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1. EXECUTIVE SUMMARY

1.1 The period in question (early 1970s to the present day) saw extensive changes
in the regulation of the manufacture of medicinal products in the United Kingdom
(UK), from effectively no legislative control, to the implementation of the Medicines
Act in 1971, which sought to control all aspects of medicines manufacture, including
those medicinal products derived from human blood plasma.

1.2 Since that time, the Medicines Act has been amended regularly by the adoption
and translation into UK law of the relevant European Community (EC) Directives and
Regulations.

1.3 Further legislation was also brought into force later (2005) to regulate the
preparation of blood and blood components which had been excluded from the
Medicines Act and EC Directives.

1.4 Until 1991 the Scottish National Blood Transfusion Service (SNBTS) as part of a
crown body was immune from prosecution under the Medicines Act.

1.5 However, at all times during the period in question the SNBTS remained in
contact with the relevant Regulatory Agency and its related institutions and continues
to do so to the present day. This is shown by the SNBTS obtaining Manufacturing
Licences and Product Licences (in some cases prior to the removal of Crown
Immunity) and remaining open to the Medicines Inspectorate at all times.

1.6. When, under Crown Immunity, the SNBTS made significant changes to its
products or facilities it did so with the full knowledge of the relevant Regulatory
Agency.

1.6 Following the removal of Crown Immunity, all areas of the Service made
complete and successful transitions to legislative control and all necessary
regulatory licences and authorisations have remained in place continuously since
that time

1.7 Under both Crown Immunity and full legislative regulation, a total of more than
eighty inspections covering all relevant SNBTS facilities have been carried out by the
Medicines Inspectorate. In all cases SNBTS responded to the inspection outcomes
and where necessary, implemented the agreed remedial actions.
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2. INTRODUCTION

2.1 The Penrose Inquiry Preliminary Report contains a s;ummary1 of the development
of the regulatory framework surrounding the production of medicinal products in the
UK, starting with the 1968 Medicines Act and commenting on how that related to
"blood products”.

2.2 The purpose of this paper is to provide some additional information to clarify
exactly how the regulation of medicinal products applied to the SNBTS facilities and
products and the position of the SNBTS in relation to the regulatory framework in the
UK as it developed from the Medicines Act.

2.3 Products derived from human blood plasma (hereafter referred to as human
plasma) such as coagulation factor concentrates, human albumin or human
immunoglobulin, were considered as medicinal products under the Act whereas
preparations of whole blood or blood components (red cells, white cells, plasma,
platelets) for transfusion were excluded from the Act ? and subject to later, separate
legislation

2.4 This paper describes, in relation to the regulatory legislation in place at the time,
the status of the SNBTS Protein Fractionation Centre (PFC) and the plasma
products which were developed, manufactured and distributed from there.

2.5 The regulatory status of the SNBTS Regional Transfusion Centres (RTCs)
concerning the preparation of blood and blood components and other relevant
activities is also described.

3. SCOPE
3.1 This briefing paper covers the period from the early 1970s to the present day.

3.2 The licensing and inspection of the SNBTS premises for the development,
manufacture and distribution of plasma products (i.e. the PFC) together with the
product licences themselves are considered here.

3.3 The crystalloid products (parenteral salt solutions) prepared at the PFC did not
contain material of human origin and so they are excluded from this paper.

3.4 From their early development it was known that coagulation factor concentrates
(used for the treatment of haemophilia) carried a high risk (now much reduced) of
transmitting hepatitis and soon after the establishment of HIV in the human
population, it was clear that the use of coagulation factor concentrates could also
transmit HIV. The background to the licensing of SNBTS Factor VIl and Factor IX
concentrates, therefore, has been included in this paper.

3.5 Immunoglobulin for intravenous infusion (IVIgG) has never been associated with
HIV transmission. However, some IVIgG products have been previously associated
in the wider plasma fractionation industry with HCV transmission including an
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isolated incident concerning SNBTS IVIgG®, and therefore this product has also
been included in the discussion on product licences.

3.6 Human albumin products and Human immunoglobulin preparations for
intramuscular infusion (IMIgG) are known to be safe from the transmission of HCV
and HIV*. In fact, there are no recorded cases world wide of HCV/HIV transmission
by albumin or IMIgG products when they have been manufactured using the same
methods employed at PFC. The licensing of SNBTS Albumin products and IMIgG
products, have, therefore, not been included in the discussion on product licences.

3.7 The regulation of the preparation of blood and blood components for transfusion
and the licensing of SNBTS premises (RTCs) for these activities together with other
functions at RTCs such as the processing of plasma for fractionation and the storage
for onward supply and distribution of plasma products will also be considered in this
briefing paper.

