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Determination of sulfate in capreomycin sulfate raw materials and
its preparation by HPLC-ELSD

WANG Ju—cai', YAO Yong—qing’
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Abstract Objective: To develop a rapid and simple method for the separation and quantitation of sulfate in
capreomycin sulfate and its preparation using HPLC coupled with evaporative light scattering detection ( HPLC—
ELSD ). Methods: A GRACE Apollo C;5( 250 mm x 4.6 mm, 5 wm ) column was adopted. The column temperature
was set at 35 °C. The mobile phase consisted of 0.2 mol * L' trifluoroacetic acid—methanol (94 : 6 )at a flow rate
of 0.6 mL * min™", and the injection volume was 20 wL; The drift tube temperature of Alltech 2000ES was 110 °C, the
flow rate of carrier gas was 2.8 L * min™',and the gain was 1. Results: The content determination of sulfate incapreomycin
sulfate and its preparation by HPLC—-ELSD was achieved. The linear range of sulfate was 0.015-0.300 mg * mL™'
(r=0.997 8 ) with average recovery of 101.6% ( RSD=1.3%, n=9 ), the inter—day RSD was 0.3%, and the precision
was 0.4%-1.0% ). The content of sulfate in capreomycin sulfate and its preparations was 19.3%-23.3%. The molecular
number of sulfuric acid was 1.7-2.0. Conclusion: The new established HPLC-ELSD method shows good
repeatability, linearity and robustness, which can be used as a reference of the improvement of quality control of
sulfate in capreomycin sulfate and its preparations.
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A. K (water) B.0.2 mol * L™ $EFRI (0.2 mol * L™ hydrochloric acid solution ) C.15% i %8 AL ZIA W ( 15% hydrogen peroxide solution )  D. ARBEIR
LA (no destruction solution ) E. #BYIRIAT ( thermal destruction solution ) F. BREEIRIAE (acid destruction solution ) G. BIRZR (alkali

destruction solution )  H. ZBALBEIR AW (oxidative destruction solution ) . JGFEMRIAE ( photo destruction solution )
1 BERAR (S077) 2. 4B F (Na') 3. KX (unknown impurity ) 4. #H M B Z 1, (capreomycin 1,) 5. HMEE [, (capreomycin 1) 6. 3%

A AR A 22T (impurity in hydrogen peroxide solution ) 7. B4 ( degradation product ) 8. %4 ( degradation product )
2 PEfEAE AIEE
Fig.2 HPLC-ELSD chromatograms of degradation test
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Tab.1 Results of sulfate in capreomycin sulfate and its preparation
=il . it DLt 19 Ry
( manufactor) 7117 ( preparation ) (bateh No.) ( content of sulfate ) ( molecules No. of
HPLC  JHZEEE (titrate ) H,S0,)
A TR 2 (capreomycin sulfate ) HCS1211101 20.6 21.3 1.8
HCS1211102 20.1 189 1.8
HCS1211103 20.7 19.3 2.0
B Tt % ( capreomycin sulfate ) 5120406 22.4 23.1 2.0
5120407 233 23.0 2.0
5120501 223 228 1.9
4 RS i 5 & ( capreomycin sulfate for injection ) 3120202 22.6 22.8 2.0
C 5 HHIRR 55 (capreomycin sulfate for injection ) 1203001 23.1 22.1 2.0
1104001 19.5 19.9 1.7
1204001 21.0 21.3 1.8
D S IR B 75 & (capreomycin sulfate for injection ) 20100603 19.3 20.8 1.7
20110101 20.2 214 1.8
20110501 214 22.0 1.9
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