEES, Y T AR 2% >
AhzurT I RELTOBFERALH 7.67~23.04mg % 2~3 [AZ/E L, BRTCRE OS5 5,
7R, . ERIC X 0 EERET S,
< TN oS oiayr0.1%>
AhrzurT I RELTOBFERALH 7.67~23.04mg & 2~3 [AZ/E L, AT O&R 595,
/NRIEL 1 H 0.38~0.53mg/kg & 2~3 [AIZ4EI L., BRNIR OG5,
Rk, AR, ERIC X 0 EEHEET S,
(2) AZEBRUVHERORERE - B0

MU ERR L
4. REBRUHARICEETSEE
7T.RZBRUVAERICEET 3R
1 BB ORAEIILLTO LB TH D,
1 A5&
TV RTUBES WA 777 FELT10~30mg, 2~6 §E
TN T R 2% WA 7 nr7 3 K LT 10~30mg. HIKL : 0.5~1.5¢g
. WA R/ 773 FELT10~30mg, 27 : 10
) _ ) Pk ~30mL
TN RXTrimy70.1% —— -
N WEEA N7 a7 I FELT0.5~0.Tmglkg, >0 > :
0.5~0.7mL/kg

5. EGRPRACHE

(1) BET—41\vr—o
LR L

(2) EREREEHRER
MG R R L

(3) AERGERAR
LR L

11




(4) BIEMEER
1) ENEREERR
SCHER BT ML VAR L7- 2,332 61 (IR0, EHEGZET) OBEBHINEFEMEIIKRO LBV TH 5,
1711 BRRUE - +=$6EEE
B, W -+ HBERICEE O ML iE Aokt L <, B4R T 164 B 139 41 (84.8%), H -
+ T FRTE S ClE 48 Bl 44 ] (91.7%) IZEhENBH B, 85~90%IZFEZh L T\ 5,
17.1.2 BELRBERUBESR
AEEZRH, B, RIFMEICAE 9 Bl « MR LT, BRIEFR Tid 136 #it 91 il (66.9%), B4 T
1% 60 il 51 61 (85.0%) . JREHE TIL 52 Bl 41 B (78.8%) TR FED LTV D,
17.1.3 NRHEBORER
EIEPENRM:, AR, AP EEE ORI LT 132 #4109 fil (82.6%). BEKIZL D
&2k L C 54 Bl 52 B (96.3%) IZZWHEBRRD LN TS, Fo, MREREFRIRICE N TIX
44 B 29 B (65.9%) IZEWENRFTEH SN TN D,
17.1.4 RBRUFHE., FERVFHEROED, EH
FRER R OV RE O L « M L 204 B 178 6 (87.3%) . BRI K VAR #: O FLs « MR 2%t
L 93 firf 81 451 (87.1%) IZZHEARH LTV,
17.1.5 EXEBEROBREES
PUREZAl, BUEWE. SEAl. 1Y v~ FAIERIER & L CHEIBREE Z Vo3 WA L O LT
St Tl 390 i1 319 51l (81.8%) (B WA DT & UTIASTR D HAL TV D,
17.1.6 HILERE~DIEHA
DBEN - RENFEER
BHNCRENA~RE O H A THWNESES tube Z4H A L 72 BR D B HENE I o B & O 615> v~
T IR 7' v O+ RN ERZERB O A B E LT, PHICA T T I RE
R LUBRAEN A L—XfThhbDa A E T 25 & 151 fild 114 ] (75.5%) A TH -7,
QX BBER/ANY D LEH
T0FNZIBNT A M7 a7 I FEGREEIERGRFO Y o7 XF PEHREH 4 Hofg U 72380 Tl 53
WZBWTA a7 I REGRTILVRETH T,
17.1.7 BSHRBATE. TOfth
SIS (203 2 BRI R I A O D - R L6 LT 211 B 177 451 (88.9%) ICH B Th T,
Fo. BEORIR, MRS OWELa e kI LT 523 filH 458 f5] (87.6%) (TR D 5
nTns,
2) R&EHUHER
MBI L
(5) #BFE - WBHFAR
MR L
(6) ammER
MR L
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RARE. RERFTREBRAROAR
MR L
2) RBEHELTERFEORNENITEEL-RAE - RBROBME
% L7
(7) =0ttt
R L0

12



VI. EMREICETSREE
1. EBPHICEEH S LEMRITEEMEH
THALA PR RE 32 7 TR Al
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. XEEHR
(1) {EFREGL - fERBEF
(L2 & ot (CTZ) © KA Dy SRREENT5 2 L0 X0 HIkER 2R, Hio, ©
o k= 5-HTs S BEWHEN OB 5-X> 5-HTa S A HRIEAE T & 2 0 EB) TEE &Rk S
NTN5 2,
(2) ENZERMTT SRR
18.2 HILEDEBAEER
18.2.1 BEHICRITTHE
AXEHWE AN — B L AERT, A M/ 7T I NIIFEESZLESE L 2 LRI D LI
TW5 39,
REDBEFEATHMABLICHE T LV M UBEREIC L D BEHIEBW TS, ARAFIH HEE) O
T L7RBISR L TR IR AR L, £ OEEMME L@tz & 5 Z ERHLNCESNTVND
5)
18.2.2 WAFIER - +—iEROERIC R RE
A XEHNZEBRT, A My a7 T Rig+ZBBoESZ TET 52, HaREBE AT DA
BRIZBNT, AFROFGIZE D MO IRE (KE) ZRE, TomErtaed, FiZ,
+ ZHGEKE LR O UK + BT A ILRE L), TOEEZLHET D Z LMD LT
W5 e
18.2.3 [ - KEBDEBICRITTEE
A X HWIZEBRT, A b7 u7T I FIXEIGEZNIIRS L TH L 2/EIIR ST, RIBETIEE<
TERDER® BT 720 9,
18.3 HIH4EA
A Mz a7T I NIRRT RAEHEREREO W ISR L THHIEERZRT, 4 XEZHWE
BRC., THRENAMERXIETAX L OFE 9 10 % 50 chemoreceptor trigger zone % [E#EE
SANE L CTEZ LZEMEICx LTh W, Ez, MoK OB G X DIEHICk LT 912 R
F7 v 7T 3 RIEH LRI ER 2R,
(3) {EFASEIERFR - Friehs
BRI L
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VI. EMEIRICEII HEE

