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Abstract: Objective To determine the content of polysaccharides and protein macromolecules in the batches of Troxerutin for
Injection related to adverse drug reactions (ADR) by the high — performance size exclusion chromatography (HPSEC) method.
Methods Differential refractive index detector (RID) was adopted,the chromatographic column was TSKgel G4000PWXL gel column

(300 mm x7.8 mm,10 wm),the mobile phase was purified water,the flow rate was 0.5 mL/min,the column temperature was 35 °C,
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and the polysaccharide macromolecules in Troxerutin for Injection were screened with the series of dextran standards with different
molecular weight as the control. Ultraviolet (UV) detector was adopted, the chromatographic column was TSKgel G2000SWXL gel
column (300 mm X 7.8 mm, 10 pm),the mobile phase was acetonitrile — water — trifluoroacetic acid (45:55:0.05,V/V/ V), the flow rate
was 0.8 mL/ min, the detection wavelength was 214 nm,and the protein macromolecules in Troxerutin for Injection were screened
with the somatostatin, thymosin ¢, human insulin and ribonuclease A as the control. Results There was no significant difference in
the data of polysaccharide macromolecular substances between ADR - related batches and normal batches of Troxerutin for Injection.

However, the content of protein macromolecular substances in ADR - related batches reached about three times that in the normal

batches, and the content of protein macromolecular substances of the troxerutin raw material from the corresponding manufacturer of

the preparation was more than 20 times that from the third — party manufacturer. Conclusion

The cause of ADR of Troxerutin for

Injection is the uncontrolled high content of protein macromolecular substances in the product.

Key words: HPSEC;Troxerutin for Injection;adverse drug reactions;macromolecular substances
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Fig. 1 HPLC chromatogram of ADR - related samples (batch
number: ADR - 206) ,normal samples (batch number:NORM - 106),

dannitol and dextran (D8) reference substance
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Fig.2 HPLC chromatograms
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