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General considerations on the risk assessment of adventitious
agents of advanced therapeutic products

XU Long-hang CUI Jing WEI Wei
( Center for Drug Evaluation National Medical Products Administration Beijing 100022  China)

Abstract ~ With the continuous transformation and application of scientific research results there are
increasing types of advanced therapeutic products. As the production process of advanced therapeutic products is
quite different from traditional recombinant protein or antibody products the focus of risk control of adventitious
agents are often not the same. Some advanced therapeutic products lack sterilization filtration and/or virus clearance/
removal process steps in the process thus the control of contamination risk for adventitious agents of raw materials
is particularly important. The risk control of adventitious agents is closely related to product quality and safety
which should be given sufficient attention in product development and technical assessment. Based on the experience
in the actual review process this article summarizes and analyzes the deficiencies in the control of adventitious
agents in the development of the advanced therapeutic product especially at the IND stage hoping to provide reference
for the subsequent development and assessment of advanced therapeutic products and accelerate the clinical
transformation and application of advanced therapeutic products in our country.

Key words  advanced therapeutic products; adventitious agents; assessment; risk control

(‘advanced therapy medical products
ATMP) .

:(010) 85243067 E-mail: xulch@ cde. org. cn.

1052
2022 31 11



Chinese Journal of New Drugs 2022,31(11)

“Yescarta( Kite Pharma )7 “Tecartus( Kite Pharma 1.1

)" ‘Provenge( Dendreon Corporation) ”  “Kymriah N N
( Novartis Pharmaceuticals Corporation) ” . o .
“Zolgensma ( AveXis Inc)”  “Luxturna N
( Spark Therapeutics Inc.)” . /
“Clevecord( Cleveland Cord Blood Center) ” ; ( China center for type culture collec—
“Imlygic ( Amgen Inc.)” . tion CCTCC) . ( American
2017 { type culture collection ATCC)

()

o ( GMP) N
( investigational N
new drug IND) .
60% ~70% - IND
Al Al Al / o o
( >
IND ( n

o CAR-T

1053
2022 31 11



Chinese Journal of New Drugs 2022,31(11)

2
)
( human papilloma virus HPV) o o CAR-T
DNA/RNA o o
1.2 o
/
( )
/
( )
|

1054
2022 31 11



Chinese Journal of New Drugs 2022,31(11)

o 2012
/ § Glybera
»r o« /
» ICH Q5A o
( Viral Safety Evaluation of Biotechnology Products De—
rived From Cell Lines of Human or Animal Origin) * . EMA
o DNA .
DNA
( o
Al ) o 4
/ A Al
ICH Q5A  ( o
»
o / o
pH ,
/ (S/D) ;
( A ) / 1
/
N / ( )
/ o
Al /
/ . o

1055
2022 31 11



Chinese Journal of New Drugs 2022,31(11)

IND §
)
5
6
1056

2022

(

31

11

)

IND

IND o

S .2020
2020.
A
) EB/
OL . (2005 -12) . http: //www. cde. org. cn/zdyz. do? method =
large Page&id =71£c578fd703429e.
K /

) EB/OL . (2002 -05 -
09) . http: //www. cde. org. cn/zdyz. do? method = large Page&id =
bd75916606 234ccl.
ICH. Viral Safety Evaluation of Biotechnology Products Derived
From Cell Lines of Human or Animal Origin EB/OL . (1997) .
https: //www. ich. org/page/quality-guidelines.

/ 12022 -01 -20



