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→

Background & EFPIA Representation
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Brief Outline of Main ICH Q5A (R2) Revision Topics
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The (R2) Concept Paper Describes the Emergence of Advanced Biotechnology
Products

Inclusion of New Product Types
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EFPIA Topic Development & Prioritisation of Objectives
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Their additional risk factors? ➢ expect platform-specific risk factors to apply

The potential capacity (or not) for virus clearance? 
➢ ICHQ5A considers the three elements for overall 

virus safety. Virus clearance expectations is one of 
those three key elements

The additional virus testing & characterisation 
approaches across the product lifecycle

➢ platform-specific testing approaches may apply



7
ICH Q5A(R2) – UPDATE FOR EFPIA MQEG

SUMMARY POINTS FROM EFPIA CONSENSUS BUILDING
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REFLECTING ON APPLICABLE EXISTING REGULATIONS
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Section 1ICHQ5A(R1) scope 1ICH Q5A(R1) out of 

scope

2ICH Q5A(R2) added to 

scope

Definition of Scope This document is concerned with testing 

and evaluation of the viral safety of 

biotechnology products derived from cell 

lines of human or animal origin (i.e., 

mammalian, avian, insect). Scope covers 

products derived from cell cultures 

initiated from characterized cell banks

Non-conventional transmissible 

agents like those associated with 

BSE and scrapie

Product 

Categories/Types

Products derived from in vitro cell 

culture:

• Interferons

• Monoclonal antibodies

• Recombinant DNA-derived products

• Recombinant subunit vaccines

• Products derived from 

hybridoma cells grown in vivo 

as ascites.

• Inactivated vaccines

• All live vaccines containing 

self replicating agents

• Genetically Engineered live 

vectors

• Genetically-engineered viral 

vectors that are amenable to 

viral clearance

• Viral Vector-Derived 

Products

(Virus Like Particles (VLPs) 

and Protein subunits)

Examples • Mabs

• Recombinant proteins

• Recombinant subunit vaccines

• cytokines

• Inactivated viral vaccines

• Live attenuated vaccines: 

Measles, Mumps, Rubella.

• Lentivirus, AAV, and 

adenovirus vectors

- AAV and adenovirus helper 

AAV

- Baculovirus produced VLP 

vaccines and gene 

therapies e.g. baculovirus 

expressed AAV

- Protein subunit expressed 

in baculovirus

1Wording taken directly from ICH Q5A R1; 2Consistent with concept paper. Deliberations are ongoing

Summary of Changes to Scope of the Guideline from EWG 
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Inclusion of Advanced Methods for Virus Detection and
Characterisation
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ICHQ5A(R1) already describes how advances in analytical testing are expected
with scientific progress.

……proposals for alternative techniques, when accompanied by adequate 
supporting data, may be acceptable. Manufacturers are encouraged to 
discuss these alternatives with the regulatory authorities…. (from Section 
III.B).

Example of emerging technology since 1999 revision:

….The Polymerase Chain Reaction (PCR) may be appropriate for detection of 
sequences of these human viruses as well as for other specific 
viruses……(from Section III.B)

The Forward-Looking Approach within ICH Q5A(R1)
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Specifically, nucleic acid-based assays such as Polymerase Chain Reaction (PCR) and
High Throughput Sequencing (HTS)/Next Generation Sequencing (NGS) may provide
rapid and sensitive detection of adventitious and endogenous viruses in the starting
and harvest materials

However, these nucleic acid-based assays have limitations as they cannot
distinguish between infectious and noninfectious particles and therefore detection of
a signal may need a confirmatory test with an infectivity assay for risk-assessment.

For this reason, additional justification describing their use should be provided.
Moreover, general principles for the inclusion of new assays and potential
replacement/supplement of existing assays should be presented in order to continue
to support future development of new technology.

The (R2) Concept Paper Describes the Technological Advances 
in Virus Detection 
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EFPIA Topic Development & Prioritisation of Objectives
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Current & Forward-Looking Expectations for Cell Line Qualification
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Application of in vivo testing:
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Potential Applications of New Virus Assays

ICH Q5A(R2) - VIRAL SAFETY EVALUATION OF BIOTECHNOLOGY PRODUCTS



18
ICH Q5A(R2) – UPDATE FOR EFPIA MQEG

❖

❖

❖

❖

❖

❖

❖

❖

Suggestions from EFPIA members on the Inclusion of Advanced Molecular 
Methods
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Summary
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