1. MPREOHTR

(1) ABRELAMLGOLPRE
MR L

(2) BRERHBRCHERESA-ObRE
EFERAICA N7 a7 F X R 20mg 2 A5 L2856, HEE L0 @0 S AU 1 Rtz
eI R (54ng/mL) (Z3EE L. M 4.7 B Cib Lz, EERAICA 7 u 7T IR
10mg Z RN G- L7356, ZHPEICTE L B MO I 5.4 FE ThH o 72 19 BHE AT — %),

200 +
Ifit
i
h
w100 |
JE

(nmol/L)
1 1 1 1 1 | 1 | | Ly 1

1 2 3 4 5 6 7 8 9 10/ 24
W 1 (h)
) ABNOARSN-HE - AEIZ A h7ue I I FELT, @HEBALH 7.67~23.04mg (Hifz
AR 7Z I RKELT10~30mg) % 2~3[ENZHEIL, BACRAOKEETS, ] THDH,

(8) shEE

Pl v/
(4) BS - ftAROEE

(Tvir. 7. #HAAEH) OmESH)

2. EYEERB/INTA—S
(1) fBAE
ZUERR L
<%E> YrEAT—%) 19
BEEERR N T BN AFITES A 10mg Z §FURNTR G- L2, KA O M h gL 2-a 0 /8— kA hEF
MTHTITE-T-,
) AFIOERBS AL ARE 1A M7a 773 RELT, @HEEALH 7.67~23.04mg (MR
AR7B7Z7IRELTI0~30mg) % 2~3[ENZEIL, BENCRO&EEGT 5, THD,
(2) BALERETEH
M ERR L
(3) HEEETEH
GrEANT—%) 19
0.139+0.029hr! (fEFERA 6 5l, A b7 2 7F I K 10mg 2O #5. mean=S.D.)
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(4) JVFS5VR
HEANT—H) 19
0.53+0.187L/kg - hr (fEEER A 6], A b7 177 2 F 10mg & A# 5, mean+S.D.)
<HBE> (BEERE. FHiER) 10
WML DBEEH 1B (BITEREA S LT F =227 10752 A (Cer) 10mL/mim A D8£ 6 ) .

A (Cer10~30mL/min, 8 1), M#E (Cer30~60mL/min, 10 ) @ 3 BEIZ/ ). AA| 10mg %
FE L7z, £72AK% 20mg ZFELZIVEE (BEEERR A, 8 f1) &b L7z,

I R 1A% M#E IVEE
Vdss (L/kg) 3.14+0.97 3.06+0.94 2.65+0.58 3.62+0.60
Clrg (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.)
) AFNOARRBINIZHE - HEIX A N7a 77 I FELT, @HEKALH 7.67~23.04mg (M

AR 7Z I RFELT10~30mg) % 2~3[MEIZHEIL, BANCRAKBET S, ] THD,
(5) HHEHE

GEANT—2) 19

4.00£1.76L/kg (fEFERKA 6 6], £ vZ7 177 3 K 10mg &% 45, mean=S.D.)
(6) Tt

NRAFTRAZEVT 4 GMEAT—%) 19
fEFERA 6 Bl A R 7 v F I K 10mg Z# A 5KD AUC 1%, 262.6292.9 1 g/l - hr (E#) 4%
HERAE) T, AN AT A Y 7 113 77.3124.0% CEYHEHERE) Th o,

3. 8%H (REaL—>av) #H
(1) A&

YR L
(2) NSHA—REBHER
B R L
4. R
WRASERAT - T LA
5. &%
(1) mi&-fiNEarSEdEtE
B R L

<BE> (vUR) 1D

VA UCHERA b v T I REROKGEIEHEL, = N7 V4T T 7 4 —EREEIER
U7-3RBRCid, ik — MBI 2 dmi L, Wi ofi Lz,

(2) miE-EIEEIFEEYE
(VL. 6. (5) Fhw) DOIESER)
<ZE> VrEAT—%) 1®
H EUBRATAT OISR 8B A S 7 v 75 2 F0.14+0.02mglkg % #7E L 72 B C I ammim ek 23 32
HITWDD, FAERICRT 2 EITH LTV,

HE) AFNOAGREINT-HE - HEX TA e I3 RELT, @FHRALH 7.67~23.04mg (HEfk
AR 7ZIRKELT10~30mg) % 2~3[ENZHHEIL, BAICRAOKBETS, ] THD,
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(3) Eit~DBiTit
16.3.1 Eiteh#1T
BHIFICA N7 0T T I R 10mg 2R OG- L7256, BEALF~OBITARD LTS 19, [9.6
Z ]
(TViIl. 6. (6) 3wl DHSM)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRITHE
MR L
<HBE> (vUX) 1D
VA UCHER A N a7 T REROZEGUIHENELG L, A — T V47T 7 ¢ — &R
WAERR L7 3BRCid, D, EIE . Mol OHIME N BRI s BE LS oA LT,
(6) MFEEAKEAE
MM ERR L
<BE> (Tv b, 4X, U¥, UHFX) 20
Ty b AX UVOMEERA L OMEITITARBRBEETRD bR 0R, U FORARMGRIIM
OEHFE LV LR T2,

