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« ICH Q5A——VIRAL SAFETY EVALUATION OF BIOTECHNOLOGY
PRODUCTS DERIVED FROM CELL LINES OF HUMAN OR ANIMAL
ORIGIN , 1999

Calculation of Estimated Particles per Dose

This 1s applicable to those viruses for which an estimate of starting numbers can be made,
such as endogenous retroviruses.

Example:

1.  Assumptions

Measured or estimated concentration of virus in cell culture harvest = 108/ml

Calculated viral clearance factor = >1012

Volume of culture harvest needed to make a dose of product = 1 litre (10°ml)
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« ICH Q5A——VIRAL SAFETY EVALUATION OF BIOTECHNOLOGY
PRODUCTS DERIVED FROM CELL LINES OF HUMAN OR ANIMAL
ORIGIN , 1999

Il. Calculation of Estimated Particles/Dose

(10° virus units/ml)x(10°ml/dose)

Clearance factor >1015

= 109 particles/dose

Clearance factor >1015

= <1076 particles/dose2

Therefore, less than one particle per million doses would be expected.
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Guidance Document for
Dura Substitute Devices; Guidance
for Industry

Document issued on: November 9, 2000

This document supersedes “Guidance Document for Dura Substitute Devices™ dated 8/13/99.
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In general a SAL of 10 is important for dura substitutes, unless there is scientific
justification for not bemg able to achueve this level and that 1t does not create a
safety concem. The processmg methods and stenlization techniques should be
demonstrated to be sufficient to reduce the amount of virus in the final product by at
least 10° fold. Such data can be obtained by determining the viral mactivation
properties of scaled down versions of specific production techmaues and
sterilization methods using appropriate model viruses.

Review of the International Conference on Harmomsation's “Q5A Viral Safety
Evaluation of Biotechnology Products from Cell Lines of Human or Amimal

Orngm™ 1s recommended with regard to the design of such studies and the
selection of model viruses. The final results of these studies should demonstrate
that the sum of the log clearance of virus from the selected process steps and

stenilization processes are at least six logs greater than the concentration of virus
anticipated 1n the unprocessed source matenial. @nf
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Guidance for FDA Reviewers and Industry

Medical Devices Containing Materials Derived
from Animal Sources (Except for In Vitro
Diagnostic Devices)

Document Issued on: November 6, 1998
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Medical Devices Containing
Materials Derived from Animal
Sources (Except for In Vitro
Diagnostic Devices)

Draft Guidance for Industry and
Food and Drug Administration Staff

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.
Document issued on January 23, 2014.
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The results of your viral inactivation studies should demonstrate that the sum of the log
clearance of virus from the selected processing steps and sterilization processes are at
least six logs greater than the concentration of virus anticipated in the unprocessed source
material. While the design of viral clearance studies should take the specific product and
manufacturing methods into consideration. sight into the general design of such studies
is possible via review of the referenced guidance documents.”° Viral inactivation studies
do not address reduction of possible prion contamination.
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