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Study on methods and requirements for quality control of
recombinant human serum albumin - interferon o2a fusion protein
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Products Key Laboratory of the Ministry of Health for Research on Quality and
Standardization of Biotech Products Beijing 100050 China)

Abstract Objective: To establish methods and requirements for quality control of recombinant human serum albu—
min — interferon o2a fusion protein( THSA — [FNa2a) . Methods: Western blotting was carried out using anti — HSA
antibody and anti — IFNa2a antibody. Biological activity was assayed by WISH — VSV system. The peptide map
was obtained by trypsin digestion and HPLC assay. Other routine tests were all fulfilled according to the ChP
(2010) . Results: Western blotting was positive. Biological activities were more than 1.5 x10° IU * mg~'. HPLC
peptide maps paralleled that of reference. Results of other routine tests all complied with the standard requirements.

The quality control methods and standards for rHSA — IFNa2a were established accordingly. Conclusion: The estab—
lished quality control methods and standards for rHSA — IFNa2a are safe and effective which can be used for rou—
tine quality control of rHSA - IFNa2a.
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Fig2 Dose —response curves of bulk and final product in inhibiting VSV
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Tab 1 Specific activity of rHSA - IFNo2a HPLC HPLC
( bulk) ( final product) 3,
Ist 2.28 x10° 2.21 x10° 2.4 2010
(‘specific 2nd 1.98 x 103 1.97 x 103 ( )
activity) / 3rd 2.11 x 10 1.92 x 105
IU * mg~! N -
( mean) 2.12x10° 2.03 x10°
N AY 80
RSD/% 7.09 7.62
( recovery) /% 112 90 °
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Fig3 Peptide maps of bulk
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Tab 2 Requirements for quality control of the bulk of rHSA - IFNa2a

( subject)

( method)

( specification)

( specific activity)
( purify)
( relative molecular mass)

DNA

( residual extraneous DNA content)

WISH/VSV
SDS - PAGE( unreduced) HPLC
SDS — PAGE(

reduced)

( dot hybridization)

( residual host bacterial protein

content)
( bacterial endotoxin)
( isoelectic point)
( UV maximum)

( peptide map)

ELISA

LAL
( isoelectrofocusing)
( UV scan)

( tryptic digestion)

=1.5x10°IU * mg !
=95.0% =95.0%
8.57 x10* 8.6 x 10°

<10 ng/dose
<0.10%

<10 EU/dose
4.5~6.5
(278 £3) nm

( conformed to reference)

N ( N - terminal amino acid sequence) Edman ( Edman degradation) DAHKSEVAHRFKDLG
3 o SOFT MAX
WISH  /VSV Y =((A=D) /(1+(X/
o —2a rHSA - IFNo2a C)*B)) +D S



Chin J Pharm Anal 2011 31(9)

— 1753 —

0.99° 2,

rHSA - IFNo2a

(P>0.05) [FNo2a
rHSA - IFNa2a
WISH IVSV [FNo2a
rHSA - IFNa2a
60
IFNa2a rHSA - IFNa2a
100
HAS 6.6 x 10*
IFNa2a 3
HSA IFNa2a
IFN T

1

|-

1111

.l

rHSA - IFNa2a

N

Bingfa X Qinglin F Hui H et al. Anti — hepatitis B virus activity and
mechanisms of recombinant human serum albumin - interferon —

alpha —2b fusion protein in vitro and in vivo. Pharmacology 2009 83

€

(43

> 2

1111111

£ SIS ST S-SRI U SIS ST ST SUN SHI S S S SIS LS SHIe ST ST SIS S LS ST SHI S-S S SRS SIS SR SO S =i

(6):323
Chemmanur AT Wu GY. Drug evaluation: Albuferon — alpha —— an
antiviral interferon — alpha/albumin fusion protein. Curr Opin Investig
Drugs 2006 7(8) :750
ChP( ) .2010. Vol I ( ) : Appendix( ) VIIA
YUAN Li - yong( ) RAO Chun — ming( ) LI Xiang
( ) . Study of the requirements and methods for quality control of
recombinant GM — CSF/IL -3 fusion protein( GM — CSF - IL -3

- CHKD ) . Chin
J Pharm Anal( ) 2008 28(10) : 1605
WANG Jun - zhi( ) . The Research Development and Quality

Control of Biotechnology Pharmaceuticals(

).2nd Ed( 2 ). Beijing( ) : Science Press(
) 2007.120
WANG Lan ( ) RAO Chung — ming( ) TAO Lei(

) et al. Study on methods and requirements for quality control of

vascular endothelial growth factor inhibitor(
) . Chin J Pharm Anal(

) 2010 30(6):977
Zhao HL. Yao XQ Xue C et al. Increasing the homogeneity stability
and activity of human serum albumin and interferon — alpha2b fusion
protein by linker engineering. Protein Expr Purif 2008 61( 1) :73
Balan V Nelson DR Sulkowski MS et al. A Phase | /1l study eval—
uating escalating doses of recombinant human albumin - interferon —
alpha fusion protein in chronic hepatitis C patients who have failed
previous interferon — alpha — based therapy. Antivir Ther 2006 11
(1):35

( 2010 9 13 )

1111111111111 1111111111111 1111111111111 1111111111111 1111111111111 -1

« »

»

( )o

114111141111 1@

11

o]

R NI I =