6. K
(1) KREBLLRUCHRBERE
GrEANT—%) 20
BEEERR B 2 Bl MCHEGE A F 27 07T 2 F 10mg 2R A& 5 L2 BE., & 51% 24 FE £ Tlo#
HBEEOT77.8%)N. A M7 07T R N-Z 070 BEEROFBRRE RS LTRSS -,
(2) REICEAE5T 58K (CYPHE) OHFE. 5=
CNEE R L
(3) PEEEMNROEERUVZTOEE
GrEANT—%) 22
NAFT A ZEVT 4 L RPOREARADE AR ZITIIARBEMENR B 0 | YIRS OB A R %
ZFHEEZLN TN D,
(4) REVOFHEOERRUELL., FHELE
MG R R L

7. EE#
FrEANT —%) 2D
UCHEFk A R 7T X K 10mg ##& N5 Liia ., B 5% 24 R £ ClILE 580 77.8%28, A K
7a77 IR, N-ZN7 v BEREORBIRAIAR S UCTRFICHE Sz,

8. FSVARR—A—IZHT S1EH
MR L

9. ENMFICLIBRERE
GMEANT—%) 10
X R A B BT 2 3~B I EM L2 & 2 A A b7 a7 T 3 RERIE i B 23 ) 55%
(43~86%) F T F L7, HfENPKE <, KRARERORIND & LBRESh o7,
A N7 a7T I ROKREEEIZEIT T LA L Bbn b0, bEREOME L LTIz
rnEEbhs,
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10.

1.

HFEDNDEREZFIHBE
HEE R L

ZDfth
EER e L
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I. &2 (FALOFES) (CEAY3IER
1. E5REBLETDOER
BEEIN TR

2. ERHABLTDER

2.2 (ROBBICEBELLEWLN L)
2.1 ARF OBk UIBBUE ORBEERED & 2 B3

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

2.3 WHEEICHIL, ZFAIRERNAZED 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 AFNIOEEI\C LV EENS AT aT I VN KREICEREL, FEREZRZITIENMLNATND

29 F£7=, in vitro DERTHL A M7 T I ROPBEEEGCHICER L, 1727 3 v 2k
THILENRDO LN TS 29,

<BE >tEMaEI T 2N ReAE

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 | HAE I, ZRASUIRERAZED & 5 BF TIHER 2 1L
SELBEZNNH D120, BKOTRMALEORLREZSEIZ L TRl L,

3. PREXFIMRICEET TR L ETDER

REIINLTNRN

4. AERUVAERICEEYT IR LETOER
(TV. 4. HEROHEICEET SR 22402 8,)
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5. EELGEXRMIE L TOER

SEELEXMIE

8.4 AFNIOEEIZL Y, WHWEIERY (TuF 7 F il ERH) ., sERNBIERSEORIERR® 5 b

NDZENHLDOT, RAOEGIZEEL TX, AL ZEaME +0EED O 2 K515 L,

8.2 IR, HEWVWRHOLDLND Z LNH DD T, ARFEEH OB ITIX B B H.OEERE G R A 1 5

OBMEICHEFESERNE I ITHEETDH I &,

8.3 HlMAEHZ G T D70, MOIFNILS L F3E, BHRAZE, MIEEEIC X 2EHEEk 2 REEME b3

LIENHLOTHEETDZ L, [10.2 2]

(fi#E)

8.1 AANIHIR THIT/EM AR T2 Z b THRIKICKEZ 52, 707 7 F L IfilK A 0530 24
T2, ZHICED T T 7 FUMEDN LR L, NOWHERBE T IZ K 5 A 0 WEORIWEH 3 58]
I 5, FIZIPNERL R VR kAR VR > (FSH-RH) | 3K TE A V€ v it v > (LH-RH)
DIFMBIHI S D72, YEEMOLERSCMEA KA 2D 2 End D, HEERIMEIERIZ OV TR
WHRbDTHLZ D, HEPLEBREFICRLI D THD, AAOEMIZEL TUIZNHD
BERZERL, AL ZeMEBE L. ECHERT2ZERNETH D,

8.2 IRK, DEWAEZTEACLEBETLIEEFHTHY . 2O LK) RENWEHITH B EOEELCMR
LD BBEREICEF T 270 & o TTE KRR FHOIFIK & 72 ) 23327200 THH P, Ik DRk
MOERAME LT\ D,

8.3 AHAlIE CTZ (Chemoreceptor Trigger Zone) %1 L COHlHAER 29 5 72 b KK GRFIZ X,
WG IAZE, MBS O B COMMAER 2 R S 5 ATREME N B 2 O CHEE T 5 L3R
»5b,

6. RENERZHTHHEEBICEHTIIE

(1) ABHE - REEEOHLBE

9.1 SHHE - IEEFOHLEE

9.1.1 BiXK - REFRKBFZLZHS SENEXROHLEBEE

HEMERRE (Syndrome malin) 238 Z 0 0970, [11.1.2 2]

(fiA)

9.1.1 MEMEEHROBHEMOIIEER & LT, BAKSEERRZR EOHKMETRRENHE ZhTwn
VS 25)O

(2) BHREEESRE

9.2 BREEERE

WL REN T 2B END1 D D,

(i)

9.2 AFNTEPMALDOIATH 572, BEHRERE ORE~E LG, M P RER R4 5
BEOH D, (VI EWERRICE5HA ] OHESZMR)

(3) HHEEESRE
BEIN TN
(4) SFEREERTHE
BEIN TN
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(5) 4w

9.5 TR
B0 SOXIEHR U CW A RTREME D & 5 e tEIZ i, 1R EOBIREN Gtz Enl S Ll S 5356
WCORFEETH L,

(6) R¥LIF

9.6 RILM
B EORRIER ORFLRROARIEZ BB L. KALOMKGEUI P I 2 BEd 5 2 &, BLPice
TIaZenmdEshTtngd, [16.3.1 2]

(7) INRF

9.7 MNR%E
WERGICRLRNEIEET D&, $ERABIERDEE LT, & ITBKIRRE, B
WITEETDHZ L,

(i)
9.7 ARNOKERGIZLY | FHIE, $H - BIESO&E, IRERARIEIEL & OHARINIER 258072 &
DWENZL L HY . DNRIZAFIOFHAERN 6 LRSZIER S & B X b,

