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Compatibility Stability of Esomeprazole Sodium for Injection

ZHI Xuran, SONG Haojing, WANG Mi, DONG Zhanjun*(Department of Pharmacy, Hebei General Hospital,
Shijiazhuang 050051, China)

ABSTRACT: OBJECTIVE To investigate the compatible stability of esomeprazole sodium for injection with 0.9% sodium
chloride injection under different conditions. METHODS Under the conditions of room temperature, shading, illumination
(4 500 Lx), 40 ‘C in constant temperature environment, the appearance, pH value, insoluble particles and content of effective
components(esomeprazole) in esomeprazole sodium for injection were determined regular after mixed with 0.9% sodium
chloride injection. RESULTS Injection of esomeprazole sodium in the placement process had varying degrees of color changes,
change degree: 40 C>illumination>room temperature>shading. Under the four conditions, the pH value of the finished product
liquid was relatively stable; the pH value was almost unchanged within 12 h, and slightly decreased in the 24 and 48 h, and the
constant temperature was decreased more at 40 ‘C. The insoluble particle number of 48 h in the solution of high concentration
under the 40 ‘C constant temperature exceeded the requirement of Chinese Pharmacopoeia, and the insoluble particles of all
other solutions met the requirements of Chinese Pharmacopoeia. The content of esomeprazole in 48 h also decreased, and the
40 C constant temperature condition decreased more. CONCLUSION The injection of esomeprazole sodium is the most
unstable under the 40 'C constant temperature, and the solution is most stable under the condition of shading. Therefore, it is
recommended that the injection of esomeprazole solution be preserved at room temperature, as far as possible to avoid light,
while avoiding the impact of high temperature. The low concentration solution (0.4 mg-mL™") is recommended that used after
12 h, and the high concentration solution (1.6 mg-mL™") is recommended that dripped in 8 h.

KEY WORDS: esomeprazole; compatibility stability; pH; insoluble particles; HPLC

B & & & Vit JW (gastroesophageal reflux AL L) B BT HY/KT-ATP i im PE L 1 AR
disease, GERD)[IJ KW FIZFEH K, DA N™E (K &), HR T B AR R,
SAMA NATT AR 3 TR (0 B AL R G 2 1, B REAERE. BRI REST, i
A ) B3 Rk & — P Y 5T - 2 410 1] 24 (proton ok, BEE SN EREEREC OO RS, B
pump inhibitors, PPI), %ﬁ%ﬁ@ﬁ"]fﬁﬁﬁlﬁME R, > T R RE AN 0I5 4, (Bt
FfR, 3 AR I AR, L2 AL g A TS S B R AN RE S B, i I T

EEWB: BE¥REU R E SR H (YWIKITHKYJI-A826)
EEBN: 3BR, &, Wit, 250 Tel: (0311)85988807  E-mail: zhixuran@163.com  BISIEE: # 5%, 9, ML, BAEZH  Tel:
(0311)85988604  E-mail: 510349303@qq.com

HE BRI 255 2017 4F 12 H 56 34 558 12 Chin J Mod Appl Pharm, 2017 December, Vol.34 No.12 <1727 -



TEK . R I R] 6 FE K R R PR B 1 AR
PERVEVERRL . pH A . B & RAEAE . I,
B ) S T SR AR T A AR e, R
I R FH 2 %2 42

T SR FH ) B S s A T B A5 i R YT
Hl A S 0.2 50 0.4 mg-mL™", RiFE 12 h AAEH
AR R B R R R TAGARRWRE
e s P M Y SRR o A B 6 FUE 3 X AN [
I A S P ) B A T B VA VA IR
pH i AR, BRRSMHEE, N EE

SR P 3L ) B 5 R PR ) R 1 I PR A B 24 42
HERFE AR -
1 X5

Waters 2695 /& 0 AH X, AL 2487 Xl

TE 2R Ah AT TG 28 (3€ [E Waters); AB204-S %+ 75
9y 22— R (Hit Metter Toledo); GWF-8JD fki
ST CORBE R 3 AT A A IR A F])s FE20 3256
%= pH TH(H R 8)-FE R 2 A3 A R A F]); 102CR H
PGB RT A (LU 2R M 3 RS TS R T 28 A 7D ) o

FEE. IR N (il 4l 28 3R Gt R (b B A R
AT KA K U G e A TR 2 5.
] B 5 R e A X T (rp L 2 A ) R
Be, 5. 420022-201501, 4EF>99.8%); 1E4HH
S E] B S RN (IE DR ORI 24 ML AR T I A PR A
A, #t'5: 161020122, #A%: 20 mg); 0.9%5F L
MESNBBERXRENGRERAA, #t5:
1702073803 ).

