NHS

National Institute for
Health Research

A Guide to Efficient
Trial Management




The Fourth Edition (2014) of the Guide to Efficient Trial Management

was produced by an appointed Editorial Board and a dedicated group of
volunteers on behalf of the NIHR Trial Managers’ Network, under the terms
of a contract issued by the Secretary of State for Health.

ISBN 9780854329748

DOI: 10.3310/2014-Trial-Managers’'-Network-Guide
Fourth Edition: January 2014

© Queen’s Printer and Controller of HMSO 2014.



DOI: 10.3310/2014-Trial-Managers'-Network Guide to Efficient Trial Management 4* Edition January 2014

Acknowledgements

he National Institute for Health Research Trial Managers’ Network (TMN) would like to acknowledge all
those involved in the compilation of this new edition, in particular the editorial board members:

Alison McDonald: Chairperson of editorial board and Senior Trials Manager, Centre for Healthcare
Randomised Trials (CHaRT), University of Aberdeen.

Athene Lane: Senior Research Fellow and Associate Director, Bristol Randomised Trials Collaboration.
Barbara Farrell: Trial Director, National Perinatal Epidemiology Unit, University of Oxford.

Janet Dunn: Deputy Director, Warwick Clinical Trials Unit, and Head of Cancer Trials, Warwick
Medical School.

Sarah Buckland: Director, INVOLVE.
Sarah Meredith: Deputy Director, Medical Research Council Clinical Trials Unit.
Vicky Napp: Operations Director, Clinical Trials Research Unit, University of Leeds.

Svetozar Mihaylov: NIHR Trial Managers’ Network Coordinator, Clinical Trials Research Unit, University
of Leeds.

In addition, Barbara Farrell and Sara Kenyon were influential in producing the original and subsequent
editions of the Guide to Efficient Trial Management, out of which this fourth edition has evolved.

Thanks should also be given to all volunteer contributors from across the UK clinical research environment
who were involved in the preliminary review and contributed their knowledge and expertise to this edition.

© Queen’s Printer and Controller of HMSO 2014. Applications for commercial reproduction should be addressed to: NIHR Journals Library, National Institute for Health Research,
Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science Park, Southampton SO16 7NS, UK.



DISCLAIMERS

Disclaimers

his guide has been developed for general information and education purposes only and does not
constitute legal advice or opinions as to the current operative laws, regulations or guidelines of
any jurisdiction.

In addition, because new standards and guidelines are issued on a continuing basis, the guide is not

an exhaustive source of all current applicable laws, regulations and guidelines relating to interventional
and non-interventional trials. While reasonable efforts have been made to assure the accuracy and
completeness of the information provided, Trial Managers and other individuals should check with the
relevant research governance bodies, for example the Medicines and Healthcare products Regulatory
Agency (MHRA), Research Ethics Committees (RECs), and Research and Development (R&D) departments,
before and during trials.

Please note that guidance can change, so please use the relevant links to ensure you have the most
up-to-date information.



DOI: 10.3310/2014-Trial-Managers'-Network Guide to Efficient Trial Management 4t Edition January 2014

Devolved nations

hile most of the legislation and guidance provided in this guide is applicable to Trial Managers across

the UK, please note that devolved administrations within the UK may have some additional regulatory
requirements and guidelines. Please refer to the relevant organisations for additional information (NHS
Research Scotland, National Institute for Social Care and Health Research, Welsh Government, or Health &

Social Care in Northern Ireland).
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Vi

USE OF THE GUIDE

Use of the guide

he content of this document can be accessed, printed and downloaded in an unaltered form by Trial
Managers and other research professionals, with copyright acknowledged, for personal study that is not
for direct or indirect commercial use.

The guide can also be used by Higher Education Institutions as a teaching and training aid, subject to
appropriate recognition of the National Institute for Health Research (NIHR) and approval by the
NIHR Evaluation, Trials and Studies Coordinating Centre (NETSCC).

All enquires should be directed to NETSCC in the first instance.
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Administration of Radioactive Substances Advisory Committee (ARSAC) The body from which
researchers who want to administer radioactive medicinal products to human subjects need to obtain
approval before NHS R&D permission.

Amendment A written description of a change or formal clarification. Substantial amendments (see
below) to protocol or participant information/consent require REC, R&D and MHRA approval.
Non-substantial amendments should be ‘notified’ to REC, R&D and MHRA.

Case Report Form (CRF) Data collection tool provided by a sponsor in which the clinical data are recorded
for each participant, such as weight, laboratory results and symptoms.

Chief Investigator The Lead Investigator with overall responsibility for the research. In a multisite
trial, the Chief Investigator has coordinating responsibility for research at all sites. The Chief Investigator
may also be the Principal Investigator at the site in which they work. In the case of a single-site trial,
the Chief Investigator and the Principal Investigator will normally be the same person, referred to as
Principal Investigator.

Clinical Research Network The NIHR Clinical Research Network makes it possible for all patients and
health professionals across England to participate in relevant clinical trials.