(8) EinE

9.8 BiNE
BIVEA (BEMRANSIEIREE) ORBUHER L, ABRT N SMRBICEET 2 SEEICR 5T 5 2
Lo RANZ, & L TEEGHRES NS 2, @lE CIEBERENMET LTV Z EnEL, mn
MARENEG T BTN H D,

(fi)
9.8 milinF TIX, NTHERE - BHREENME T LTV D72, BUWEHR & b ooV, Fzmilna 1318
RESLEIHEZ A T2 2 ENBRWIZD, —RICER L THERET LI LPBETH D,
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7. HEEHA

(1) tRARSETDER
BEIN TN

(2) tREABEEDER

10.2 HiFAERE (BFRISEET S )

IurranRsT
A =0% = =
FZFNAT YU
TFua T xR
Ry R— L5

Lk
NP RRBEH
ZEY R
FT 7Y NEE

FUFNT 4T T aA REH

LT 25,

A4 E ERAEAR - HEIE 715 P - fEbRIA
T ) FT YRR P IR RE LW BEIROMBEIR 28 | AH R OV 2 © DFRANTHT B

NIUVER AT D20, BF
S E VP R8I AER AR
<Hbbid,

e IS
vaxrw
UX bR
[8.3 ]

TR AFIEFRFOFEE L 72 D
B - R AR IR 2 AR
T 2BENLD D,

AFNOFHIMAEAIZ LD,

TR

HIR= L OREER (RX.

BRI

TFIVAaRT I R

AL - MR BZESE) D bbb
L2EDNHD,
L=y Al FEAZTHALE S 31T 2 1R 2 38 | AN L s &2 T %
T b\ e R KA TEHBLTNDRD D, 72, Hia ) R OIEE E

EHIER &5 %,

8. El{EA

11.8l4E A

ROBWEHDR S 5OND ZENHDHDT, BELTHIATV, REDEO NG EIC3HKEG 2%
13 % 72 LG 2R ALE 21T O 2 L,

(1) EXGEHER & OHER

11.1 EXAREIER

1M1 2av9. 7F724353F— (WTFRLBERH)
vav ., TF 74 7% — (FERREE, MRERTRE, FHRZE) DHobbdZ Enbdb b,
11.1.2 EMEIRE (Syndrome malin) (HE )
MEENHRER . GRS O FGORME, e IREE, SR, mEOZE), BITENAKIBL L, EIICH]E & FEEN
HONDGEIE, 52T L, KOH, KoMEEoegERLE & bITHURAELEITH Z &,
AREFIERFIZIE, AMEROIINLMyE CK O LR DA LND Z ENREL, £, IA v bV RE
PO BEDIR T RALND Z b D,
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k. mBNEHE L. EARbEE, LR, MERENL, BOKAER, SMEEREEASCBATL
BN HRE SN TS, [9.1.1 B3]

11.1.3 EEEE (BEARH)

11.1.4 T8 (BHEAH)

11.1.5 BRESAXRIOT (FHEARH)

EHEEIZLY, DAMEOREEENNS Hbi, #5HIEB LT Z E03d 5,

. ET L

(2) Z0iDEI{ERA

10.

1.

1.2 EDHDEIER

AE A
BEIROM IR TR, AAEEE, SH - B ORNE, IREREMRTREIE, R
A HEA R, Fotow, WRILE
THAL2R H ORI, MR, TR, ER
TEBR MJERE T, SR, NEIR
TR IR, BRJE. SAER, BLEE, R4
W EUE K, TP
Z DAt DEV, B

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

. BRRERBRICRITTEE

BE I TV

BEHRS

13. 8BRS

13.1 FER

BEIRAN BRI . ERkbEE (B S28bObhb 2 b b, FAEICBWT, AFlOKERE

XD A MNETRECVMIER S DO L DWMERH D,
13.2 B

BEHTIZ Lo ThRES RV, #ERABIERIC LT, His—F o Y A2 R 535,

BRLOZEE
<TG B>

14EBRLEDERE
141 ERIZHBOIE

PTP 2 03AIL PTP & — F OV H L TIRAT 2 X 98T 52 L, PTP v — FOFEAKIZ &
V. BWSLATARIEREARIA L, I E B 2 U CHERRIAR SO BEE RS IHE L IR T 5
ZEnH D,

<Y oRTrvmy 7 2%>

14 BRALDEE

141 EFRANEBEOIE

14.1.1 &l & DRE

TV oRXT vy FIEEREEET N EECLZERHLDT, HRFESIERESITHZ
s
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12. TOHDEE

(1) BREEAICEICIER
BEIN TN

(2) JFERERARRICE D 1FHR
BRE Z ATV
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X. JERREREARICEAY H2HE

1. EEAR
(1) EDEREHER
(TVI. SEh3EEICB9 2B ] OB

(2) RE&EHUEEFR

1) PEs M OME BR 2R
AR TFIREAXROF BT TEFLa ) ATk A ME FEEREZB SR L7
D3, RRAEPRRRNC X D ME FREAERITIEI Lz 9, Y M DR Tl @R E R R E O
I O WD K OSEBRIE O IIH RN b DR TH o729,
AXERWEZERIZTA b7 a7 7 I Rk =BT FREZRD, FICRIRDB -7, £72.
R R HNITIE & A EZBIRIT R DRV, MR OE S I3 b %2 KIF LT 20,