4, THE MAJOR LEGISLATIVE ELEMENTS INFLUENCING THE
REGULATION OF BLOOD AND BLOOD PRODUCTS IN THE UK

Until the UK entered into the European Community (EC), the regulation of medicinal
products was controlled by UK law. However, from the time that the UK entered into
the Community, primacy transferred to the EC with the overarching requirement that
EC legislation and guidelines on the manufacture of medicinal products should be
entered into UK law. Some of the key elements of the regulation of medicinal
products such as manufacturing licences and product licences have been referred to
variously elsewhere in documents supplied previously by the SNBTS to the Inquiry.
However, a brief description is given here of the development of the regulatory
framework surrounding blood, biood components and plasma products for
completeness and to make later discussions clearer.

4.1 The 1968 Medicines Act

4.1.1 The 1968 Medicines Act came into force in 1971, as the first legally enforced
regulation in the UK of the manufacture and distribution of medicinal products.

4.1.2 When the UK entered the European Communities (EC) in 1973, the 1968 Act,
which had been based on the legislation developed in Europe, was the means by
which the UK complied with the EC rules on the licensing of medicinal products.

4.1.3 The 1968 Act continues to fulfil the requirements of EC legislation, but has
been subject to regular amendments through relevant Statutory Instruments (Sl s) in
order to ensure that EC legal obligations continue to be met within the UK.

4.1.4 The Medicines Act 1968 provided the legal framework for the control of all
medicinal products, released for use in the UK including plasma products. The Act
required that an independent assessment of the quality, safety and efficacy of a
medicinal product be conducted by the relevant regulatory authority before a licence
was granted, which in turn permitted the product to be placed on the market.
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415 The Medicines Act also established the legal status of the British
Pharmacopoeia (BP) Commission and of the BP standards for medicinal products in
UK. This meant that any product placed on the market had to comply with the
specifications in the relevant BP monograph (see Section 9.6).

4.1.6 Supplementary legislation expanded the general provisions set out in the
Medicines Act and included:

(a) S.1. 1971/972; Medicines (Standard Provisions for Licences and Certificates)
Regulations 1971 — GMP requirements

S.1. 1971/972 specified the standard provisions for licences issued under the
Medicines Act 1968, these included the requirement that holders of a manufacturer’s
licence must carry out their manufacturing operations in accordance with Good
Manufacturing Practice (GMP). The Medicines Inspectorate was established within
the Medicines Division of the Department of Heaith and Social Security (DHSS) in
1971 to ensure compliance with Standard Provisions, including GMP and GDP
(Good Distribution Practice) by all applicants for, and holders of, manufacturer's and
wholesale dealer's licences in the UK.

(b) S.1.1971/973; Medicines (Applications for Product Licences and Clinical Trial and
Animal Test Certificates) Requlations 1971Licence application requirements

S.1.1971/973 detailed the information required in licence applications including
particulars of all active constituents, methods of manufacture and data on the safety
and efficacy of the product.

4.2 The Development of European Legislation of Medicinal Products including
Plasma Products

Some of the major steps in the development of EC medicines legislation are given
below together with how they related to plasma products.

4.2.1 On the 26™ January 1965 Directive 65/65/EEC was released. This was the first
EC legislation relating to the regulation of proprietary medicinal products and it
required a medicinal product to hold a “Marketing Authorisation” granted by the
Competent Authority of a Member State before it couid be placed on the market in
that state. Whole blood prepared for transfusion and blood components were
excluded from this Directive; medicinal products derived from blood or plasma (e.g.
plasma products) were not. At this time, of course, the Directive did not apply in the
UK.

4.2.2 The UK joined the European Community (EC) in 1973 and as such became
bound by European Legislation. However the contents of the Medicines Act (already
in force in the UK by this time) were consistent with Directive 65/65/EEC and so
Licence applications in the UK continued to be dealt with under the Act.

4.2.3 As part of the progress within the EC to reducing the disparities between the
regulation and administration of proprietary medicinal products in member states,
Directive 75/318/EEC (“Guidelines on the quality, safety and efficacy of medicinal
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products for human use”) gave guidance on what should be included in an
application for a Marketing Authorisation and Directive 75/319/EEC specified how
applications should be presented, in particular with reference to the provision of
Expert Reports, and how the application should be assessed. These Directives gave
the general requirements for all medicinal products and they have been
supplemented by further Directives containing additional specific requirements for
particular types of products including those derived from human plasma.

