74 Journal of China Pharmaceutical University 2000, 31 (1);74~77

a-2b
BOVE HXE REM AT R

( , 210009)

5000 s .
s (SC-mPEG)
(SS-mPEG) , (BSC-PEG)
, SS-mPEG . s

s , 30%

thul FN a-2b , Sigma );
, (SS-mPEG Sigma ).

2

. 2.1 BT ZE#iER
. , , 2.1.1 ¥ 9 AARC BT BRIk BT B
\ , (SC-mPEG ) # #] %
, 5000 6 g, 0.56 g, 18 ml
a2b 10ml , 1 ml,
a2b 8 ml 10 ml
0.21 g 0.3
, ml, 3ml , s
, . 4 h. .
, 50 C 600 ml
, . SC-mPEG
-, , 4.97 g.
5000 rhulFNa-2b . . . 1812, 1789 (C
=0, ); 1742 (C = 0, ); 1114
(CH20CH2). ‘-
NM R, CDCl3), . 4.35 (m, 4H,
752 ( CH,0C0,); 3.55(s, ~500H, PEG); 2.74 (s, 8H,
), pH35 pH  ( ), CH,C=0). SC-mPEG.
Bio-Rad . Sigma 2.1.2 RT ZBF 7V B ILAB L E (BSC-PEG)
CO> 5 ( 89 ) &- 4000 5 g, 1.2 g,
); TNBS( Sigma ); (PEG 18 ml 10 ml ,
); (mPEG 2 ml,

1999-11-09



a-2b 75

12.5 ml 6.25 ml
0.5 g 0.8 ml, 3 ml
s , 4 h
50°C 60 ml ,
3.82 g, s

1802, 1791(C=0,
); 1104(CH20CH2).
('"H-NMR, CDCl3), . 4. 38 (m,
4H, CH,0C05); 3.64(s, ~500H, PEG); 2.85(s

); 1740(C= 0,

8H, CH,C = 0). BSC-
PEG.
2.1.3 PEG 3Fik &6y L5 446

(GMIU)3 1.5 ml

, SS-mPEG . SC-mPEG . BSC-
PEG 1 mg, 4 h.

, 0.5 ml
SDS-PAGE 7,
2.3 RUR FAE 34 AR 8 ok
2.3.1  RJZE A AHEAR F 4G eh
, pH 7.5 2 ml .
0.4 ml 5 .
SS-M PEG 30 mine 1 hy2 h,3h,4h
0.5 ml 20 min,
Diluent (

1°1) 5ml , 15 min

570 nm s . SC-mPEG
BSC-PEG .
2.3.2 pH {E 3545 £ %50k 2
s pH 7.5 2 ml s, 0.4 ml
5 , pH 7.5.
7.9.8.3.8.8.9.2. SS-MPEG
0.5 mg, 1h 0.5 ml,
20 min, Diluent (
1:1)5 ml ,
570 nm s . SC-mPEG
( 2 h) BSC-PEG( 1 h)

2.4 BAR BT R E LD E WA N
(GMIU)3 pH 7.4
1.5 ml , 1:5M N *Mprg)
SS-MPEG . SC-mPEG . BSC-PEG,
0.5 h, 0.5 ml,
TNBS oI ;
1 mol/ LL 0.5 ml

K

,  VSV-Wish
(4

1h

3

3.1 PEG 46 BT & A& 6 & ki
1 , SS-mPEG, SC-mPEG
23000

Asmark protein
B:SS-PLG conjugation
C:BSC-PEG conjugation
D:SC-mPEG Conjugation

E:unmodificated rhulFN o Zh

Fig 1. Nomr reduce SDS-PAGE pattern of IFN modificated by SS-mPEG, SC-mPEG, BSC-PEG respectively
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Chemical Modification of Activated Polyethylene Glycol to Recom-
bined Human Interferon a-2b

TIAN Hong, YAO Wen-Bingg WU Wu-Tong, SHENG Zi-Long
Department of Biochemistry, China Pharmaceutical University, Nanjing 210009

Abstract Recombined human interferon a-2b is modified by polyethylene glycol which is activated by sev-
eral different methods. Under the same condition, SC-mPEG has higher selectivity than that of SS-mPEG,
selectivity of BSC-PEG is similar to SS-mPEG because of its two active groups. Reagent derived from
polyethylene glycol can lead to crosslinkage betw een molecules of interferon, so modified interferon will lose
a majority of biological activity. Interferon, however, modified by reagent derived from monomethoxy

(polyethylene glycol) can remain a higher biological activity when degree of modification of primary amines

is lower than 30 %.
Key words Polyethylene glycol; rHulFN a-2b; Chemical modification



