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@ EFFH EUS 2006/0188977 A1(20064 8 A
248 ; " Non-tumorigenic MDCK cell line for propagating
viruses ] )AL E R L A mpt e P ELERIMHB(E B
F)o£AXTF > £ KA FTHRAMDCKam > AR F A E
Bk xHhoBmARIRE - £49000012 %102
MOITF - H % & & % = f -

Govorkova®¥ A ( " African Green Monkey Kidney (Vero)
Cells Provide an Alternative Host Cell System for Influenza
A and B Viruses  , Journal of Virology, 1996584, %
5519-5524 8 )& i~ JE 3t % % B @ B@ # (African green monkey
kidney cell line » Vero) 2 5 T i k£t K H (Madin-Darby
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canine kidney MDCK)aa o B B A £ 2 A U AR % &
ZHEEXT@B ARG BAVerotm BB FTREILHHREZARN
BEBRARABAFUNBDREARNAT R EAMBDE ZI R Y E
R-ATRAAARZIARFAERERBARN @btk > AR
B A » %18 @ 001 % 0001 PFUZ R B & # & %
(multiplicity of infection » MOI) & % % B #

Ozaki% A ( " Generation of High-Yielding Influenza A
Viruses in African Green Monkey Kidney (Vero) Cells by
Reverse Genetics 3 , Journal of Virology, 2004# 28, %
1851-185S7TR )WL B A E X AR A F EE RS H - R £
Verotm fla th P A A B A RZI AR FHRBRAEAERME - HTER
FTEBARZHEE AL HPRENSA B R A Veroidd B £ 8L &
(Vero-adapted reassortant virus)Z PR8 NS# B (Eng53/v-a)
i % - b A Veroldl B & & 5% & X 0.01 2 & 4 %
(MOI)R % Verota f R & & % & 4 & -

Voeten % A ( " Characterization of high-growth
reassortant influenza A viruses generated in MDCK cells
cultured in serum-free medium ; , Vaccine 17, 19'99, 1942-
1950)4% i i& 4% 4@ B %k (MDCK-SF1)2 B 2 > H 4% £ & B8
FhFILHEATEARREALASARERANAA R & @ &
FRETAN AR OR FEALRENRLR - ERAEEHZ
AKXV THOLBRBALEL I ERAFRBAET L
BB Z KB E E W (hemagglutinating unit * HAU) & %

B o £ 96FLAR (20044 F/7L » tm e H B A 4 2x10°@ ta o / &
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Audsley & Tannock( " The growth of attenuated influenza
vaccine donor strains in continuous cell lines ; , Journal of
Virological Methods 123 (2005), 187-193)4& E & % + b &
Z BB Y R EFEHEE R F ¥ (Russian live attenuated
donor strain)f & B) MOIT #» MDCK R Verotm a3 % 4 + 2
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£ MOI%0.01 -

EP 2 022 849 AlAMP —~HARABE R L AR R EFZLH
ko AR sk E ST L0.00000£0.012 MOIR # -

WO 97/38094 M N AR AR R EHRIAE £ ¥4
ALV eRREZEREFHRALEE A EeHEB%a
BEA£0.05-1.0 ug/mlz B AW -

Brands% A ( " InfluvacTC: A Safe Madin Darby Canine
Kidney (MDCK) Cell Culture-Based Influenza Vaccine | |,
Developments in Biological Standardization, % 98%, 1999
F£1R1B)HE R KRB 54 % Influvac™ 2 4 28 & 2 ¥ 3%
HE ¢+ » MDCK¥% R # # # (working seed virus » WSV) &
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WO 2008/0438052 B 1R 5~ » ## A Al R 2 &£ MOI@m & >
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“EXBAREE

The present invention refers to a method for the propagation of influenza virus, wherein the
cell culture composition contains an amount of cells in the cell culture at the time of virus
addition of at least 0.5x10° cells/ml and wherein the total number of infectious viral particles
per cell added during the virus addition step (MOV) is less than 10, and to the use of said
method in the production of influenza vaccine. Furthermore, the present invention relates to a
process for testing whether the addition of a very low number of infectious virus particles per
cell (MOJ) of a pre-selected virus strain to a cell culture composition for the propagation of
viral particles leads to an increased yield of the viral particles and/or processed viral particles.
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