424 A number of recommendations relating to the safety of plasma derived
medicinal products were released by the Council of Europe Committee of Ministers
in the early to mid 1980s and these included the following:

(a) Recommendation No R (80)5 of the Committee of Ministers to member states on
Blood products for the treatment of haemophiliacs (30th April 1980)

(b) Recommendation No R(81)14 of the Committee of Ministers to member states on
the Assessment of the risks of transmitting infectious diseases by international
transfer of blood, its components and derivatives (14™ May 1981)

(c) Recommendation No R(83)8 of the Committee of Ministers to member states on
preventing the possible transmission of acquired immune deficiency syndrome
(AIDS) from affected blood fo patients receiving blood or blood products
(23rd June 1983)

(d) Recommendation No R (85)12 of the Committee of Ministers to member states
on the screening of blood donors for the presence of AIDS markers (13" Sept 1985)

425 Published in June 1989 and effective from 1% January 1992, Council Directive
89/381/EEC extended the scope of Directives 65/65/EEC and 75/319/EEC and laid
down special provisions for medicinal products derived from human plasma including
measures to ensure the absence of specific viral contamination and independent
batch release testing by a designated Official Medicines Control Laboratory (OMCL)
(see Section 9.5). Also, Directive 89/381/EEC promoted Community self sufficiency
in plasma derived products based on voluntary non remunerated donors.

4.2 6 The first European guideline on the validation of virus removal and inactivation
processes in the manufacture of plasma-derived medicinal products was published
in 1989 (111/8115/89 EC).Guidance was given on how to evaluate of the effectiveness
of manufacturing processes to eliminate or inactivate viruses by the use of small
scale laboratory models of the relevant process steps. This guideline came in to
operation 15/08/1991 and was later superseded by Note for Guidance
CPMP/BWP/268/95.

4.2.7 Directive 91/507/EEC published in July 1991 modified Directive 75/318/EEC in
respect of additional specific requirements for the analytical, toxicological and
clinical testing of immunological medicinal products, radiopharmaceuticals and
medicinal products derived from human blood or human plasma

4.2.8 With the implementation of Directive 89/381/EEC in 1992 (see 4.2.5 above)
medicinal products derived from human plasma were brought into line with other
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medicinal products on the market within the EC in that they were controlled in all
member states to the same standard. Member states had to ensure that products
derived from human plasma complied with current EC standards by December 1992.

4.3 Crown Immunity

4.3.1 Crown Immunity was the position, previously established in the UK, that since
the sovereign could not commit a legal wrong, institutions of the state were exempt
from prosecution or civil action. For example, the Common Services Agency (CSA),
as the government body with responsibility for the SNBTS, would be exempt from
prosecution under the Medicines Act in relation to the manufacture of products at the
PFC.

4.3.2 When the Medicines Act came into force, the position of the PFC was initially
uncertain as it was considered thai the CSA and other Health Boards in Scotland
were not entitled to Crown Immunity®.

4.3.3 However, the CSA was later advised that together with the Health Boards they
were Crown bodies and therefore, entitled to Crown Immunity in appropriate cases’.

4.3.4 The Penrose lnquary is clear that Crown Immunity applied to the PFC® and
recent legal advice in the House of Lords® emphasises that Crown Immunity did
apply to plasma products manufactured elsewhere in the NHS at that time and
cannot be removed retrospectively.

4.4 The Consumer Protection Act 1987

4.4 1 This Act (implemented in May 1988) trénsposed into UK law the provisions of
EU Directive 85/374/EEC on “laws, regulations and administrative provision of the
member states concerning liability for defective products”.

4.4.2 Article 6 of this Directive states that a product is defective if it does not provide
the safety that persons generally are entitied to expect.

4.4.3 Whole blood, blood components and plasma products are all considered as
products under this Directive.

4.5 The National Health Service Community Care Act 1990

4.5.1 This Act came into force on 1% April 1991 and removed Crown Immunity from
the NHS.

4.5.2 The Act removed Crown Immunity from “health service bodies” and the
“Common Services Agency for the Scottish Health Service” was specifically defined
as such for this purpose’®, confirming that Crown Immunity had applied to the CSA
until that time.
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4.8 Directive 2001/83/EC {Medicinal Products for Human use)

4.6.1 This Directive consolidated all previous Directives concerning the regulation of
medicinal products. Together with its subsequent amendments, it is the current
maijor platform for the regulation of medicinal products in Europe and the UK.