Clinical Trials Authorisation (CTA) The regulatory approval for a clinical trial of a medicinal product
issued by the MHRA.

Clinical Trials Unit (CTU) Specialist units that have been set up with a specific remit to design, conduct,
analyse and publish clinical trials and other well-designed studies. They have the capability to provide
specialist expert statistical, epidemiological and other methodological advice and coordination to
undertake successful trials. In addition, most CTUs will have expertise in the coordination of trials involving
investigational medicinal products, which must be conducted in compliance with the UK Regulations
governing the conduct of clinical trials resulting from the EU Directive for Clinical Trials.

Competent Authority Organisation approving the testing of new drugs/devices or approving the
marketing licences. In the UK, this is the MHRA.

Coordinated System for gaining NHS Permission (CSP) Standard process for adoption onto

NIHR Portfolio of Studies in order to access NIHR Clinical Research Network (CRN) support and funding;
streamlines the process for gaining NHS permissions by collating the information for global and local
approvals; researchers initiate this in the Integrated Research Application System (IRAS) by completing and
submitting the CSP application form.

European Clinical Trials Database (EudraCT) A database of all clinical trials in Europe, held since 1994
in accordance with EU directive 2001/20/EC.

Good Clinical Practice (GCP) A set of internationally recognised ethical and scientific quality
requirements which must be observed for designing, conducting, recording and reporting clinical trials that
involve the participation of human subjects. See ICH-GCP.

Good Manufacturing Practice (GMP) A quality assurance standard for producing investigational
medicinal products.
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Gene Therapy Advisory Committee (GTAC) The ethics committee for clinical studies using genetically
modified products; usually no REC approval is required.

Health Research Authority (HRA) The purpose of the HRA is to protect and promote the interests of
patients and the public in health research. The HRA works closely with other bodies, including the MHRA
and NIHR, to create a unified approval process and to promote proportionate standards for compliance
and inspection within a consistent national system of research governance.

Indemnity Compensation for damage, loss or injury.

Information Services Division (ISD) Scotland A division of National Services Scotland, part of NHS
Scotland. ISD provides health information, health intelligence, statistical services and advice that support
the NHS in progressing quality improvement in health and care and facilitates robust planning and
decision-making.

Integrated Research Application System (IRAS) A single, web-based system for completing
applications for the permissions and approvals required for health and social care research in the UK. The
various applications can be printed or submitted for this single system (includes REC, R&D, MHRA, Gene
Therapy Advisory Committee).

International Conference on Harmonisation (ICH) (Europe, USA, Japan) The body that defines
standards for the terminology, design, conduct, monitoring, recording, analysis and reporting of research.
These standards give assurance that the reported results are accurate and credible and that the rights,
integrity and confidentiality of all participants have been protected throughout. Section E6 of ICH

defines principles of good clinical practice (referred to as ICH-GCP). Research teams on a Clinical Trial of
an Investigational Medicinal Products (CTIMPs) in the UK must follow GCP requirements as detailed in
Medicines for Human Use (Clinical Trials) Statutory Instruments; all non-CTIMP studies conducted within the
NHS adhere to GCP according to the Research Governance Framework (RGF).

International Standard Randomised Controlled Trial Number (ISRCTN) A simple numeric system for
the identification of randomised controlled clinical trials worldwide. Allows the identification of trials and
provides a unique number that can be used to track all publications and reports resulting from each trial.

Investigational Medicinal Product (IMP) An unlicensed new drug, or an existing drug tested outside its
licence, or existing drugs tested against each other for their efficacy/safety.

Investigator Researcher conducting the trial; those researchers leading the team are referred to as Chief
Investigator or Principal Investigator.

Investigator Site File (ISF) A file designed for use in organising and collating all essential documentation
required to conduct a trial in accordance with the principles of GCP and the applicable regulatory
requirements such as REC approval letter/correspondence, MHRA approval, blank CRF, staff CVs, delegation
of duties log.

Investigator Brochure A compilation of clinical and pre-clinical pharmacological/biological data relevant
to the use of that IMP(s) in human subjects (one single brochure for all trials using the same IMP).

ISO 14155 A European standard for the organisation and documentation of clinical trials for
medical devices.

Medicines and Healthcare products Regulatory Agency (MHRA) The organisation responsible for
regulating all medicines and medical devices in the UK by ensuring they work and are acceptably safe.
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Medicines for Human Use (Clinical Trials) SI 2004:1031 and subsequent amendments 2006:1928,
2006:2984, 2008:941, 2009:1164, and 2010:1882 are the UK Statutory Instruments translating EU
directives 2001/20/EC and 2005/28/EC into UK law, laying down the legal requirements for conducting
CTIMPs in the UK.

Monitor The person designated by the sponsor to perform site visits and conduct the monitoring process;
for example, check whether or not there are any deviations from the protocol and that all source data are
correctly transferred into the Case Report Forms.

Multicentre A trial conducted according to a single protocol but carried out at more than one site and by
more than one investigator; one Chief Investigator oversees several local Principal Investigators.

