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50% HERE/HERE
3 D-H #& R 20.0 239 0
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(0121] %3 HEiE#I2:28 )5

A BER (BS/EFH) pH % (pH)

1 FALEN 3.3 3.3

2 AR 3.3 4.0
2%

3 D-Z%5 i 20 4.0
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4 D-H55 e 20 4.0

5 H &R 10 4.0

6 D-#j %] § s -0- Al | 25 3.3
AEILER 1.0M

7 D-f & Wilk-0-MIEE | 25 4.0
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i B T2 Tl 12 5 VR BE RS U WY S POk AR
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# R HEER-0-ES -
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5543 CCHOTBEMEE T » 760 - 7+ 19RI33 KRB ANTHLE S5 o HHE
WO - pHIE - BEE  BEZISERLEEWABEY
(Des-17-7 Bis:-FERE S ) - E4Ceh HPLCHI % (38 F 1A J8 i 18
<Z 51 » British Pharmacopoeia 2008) » METXE B R ZETE S
B A -
[0126] %4 FHEHI3ZE S

[L5¥;]

R FA FB

TR HERE RS (38) 1.00 1.00
AR E Zishe H,0 (ZEF) 200.0 500.0
HEERSEN o O (EETT) - 500.0
pH s Z 50% q.s.p. pH3.8 F 42 ke
o E AR AEE () - 2.5

HEE (50) 2.5

oyl ERAA (ZI) 100.0 100.0
BEE (BEBEH/AT) 321 298

pH ¥ 3.8-4.2 3.8-4.2

[0127) #% g5 HPLC ¥l i 89 %8 17 £ K th ¥ /K iR [ J&E #%
(Des-17-Z B E-FEES ) IR EFRERNE2E G - R 2E 7] 8F
HMEY SHED-#HEMHM-S-NECEEHRSRREZMILEEH

Fa 5 1 TR AR GE Y B PR -
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STABILIZED AQUEOUS COMPOSITIONS OF NEUROMUSCULAR

BLOCKING AGENTS

[ i3]
—a/RKME ek ENE > ZEEYWESE - (1) MRS

ABHETE : LUR (i) BRI - % B 3UHO-CH,-[CH(OH)],-COOH
2 %S (polyhydroxy acid) ~ &% FSHR Y 4 F N1 AAE K
RG> HrnB B8 B -

RS A AWML S A TSR

7 VU b s ot A UL PR L I 7 %

4

puitt

iR 5 A v PR -Fg

by fRMEPA - 2 H X HO-CH,-[CH(OH)],-COOHZ % FE & B -

ZERERC > TANNEREREGY) > HPnR1E3Z %

8o Hr B2 TP B (Rl 7 B AR R EZ

c) RGP Ba)iZ DUk ez 1 A% UL P9 RH B 7R B 5% 20 BR b) & B E B Y

Kep s DBl G /K& -
[ 3]

An aqueous composition and its uses are provided, wherein the composition

comprises:

(1)  aquaternary ammonium neuromuscular blocking agent; and
1
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(i) an excipient selected from a polyhydroxy acid of the following

formula:

HO-CH,-[CH(OH)],-COOH, wherein n is an integer from 1 to 8, an

intramolecular lactone of said polyhydroxy acid or a mixture thereof.

Also provided is a method for producing said aqueous composition, wherein the

method comprises the steps of:

a) providing a quaternary ammonium neuromuscular blocking agent
wherein said quaternary ammonium neuromuscular blocking agent is

optionally freeze-dried,

b)providing the excipient selected from a polyhydroxy acid of the
following formula: HO-CH,-[CH(OH)],-COOH, wherein n is an
integer from 1 to §, an intramolecular lactone of said polyhydroxy acid

or a mixture thereof, wherein said excipient is optionally freeze-dried,

¢)mixing the quaternary ammonium neuromuscular blocking agent of step

a) and the excipient of step b) in water to give an aqueous composition.

[R&RE]
[REFEMNERE]: B I1E
[(RAERBEZFFHIEERAE]): &

(AREFTLEAR > FHEAIREETSEHEENLER]):

HO-CH,-[CH(OH)],-COOH
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10.

11.

12.

b) fg fit — P & - 32 8§ H z{HO-CH,-[CH(OH)],-COOHZ % ¥¥
HEE - 2R ERIDOTRANAEREESY  Hfnfl
ESZ BH - Hop P B Rk 7 ERWE

c) TR a% & BRa)Z VY Kk ¢ 1 58 L P9 BEL I 2 Bl 3% 45 BR b) 2 WK T
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H ik sz LN HET B IR E SR E R 1100 R/ Z2FH WES
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3.085.0 mES38FE40 DK
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JENE/N

A KI8T 0BT 2 77 ¥k o o 3% U 45 8 1A UL A LB 0 5

ME S B MIE R B D-4 & FE 5 -5-NEs -

— & F 2. HO-CH,-[CH(OH)],-COOH % $Q H: ¥ W -~ % % 5

R TANNESEESYNREERS — UKW EHLA
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(i) an excipient selected from a polyhydroxy acid of the following

formula:

HO-CH,-[CH(OH)],-COOH, wherein n is an integer from 1 to 8, an

intramolecular lactone of said polyhydroxy acid or a mixture thereof.

Also provided is a method for producing said aqueous composition, wherein the

method comprises the steps of:

a) providing a quaternary ammonium neuromuscular blocking agent
wherein said quaternary ammonium neuromuscular blocking agent is

optionally freeze-dried,

b)providing the excipient selected from a polyhydroxy acid of the
following formula: HO-CH,-[CH(OH)],-COOH, wherein n is an
integer from 1 to §, an intramolecular lactone of said polyhydroxy acid

or a mixture thereof, wherein said excipient is optionally freeze-dried,

¢)mixing the quaternary ammonium neuromuscular blocking agent of step

a) and the excipient of step b) in water to give an aqueous composition.

[R&RE]
[REFEMNERE]: B I1E
[(RAERBEZFFHIEERAE]): &

(AREFTLEAR > FHEAIREETSEHEENLER]):

HO-CH,-[CH(OH)],-COOH
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