2) REZBITHT HIEA 2D
A N7 v7T I RIIFRELE Y MBI 72T a ) UiFREE SN2 Bl L 7z2s, MR
By N TTIEIHHERIZ A e oo, RE XPASEERHAEFICBW X, 7EFral vtk
FORE B KBS TR B DD JE 2 KT X H 7,

(3) TOfhDIEEFAR
MM ERR L

2. SRR
(1) EEEESEER?
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 REEI L I3 & IEFIRRRIC B8 L7,
OG- OBE THRBEOIERIZEB D bivle, 77205, 500mgkg #% 45 T HHHNHITER A2 6 41,
PRGBS R DT, L L, EFFIE 24 BRI ICIXIEF IRREICEE L 7=,

(2) REBEGSHERR >
Wistar 58 7 v MZ 10~600mg/kg % 3~6 » HE#AHKE L7 BRIZIHB VT, 100mg/kg LT D5
TIXFRIC B T RITRD b2 d > 72, 300mg/kg 5 Tl G-BALAOIHNC PRMEIER 23 2 S —
RE BREN L 2o o3l b 70 < BIHE Lz, REEIGINE L 3 » ARG CTiatEn, 6 » ARMS T
VEREDS P RRBELCLE U T8 b Ui, Las L, R, BRRAL 200 K OV B 1O CRERI 72
BT RITRRD b o T2, 600mg/kg #5-Tik 3 » A O#GHIMHIZ 60~80%M 1= Lz, 3 %
AR X - BT R ERINEN /NS L, Ao/ E 427 L, P, B, BIB~DEER 9 i
DI, T DRFITREDO LD Th o7z,

24



(3) BEEHESHER
MR L
(4) RARMERE
MR L
(5) £REHRESHESER 2
ICR %Z~U A KON Wistar 527 » MR 7 XIiX9 HH LY 10~200mg/kg %z 6 HEEN &S L7zl
B CIIEFTEAER TR L TR,
(6) BFrkIEESFER
Pl v/
(7) ZooHHSHE
MR L

25



X, BEMERICEYTSRE

1. BERS
0] S /\0*‘\ & 7—
w 70)/ ?/if"ifl ;k
TV T IR 2% B
HRksy | AomrTIIR B %
OF | TVRTIrryT01% 2L
ARk | A b7 T I B P
Ko1ETA P77 II N 10mg UTF2EHHOKUA h7 T F0I%U F2E5AT 5 n
v Tz BR<
2. FHHM

TN TUEES 4R
TR IR 2% ¢ 5 AR
FYRFouy701% : 3HE

3. ARRETO/E
R PR AF

4. RIEWEDEER
< TV RS ovmy 7 0.1%>

20. MFLLDFEE
il % e

5. BAMITEM
BEMERLAA K M
XTvolLky &

Z OO BE T ER

6. R—R% - F%hE
Rl —fsy : 7V T UERNK 10mg, BARIEFG S A hrur 73 NEE
[ %h 3. FoRY Ko

7. ERELEERAR
N

8. WERFTRABEABRVEARRES. EMELNEHEEAL., REMBREAR
<TG B>

Yy 53 2 BES Y 7 f == L

J?EJ‘—E Eﬁ}’j_:u% %{LE&JLJ?( 7?(3}3\%% ifﬂﬁ%ﬁ”ﬂﬁ Eﬁ)uﬁﬂﬁu
#HH FHH FHH

fiz 5% 1966 4 1965 4 1965 4=

VAN Y E : ) (41A) %6 6447 5

B AG 12 A 14 g% 1 128 18 | 108 60
Hi 5% 2007 2007 2007

s PRS2 X * 21900AMX01413000 * i

Ay 9H10H 12H 211 12H 211
2020

ik | UL ~T s p ) ; i

18 1H

X BLEKGRAEA B

26



<Y T R 2% >

HUSERR 58 KGR . SR L HEL i 5¢ B iR
il B4, e R T
HFHH #HH #HH
5% . 1967 4 (428) 5 2162 1969 4 1967 4E
N7 SRHRL .
A 37 25 B w 1 18 1mH 54 1H
M5 | 2007 4 2007 4 2007 4
T Y S AR 2% 21900AMX01282000
B 8H31H 12 4 21 A 12 H 21 |
2020
Ak | TV T IR 2% N i I F
1A 1H
% BEARAEA H

TV oR_NFoiay70.1%>
BEAR 5T KGR . SR L HELY i 5¢ B iR
ol R4, eI R T
FHH #HH #HH
5% VAL 1965 4F (408) 5 3095 1965 4 1965 4
BAG = 61 25 A F w Tl 128 18 | 104 6H
554, FYLRG 2007 4 51900 AMXO1283000 2007 4 2007 4
o vy 70.1% 8H31H 12 4 21 A 12 H 21 |

"] S o= N

Sk T RT , ) ) 2020 4
Tu w7 0.1% 1H 1H

9. MREXEIHREN. RERVABREEENFOFEABRUVZOART

T Y RTUBER>
FETERF : 1965 4 10 6 H

X BLEKGRAEA B

BIREXIF SR

MER O &

TRURBREOHbastie B (AR - Bl -
Mg it - BRI - BRI - le - I - R -
Lo< D)
(1) ARt L O ifEk
B - B FEIE - BB HRE - IHZER - JEAYE -
JHIET  AF R — 5K - JRIE - B MR -
HA (HpesAl - BUAEWE - FURSEZAD 5K -
H NSRS NS RF
(2) /NEFFEE
EEVEEM: - R EELE - B R EE - B BK
(3) A EL - BREMBLBEIK
R TS L OV AR
(4) iRl
WO FRBR G « X AR A U 7 DS