National Institute for Health and Care Excellence (NICE) Provides national guidance and advice to
improve health and social care. NICE's role is to improve outcomes for people using the NHS and other
public health and social care services by producing evidence-based guidance and advice for health, public
health and social care practitioners; developing quality standards and performance metrics for those
providing and commissioning health, public health and social care services; and providing a range of
information services for commissioners, practitioners and managers across the spectrum of health and
social care.

National Institute for Health Research (NIHR) Established by the Department of Health for England
in 2006 to provide the framework through which the Department of Health can position, maintain and
manage the research, research staff and infrastructure of the NHS in England. The mission of the NIHR is
to maintain a health research system in which the NHS supports outstanding individuals, working in
world-class facilities, conducting leading-edge research focused on the needs of patients and the public.

National Research Ethics Service (NRES) Umbrella organisation responsible for all RECs across the UK
(incorporated into HRA in 2013).

NHS Information Centre for Health and Social Care (NHS IC) England’s central, authoritative source
of essential data and statistical information for frontline decision-makers in health and social care.

Non-substantial amendments Changes to the details of a trial that have no significant implications for
the subjects, the conduct, the management or the scientific value of the trial (sometimes referred to as
administrative amendments).

Office for National Statistics (ONS) The UK'’s largest independent producer of official statistics and the
recognised national statistical institute of the UK.

Patient and Public Involvement The process whereby research is carried out ‘with’ or ‘by’ members of
the public rather than ‘to’, ‘about’ or ‘for’ them; for example, members of the public, such as patients,
service users and carers, may comment on or develop research materials or become members of Trial
Steering Groups.

Participant/Patient information leaflet An information leaflet given to those who have been invited to
participate in a trial. The leaflet is designed to provide the potential participant with sufficient information
to allow that person to make an informed decision on whether or not they want to take part.

Personal Demographics Service The national electronic database of NHS patient demographic details
such as name, address, date of birth and NHS Number.

Principal Investigator The lead person at a single site designated as taking responsibility within the
research team for the conduct of the trial.
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Randomised Controlled Trial (RCT) A trial in which two or more forms of treatment/care are compared,
the participants are allocated to one of the forms of care in the trial, in an unbiased way.

Research and Development (R&D) Often the name of the department within NHS hospitals giving NHS
permission to conduct research on those facilities with patients/staff.

Research Ethics Committee (REC) The body authorised by NRES to review documents for research taking
place in the NHS, or social services. Some RECs specialise in clinical trials, or topics such as research in
children. See NRES website for more detail and other types of research. All research in NHS/social services
must be reviewed by a UK REC.

Research Governance Framework (RGF) Department of Health guidance for the conduct of research
within the NHS in England (refer to second edition, 2005).

Research Passport A system for Higher Education Institution (HEI)-employed researchers/postgraduate
students who need to undertake their research within NHS organisations, which provides evidence of
the pre-engagement checks undertaken on that person in line with NHS Employment Check Standards
[including Criminal Records Bureau (CRB) and occupational health].

Serious Adverse Event (SAE) Any adverse event or adverse reaction that results in death, is
life-threatening, requires hospitalisation or prolongation of existing hospitalisation, results in persistant or
significant disability or incapacity, or is a congenital anomaly or birth defect.

Site The NHS organisation in which trial activities and assessment are performed or the location(s) where
trial-related activities are actually conducted. Each site/trust needs to give R&D approval (permission).

Site-Specific Assessment An assessment performed to establish the suitability of a Principal Investigator
and a site for the conduct of research; site-specific assessments will be performed by the participating CRN
for each research site (NHS organisation), using a SSI (Site-Specific Information) form available in IRAS.

Source data verification Checking the original data record, such as laboratory reports or patient medical
notes, against what was transferred onto the CRF database.

Standard Operating Procedure (SOP) Detailed written instructions designed to achieve uniformity of the
performance of a specific function.

Statutory instrument (SI) A document that defines UK law in on a specific topic; for example,
SI (2004/1031) The Medicines for Human Use (Clinical Trials).

Substantial Amendment A change to the terms of the approval, given by either the competent
authority (MHRA in the UK) or the Research Ethics Committee, or a change to the protocol or any other
document submitted with the applications, which significantly affects one of the following: (i) the safety
or physical or mental integrity of trial participants; (ii) the conduct or management of the trial; (iii) the
scientific value of the trial; or (iv) the quality or safety of any investigational medicinal product used.

Summary of product characteristics (SmPC) A smaller version of an Investigator Brochure with
details on pharmacological effects and side effects, but issued for a product that already holds a
marketing licence.
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Suspected Unexpected Serious Adverse Reaction (SUSAR) A serious adverse reaction that is
unexpected (i.e. its nature and severity is not consistent with the known information about that product
from the Investigator’s Brochure or the SmPC) and suspected, as it is not possible to be certain of causal
relationship with the IMP.

Trial Master File (TMF) File with essential documents held by the Chief Investigator/Sponsor.

