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Control and testing of biologicals

> Biologicals for human use are of central
importance to public health

» Vaccines and blood products are a striking
example

> Biologicals are products derived from
biological sources
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Control and testing of biologicals

» Nature of biologicals raises particular
control questions and requires an eternal
vigilance against their considerable potential
hazards

» This is due to
- Inherent variability of most of the products

- Inbuilt opportunities for contamination with
adventitious agents

- Variability inherent in biological test methods
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Control and testing of biologicals

» Quality control of biologicals covers four
major areas:

(1) the product is sufficiently characterised with
regards to its composition and potency

(2) the product does not contain impurities or
contaminants that make it harmful

(3) the test performed have been carried out according
to recognised standards

(4) the testing is carried out at appropriate stages of

production

e
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Control and testing of biologicals

Types of control and testing of biologicals (1)

» Preventive testing

- Checking manufacturer’s control methods, i.e.
during the assessment of a marketing
authorisation application

- Pre-marketing testing, i.e. batch release of
vaccines (human and veterinary) and blood
products

- Post-marketing testing (supervision of quality)
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Control and testing of biologicals

Types of control and testing of biologicals (2)

» Reactive testing

- Independent testing of quality after
corresponding pharmacovigilance reports

- Experimental investigation of suspected
counterfeit biologicals
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Control and testing of biologicals

» OMCL/EDQM network plays a key role in checking
and monitoring the compliance of biologicals with
their marketing authorisation ensuring that :

- the product is what it claims to be in terms of
composition and potency

- the product does not contain impurities/adventitious
agents

- the tests performed have been carried out according
to E.P. standards

- the tests are performed with “biological standard”
reference material
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Control and testing of biologicals

» Supervision of the quality of biologicals

- Within the programme for Official Control
Authority Batch Release (OCABR) of vaccines
and blood products

- Within the programme for Sampling and Testing
of CAP’s

- Close cooperation with the EMEA for CAP’s
- By National Control Authorities
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Control and testing of biologicals

Specific issues related to immuno-biologicals
for veterinary use

> Ways have also been found on a European level
how to discover and avoid as good as possible the
risks inherent to biologicals, e.g.

1. quality assurance of the raw materials, in-
process and final product tests by the
manufacturers of veterinary vaccine batches

2. GMP inspections
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Control and testing of biologicals

> Ways have also been found on a European level

how to discover and avoid as good as possible the

risks inherent to biologicals, e.g. (2)

3. Risk-oriented Official Control Authority Batch
Release (OCABR) testing

4. Long-term statistics by the Paul-Ehrlich-Institut
demonstrate that the OCABR helps to detect
deficiencies and risks that would not be revealed
by any of the other safety assurance systems
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Control and testing of biologicals

» Monographs on human and veterinary biological
medicinal products in the European
Pharmacopoeia help to guarantee consistent
manufacture and testing throughout Europe

» The European Pharmacopoeia has proven to be of
greatest value for the production and control of
biologicals.
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Testing as part of surveillance

e Testing complement assessment of MA applications
verifying scientifically the feasibility of the methods fo
testing the quality of medicines.

e The reproducibility and reliability of production and th
quality control of the pharmaceutical industries can be
monitored through testing products put on the market.
complement the surveillance through inspections

3
his

e Testing validates the effectiveness of the other surveillanc
activities: assessment, inspection, and pharmacavigilance
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Quality requirements and specifications

e The quality requirements are set as part of the marketing
authorisation and by the pharmacopoeia

e A specification is a set of criteria to which a
substance/medicinal product should conform to b
considered acceptable for its intended use.

e Specification:
- list of tests

- reference to analytical procedures

- acceptance criteria

e The control of the quality of raw materials and finished
products is primarily the responsibility of the manufacturer
releasing the product on the market
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Typical tests for nonbiologicals

e Chemical active substances
- Universal tests
- identification
- assay
- impurities (synthetic)
- Specific tests
- particle size
- polymorphic forms
- enantiomeric purity
- inorganic impurities
- water
- microbial limits

e Medicinal products
- Universal tests
- identification
- assay
- impurities (degradation)
- Specific tests
- dissolution

- uniformity of dosage
units

- pH
- microbial limits
- endotoxins
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