GC-MS L5 2 FR il PR 25 3 v A S5O 24 A )it A e P 4%

FEE",Z S AWE(LELTRRAREERLK, 7 21003828 A K EELRFAARANE, B 7
210038)

hE SRS RILT7 XHEFRERS A
DOI  10.6039/j.issn.1001-0408.2016.18.36

XE%HS 1001-0408(2016)18-2555-03

B OE BRI MR T A B S S A RO 2 b A A AT T AR F B | AR B | ARERST RBR A k. r ik R
A AR & k- g B A ki = RUT R AT R IR, &35 4 4 DB- S%émfgﬁi AREBRAEFAR, EHFTBEA 240 C,ERAEH
3.0 ml/min, *k 42 %% 4 6.0 ml/min, # A 77 XA R RBAE, RAA SLERA, W B A RSk %, B FIRIRE A 230 C, 203
JE #9230 °C, 7 R 3ER A 18) 2 2.5 min, B THABEXA & T R H B FHAHEX, #"/ﬁ" 3 R AR A TR /*% 2 ()7 X A&
ME TN, BT REATOV, HAFZTA10ul, &R 3FRA RS 5 5 EH >2.0;3F Z FOoR ot m R 2R EL TR
¥ 47 0.10~20 pg/ml(r=0.999 5) ; 45 % & A& M F F K380 RSD<2% ; e Af el & 4 5 % 97.7% ~104.8% . 102.5% ~
110.7% .103.0% ~107.6% ,RSD %% % 2.8% .2.6% . 1.6% (n=9) . %t %7 kMR | 24 Rk, TR T P aik 32 5 e
RS AP AR A S A
KR WA AL S M RA iR AR A A R W ARER T BS; W ALER TS ; T ARER O A B85 ; AUAR k- RN ik
Determination of the Genotoxicity Impurity in Mesylate Nafamostat Raw Materia by GC-MS

MAO Yiqing', LI wei*, ZHU Lijun’(1.Nanjing Institute for Food and Drug Control, Nanjing 210038, China; 2.

Nanjing Changao Pharmaceutical Science and Techology Co., Ltd., Nanjing 210038, China)

ABSTRACT OBJECTIVE: To establish a method for determination the genotoxicity impurities (methyl methanesulfonate, ethyl
methanesulfonate and isopropyl methanesulfonate) in mesylate nafamostat raw materia. METHODS: GC-MS was conducted, and
the genotoxicity impurities were extracted by dichloromethane. The column was DB-5 capillary column by programmed tempera-
ture, the inlet temperature was 240 “C, column flow was 3.0 ml/min, purge flow was 6.0 ml/min, sample mode splitless injection,
carrier gas was high purity helium, detector is a mass spectrometer detector, ion source temperature was 230 °C, the interface tem-
perature was 230 °C, the delay time of solvent was 2.5 min, ionization mode was electron impact, detector voltage was respect to
the tuning results, scanning (detection) method was selective ion monitoring, electron energy was 70 eV, and the injection volume
was 1.0 pl. RESULTS: The separation degree of 3 impurities were greater than 2.0; the linear range of 3 impurities were 0.10-20 pg/ml
(=0.999 5); RSDs of precision, stability and reproducibility tests were lower than 2% ; recoveries were 97.7%-104.8% (RSD=2.8%,
n=9),102.5%-110.7% (RSD=2.6% ,n=9) and 103.0%-107.6% (RSD=1.6% ,n=9). CONCLUSIONS: The method is simple,
accurate, sensitive and rapid, and can be used for the genotoxicity impurities in mesylate nafamostat raw materia.

KEYWORDS Mesylate nafamostat raw materia; Genotoxicity impurity; Methyl methanesulfonate; Ethyl methanesulfonate; Iso-
propyl methanesulfonate; GC-MS
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Fig1 GC-MS spectrogram

A.blank solution; B. mixed reference substance solution; C. test sample
solution; D. targeting solution of methyl methanesulfonate; E. targeting
solution of ethyl methanesulfonate; F. targeting solution of isopropyl
methanesulfonate; l.methyl methanesulfonate; 2.ethyl methanesulfo-
nate; 3.isopropyl methanesulfonate
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Tab 2 Result of recovery test(n=9)
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