UK Clinical Research Network (UKCRN) Clinical Trials Unit Network Registered CTUs that have
been awarded UKCRC Registration and provided evidence to an international panel of experts of their
capability to centrally coordinate multicentre trials (i.e. having overall responsibility for the design,
development, recruitment, data management, publicity and analysis of a portfolio of trials), and that they
have established robust systems to ensure conduct and delivery of trials to the highest quality standards.

XHI
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Introduction

Background

The first edition of the TMN Guide to Efficient Trial Management was produced in March 2000. The third
edition was last produced in 2006. It is from this third version that the current group of volunteers working
within trials research from all over the UK have come together to produce the new edition.

Purpose

The guide is intended as a reference tool, providing pragmatic advice and guidance to all those involved in
the management of trials.

It describes the process of managing trials and gives an overview of the trial management framework,

both legal and operational, providing practical hints, tips and references to external resources. It
documents information, practical experience, research, analysis and reflection for the effective and efficient
management of trials.

Application

This guide contains useful information, guidance and references, and tools and resources. It is aimed at
both novice and experienced Trial Managers, and can be used as an induction tool with newly appointed
staff. It may also be useful to students aspiring to pursue a career in trial management.

Scope

The main focus is predominantly late-phase, interventional, academic trials. As many aspects of trial
management apply across all trials, Trial Managers of early Phase | and Phase Il trials may also find

aspects of this guide useful and applicable to their work.

One of the main objectives was to produce an inclusive resource, relevant to trials of a wide range of
interventions and not limited to Clinical Trials of Investigational Medicinal Products (CTIMPs).

The content of the guide has potentially wider applicability and relevance to the management of other
well-designed studies such as case—control and cohort designs.

Limitations of the guide

This guide is not a legal document, nor is it intended to be comprehensive or exhaustive. It consolidates

into one document key information, available evidence and practical experience relevant to the field of
trial management.
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UNDERSTANDING RANDOMISED TRIALS

Section 1 Understanding randomised trials

1.1 Why do a randomised trial?

Assessment of the risks and benefits of a new treatment or other intervention needs to be based on
reliable evidence. The most reliable evidence is best obtained by carrying out randomised trials to compare
outcomes of similar groups of participants who receive either the new intervention or the current standard
intervention or, if there is no current standard, a placebo (or no active treatment). These trials need to be
large enough to estimate the effects of an intervention or procedure with a high level of confidence.

The group that does not receive the intervention being evaluated is called the control group. This group
may receive the standard intervention or, if there is no standard intervention available, no intervention or a
placebo (dummy) intervention.

Ethically, equipoise should exist for a randomised trial to be undertaken: that is, genuine uncertainty about
the additional benefits and risks of the new intervention over the current standard intervention.

Randomised trials are the gold standard’ as they aim to minimise potential biases in the estimation of
the effect of the intervention. The two primary ways of minimising bias are randomisation and blinding.
Chance effects are minimised by including large enough numbers of participants.

1.2 Randomisation and methods

Randomisation

In a randomised trial designed to evaluate a novel intervention versus control with equal numbers in each
group (1:1), random allocation of the trial intervention gives all participants the same chance of receiving
the new intervention or the control intervention.

Allocation is independent of the characteristics of the participants, unless the allocation uses stratification
or minimisation; see Randomisation methods, below, and preferences or prejudices of the investigator and
participants. This can be achieved only if concealment of intervention allocation is secure such that the
investigator and participants are ignorant of, and unable to predict, the next intervention allocation.

Randomisation methods
Simple randomisation — allocation decided by (the equivalent of) a random number table, a
computer program or the toss of a coin.
Minimisation — improves balance between the groups in terms of important characteristics, especially
in small samples. It is based on the idea that the next participant to enter the trial is more likely to
be allocated the intervention that would minimise the overall imbalance of selected characteristics
between the groups at that stage.
Blocked (or restricted) randomisation — interventions assigned randomly within blocks to ensure
balance within the blocks. Blocks can be of any size, but a multiple of the number of intervention
groups is logical. The block size should be small and variable, and unknown to the investigators, to
prevent predictability and maintain concealment.
Stratified randomisation — gives a balance within subgroups defined by important variables such
as centre or country in a multicentre trial. Blocked randomisation must be used within each stratum.
Stratification is not feasible for small studies or where many variables exist.
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Cluster randomisation — the unit of randomisation is not the individual participant being studied

but groups of participants (clusters), GP patients or a village community. This design is particularly
appropriate when the intervention is at a group level. The overall sample size required is larger because
the analysis is based on the cluster unit.

1.3 Blinding (also known as masking)

Double blind - both investigator and participant are ignorant of the intervention allocation.
Single blind — either the participant or the investigator is unaware of the intervention allocated.
Usually it is the participant who is ‘blind’.

Whether or not it is possible to blind the participant and the care-giver, the outcomes should be well
defined and objective and the person assessing the pre-specified outcomes should, whenever possible, be
unaware of or blind to the intervention allocated.