WEARA 1 B 10~30mg # &AL £7,
L, B RIS Ul R L TS Lo
ZHVEHA,

BER - RN O A | 1BEBARIC ST > Tk, @ 1
Ml 288551 A 3El, MEAT30 2ITRM L ET,
FER MR LT B, SERICIS U Tl E &S
HZLNTEET,

27




ZHHE ST BN 1967 4

BE ST RN R

HIER O &

TRLEBRE O Lae BT (BRI - D -
gt - MRS « LR - R - T - A
Lxo< V)
1. R L O—aEik
BR - B NRIE - FIHERE - EMHoE -
+ CIERBIEE - NRFER - JBAYE - JHIET ¢ A ¥
T — - B S - JREIE - BMERER - FEH (File
A - PUEWE - BUREEAD BREE - BRREN
PRGN - B REnY 14 P P42
2. /NEREL
EEMENEM: - AR PEEE - B R P EE - B
PR A AR
3. SMEL - BRIRL R
RS K OVFEAfTRE - RS KX OV Tl
4. BURBRRREIL
AR IR - X BRI AT IR N U 7 IS

EERL

FAENOHAEER 1971411 H

BRE X TSR

MER O &

B

\WE., A1 BE2~648% 1 H 2~3 HRHICHS
RUET, 72720, 4, RIS Ul e R L
9,

=R SRS S (FEFn B4R 2D 22) ITFED B KGR - 198446 H 1 H

BIRE XTSI R

MER O &

ORDIGAEITEIT DI LAk RE B
BACRYE - BT R )

Bk, H -+ IR, 0% - IEREE B
K. RTEAE, FLOENRM:, SEH] (REA - PrE
W - BURSEEAD - READ B GRE, BN - R
PR R, FCO AR IR RS, BRRETIT 1%

OX MRARED N Y 7 L D@ e EZE T 72 L

CEOL « MR- -

Abhrzuar7Z7IRELT, BHFEA 1 [ 7.67mg
~23.04mg (@A M/ 7F7 I KE LT 10mg
~30mg, $EH : 2~6 $E) & 2~3[EIZHHEIL, &
ANCRR O 59 5,

7pB. AFEE, JERIC X 0 EEEET 5,

28




<Y T R 2% >
FRFRRY 19674 3 H 25 H

BE ST RN R

HIEKR O &

TRLEBRE O Lae B (BRI - D -
Mgt - MRS « RS - R - T - A
Lxo<Y)
1. R L O—aEik
BR - B NRIE - FIHERIE - o F -
+ ZIERBIEE - NREER - JBAYE - IHIET ¢ A ¥
KT — - B - JRFIE - BMERER - BRI (il
A - PUEWE - BUREEEAD REE - BRREN
FRERE - B REny 1 P P2
VANGY S5 =0
EEVENEM: - g - B P EE - BB -
R A AR
. HNEE - R BRI
TS L OVFANIRE - RIS L VR
- AR R R
R IR - X BRAT RN U O DS

WE. A1 HE 1.0~1.5g % 1 H 2~3 [AI&#/I
SIRUET, 72720, 48, BRI Ul
HWLTEL 2 2H0 FHA,

HAEEOHEZERE - 1971 4 11 A

ZhRE 1T 2h e FE R OV &
WE. KA1 B&E0.5~1.5g % 1 H 2~3 [AAHIC
EHERL SIRUET, 72720, F5. RIS U E

LES,

AT (0 59 EIE 20> 22) 1Cff

) —ERAETHE AT 198446 A 1 H

BESUT RN

HIER O &

OO EITB T DI Lt (L - gt -
BRI - SRR )

B B -+ AEIHIES. B2 - IHEKE,
#K. BRI, FLELIRM:, FEA (HlREA - BT
W - BURTEEAD - REEAD) B GRE, BN - K
PR R, TR RRIRET I BRI 1%

G
A
s

B

OX #ipARF DAY U7 AO@iEEE T e L

A7 ZIRELT, BEMA 1 [H 7.67Tmg
~23.04mg (A~ v 77I KL LT 10mg
~30mg. kI : 0.5~1.5g) % 2~3 [ENZHEIL .
BANZERO#ELET 5,

Rk, AR, ERIC X IR S,

29




<FYoR_NFoonmy 7 0.1%>
KA - 196546 H 25 H

BE SRR

HIEKR O &

TRLEBRE O Lae B (BRI - D -
Mgt - MRS « RS - R - T - A
Lxo<Y)
(1) BB X O—ixhEik
BK - B NEIE « B IBERE - IHFER - IHANE -
JEIET 4 A% R — B - JRIEIE - B IPERER -
FEH (Al - BUEWE - PUEEAD &5 -
B NRUE NS RE
(2) /BRI
EEMEE M - phREPEEM: - AP EIE - HEBK
(3) SF} - BRIFEFLBE IR -
RIS K OVFAfTRE
(4) Hh#RRl e
R IR - XS AR N U o DS

WA 1 B 10~30mg Z BRI L £,
2L, RS, JERICIS UEEEE L TS Lon
ZHY FEHA,

vay 7 AIZIE 1 B 10~30mL v ET,
INRICHRTT A HE (1 BE) I FRZ2EHEL LT
<TEEW,

0~3 % H 3~6 1 H 6~12 » A
6mL 8mL 10mL
1~2 4 2~5 4 5~10 4
10mL 13mL 15mL

BMEERF I ES OEH 2 B8O L E T,

BIRE TSN RIENN : 1967 48 3 1

BESUT RN R

HIER O &

TR BRFO LSRR EE R (BRACRIE - . -
WE - BRI - EREERTR - AR - T - R
Leo< D)
1. RS X O il
Bk - 5 FRIE - HIBRE - SEREoOE -
+ ZIEE - AREER - IASE - IHIET 4 A ¥
RV — - BSR  REIE - 1BMERER - A (Gl
Al - PUEWE - BURSEAD) 58 - BRREN
T E - HRBERY NP peAs
2. /NERbGEI
ENEPENEM: - ApRPEIRM - B F PR - B -
PR A BRI
3. HEL - BRIRL IR
RIS K OV R - BRI X OV RAR
4. FES AR IR
JUFRRBR A IRE - XOBRATIE N U & IS

