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Determination of Chiral Impurities in D-hydroxyphenylglycine Methyl Ester by HPL.C

LIU Ping, ZHANG Suoqing’, ZHANG Wensheng, GUO lJinli, JIAO Yunfei, SUN Yushuang(NCPC Hebei Pharma
Co., Ltd., Shijiazhuang 052165, China)

ABSTRACT: OBJECTIVE To establish a method of HPLC to determine the limit and content of potential chiral impurities:
L-hydroxy phenyl glycine (impurity 1), L-hydroxyphenylglycine methyl ester (impurity 2) and D-hydroxyphenylglycine
(impurity 3) in active pharmaceutical substance D-hydroxyphenylglycine methyl ester qualitatively and quantitatively.
METHODS A Crownpak CR(-) chiral column (150 mmx4.0 mm, 5 um) was used, with perchlorate solution (pH 1.7)
-methanol (90 : 10) as the mobile phase with a flow rate at 0.7 mL-min~'. The detection wavelength was 226 nm, and the
temperature of column was 25 ‘C. RESULTS The calibration curve for impurity 1, impurity 2 and impurity 3 were well linear
in the range of LOQ concentration—2.400 pug-mL™" (+ were 1.000 0, 0.999 9 and 0.999 9, respectively). Average recoveries for
impurity 1, impurity 2 and impurity 3 were 99.97%, 100.30% and 103.18%, and RSDs were 0.30%, 0.64% and 0.62% (n=9),
separately. CONCLUSION The method is highly specific, accurate and convenient, it can be used for the quality control of the
chiral impurities 1, impurities 2 and impurities 3 of D-hydroxyphenylglycine methyl ester.

KEY WORDS: D-hydroxyphenylglycine methyl ester; chiral impurity; HPLC
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Fig.1 HPLC chromatograms

A-blank; B—system solution; C—sample solution; 1-L-hydroxy phenyl
glycine; 2—L-hydroxyphenylglycine methyl ester; 3—D-hydroxy phenyl
glycine; 4-D-hydroxy phenyl glycine methyl ester.
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Tab. 2 Result of LOD, LOQ and LOQ repeatability test

E i KR /g mL™! E R /ug mL™! RSD/%
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2RI 3 0.023 890 0.095 56 8.07
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Tab.3 Result of the linear test

R [EVEpp X RB() LMEEHE/ g mL

JR 1 p=89957.17x+0.317 5 1.000 0 0.0163 0~2.400
2 y=66197.54x-0.110 6 0.999 9 0.0284 0~2.400
3 y=87039.99x+0.684 1 0.999 9 0.0955 6~2.400
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Tab. 4 Result of the determination of sample %
E i 1007-1609105 1007-1609106 1007-1609107
T2 0.14 0.17 0.13
A3 0.12 0.11 0.11
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