1.4 Placebos

Placebos are dummy interventions often used in drug trials. Although more difficult to organise in
non-drug trials of complex interventions, placebos are sometimes both feasible and desirable in this
setting. If there is no existing standard intervention, then giving the control group no active intervention
is ethical, and blinding can be achieved by use of a placebo. The placebo must be pharmacologically
inactive but identical in appearance and taste to the active intervention.

Double-dummy placebo

In many trials where there is an existing treatment for a disease, it is not appropriate or ethical to withhold
treatment from the control group and, therefore, the comparison is between the new treatment and the
standard treatment. In order to blind both the participants and the clinical team, various methods can be
adopted. Ideally, the new treatment and standard treatment would be prepared in such a way that they
cannot be distinguished, except by laboratory analysis. This is often not feasible as the two preparations
may have very different characteristics. A double-dummy technique is often used in these circumstances.
Placebo preparations for both treatments are required so that the group allocated to the new treatment
receives a placebo matched to the standard treatment, and those allocated to the standard treatment
receive a placebo matched to the new treatment. One disadvantage of this approach is that participants
have to have extra trial treatments and this may reduce compliance.

1.5 Sample size

The planned sample size or number of participants required is calculated to ensure a high chance of
detecting a clinically important difference at a specified level of statistical significance if one truly exists.

In order to calculate the sample size, the number of primary events, or event rate, in the control group
must be known or estimated reasonably accurately so that a realistic estimate of the size of effect of the
intervention can be made. It is usually prudent to have a slightly larger than required sample size to allow
for dropouts or poor adherence. Similar calculations can be made for other types of outcomes such as
‘means’. The sample size must be pre-specified but may be reviewed during the course of a trial, especially
if event rates are not well known. The sample size provides the overall recruitment target for the trial.
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UNDERSTANDING RANDOMISED TRIALS

1.6 Power

The probability that a trial of a given size will detect a clinically important difference at a given level of
significance, if a true difference of a certain size exists, is known as the statistical ‘power’. The greater the
power, the more certain it is that the trial will be able to detect the difference if it exists, but also the larger
the sample size needed.

1.7 Confidence intervals

A confidence interval is the range of effect sizes around the estimate for the trial that is likely to include
the true value. Commonly, a 95% confidence interval is used, giving a 95% chance that the true value is
within this interval, but 80%, 90% and 99% are alternatives.

1.8 Confounding

Confounding occurs when the interventions to be examined are not the only differences between the
groups being compared, so that differences in outcome may not be due to the intervention.

A trial comparing participants allocated intervention ‘a’ versus those allocated intervention ‘a’ plus
intervention ‘b’ in parallel is not confounded for the evaluation of intervention ‘b’, as this is the only
difference between the regimens.

1.9 Outcomes

A key element in the design and management of trials is the identification and agreement of trial
outcomes. There are typically many outcomes relevant to the research question, but it is normal practice
for one of these to be classed as the primary outcome with the others being classed as secondary.

The primary outcome is the most important outcome. It should be an important outcome with regard to
addressing the research question. The sample size is determined with respect to the primary outcome.
As a consequence, the primary outcome needs to be one that can be readily assessed and that leads to

a feasible sample size. In some circumstances, there may be more than one primary outcome; this will
have been considered in trial development and with significant input from the trial statistician. Secondary
outcomes chosen should be sufficient to address all relevant aspects of the intervention.

A description of all the outcomes should be included in the trial protocol together with a description of
how, when and by whom data will be collected. There are various types of outcomes including clinical
outcomes, participant-reported health-related quality of life and health economic measures. The data

can be collected by various means, such as questionnaires sent to collect patient-reported outcomes

and clinical information collected from GPs/clinical staff at participating sites. Timing of outcome data
collection also requires agreement and management — for example, at which time points, such as baseline
and long-term follow-up and from which sources and by whom.

Outcome data should be collected and assessed in a way that reduces bias and maximises response.
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1.10 Types of trials

Phase I: first test in humans
Phase | trials are the first stage of testing in humans. Normally, a small group of 20-100 healthy volunteers
will be recruited. This phase is designed to assess safety (pharmacovigilance), tolerability, pharmacokinetics
and pharmacodynamics. These trials are often conducted in a trial clinic, where the subject can be
observed by full-time staff.
Phase | trials:

aim to establish safe/tolerable levels

aim to establish initial pharmacokinetics

usually include healthy volunteers, who may be paid but may be patients

are not usually placebo controlled.

Phase Il

Phase Il trials are designed to assess how well the drug/intervention works, as well as to continue Phase |
safety assessments in a larger group of volunteers and patients. When the development process fails, this
usually occurs during Phase Il trials when the drug/intervention is discovered not to work as planned, or to
have toxic effects.

Phase Il is sometimes divided into Phase IIA and Phase IIB. Phase lIA is specifically designed to assess dosing
requirements and how much should be given. Phase IIB is specifically designed to study efficacy and how
well it works at the prescribed dose(s). Some Phase Il trials combine Phase | and Phase Il, and test both
efficacy and toxicity.