4.6.2 In relation to plasma products, the Directive requires that member states “need
to take measures to prevent the transmission of infectious diseases, apply the
monographs of the European Pharmacopoeia, recommendations of the Council of
Europe and WHO as regards, in particular, the selection and testing of blood and
plasma donors. The member states should also promote community self-sufficiency
and encourage unpaid voluntary donations”.

4.6.3 The Directive specifically excludes whole blood and blood components from
the regulations.

4.7 The Blood Safety and Quality Regulations 2005

4.7.1 This Statutory Instrument came into effect in the UK in November 2005 and
implemented EU Directive 2002/98/EC “sefting standards of quality and safety for
the collection, testing, processing and storage and distribution of human blood and
blood components” into the UK.

4.7.2 The facilities of the UK Transfusion Services used for these activities were
required under these regulations to become authorised “Blood Establishments”.

4.7.3 Hospital Blood Banks carrying out blood collection or processing activities are
also required to seek Blood Establishment Authorisation. Other Blood Banks which
are limited to storage and distribution of blood or components do not require Blood
Establishment Authorisation, but must maintain quality management and traceability
systems to be compliant with the regulations.

4.8 Specific regulatory requirements relating to the elimination/inactivation of
viruses in the manufacture of medicinal products derived from plasma

4.8.1 Paragraph 12.25 “Licences for blood products” in the Penrose Inquiry
Preliminary Report could be interpreted as suggesting that requirements for virus
testing and the inclusion of virus elimination/inactivation procedures in the
manufacture of plasma derived products was stipulated as early as 1971 in the
legislation regulating the production of plasma products. This was not the case.

4.8.2 The first statement of these requirements i.e. “licence holders should take all
necessary steps to ensure that the manufacturer notifies the Licensing Authority of
methods used to reduce or eliminate pathogenic viruses liable to be transmitted” was
not, in fact, enacted into UK law until 1994.The Statutory Instrument which contained
this statement [Medicines for Human Use (Marketing Authorisations etc.)
Regulations 1994] varied the original 1971 Regulations.
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4.8.3 In general, the development of regulatory guidance concerning the virus safety
of human plasma products tended to follow actions already taken by manufacturers.
Substantive published requirements were not in place until after virus
elimination/inactivation procedures had been introduced by the industry world- wide.
This is not to say that individual regulatory bodies had not expected manufacturers to
take actions to deal with emerging virus safety issues, rather the mechanisms were
not the subject of published regulatory advice until sometime later. The first formal
EC regulatory guidance of this type was not published until the late 1980s (see
document 25 in Appendix [}

4,84 Appendix | is a summary obtained from Dr Glenda Sylvester (Regulatory
Assessor) of the European Medicines Agency (EMEA). This summary lists the key
(non-ciinical) documents as of 2009 against which plasma derived medicinal
products must be assessed for marketing authorisation and this list contains a
number of guidelines for manufacturers on virus elimination/inactivation.

4.8.5 A number of documents were released by the EMEA in the 1990s concerning
the measures to be taken and practices to be employed regarding virus testing and
inactivation/removal procedures for plasma derived medicinal products. As noted
previously, these formal regulatory documents served to codify practices which were
already in place, throughout the plasma fractionation industry.

5 COMPETENT AUTHORITIES, INSPECTION AND ASSESSMENT

5.1 Each member state in the European Union (EU) must nominate a Competent
Authority, with the responsibility to act on behalf of the Government, to ensure that
the requirements of the various EC directives for the manufacture of medicinal
products are met. In the UK the present competent authority is the Medicines and
Healthcare products Regulatory Agency (MHRA).

5.2 The Inspection, Enforcement and Standards Division of the MHRA inspect and
license all UK manufacturers, wholesale dealers and importers of medicinal
products. The Licensing Division of the MHRA assesses and approves applications
for product licences (marketing authorisations).

5.3 In the UK, all manufacturers of medicinal products are also licensed directly by
the MHRA. Most medicines are directly approved by the MHRA, although it is now
possible to have Europe wide licences approved by the EMEA.

5.4 Since its inception under the terms of the Medicines Act, the regulatory body in
the UK has developed, expanded and evolved. Initially, the licensing and regulatory
body was known as the Medicines Division of the Department of Health and Social
Security. In April 1989, this became the Medicines Control Agency (MCA), as an
independent agency of the Department of Health. In 2003, the MCA merged with the
Medical Devices Agency to form the Medicines and Healthcare Products Regulatory
Agency (MHRA).

5.5 The Medicines Inspectorate was established in 1971 as part of the Medicines
Division of the DHSS. It was set up to inspect for compliance with the standard
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