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MANUFACTURING 

PROCESS 

Spiking experiment: LRV Definition 

VALIDATED SCALE DOWN 

VIRAL LOAD LRV = log10 [ Li / Lf ] 

Reduction factor (LRV) 

LRV = 5 

Initial load 

Li = 107  ip = 7 Log 

Lf = 102  ip = 2 Log 

Recovered load 

Starting 

Material 

Crude Harvest 

Chromatography 1 

Protein A 

Chromatography 2 

Anion Exchange 

Low pH treatment 

Nanofiltration 

< 20 nm 

Purified Bulk 
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Various aspects 

 Size 

 

 Env/non-env 

 

 Viral titer 

 

 Purification 
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Risk assessment 

 Excess capacity for viral clearance 

 Quantification of virus present (infect, TEM, …) 

 Estimation of  # virus / dose  

LRV > 15 

VIRUS / DOSE => 
109 

>1015 

< 1 pfu per 106 doses  
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Viral clearance evaluation : key factors 

 Validated scale down 

 

 Clearance excess: elimination of more virus than potentially 

present in one patient dose equivalent of Un P Bulk. 

 

 Different mecanisms of clearance : no repeat of identical 

procedures 

 

  In case one step change, all steps downstream need  to be 

re-validated 
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Biosafety & Immunology 

Genavenir 5 

1 rue Pierre Fontaine 

F-91058 Evry Cedex 

Phone: +33 (0)1 60 91 33 10 

Fax: +33 (0)1 60 91 33 29 

website : Texcell - Services in Viral Safety and Immunology 

 

Thank you ! Any questions ? 

http://www.texcell.fr/
http://www.texcell.fr/
http://www.texcell.fr/
http://www.texcell.fr/