Phase Il feasibility trials are often used to resolve uncertainties regarding the design and conduct of
the main Phase Ill trial. Issues such as recruitment, randomisation and follow-up rates, adherence to
interventions and choice of outcome measures, including gaining empirical evidence for the main trial
sample size calculation, are frequently investigated in a feasibility study. The numbers of eligible patients
are also sometimes assessed at this stage to assist planning of the main trial. The feasibility trial will have
different end points from the main trial, focused around the uncertainties, while a pilot trial is a smaller
version of the main trial and will have the same end points as the Phase Il trial.
Phase Il trials:

include participants with the disease

aim to provide evidence of activity and better evidence of safety

aim to define dosage and regimen

may or may not be randomised and/or placebo-controlled.

Phase Il trials
Phase Il trials are randomised controlled multicentre trials on large patient groups of 300-3000 or more
depending on the disease/medical condition studied, and are aimed at being the definitive assessment
of how effective the drug/intervention is, in comparison with current gold standard treatment. Because
of their size and comparatively long duration, Phase Ill trials are the most expensive, time-consuming and
difficult trials to design and run, especially in therapies for chronic medical conditions.
Phase Il trials:

include participants with the disease

aim to assess the efficacy, safety and, therefore, the balance of risks and benefits

compare benefits and side effects with those of standard treatment or a placebo or both.
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UNDERSTANDING RANDOMISED TRIALS

Phase IV: ‘later efficacy’ post-marketing surveillance trials
Phase IV trials evaluate medicines/interventions that are already available for doctors to prescribe, rather
than new developments. Phase IV trials include participants with the disease.
The main reasons for conducting Phase IV trials are to find out:
more about side effects and safety in a larger population
what the long-term risks and benefits are by conducting long-term follow-up
performance when used in a broader population or in a combination of treatments.

Phase V: comparative effectiveness and community-based research

Phase V is a term used increasingly in the translational research literature to refer to comparative
effectiveness research and community-based research. It is used to signify the integration of a new
treatments into widespread health practice.

Cluster randomised trials

Trials of behavioural interventions or public health interventions, for example school-based
interventions to improve physical activity, are often delivered with a cluster randomised trial design.
The unit of randomisation is the school, not the individual, as that is how the interventions would
be given subsequently, and this design also helps to reduce contamination of control participants
taking up the intervention. Usually these trials have to be larger in size than the equivalent trial with
individual randomisation.
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Section 2 National infrastructure

2.1 National Institute for Health Research, England

The vision of the National Institute for Health Research (NIHR) is to improve the health and wealth of

the nation through research. The NIHR provides the NHS with the support and infrastructure it needs to
conduct first-class research. It funds a broad range of research infrastructure in the NHS England (see the
list of key NIHR infrastructure facilities at www.nihr.ac.uk/infrastructure/Pages/default.aspx).

2.2 UK Clinical Research Network (UKCRN)

Clinical Research Networks (CRN) have been established in each of the four UK nations, funded by the UK
health departments. Together, these national networks form the UKCRN.

The structure of the networks varies between each country, but all share the common goal of providing
the infrastructure to support high-quality clinical research studies for the benefit of patients. There is a
commitment to ensure that the CRN across the UK work together in an integrated manner to share
experiences, develop joint initiatives and promote partnership and UK-wide working wherever possible.

The CRN provide the necessary support and facilities the NHS needs for first-class research that results in
high-quality care for patients and the public.

In practice, this means:
providing researchers with advice on the feasibility of studies, to ensure that they can be practically
delivered through the NHS
running systems to streamline the bureaucracy associated with gaining permission to run a trial in the
NHS, and reducing the set-up time for trials
funding and supporting an infrastructure of trained research support staff in the NHS, so that
researchers have access to experienced people to provide the NHS service support required for
their research
maintaining a knowledge base of NHS sites and their research strengths and capabilities, for
researchers to access as a resource
monitoring the numbers of patients participating in individual trials, and offering a trouble-shooting
service to help studies that are falling behind with their recruitment targets.

National Institute for Health Research Clinical Research Network

Through the NIHR CRN in England, researchers working on trials included in the NIHR portfolio have
access to a wide range of support at the planning, set-up and delivery phases of research. For more
information, see the research journey interactive map available from the researchers’ web pages of the
Clinical Research Network Coordinating Centre website at www.crncc.nihr.ac.uk/researchers/researchers.

What does the CRN provide for trial managers?
Support for trial planning.
Support for trial set-up.
On-site help to identify and recruit patients.
Advice on alternative recruitment sites.
Training in Good Clinical Practice (GCP).
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NATIONAL INFRASTRUCTURE

Help to manage the Research Passport scheme.
Free ISRCTN (International Standard Randomised Controlled Trial Number) registration for eligible NIHR
portfolio studies.

