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ABSTRACT OBJECTIVE: To establish a method for simultaneous determination of impurity E, impurity [ and impurity IV in
crude drug and preparation of esomeprazole sodium. METHODS: LC-MS/MS method was adopted. The separation was performed
on Agela VenusiL MP C; column with mobile phase consisted of acetonitrile-water (gradient elution) at the flow rate of 0.2 mL/
min. The column temperature was 35 °C., and the sample size was 1 pL; analytes were analyzed by electro-spray ionization (ESI)
in the multiple reaction monitoring mode, negative ion. The precursors of production transitions m/z 360.1—194.0 (impurity E), m/z
375.8—210.7 (impurity I ), m/z 330.2—312.1 (impurity IV ) were used to measure impurity. RESULTS: The linear range of
impurity E, impurity | and impurity IV were 0.001 26-0.044 80 pg/mL (#=0.994 7), 0.001 34-0.045 2 pg/mL (+=0.992 8) and
0.018 9-1.260 00 pg/mL (r=0.991 4). The limit of quantitation were 0.001 26, 0.001 34, 0.018 9 pg/mL; the detection limits were
0.000 41, 0.000 44, 0.006 3 pg/mL. RSDs of precision and reproducibility tests were all lower than 4% ; RSDs of stability tests of
impurity E and impurity 1 were all lower than 10% (n=5), and that of impurity IV was higher than 15% (n=7). The average
recoveries were 87.69%-100.72% (RSD=4.29% , n=9), 90.04%-100.63% (RSD=3.67% ,n=9)and 93.58%-101.86% (RSD=
2.66% ,n=9). CONCLUSIONS: The method is accurate, rapid, sensitive, selective and suitable for the content determination of

3 impurities in crude drug and preparation of esomeprazole sodium.
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1.260 0 pg/mL (L& 2 TR, H2 2.1 F {64
55 S A R RE I R T SR TR AR DA AR A T
WP (x, pg/mL) AL bR W TET R () AR FRiEA T2k
[, [ R S et e 2 1

x1 EAFESLMEER

Tab 1 Regression equation and linear range
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TRV y=1x10%—49 107 09914 0.018 9~1.260 00
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o SERLMRE AR T ARV RS & w ol
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Tab 2 Results of recovery tests(n=9)

2.10 mAMIRE

2.10.1  @REFEELEE BUREAL (L5 - 17090801x) i it
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Tab 3 Results of durability tests
—— JFRE KR 1 REN
o % TG RS a8% B RSD% % TS RS
{38 Phenomenex Kinetex C(100 mmx 2.1 mm, 18 pm) 0000819 0.000829 1.07 0000212 0.000222 43) 0.002 59 0002 67 283
Agela VenusiL MP Cs(100 mm X 2.1 mm,3 p.m) 0.000 832 0.000 221 0.002 68
Waters BEH Cis(50 mm X 2.1 mm, 1.7 p.m) 0.000 836 0000232 0.002 74
T K-Z B (B 0.000 811 0000 822 1.82 0000219 0.000 221 6.60 0.00279 0.00275 1.92
0.01 mol/L FisfR - TR (B ERE) 0.000 839 0.000 236 0.002 69
005 mol/L FiFR - T (BB VEE) 0.000 816 0.000 207 000277
Wi 0.15 mL/min 0000799 0.000816 202 0000211 0000217 276 0.002 65 0002707 203
020 mL/min 0000 832 0000223 000271
025 mL/min 0000817 0000217 0.002 76
30 0000819 0.000828 151 0000200 0.000215 594 0.002 71 0002703 2
3¢ 0000 842 0000218 0.002 76
0 0000822 0.000 226 0.002 64
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F4 HERPRERSENEER (n=3,%)
Tab 4 Results of content determination of impurities

in sample(n=3, %)

s RIRE RSD RR 1 RSD Eall RSD
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