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• As the global association of serum producers/suppliers, we do believe 
that it’s our duty, to give a maximal support, to our member’s clients 
=> YOU

• The purpose of this presentation is to inspire producers of medicinal 
products, using serum in production processes, to prepare the serum 
related risk assessment of the MAA (Market Approval Application)

NOTE: as Europe is known to be one of the higher regulated regions, we 
use some EU reference documents.

Objectives



Principles of ICH Q9
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Proportionate risk - Principles of ICH Q9

• It is commonly understood that risk is defined as the combination of 
the probability of occurrence of  harm and the severity of that harm. 

• Two primary principles of quality risk management are:
1. The evaluation of the risk to quality should be based on scientific

knowledge and ultimately link to the protection of the patient. (Note: Risk
to quality includes situations where product availability  may be impacted, 
leading to potential patient harm.)

2. The level of effort, formality and documentation of the quality risk 
management process should be commensurate(*) with the level of risk.

(*) “in proportion with”
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Serum Proportionate Risk Assessment
BSE
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Serum Proportionate Risk Assessment
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Serum Proportionate Risk Assessment
BSE CEP to be adapted for FBS
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Serum Proportionate Risk Assessment
Starting point Viruses of interest
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1) Veterinary inspection at the farms and in the slaughterhouses => fit 
for human and animal consumption.

2) The impact of the placenta barrier.

3) Traceability => does the virus appear at the source?

4) Compliance by testing => Is the test relevant?

5) The power of gamma irradiation

6) Strategic testing on the remaining viruses

Serum Proportionate Risk Assessment
Step-by-step reduction of the list for FBS



Serum Proportionate Risk Assessment (1)
Veterinary inspections – farm & slaughterhouse
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• Fit for human and animal consumption => blood collection is allowed.

• Fetuses are inspected rigorously for health status, prior to blood collection.
In case of a minor doubt, the animal is discarded.

• Reduction number of viruses on the list (1)



Serum Proportionate Risk Assessment (2)
The placenta barrier
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• Reduction number of viruses on the list (2) 



Serum Proportionate Risk Assessment (3)
Traceability
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• Traceability to slaughterhouse EP2262 = region where blood was 
collected.

• WOAH sanitary status in that region => WAHIS: World Animal Health 
Information System.

• Reduction number of viruses on the list (3)



Serum Proportionate Risk Assessment (4)
Testing for Regulatory Compliance
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• Testing results are favourable => are we safe?

• For example, it’s common knowledge that live BVDV is present in all 
untreated batches of bovine serum except if:
➢ Blood was collected in countries where BVDV is eradicated/under control

➢ Individual blood bags are screened prior to pooling => very labour intensive = 
very expensive.

Reduction number of viruses on the list (4) ?

Serum Proportionate Risk Assessment (4)



Serum Proportionate Risk Assessment (5)
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Serum Proportionate Risk Assessment (5)
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• We propose to mimic Virbac - IFAH reference document on “Viral 
inactivation related to steam sterilisation of biological products.”

Serum Risk Assessment (5)



What about our list after 5 steps and before going towards the ultimate 
step ?

6) Strategic testing on the remaining viruses.

Serum Proportionate Risk Assessment
Step-by-step reduction of the list for FBS



Serum Proportionate Risk Assessment
Which ones to “strategically” test for?



• Strategic testing should be based on proportionate added value of the
method:
• Live BVDV is present in all untreated batches (except some very specific areas) 

of bovine serum => 
• Classical growth test will result in many false negatives.

• PCR (-) for BVDV is to be avoided as a selection criterion.

• On the other hand, PCR is a good method to show evidence of absence of LSD, 
BT, Akabane … in FBS.

Serum Proportionate Risk Assessment (5)
Strategic testing remaining viruses



• New testing methods to distinguish live from death virus, such as NGS 
based technology.

Serum Proportionate Risk Assessment (5)



• FBS can be equally safe, regardless of where it comes from, providing 
that we do the right things:
• 30 kGy gamma-irradiation
• Strategic testing, where needed, for your specific application/need.

• Trusting classical testing only, as a safety parameter, is to be avoided. 

• The compilation of a robust virus inactivation by gamma-irradiation 
reference document, will add a lot of value for serum using producers 
of medicinal products, when preparing the serum related risk 
assessment in the Market Approval Application.

• We may even be able, to make standard risk assessment files for most, 
if not all types of animal serum.

Serum Proportionate Risk Assessment
Conclusions



• Further information.

• Membership (serum producers & suppliers)

• Associate membership (companies in other serum related sectors and 
serum using organisations)

Please feel free to contact us for:
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