2.3 UK Clinical Research Collaboration (UKCRC)

All clinical research carried out in the UK is currently supported by a national infrastructure, the UKCRC.
The UKCRC provides a forum that enables all partners including main funding bodies, government,
charities, academia, the NHS, regulatory bodies, industry and consumers, to work together to transform
the clinical research environment in the UK.

The forum promotes a strategic approach to the identification of opportunities for, and obstacles to,
clinical research and their resolution. In so doing, the UKCRC aims to benefit the public and patients by
improving national health and increasing national wealth. For more information, go to the UKCRC website
at www.ukcre.org.

2.4 UKCRC Clinical Trials Unit Network

Clinical Trials Units (CTUs) are an important element of the UK-wide clinical infrastructure. CTUs are
specialist units that have been set up with a specific remit to design, conduct, analyse and publish

trials and other well-designed studies. They have the capability to provide specialist expert statistical,
epidemiological and other methodological advice and coordination to undertake successful trials. In
addition, most CTUs will have expertise in the coordination of trials involving investigational medicinal
products (IMPs), which must be conducted in compliance with the UK regulations governing the conduct
of trials resulting from the EU Directive for Clinical Trials.?

CTUs that have been awarded UKCRC registration are required to demonstrate evidence to an
international panel of experts of their capability to centrally coordinate multicentre trials, i.e. having overall
responsibility for the design, development, recruitment, data management, publicity and analysis of a
portfolio of trials, and that they had established robust systems to ensure conduct and delivery of trials to
the highest quality standards.

Further details about the CTU functions and services can be found at the UKCRC-registered CTUs network
website (www.ukcrc-ctu.org.uk).
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Section 3 Requlatory framework for clinical trials

3.1 Legislation and guidance

A Trial Manager should ensure that the trials they manage comply with the appropriate national and
international standards and guidance, regulations and legislation (see Table 7). In addition, a Trial

Manager should adhere to the relevant policies and guidance of his/or her employing organisation and the
organisation acting as sponsor of the trial.

TABLE 1 Key legislation, guidance and approvals required

Key legislation and guidance Required approvals*

All trials o Guidelines for GCP o Ethics approval (*NRES/NHS/HSC Research
Ethics Committees)

o Department of Health Research o NHS Permissions (NHS/HSC R&D offices)
Governance Framework for Health and
Social Care 2005°

o Data Protection Act 1998* o The NRES is now part of the Health
) Research Authority (www.hra.nhs.uk)
o Freedom of Information Act 2000°

o Mental Capacity Act 2005 (non-CTIMPs
only)

o Human Tissue Act 20047 (only if collecting
human tissues)

In addition, for o Medicines for Human Use (Clinical Trials) o MHRA approval
clinical trials of Regulations 20048 and its amendments
medicinal products 20064a,° 2006b,'° 2008" and 20092

In addition, for o The Medical Devices Regulations 20023 o Trials involving non-CE-marked medical
clinical trials of devices and CE-marked medical devices
medical devices used for novel indications

o The Medical Devices (Amendment) o MHRA approval
Regulations 2012

*Depending on the specifics of your trial, you may also require approvals from the following
review bodies:

o Administration of Radioactive Substances Advisory Committee
o Gene Therapy Advisory Committee
o Ministry of Justice

o Health Research Authority (included components of work undertaken formerly by the
National Information Governance Board)

o National Offender Management Service
o Social Care Research Ethics Committee

Expert Advisory Group/the Commission on Human Medicines review for certain first in
human trials
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Good clinical practice is an international ethical and scientific quality standard for the design, conduct
recording and reporting of research involving humans.

The International Conference on Harmonisation (ICH), which brings together the pharmaceutical industry
with the regulatory authorities of the EU, Japan and the USA, developed guidance on GCP in 1996." The
purpose is to provide assurance that:

data and reported results of clinical investigations are credible and accurate

rights, safety and confidentiality of participants in clinical research are respected and protected.

It is internationally recognised as good practice, but is not enforced by law in most countries.

With the advent of the Medicines for Human Use (Clinical Trials) Regulations 2004® and the EU Directive on
Good Clinical Practice,? compliance with the principles of GCP became a legal obligation in the UK/Europe
for all trials of investigational medicinal products (see 3.7.7, Clinical Trials of Investigational Medicinal
Products) as well as recognised good practice for clinical trials of any type of intervention.

Principles based on Articles 2 to 5 of the Good Clinical Practice Directive

1. The rights, safety and well-being of the trial subjects shall prevail over the interests of science and society.

2. Each individual involved in conducting a trial shall be qualified by education, training and experience

to perform his tasks.

Clinical trials shall be scientifically sound and guided by ethical principles in all their aspects.

The necessary procedures to secure the quality of every aspect of the trial shall be complied with.

5. The available non-clinical and clinical information on an IMP shall be adequate to support the
proposed clinical trial.

6. Clinical trials shall be conducted in accordance with the principles of the Declaration of Helsinki.

7. The protocol shall provide for the definition of inclusion and exclusion of subjects participating in a
clinical trial, monitoring and publication policy.

