CANCER RESEARCH UK 5

Cancer Research UK’s Response to the consultation on the draft Commission
Directive “...laying down the principles and detailed guidelines for good
clinical practice...”

Cancer Research UK is the primary funder of cancer research in the European Union
and is the world's leading charity dedicated to research on the causes, treatment and
prevention of cancer.

Cancer Research UK welcomes the opportunity to feed back on this important
Directive. Overall our main point of concern with the document is the lack of clarity in
a number of places. We are apprehensive that this could lead to confusion amongst
researchers, particularly those conducting non-commercial clinical trials. As the
intention of this Directive is to simplify and harmonise legislation across Europe it is
important that there is transparency throughout.

The table below outlines areas where we have identified issues within the Directive,
and our comments or suggestions where this document could be reworded to
improve clarity.

Section Issue Comments/Sugges
tions
Preamble; | The Directive states that detailed guidelines This paragraph
Paragraph | are necessary “to ensure that unnecessary should be deleted.
4 clinical trials will not be conducted.”

However, this Directive will not ensure that
“unnecessary” clinical trials are conducted.

Preamble; | UK clinical trials have traditionally followed Clarify wording.
Paragraph | CPMP GCP or MRC-GCP guidelines.
8and9 Either the
Whilst this document refers to the principles of | Principles of ICH-
GCP, there is no clear statement anywhere GCP should be
which GCP guidelines are now the definitive referred to
set. explicitly or the

GCP standard
Our understanding is that the ICH guidelines | should

are the GCP guidelines of choice. unambiguously be
left open to
This is explicitly referred to in Directive Member State

2001/20/EC, the guidance notes, and the UK interpretation.
Statutory Instrument implementing this
Directive.

In addition, the wording used in this
document, ‘Sponsors, investigators and other
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participants shall take into account...’ is
ambiguous.

Preamble; | The recognition of the importance of non- This paragraph
Paragraph | commercial clinical trials is welcomed. should be
11 redrafted to
The acknowledgment that the specific improve clarity.
requirements of such trials may make
compliance with principles of good clinical
practice unnecessary is also appreciated.
However, as it is currently drafted, this
paragraph does not make clear exactly what
allowances are available for non-commercial
trials.
Preamble; | This paragraph defines non-commercial trials | The definition of
Paragraph | as those carried out “without the participation | ‘non-commercial’
11 of the pharmaceutical industry”. should be
reworded.
In fact, most clinical trials do receive some
form of “support” from industry be it in the
form of free IMPs, in kind support, or
unrestricted educational grants.
The uniqueness of non-commercial clinical
trials is threefold. All trials will have been
through independent peer-review, have a
commitment to publish all data obtained from
the trial and that this data will remain with the
Chief Investigator, rather than belonging to a
third party for their own exploitation.
Article 1; This article again refers to non-commercial The definition of
Paragraph | trials ‘conducted without the participation of ‘non-commercial’
3 the pharmaceutical industry’. Please see the should be
point above on Preamble, paragraph 11 reworded.
Article 1; This paragraph refers to trials conducted with | This paragraph
Paragraph | medicinal products within their marketing should be
3 authorisations. redrafted for
clarity.
However, from the current drafting, it is
unclear what this paragraph is trying to
achieve.
Article 2; This sentence is currently unclear. We suggest the
Paragraph rewording:
(© ‘Clinical trails
should be

scientifically
sound, ethical and
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well defined in all
aspects’

Article 3; It is unclear why the 1996 version of the This paragraph
Paragraph | Declaration of Helsinki has been chosen to should be updated
2 provide the ethical principles of clinical trials. to refer to the most
The most recent version of this Declaration recent version of
was signed in 2000. the Declaration of
Helsinki.
This point has been transposed into the UK
regulations (see Schedule 1), it is therefore
important that this point is clarified.
Article 4; This paragraph refers to Article 2 of Directive | Change to
Paragraph | 2002/20/EC. However, we assume that this 2001/20/EC
1 means to refer to the Clinical Trials Directive,
which is 2001/20/EC.
Article 6; This paragraph refers to Article 16 of Directive | We seek
Paragraph | 2001/20/EC. clarification on the
2 documentation
Our understanding of the intention of this covered by this
paragraph is that it is referring to all Article required to
documents, including applications, be retained by
amendments, notices of suspension, etc. Ethics Committees.
However, Article 16 of Directive 2001/20/EC
only covers documentation on adverse
events.
Article 9; This paragraph refers to: “total and partial The activities to
Paragraph | manufacture”. covered by this
1 Article, and the
The meaning of “partial manufacture” is meaning of the
unclear. It is not clear, for example, whether terms within,
this includes production of bulk active product. | should be clarified.
Article 10; | This point requires applicants to specify This point should
Paragraph | relevant manufacture or import operations to be removed.
1(b) obtain authorisation for a trial.
However, it is difficult to specify what future
import requirements will be. There is concern
that the inclusion of this point could lead to a
constant and unnecessary modification of the
license as requirements change.
Article 13; | This paragraph refers with Community law Clarify which
Paragraph | requirements for good manufacturing practice | guidelines on good
) and detailed guidelines to be drafted by the manufacturing
Commission. practice are being
referred to.
However, there already exists a Directive on
good manufacturing practice, published in
2003. If this paragraph is specifically referring
to these guidelines this should be cited, and
the relevant articles within this Directive
highlighted.
Article 16 This article makes reference to the ‘sponsor’s | The mention of
independent auditor’. ‘sponsor’s
independent
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This is an apparently a new and irrelevant
requirement which does not appear to have
been defined elsewhere.

auditor’ should be
deleted.

In addition to these areas specifically highlighted above, there are a number of
paragraphs where the word order does not follow standard English phraseology.
Clarification of these sentences would improve readability of this document and thus

aid interpretation.

Cancer Research UK

July 2004
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