N Clinical Trials Directive 2001/20/EC

Richmond Pharmacology Briefing Document

The main aim of the Clinical Trials Directive 2001/20/EC is to simplify and harmonise the administrative
provisions governing clinical trials by establishing a clear, transparent procedure and creating conditions
conducive to the effective co-ordination of such clinical trials in the European Community by the
authorities concerned'.

The Directive will be interpreted and transposed into national legislation by each individual Member State
for implementation on 1 May 2004. The UK's statutory instrument has now been approved and published.
Please click on the link below:

http://www.legislation.hmso.gov.uk/si/si2004/20041031.htm

Information contained in this document has been sourced from the Medicines and Healthcare products
Regulatory Agency (MHRA), as the primary source of advice on the Directive in the UK. Richmond
Pharmacology is fully prepared for and will confidently comply with all proposed UK regulations.

The new EU Directive addresses a number of key areas in the conduct of clinical trials:

1. Provides a statutory basis for ethics committees.

2. Provides a statutory basis for Good Clinical Practice (GCP).

3. Introduces regulation in the conduct of clinical trials in healthy volunteers (Phase | trials).

4. Introduces requirements for good manufacturing practices (GMP) in the manufacture of
investigational medicinal products (IMPs).

5. Introduces responsibilities for sponsors and investigators in adverse drug reaction (ADR)/adverse
drug event (ADE) reporting.

This document summarises the key potential implications for Richmond Pharmacology and how
this affects sponsor companies, it is not an exhaustive list of the Directive’s requirements.
Further information on the full scope of the legislation can be obtained directly from MHRA
(please see below).

1. Obtaining authorisation to conduct a clinical trial

When the new legislation is enacted, no clinical trial of a medicinal product for human use may

commence in the UK unless:
° an application for authorisation has been made to the Licensing Authority
and

* the Licensing Authority has not informed the sponsor of any grounds for non-acceptance within
the applicable time period

Currently, studies in healthy volunteers in the UK do not require regulatory approval and can commence
after an ethics committee has given a favourable opinion. The Directive will require the submission to the
Licensing Authority of an application for authorisation and a favourable ethics committee opinion before
a healthy volunteer trial can commence. The information required, format and procedures involved for all
such submissions are the subject of guidance, currently under consultation. MHRA has agreed to respond
to a request for authorisation for a Phase | healthy volunteer study in an average of 14 days and no later
than 21 days’.

1 RICHM&@ND

Pharmacology



N Clinical Trials Directive 2001/20/EC

The application for authorisation will take the form of a Clinical Trial Authorisation (CTA) form which
the sponsor will be required to submit to the MHRA before a study can commence. Richmond
Pharmacology can provide this service if required, working with the sponsor company, as the legal
representative, to complete and submit the CTA form on their behalf. For a list of information required
to complete the CTA form see Appendix 1.

An Investigational Medicinal Product Dossier (IMPD) should be submitted with the CTA form as part of
the application process. This would usually be handled by the regulatory division of the sponsor company
however Richmond Pharmacology can manage this process with some input required from the sponsor.

Application for Clinical Trials Authorisation will also include the following documents amongst others:

e Study Protocol
e Investigator’s brochure

To ensure a timely start to the study Richmond Pharmacology will co-ordinate the timing of the MHRA
application and the Ethics Committee approval wherever possible.

2. Good manufacturing practices (GMP): Manufacture of investigational
medicinal products (IMP’s)?

Under the new directive, all IMP’s need to be manufactured to GMP to ensure that they are fit for
consumption by patients and volunteers.

Richmond Pharmacology is currently in the process of applying for a Good Manufacturing Practice license.
However hospital based Clinical Pharmacology Units may be exempt.

Exemption for hospitals and health centres

37. (1) The restriction imposed by regulation 36(1) shall not apply to the assembly of an investigational
medicinal product where the conditions specified in paragraph (2) are satisfied.

(2) The conditions referred to in paragraph (1) are that -
(a) the assembly is carried out in -
(i) in a hospital or health centre, and

(ii) by a doctor, a pharmacist or a person acting under the
supervision of a pharmacist; and

(b) the investigational medicinal products are assembled exclusively for use in -

(i) that hospital or health centre, or

(ii) any other hospital or health centre which is a trial site for
the clinical trial in which the product is to be used”.
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A brief outline of the principles and guidelines governing Good Manufacturing Practice
for Medicinal Products:

QUALITY MANAGEMENT:

¢ To achieve quality manufacture of IMP’s, Quality Assurance (QA) systems need to incorporate
GMP guidelines and Quality Control (QC).

e Full control and traceability of the changes made to product specifications and manufacturing
instructions during development.

PERSONNEL:
* Appropriate training of all personnel involved with IMP’s

* The Qualified Person, with relevant knowledge, should be responsible for ensuring that there
are systems in place for meeting the Annex requirements

PREMISES AND EQUIPMENT:

e All risks of cross-contamination should be minimised, to be reflected in the design of equipment
and premises, inspection/ test methods and acceptance limits used after cleaning.

DOCUMENTATION

Specifications and instructions

¢ Should be as comprehensive as possible and periodically assessed during development with updates
where necessary. Each new version should be thorough and traceable to the previous document.

* Rationales for and consequences of changes should be recorded.

Order

e Should be precise, presented in writing, and formally authorised. It should refer to the Product
Specification File and the relevant clinical trial protocol as appropriate.

Product Specification File

* ‘Should be continually updated as development of the product proceeds, ensuring traceability
to the previous versions’. It should include, or refer to, a number of specific documents (see Annex
13 for a full listing).

