| nfor mation Sheet

Ensuring the Quality and Safety of
Plasma Derived Medicinal Products

Scope

This information sheet is intended to
provide advise to National Medicine
Regulatory Authorities, blood transfu-
sion services, policy makersin national
health authorities, manufacturers of
plasma derived medicinal products and
interested parties on the fundamental
aspects supporting the quality and
safety of these products.

Plasma Derived M edicinal
Products

Plasma derived medicinal products are
manufactured from human blood plasma
(plasma). Plasma can be obtained from
whole blood donations (recovered
plasma) or by apheresis procedures
(source plasma). Plasma is the source of
a wide range of medicinal therapeutic
products that are used for the treatment
and prevention of a variety of life-
threatening injuries and diseases often as-
sociated with protein deficiency states.

Improvements in protein purification
technology (fractionation) over recent
years have made available a wide variety
of human plasma proteins that include:

» Coagulation factors
» Immunoglobulins
» Albumin

» Fibrin sealants

The transmission of blood-borne patho-
gens, such as hepatitis and Human Immu-
nodeficiency Virus (HIV) are of particular
concern in the manufacture of plasma de-
rived medicinal products. A batch of
starting plasma containing a single con-
taminated unit of plasma potentially can
transmit a blood-borne disease to a large
number of recipients.

From the contaminated plasma pool mul-
tiple intermediate products and subse-
guently numerous batches of final product
can be manufactured. Therefore, the
safety of products manufactured from
plasma, is dependent on the measures
taken to minimise the contamination of
the starting material (donor selection,
screening and testing). Safety is enhanced
by the application of virus inactivation
procedures and technology that removes
or reduces the level of blood-borne vi-
ruses and other infectious agents.

The national Medicines Regulatory
Authorities (MRAS) are responsible for
the regulation of plasma derived medici-
nal products. Over the past decades, they
have been faced with serious and complex
challenges at a scientific, technological
and regulatory level to ensure that these
biological products are of good quality,
safety and efficacy.

Quality Assurance Principles

Conventional pharmaceutical products
tend to be produced from chemically de-
fined raw materials and the manufacture



is controlled using reproducible chemical
and physical techniques. Plasma derived
medicinal products are inherently variable
due to their biological nature, and the
biological methods used to test them. Be-
cause of the complexity and variability, a
high level of expertise is required for the
regulation and batch release of these
products. As with other biologicals, four
principal  complementary  approaches
should be adopted to assure quality and
safety:

» Sarting Material: Assurance of the
quality and safety of the plasma for
fractionation

» Manufacturing technique: Control of
fractionation and subsequent manu-
facturing procedures for isolation, pu-
rification, virus removal and inactiva-
tion

» Good Manufacturing Practice (GMP):
Strict adherence to GMP and the pre-
vention of cross contamination

» Product Compliance: Standardisation
of biological methods needed in the
characterisation of in-process and fi-
nal products.

National Medicines Regulatory
Authorities: Standar ds setting

National MRAs have the duty to ensure
that the available pharmaceutical prod-
ucts, whether imported or manufactured
locally, are of high quality, safe and effi-
cacious. Plasma derived medicinal prod-
ucts should be included within the legal
definition of pharmaceutical products, and
fall under the jurisdiction of national
MRAs. This function should have a firm
statutory and legislative framework.

A national MRA should be an entity fully
independent from the manufacturer, un-
dertaking its responsibility in an inde-
pendent, legal, authoritative and impartial
manner.

National M edicines Regulatory
Authorities. Responsibilities

Regulations

Individual Member States should develop
and institute appropriate national regula-
tions for plasma derived medicinal prod-
ucts. The regulations should take into ac-
count specific products, general products,
starting materials and be authorised in the
respective countries.

They should be based on current interna-
tional standards, such as those available
from WHO and other regulatory authori-
ties. National MRAs should actively par-
ticipate in initiatives towards international
harmonisation of regulation.

Documentation

The national MRA should develop docu-
mentation to facilitate the application for
registration (market authorisation, licens-
ing) of plasma derived medicinal prod-
ucts.

Facility Documentation

As part of the licensing procedure, details
of the manufacturing buildings the loca-
tion, construction, service facilities and
details of the environment should be con-
solidated in afile (Ste Master File).

Plasma Documentation

As part of the licensing procedure, for
plasma derived medicinal products, in-
formation on the collection and control of
the starting plasma material, should be
documented (Plasma Master File).

Such a system aims to ensure quality as
well as the traceability of each plasma
unit from the donor, through the manu-
facturing process to the recipient of the
product and vice-versa. Documentation
should record such information as epide-
miological data, the tests performed on
the donor, donation, plasma unit, the



plasma pool, and post-pooling informa
tion on the manufacture and control of the
starting material.

National MRA are responsible for ap-
proving the appropriate selection, use and
validation of the types of diagnostic tests
and test kits used for assaying viral mark-
ers. These are used in the testing of blood
donations, plasma units and plasma pools
prior to entering the fractionation process.

Inspection

The national MRA has the responsibility
to confirm that the manufacturer is ad-
hering to the approved standards of good
manufacturing practice and to national
and other requirements for the manufac-
ture and quality control of specific prod-
ucts.

Good Manufacturing Practices (GMPs)

The manufacture of plasma products
should be undertaken in accordance with
the principles of good manufacturing
practices (GMP).

All the steps in their manufacture affect
the quality of the final products, therefore
all operations should be done in accor-
dance with an appropriate system of qual-
ity assurance and current GMP.

Batch Release

A batch of final product should be homo-
geneous. Product can be processed in a
single process or combine a series of pro-
cesses.

At the time the product is licensed, the
national MRA should decide wheat level of
control is going to apply to demonstrate
the consistency of manufacture. The na-
ture of the product and the history of the
manufacturer may influence the MRA de-
cision.

Licensing/Marketing Approval

The national MRA should only issue a
license (registration, marketing authorisa-
tion) for a specified plasma derived me-
dicinal product when it is satisfied that the

product conforms to the applicable na-
tional and/or international requirements,
the manufacturer’s specifications and has
successfully complied with a GMP in-
spection.

National MRA responsibility includes the
approval of viral inactivation and removal
procedures applied to the manufacture of
plasma derived medicinal products.

International standards

The measurement of biological activity in
human blood plasma products should be
directly referenced to the WHO Interna-
tional Standards, defining an internation-
ally agreed unit for a specific activity.
Where it exists, the International Unit
forms the basis for the establishment of
clinical dosing and licensing.

To strengthen harmonisation, the national
MRAs should establish appropriate na
tional (secondary standard) reference
materials calibrated against international
reference materials. These can be made
available to manufacturers.

Post marketing surveillance

Countries should establish a national sys-
tem for the post-marketing surveillance of
biological products. Clinicians and other
health workers and professionals should
be strongly encouraged to report to manu-
facturers and national MRAs unexpected
adverse events occurring after admini-
stration of plasma derived medicinal
products.

Recall and revocation

National MRASs should have a system for
enforcing the recall of batches, revoking
approvals and communicating such deci-
sions to the manufacturer, users and to the
MRAs of any countries importing the
product.
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Note: the information in this Fact Sheet does not involve the
preparation and scope of application of blood components
derived from single donations or small pools, which are used
for direct transfusion to patients.
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