2 FHESHER
2.1 AR IR )

i R v S FH S ) B S s 0 130 B R I OR
MBIHEH R, EFIKE P ECH 0| R 6
WC A [ (0.4, 1.6 mg-mL™ )R VER . T
5 RV VR E T R s, B (4500Lx)
40 CHEIRMAFRHE T, WE 0, 1, 2, 4, 8,
12, 24, 48 h A~ [H] B 8] s AN HEORL . pH {H
BRI & &

2.2 EEIER

221 MR OWE=RR. E. . 40 ClHEE
%R0, 1, 2, 4, 8, 12, 24, 48 h AS[EN ] A
5 F VR IRV B R B AR AL . TR ATEBIEIRAS
N-, WA+, RE O+, wEy++, HI
EMA o

222 pHH ZMEZM 2015 4 p U@ )

- 1728 - Chin J Mod Appl Pharm, 2017 December, Vol.34 No.12

063170, s =R, L. HHEL 40 CIHIE % 1F
TO0, 1, 2, 4, 8, 12, 24, 48 h I & B HR 1
pH 1H.
223 AR KB E 258 2015 AERRIY
ﬁKi_DU 0903, Wil E =R, WG, e, 40 ClE
BT O, 1, 2, 4, 8 12, 24, 48 h I & A5
%@MT@@M&@ BEAFEMI 3 R, RSP
BIMH .
2.3 EEMNE L
231 it R Symmetry® Cpg {04
(4.6 mm X250 mm, 5 pm). MENAH A: ZHE(EIE
gy, WEHH B: & 0.01 mol-L™" MR £h 22 m
(pH=7.6), FHEYEMHi: 0~10 min, 12%—25%A;
10~30 min, 25%—65%A. JiiH: :

1.0 mL-min™;
Ry : 302 nmo HEFER: 10 pL. SRS AIAE

o 1 P L 1
1
A
0.0 20 40 60 80 100 12.0 140 16.0 18.0 20.0 22.0 24.0
t/min
1
B

A

00 200 40 60 80 100 120 140 160180 200 22.0 24.0
t/min

1 B R
A-XFIE A Btk 1-30R] B hme
Fig. 1 HPLC chromatograms

A-sample; B—standard; 1-esomeprazole
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Tab. 2 Results of pH(n=3)
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Tab 1 Results of properties
wWES RE
ﬂz&_fl Oh 2h 4h 8h 12h 24h 48 h
mg-mL At
wEO- - - = - _ T
bl - - - - - - -
0.4
| - - - - _ _ L
40 C - - - - - + ++
=R OO- - - - - + ++
e - - - - - _ +
1.6
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242 pH H MMSHIRESIR. Sl BB
40 CHEIBFKMMESES, 40 CHIENGKE
MR ELE 48 h P pH HBILEK, HAMZMAT
pH{E 12h WJLT L1k, 24, 48 h WESHI T FF.
ZERNE 2.

WEmgmL™" JRE &M 0h 2h 4h 8h 12h 24h 48 h
i 9.75 9.77 9.79 9.75 9.71 9.68 9.66

0.4 G 9.78 9.75 9.74 9.73 9.70 9.71 9.68

P it 9.76 9.76 9.73 9.76 9.74 9.65 9.65

40 C 9.77 9.73 9.70 9.69 9.61 9.60 9.39

i 10.19 10.16 10.15 10.16 10.15 10.10 10.10

G 10.16 10.17 10.17 10.15 10.13 10.11 10.10

b IR 10.19 10.17 10.16 10.15 10.16 10.13 10.11

40 C 10.19 10.12 10.03 10.01 9.95 9.92 9.90

243 NEMERRL REZ 2015 FRIUE, AR
INEEE =100 mL RIERFRKEE SR, BR A RLE S,
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Tab.3 Results of the insoluble particles(10 um/25 pm, n=3)

NEF
WE/,I JWE%M 0h 2h 4h  8h 12h 24h 48h
mg-mL

iR 40 50 71 7/0 81 81 12/1

04 G 20 3/0  5/0 50  6/1  6/1 10/1
I 20 3/0 50  6/0 7/0 10/1 151

40°C 30 40 80 51 62 82 112

=i 7/0 7/0 80  10/1 10/0 18/1 16/2

L6 bl 50 80 9/0 7/0 11/0 121 171
JaH 6/0 7/0 50 11/0 151 182 212

40°C 50 80 10/1 12/1 182 202 30/4
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T4 LARELEELMER@0=3)

Tab. 4 Results of content determination of esomeprazole(n=3) pg-mL™!
W /mgmL™ JRE & 0h 2h 4h 8h 12h 24h 48 h
i 396.1/100 391.6/98.86 397.3/100.3 395.6/99.87 390.1/98.49 391.7/98.89 390.3/98.54
TG 403.6/100 401.2/99.41 399.9/99.08 404.8/100.3 402.5/99.73 402.0/99.60 401.2/99.41
04 P4 406.5/100 404.3/99.46 404.4/99.48 403.5/99.26 409.6/100.8 404.6/99.53 400.6/98.55
40C 391.9/100 395.5/100.9 388.5/99.13 394.9/100.8 391.5/99.90 389.5/99.39 380.7/97.14
i 1608/100 1607/99.94 1605/99.81 1606/99.88 1604/99.75 1602/99.63 1600/99.50
biiS/ 1583/100 1589/100.4 1582/99.94 1585/100.1 1581/99.87 1582/99.93 1581/99.87
b I 1592/100 1596/100.2 1593/100.1 1591/99.94 1590/99.87 1589/99.78 1580/99.27
40C 1595/100 1592/99.81 1584/99.31 1587/99.50 1584/99.31 1581/99.12 1577/98.87
3 itig
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