EERL

30




FAENOHAEER 1971 4 11 H

BHHE U2 5 ROV &
YN
WHE. 1 H 10~30mL % 1 H 2~3 [E&HII/O AR
=
NG

EE. 1 BEILIR 1.5mg/kg, %2 1.0mL/kg, /)
2 0.7mL/kg % 1 H 2~3 FIEFNZSR L ET, 7=
2L, S - KE - JERIDS CEEEE L £,

ZE7RL ANRO 1R F#ICHE U TS S R C
7,
i (i) | 3w H 6 »H 12 % A
1H= 3mL 5mL 6mL
24 5 4 10 4¢ 15 4
8mL 10mL 15mL 22mL

EI MR R (EFn 59 FEE £ 22) [TFEH A& © 198446 H 1 H

Zhe I sh B ROV &
OWDEGEITE T HIHbaste s (Bl gt - | A A7 e 72 I K LT, @A 1 [\ 7.67Tmg
BRI - MR ) ~23.04mg (HfEA R/ ~75 I RE LT 10mg

B, H - IeigiEss. HgE - JHEEA, B | ~30mg. 2 v 7 10~30mL) % 2~3 [AiZ4y
K. REAE, AR, BKH) (FlEAl - rE | BIL, RO 5,
W'E - BUREEEA - BRI B GEE. BN - X | NI 1 B 0.38~0.53mg/kg (EEEA N7 v

WHRE I, SRR IR ST IR, BHAE 1% Z3IRELT 0.5~0.7Tmgkg, ¥v v 7 : 0.5~
OX BRERF DN 7 AD@EBEELE T 72 L 0.7mL/kg) % 2~3 [MICHEIL., BENCRO#FE
T 5,

. A, BRI KV BRI D,

10. BEEHER. BFEBRLARFEABRUVZTORNE
FFRHmAS @ A - 198446 H 1 H
AR 2 BEAHE E
(1) A CTHHZ ENfEETEDHD
ROBGEITIIT DI AR R (Bl « Wa: - BRCRIR - &I )
Bk, H -+ IR, B2 - JRERE, TR, REBIE. ALhEErE, A (A -
PUEME - PURSEEA - RERAD) $GRE, BN - JUENTRE R, BORR RS R, BHIEIN
X BRARFD /XY 7 Ao imim e
(2) A EHET DIRIWA 2N D

LR /S

1. BEEYM
2 LA

12. BFERMEIRICRET 518
ARENL, HBERYBICET2HIRIZED S0 TW 70,

31



13. £fEa—F

JEA G B SR A S | BRI S 2 — R . Lt 7 N ER
B4 s ) e HOT (947 &% | "
I PR 2 — R YJ =—F) VAT LHa— R
Y RT
. 2399004F1200 2399004F1200 105005903 620006100
#E
Y RT
o 2399004C1077 2399004C1077 105000403 620006099
HRL 2%
Y RT
) 2399004Q1090 2399004Q1090 105016503 620006101
vavy7 0.1%

14. REHRTLOIE

AEM LR

32




XI. @k
1.

51 AT

1)
2)
3)
4)
5)
6)
7)
8)

FENE R MR

F-EuE B AR i E B)I1EIE 2016 ; C5460-C5463

fEli i o BAEIR MRS 1966 ;5 2 (1) @ 15721

REFHEHC i« 35020, 1968 5 39 (2) : 44-61

WAzt 55 2 BT IE SRR N A 4R, 1965 ; 55-59

TIREELE  fth 55 2 REEEMIR IRt s N A 4E. 1965 5 65-73

RO M 58 2 UG AT JE i N 4R 1965 5 217-220

Jacoby H. 1., et al. : Gastroenterology. 1967 ; 52 (4) : 676-684 [PMID : 4960492]

9) Justin-Besancon L., et al. : C. R. Soc. Biol. Paris. 1964 ; 158 (4) : 723-727 [PMID : 14186927]

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)

ESARBEE L 55 3 EUETEMIIR IR iR N A 5. 1966 5 18-29

EEE A 5 4 REEEIR R TE SRR ALE. 1967 5 39-47

Laville C. : Path. et Biol. 1964 ; 12 (9-10) : 577-578 [PMID : 14180959]

Graffner C., et al. : Brit. J. Clin. Pharmacol. 1979 ; 8 (5) : 469-474 [PMID : 508553
Bateman, D. N. et al. : Br. J. Clin. Pharmacol. 1978 ; 6 (5) : 401-407 [PMID : 728283]
Ross-Lee, L. M. et al. : Eur. J. Clin. Pharmacol. 1981 ; 20 (6) : 465-471 [PMID : 7286058
Lehmann, C. R. et al. : Clin. Pharmacol. Ther. 1985 ; 37 (3) : 284-289 [PMID : 3971652]
Ingrand, J. et al. : Thérapie 1970 ; 25 (4) : 741-751 [PMID : 5458919]

Bylsma-Howell, M. et al. : Can. Anaesth. 1983 ; Soc. J. 30 (5) : 487-492 [PMID : 6354385]
Kauppila A, et al. : Eur. J. Clin. Pharmacol. 1983 ; 25 (6) : 819-823 [PMID : 6662181]
Pagnini, G. et al. : Arzneimittel-Forschung 1972 ; 22 (4) : 780-783 [PMID : 4114976]
Teng, L. et al. : J. Pharm. Sci. 1977 ; 66 (11) : 1615-1618 [PMID : 915740]

