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Cam parison of flnorescence and DNA hybridization methods for the
determ nation of residual DNA i recanbinant product§

WANG Lan, GAO Kai, BIHua, LIY ong— hong, RAO Chun— m ing_

(Deparment of Biochen stry, National Institte for the Control of Pham aceutica | and Biokbg ica lProducts Beijing 100050 China)

Abstract Objective Evaliatbn he fluorescencemethod and DNA hybridizaton method to detem ne DNA con-
tent for the quality control of residual DNA n recanbinant products M ethod To apply Digoxn— labeled DNA
hybrid izaton and P icdG reen fluorescence methods to detem ine residlual DNA in three batches of recan binant hu-
man interferon a2h Results The fluorescence results revealed resdual DNA of three batches of recomb inan t hu-
man interferon a2bw as( 0. 695 £0. 021) ng per dose (0. 664 £0.021) ng per dose and( 0. 916 £0. 017) ng
per dosg respectvely Butbecause of the positve genan e DNA, the sensitwity of D igoxin— labeled DNA hybri-
ization was too low lo detem ne the result DNA electrophoresis and P icoGreen fluorescence method ndicated that
he concentration of positve genane DNA provided by the manufacturer was obvbusly low, which w as the man
reason for the failire of DNA hybridizaton When the positve DNA was quantitated DNA hybrd ization revealed
that the resdual DNA of these three batches of recanb nant hum an nterferon a2b was kss than Ing per dose

These results were n accor with he PicdGreen fluorescence results Conclusiorr The fluorescence mehod is
convenient fast automatic non— specift and quan titative It is better han the traditional D igoxin— labeled DNA
hybrdizaton and more suitable for wutine test for the content of restual extraneous DNA of recanb nant bio log-
ics
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Fig2 Detection of residual DNA in recanbinant hum an interferon a2b DNA
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Tab1l DNA content and recovery determ ined in different recan binant products
DNA DNA DNA /
(dosage) (buk titer) (DNA content) ( recovery) (revisel DNA content) (residual DNA per dose)
N
(Ne) /U= dose™ ! /Us mL-! /ng® mL-1 Yo /ng* mL~! /ng
1 5% 100 1. 13% 108 11. 432 30. 347 72.8 15703 £0 477 0 6950 021
2 5% 100 2.02% 108 24. 498 10. 796 91.3 26 832t0 872 0 664 £0 021
3 5% 100 2.09% 108 35.432 0. 47 9.5 38.3 £0. 699 0 916 X0 017
DNA = DNA x /
Note residual DNA content* dose™ != revised DNA contentX dosage of finished product / bulk titer
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Fig4 Detection of residual DNA in recanbinant hum an interferon a2b
A. DNA( standard DNA): 10 ng 1 ng 100 pg
R (sanple): 1~ 3 3 a2b ( three batches of re EU. Position stalment on the use of tumorigenic celk of hum an origin
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