Manufacturing Formulae and Processing Instructions

e Clear and adequate written instructions and records are to be produced for every manufacturing
operation or supply.

Packaging Instructions

* IMP’s are normally packed in an individual way for each subject included in the clinical trial.
The number of units to be packaged should be specified prior to the start of the packaging
operations, including quality control and retention sample units. A sufficient reconciliation
process must be established.
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Processing, testing and packaging batch records

e Concerns the detailing of batch records to accurately determine the sequence of operations.

* Relates to the time that batch manufacturing records should be retained.

PRODUCTION
This section addresses:

* Packaging Materials

* Manufacturing operations

e Principles applicable to comparator product
e Blinding operations

° Randomised code

* Packaging
e Labelling
QUALITY CONTROL

* Includes the parameters for performing quality control and information on the retention of samples
of IMP’s.

RELEASE OF BATCHES

e Alisting of the Qualified Person’s duties of the with regard to IMP’s in different circumstances.

SHIPPING

* An outline of the shipping regulations for IMP’s, including decoding arrangements and inventory
information.

COMPLAINTS

* Complaints procedure and the parties involved.

RECALLS AND RETURNS

* Procedures for retrieving and returning IMP's should be agreed by the sponsor. This section also covers
the storage and inventory records of returned IMP’s.

DESTRUCTION

* The sponsor is responsible for the destruction of unused and/or returned IMP’s. Therefore written
authorisation must be obtained from the Sponsor before IMP's can be destroyed.

* A dated certificate or receipt of destruction must be provided to the sponsor when IMP’s are destroyed.
This section outlines the information to be included in the documentation.
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3. Non-NHS Research Ethics Committees (REC's)

From 1 May, no clinical trial of a medicinal product will be legal unless it has the approval
of a “recognised” REC. Where approval took place before this date, but the REC is “recognised”,
this approval will continue®.

All REC’s will need to be recognised for the purpose of reviewing Clinical Trials of Medicinal Products.
The United Kingdom Ethics Committee Authority (UKECA) will be responsible for recognising and
monitoring committees in the UK.

Only a few REC’s have the appropriate knowledge to review Phase | studies, there will therefore
be specialist Phase | REC's.

There will be a transitional period during which Richmond Pharmacology’s independent Ethics Committee
can continue reviewing protocols. They will then be incorporated into the centralised system as a Phase |
specific REC.

For further information contact the MHRA Clinical Trials Unit at:

12-2 MHRA
Market Towers

1 Nine Elms Lane
London SW8 5NQ.

Telephone: 020 7084 2327
Fax: 020 7084 2443

Email: clintrialhelpline@mhra.gsi.gov.uk
Website: http://www.mca.gov.uk

References:

1  www.mca.gov.uk

2 EU DIRECTIVE ON GOOD CLINICAL PRACTICE IN CLINICAL TRIALS DH & MHRA BRIEFING NOTE
The MHRA and the Department of Health information sheet

3 European Commission
Enterprise Directorate-General

VOLUME 4
Good manufacturing practices

ANNEX 13
Manufacture of investigational medicinal products
JULY 2003

4 http://www.legislation.hmso.gov.uk/si/si2004/20041031.htm

5 COREC
Non-NHS Research Ethics Committees and Clinical Trials of Medicinal Products.
31st January 2004
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6 European Commission
Enterprise Directorate-General

Detailed guidance for the request for authorisation of a clinical trial on a medicinal product for human
use to the competent authorities, notification of substantial amendments and declaration of the end
of the trial.

April 2002

Appendix 1: Information required for UK applications to the MHRA

Information for Competent Authorities®

CORE INFORMATION

° Receipt of confirmation of EUDRACT number (obtained from the EUDRACT database)
e Covering letter

° Application Form

e Protocol with all current amendments

* Investigator’s brochure

* Investigational Medicinal Product Dossier (IMPD)

e Simplified IMPD for known products

*  Summary of Product Characteristics (SmPC) (for products with marketing authorisation
in the Community)

e List of Competent Authorities to which the application has been submitted and details of decisions

* Copy of ethics committee opinion when available

MS SPECIFIC INFORMATION

Protocol related

e Summary of the protocol in the national language

e Qutline of all active trials with the same IMP

IMP related

If IMP manufactured in EU:
* Copy of the manufacturer authorization referred to in Art. 13.1. of the Directive stating the scope
of this authorization

If IMP not manufactured in EU:
e Declaration of the QP that the manufacturing site works in compliance with GMP at least equivalent
to EU GMP (see A)

* Copy of the importer authorization as referred to in Art. 13.1. of the Directive
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Certificate of analysis for test product in exceptional cases:

* Summary of the protocol in the national language

Certificate of analysis for test product where impurities are not justified by the specification (see A)
* Viral safety studies
* Examples of the label in the national language

* Applicable authorisations to cover trials or products with special characteristics (if available) e.g. GMO?s,

radiopharmaceuticals
e TSE Certificate when applicable
e Declaration of GMP status of active biological substance

e Manufacturing license when applicable (see B)

A. If not available at the time of submission of the application, should be provided before the study begins

B. On request

For further information or to discuss your forthcoming study requirements please contact Claire Tucker,
Business Development Manager on:

T. +44 (0) 20 8879 7111
E: c.tucker@richmondpharmacology.com

Richmond Pharmacology Ltd

St George's Hospital Medical School
Cranmer Terrace, Tooting

London, SW17 ORE

All information correct at time of transmission
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