il _EeEE —— m - mencjy

‘JPA W 4 M 2 E ChinJ Pharm Anal 2018,38(11) - 1865+

F ARG R T ZENETEAANTIME o -2
FERMEmEXEARE "

Fhkou, AN, FET HE T REA T

(I B it 25 SR E DFTEE , LA R AR W BOR 7 R T B HRE A 5 526 %, b st 100050 )

HE BM: X RRALEFHETLAATIRE a2 RIRG B SBALEOSSHIALRTEE S, AHKR
(FPRAREfREGE) (MACTEHER))RZH LA R BAERBEHIE LM, 7k R8N 25 SR
ic e ik, AR T e LA FH 20 METAATRE a2 RiRF=RBTHEXEEEZTHEN, 54
AR Ak > Sty REHE L, ER: LM SAT, L F 5 Ko ke 16 7 M ERMNBANT, 2 Kok
B 4PE R RAEHT, 20 F R X KRG ESZRIKA 0.9%, K& A 582%, L F &2 KT 3% 4948
REAENREIRZA SN, EMIREOENETREHA 199%, FHIR: ANAET—R(FPEH L) E
BATFHE a2 REMTIET BB SMXEGSETLMNAR, 20RG S HRE.

KRR FAATRE o-2; HECRAEHE; HlRAnX & E; BN 2590 AR R EIEH

FESES:RI17 XERFRIAAS: A XEHS:0254-1793 (2018 ) 11-1865-05
doi: 10.16155/j.0254-1793.2018.11.02

Analysis of product related protein in the bulk of recombinant
human interferon o -2 produced in China using the
method in European Pharmacopoeia

LI Yong—hong, HAN Chun-mei, PEI De-ning, TAO Lei" , RAO Chun—ming

( National Institutes for Food and Drug Control, Key Laboratory of the Ministry of Health for Research on
Quality and Standardization of Biotech Products, Beijing 100050, China )

Abstract Objective: To provide data support for improving the quality standard in the new edition of Chinese
Pharmacopoeia by investigating and analyzing the product related protein content in recombinant human interferon
alpha—2 drug substances produced by different manufacturers. Methods: Twenty batches of recombinant human
interferon alpha—2 drug substances produced by seven domestic manufacturers were tested for related protein

content using the methods in European Pharmacopoeia ( EP ) to analyze the quality of products from different
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manufacturers. Results: After testing and analysis, 16 batches of products from 5 companies met the requirements

of EP, and 4 batches of products from 2 companies did not meet the requirements. The lowest total product related

protein content of the 20 batches of products was 0.9% and the highest was 58.2%. The highest number of product

related protein peaks with content greater than 3% was 5, and the highest content of single product related protein

peak was 19.9%. Conclusion: It is recommended to add the detection items of product related protein content to

the quality standard of recombinant human interferon alpha-2 in the next edition of Chinese Pharmacopoeia to

improve the quality of the products.

Keywords: recombinant human interferon o —2; HPLC ; product related protein; European Pharmacopoeia ( EP ) ;

quality standard ; quality control
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Fig.1 HPLC chromatograms of interferon— o -2b produced
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Tab.1 Results of related protein content from 20 batches rhIFN a —2b bulk substances analyzed by the EP method

AROGHE 1 BB BT 3% RIADCHE RO D KRT 3% BURISCHE FIGR B ik

AR 5
. = (total content of related ~ ( number of related protein peak which  ( content of related protein peak whose
( f ) ( batch number )
sture: te >
fantaciurer A et protein 4 content 18 more than 5% content 1s more than 5%
) 1% i han 3% ) i han 3% )
A CS2017E01 0.9 0 A3 FH (not applicable )
(S2017E02 1.6 0 A3 FH (not applicable )
B 20180330 2.4 0 ASIEFH (not applicable )
20180413 35 0 A3 (ot applicable )
20180421 3.0 0 A3 FH (not applicable )
C 14API116002 23 0 A3 FH (not applicable )
14API116004 2.7 0 ASiEFH (not applicable )
14API116007 2.6 0 A3 (ot applicable )
D Yy201801061FN 2.1 0 A3 i ( not applicable )
Yy201802071FN 1.9 0 A3 FH (not applicable )
Yy20180104IFN 2.1 0 ASiEFH (not applicable )
Yy201801051FN 2.0 0 ANiE 1 (not applicable )
Yy201802081FN 22 0 A3 i ( not applicable )
E B201802005 58.1 5 8.1,13.5,15.2,4.0,15.8
B201802006 36.6 3 3.8,8.4,19.9
B201803007 58.2 5 5.1,12.4,152,5.7,17.6
F 20170801 23.9 2 4.0,17.0
G GY18302 2.7 0 A3 FH (not applicable )
GY18303 3.1 0 i (not applicable )
GY18402 2.8 0 A3 (ot applicable )
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