8. The investigator and sponsor shall consider all relevant guidance with respect to commencing and
conducting a clinical trial.

9. All clinical information shall be recorded, handled and stored in such a way that it can be accurately
reported, interpreted and verified, while the confidentiality of records of the trial subjects
remains protected.

W

Conditions based on Article 3 of the Good Clinical Practice Directive

1. Before the trial is initiated, foreseeable risks and inconveniences have been weighed against the
anticipated benefit for the individual trial subject and other present and future patients. A trial should
be initiated and continued only if the anticipated benefits justify the risks.

2. The medical care given to, and medical decisions made on behalf of, subjects shall always be the
responsibility of an appropriately qualified doctor or, when appropriate, of a qualified dentist.

3. A trial shall be initiated only if an ethics committee and the licensing authority comes to the conclusion
that the anticipated therapeutic and public health benefits justify the risks and may be continued only
if compliance with this requirement is permanently monitored.

4. The rights of each subject to physical and mental integrity, to privacy and to the protection of the data
concerning him in accordance with the Data Protection Act 1998* are safeguarded.

5. Provision has been made for insurance or indemnity to cover the liability of the investigator and
sponsor, which may arise in relation to the clinical trial.

[Taken from the Medicines for Human Use (Clinical Trials) Amendment Regulations 2006.]°



DOI: 10.3310/2014-Trial-Managers'-Network Guide to Efficient Trial Management 4* Edition January 2014

Research Governance Framework for Health and Social Care

The Research Governance Framework (RGF) for Health and Social Care® has been drawn up by the
Department of Health for England and aims to bring together general principles of good practice and to
ensure that all research undertaken within health and social care organisations conforms to a common set
of standards.

As such, it is applicable to all research within the remit of the Secretary of State for Health for England
and includes clinical and non-clinical research; research undertaken by NHS or social care staff using the
resources of health and social care organisations; and any research undertaken by industry, charities,
research councils and universities within the health and social care systems that might have an impact on
the quality of those services (see Table 2).

TABLE 2 Research Governance Framework’s aims and applicability

sets principles, requirements and enhancing ethical and scientific designs research studies
standards quality participates in research
defines mechanisms to deliver promoting good practice hosts research in their organisation
standards reducing adverse incidents and funds research proposals or
describes monitoring and ensuring lessons are learned infrastructure
assessment arrangements i

9 preventing poor performance and manages research

misconduct

undertakes research

Data Protection Act 1998

The Data Protection Act 1998° applies where any ‘personal data’ are being collected, held or processed.

Under the definitions of the Act, ‘personal data’ means data that relate to a living individual who can

be identified:

(a) from those data, or

(b) from those data and other information that are in the possession of, or is likely to come into the
possession of, the data controller, and includes any expression of opinion about the individual and any
indication of the intentions of the data controller or any other person in respect of the individual.

The Data Protection Act places obligations on those who process information (data controllers) while
giving rights to those who are the subject of those data (data subjects). The Act also defines a special
category of personal data as ‘sensitive’ and the lawful use of these data are further restricted under the
Act. Sensitive personal data include the state of individuals’ mental or physical health; their religious,
philosophical or political beliefs; trade union membership; their criminal record; their racial or ethnic origin;
and details of their sexual life.

The Data Protection Act stipulates that personal information should not be used for the purposes of
research without the approval of the individual. The only exception to this is in situations deemed by the
State to be in the best interest of the patients and public at large.

In practice for most trials, consent to collect, store and process information is covered in the informed
consent process.

The Data Protection Act sets out principles that must be applied to the use and storage of those
personal data.
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Most health care research requires the processing and/or storage of personal and sensitive information
relating to living individuals and is therefore governed by the Data Protection Act 1998. The requirements
of the Data Protection Act are encompassed in the eight Data Protection Principles, which form part of the
Act. Please note that the common law duty of confidentiality also applies.

The eight principles of data handling are that data should:
1. be collected fairly and lawfully
be processed for limited purposes
be adequate, relevant and fit for purpose
be accurate
be kept for no longer than necessary
be processed in line with the data subject’s rights
be stored securely
not be transferred to countries without adequate data protection.

© N A WN

To help ensure compliance:
Register under the Data Protection Act with your host institution.
Consider if waivers are required for collaboration outside the EU.
Consult with Information Commissioner if there is any uncertainty about process.
Ensure confidentality clause in staff contracts.
Develop procedures for breaches of confidentiality.
Ensure that staff are aware of data protection protocols within the coordinating centre.
Identify lead person for data protection issues.
Participants must give consent to process all personal information.
Participants must be given accurate information regarding the use of data/samples collected both now
and in the future.

The Freedom of Information Act 2000° gives individuals a general right of access to information held by or
on behalf of public authorities. It is intended to promote a culture of openness and accountability among
public sector bodies, and therefore to facilitate better public understanding of how public authorities carry
out their duties, why they make the decisions they do, and how they spend public money.

Any person who makes a written request to a public authority for information must