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HPLC determination for migration of antioxidant 1076 from
rubber stopper to micafungin sodium injection

PU Xiao—cong, CHEN Rui, YOU Yan—jun

( Sichuan Institute for Food and Drug Control, Chengdu 611731 )

Abstract Objetive: To establish a HPLC method for moritoring the migration of antioxidant 1076 from
rubber stopper to micafungin sodium injection. Method: Using the method of solid phase extraction column,
packing with 2—Propenoic acid polymer with diethenylbenzene ( HLB 200 mg/6 mL, 30 PK ) , and 5 mL of
dichloromethane to ethanol ( 2:3 ) was 5 mL to elute. XTerra C,4 column ( 4.6 mm X 250 mm, 5 wm ) was used
with methyl alcohol-water ( 98:2 ) as flow phase. The flow rate was 1.0 mL *min~' , the column temperature
was 37  °C, the detection wavelength was 277 nm and the sample volume was 20 L. Result: Antioxidant 1076
showed good linear relationship in range of 1-100 wg* mL ™' (r=0.999 9 ). The average recovery was 98.1%, and
RSD was 1.0% (n=9 ). Precision, stability, repeatability are in line with the relevant provisions. Antioxidant
1076 was not detected in each batch of samples, micluding the samples after six months of high temperature

and high relative humidity accelerated test at the temperature of 40 °C and the humidity 75% were not detected
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in antioxidant 1076. Conclusion: The method is sensitive, rapid and accurate with good repeatability, which can

be used to determine the migration of antioxidant 1076 from rubber stopper to micafungin sodium injection.

Keywords: rubber stopper; compatibility between drug and the container; micafungin sodium injection;

antioxidant migration ; octadecyl 3— ( 3, 5—di-tert—butyl-4—hydroxyphenyl ) propionate ; HPLC
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Fig2 The chromatogram of dichloromethane
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Fig3 The chromatogram of absolute ethyl alcohol
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Fig4 The chromatogram of methyl alcohol
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Fig5 The chromatogram of micafungin sodium
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Tab.1 antioxidant 1076 in micafungin sodium injection

e i
( batch number ) ( content )
140401 Kk (not be detected )
140402 KA H (not be detected )

140403 HKH 1 (not be detected )

B S VRS R RIS, T 40 °C FERHE R
75% WAE 6 H & “2.2” Wi F Bl il A S s i, dhRe
ME, A5 R ILH 2,

R R S
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Fig. 6 The spectrogram of antioxidant 1076 in rubber stopper
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Tab. 2 antioxidant 1076 in micafungin sodium

injection storaged for six months

under 40 C. 75%

S ot

( batch number ) (content )

140401 KH H (not be detected )

140402 FHith (not be detected )

140403 R 1y (not be detected )
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