22) Bateman, D. N. et al. : Br. J. Clin. Pharmacol. 1980 ; 9 (4) : 371-377 [PMID : 7378253]
23) RERH ENOfh o BARWARERFFFSHEES. 1994 5 85 (5) : 862
24) KA #h— fih : AARNWFSMEES. 1983 5 59 (10) @ 1608-1619
25) REF — fill : BRARFEMHEES:. 1989 ; 18 (4) : 465-471
26) #83 RZ fth ;55 2 MIBEEWIRRITIC SN AR, 1965 ; 41
27) Guerrin, F. et al. : Thérapie. 1970 ; 25 (1) : 161-172 [PMID : 5436799]
28) P (R fih - FEFHFIE.1968 5 39 (3) 1 75-91
29) P E5% fth - 3KFHFSE.1968 5 39 (3) : 92-106
. T OMhDSETHE
MR L

33



XI. 3£8H
1. EL5S4ETORFRR
AIRZBIT HDEIRETL R, FIEROHEIZUTOLIBY THY . HETOREZRI L 1ZR 5,

BhRE ST 50 3 AENOHE
OWDPBEITERT DI LIERE RS, CEL IEE - | <T VY XF U8ER « 7V 3T k2% >
BERAR - BB Arhrsua 7T IRELT, BHEEALHTE7T~

B, B -+ HRBRG, HE - HERE. B | 23.04mgx2~3ENI5EIL. BRENZRENEREGT 5,
. RIEIE, FLOVRNEM:, EAF (HPREA - SUAE | Zeds, e, ERIC XD EEERT D,
W - HoEZA - BRELAD BeBEE, BN RE | <T VN Trvm v 70.1%>

PR IR, SRR AR IR, BRI 74 AR/ 7I7IRELT, BHEALATET~
OX BHRAERED Y &7 A0 @B e 23.04mg % 2~3[EZE L, BANCREAHEE5T 5,

/NIE. 1H0.838~0.53mg/kgZ 2~ 3B E L,
BENCRAOEET 5,
ok, FEln. ERICK Y EEHEET S,

<DailyMed (USA), 2022 4 8 H 5 >

4 KH

Stt4 ANI Pharmaceuticals, Inc.

H7E4 Metoclopramide Tablets USP 5mg + 10mg
Tablets :

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

HIE - Hirk 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.

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.
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.
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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.

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

Maxi
Recommended aximum
Dosage Recommended
g 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)
- 60mg
5 mg? four times
. daily (thirty minutes
Elderly patient
1Ly patients before each meal and
at bedtime)
Moderate or severe hepatic impairment
(Child-Pugh B or C) 5 four £ dail
CYP2D6 poor metabolizers (t;:,l gt Oult lTeS ay
irty minute
Concomitant use with strong CYP2D6 Y °
C C . before each meal and
inhibitors (e.g., quinidine, bupropion, . 30mg
, ) at  bedtime), or 10
fluoxetine, and paroxetine) .
- - mg taken three times
Moderate or severe renal impairment dail
(creatinine clearance less than or equal to 60 Y
mL/minute)
5 mg four times daily
Patients with End-Stage Renal Disease (ESRD) | (thirty minutes
including those treated with hemodialysis and before each meal and 20mg
continuous ambulatory peritoneal dialysis at bedtime) or 10 mg
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. Administer the dosage thirty minutes before
each meal and at bedtime. The maximum recommended daily dosage is 40 mg.
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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 O), 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.

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. 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
Maxi
Recommended axumum
Recommended
Dosage .
Daily Dosage
Adult patients 10 mg four times
daily (30 minutes
Mild hepatic impairment (Child-Pugh A) before each meal and
at bedtime) 10
m
5 mg? four times &
daily (30 minutes
Elderl tient
erly patients before each meal and
at bedtime)
Moderate or severe hepatic impairment
(Child-Pugh B or C)
CYP2D6 poor metabolizers . .
: : 5 mg four times daily
Concomitant use with strong CYP2D6 .
N L . (30 minutes before
inhibitors (e.g., quinidine, bupropion, 20mg
. . each meal and at
fluoxetine, and paroxetine) .
X X bedtime)
Moderate or severe renal impairment
(creatinine clearance less than or equal to 60
mIL/minute)
Patients with End-Stage Renal Disease (ESRD)
including those treated with hemodialysis and 5 mg twice daily 10mg
continuous ambulatory peritoneal dialysis

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.
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<DailyMed (USA), 2022 4 8 H s >

4 K
Stt4 ANI Pharmaceuticals, Inc.
Hk7E4 Metoclopramide Oral Solution USP 5mg/5mL
Solution :
HIE - Biks 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
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. 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. Because of the poor correlation
between symptoms and endoscopic appearance of the esophagus, therapy directed at esophageal
lesions 1s best guided by endoscopic evaluation.

Therapy longer than 12 weeks has not been evaluated and cannot be recommended.
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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
use has been described in patients with advanced liver disease whose renal function was normal.
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4 H[H
Stt4 ADVANYZ Pharma
e Maxolon 10mg Tablets

Qualitative and quantitative composition

Each tablet contains Metoclopramide Hydrochloride BP 10mg equivalent to 10mg of
the anhydrous substance.

Excipients with known effect
Lactose : contains 125.00 mg of lactose per tablet

AT - Mk

Pharmaceutical form

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

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.
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Dosing table

Age Body Weight Dose Frequency

1 - 3 years 10 - 14 kg 1 mg Up to 3 times daily
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.

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%.

Patients with Hepatic impairment :
In patients with severe hepatic impairment, the dose should be reduced by 50%.

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.
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4 B [E]
24 Rosemont Pharmaceuticals Limited
W7es 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

AT - H 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

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.
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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 - 19 kg 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.

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%.

Hepatic impairment :
In patients with severe hepatic impairment, the dose should be reduced by 50%.

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.
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( V. 6. FrEDOEREAT LEEICHETLEE] OHESR)

Drug Name Category

F—AKNZ7 VT DIA metoclopramide A

(2022 4 8 A#HR)

2E  pEOME
A —AZ +Z U7 D434 (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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