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FOREWORD

Biomedical research, whether by means of a physical intervention on patients or healthy volunteers,
use of stored biological material, or data obtained by questionnaires, seeks to diminish existing
uncertainties and improve our understanding of health and disease. Ultimately, the results obtained
in such research, contribute to appropriate and improved healthcare directed at meeting the needs

of patients.

Research Ethics Committees (RECs) play a central role in the research process. The task of RECs has
become increasingly demanding and complex over the last decade. As well as upholding the rights of
research participants, RECs are tasked with assessing the risks and benefits of research, ensuring
consent is valid, protecting confidentiality and privacy, and more recently with the monitoring and
auditing of ongoing and completed research. Increasingly, biomedical research is being conducted at
multiple research sites both nationally and internationally and because of the volume and varied
nature of the research reviewed, members of local RECs have a demanding task maintaining a

coherent approach.

It has been recognised that the efficiency of ethical review and the diversity of practice amongst
committees has posed a challenge for the research community. The ethical review process had
become regarded by some as an obstacle to research rather than a facilitator of it. In response,
RECs have adopted a pro-active approach in dispelling this view. By September 2008, RECs
recognised for the review of clinical trials of medicines were all utilising a single application form
devised by the Irish Council for Bioethics, at the request of the Department of Health & Children.
Also in 2008, a group of REC administrators launched an initiative to draft a common application
form for research proposals which fall outside the remit of the regulations for clinical trials for
medicinal products. A comprehensive series of consultations among the Research Ethics Committees
and with the broader research community and State agencies was undertaken and a common form
was piloted from January 2010 by four RECs. A formal evaluation of the pilot phase accompanies the

final draft of the common application form and guidance manual.
This initiative originated from the RECs themselves and without the energy, enthusiasm and

dedication of, in particular, REC administrators and members, this project would not have succeeded.

The significant contribution of the Dublin Centre for Clinical Research, Molecular Medicine Ireland,
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the Office of the Data Protection Commissioner, the State Claims Agency, the Irish Medicines Board

and A&L Goodbody Solicitors should also be acknowledged.

Research ethics committee members dedicate significant time and effort, on a voluntary basis, to
undertake their duties, often without adequate financial support, and in so doing, provide an
invaluable public service. Undoubtedly, the introduction of a common application form, will
significantly contribute to a more streamlined approach that should facilitate efficient ethical review
and should improve the calibre of application completed by researchers and submitted to RECs. It
will also be key in facilitating communication and interaction between researchers and ethics

committees, allowing both to work together as partners in the process of ethical review.

Dr. Siobhan O’Sullivan
Scientific Director

Irish Council for Bioethics
July 2010
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INTRODUCTION

This Guidance Manual accompanies the Standard Application Form developed for health-
related research studies not covered by Sl 190. Its purpose is to guide applicants when
completing the form. It is a reference document that provides detailed context for the
questions asked and directs applicants to other related sources of information. The
Guidance Manual will be reviewed and updated on a regular basis. The need for a Guidance
Manual was identified during the development of the Standard Application Form.

This edition of the Guidance Manual reflects

(i) the release by the Health Services Executive of a National Consent Policy in
May 2013;

(ii) the publication by the World Medical Association of an amended version of
the Declaration of Helsinki in October 2013;

(iii) feedback received from research ethics committees and applicants to
research ethics committees on the previous version of the Standard
Application Form, and Guidance Manual;

(iv) the re-naming and re-branding of the Irish Medicines Board in July 2014.

Applicants are requested to read this Guidance Manual in conjunction with Part Three of the
Health Service Executive National Consent Policy (May 2013) or any subsequent editions of
this policy.

Guidance Note E3.2 (b) — Access to Healthcare Records without Consent

Applicants are advised that, although the Office of the Data Protection Commissioner has
expressed reservations about the wording of the Guidance Note E3.2 (b), the decision of
research ethics committees using the form is to retain this wording at the present time.

Applicants framing a response to Question E3.2 (b) may wish to avail of the advice of the
Office of the Data Protection Commissioner on a case by case basis.

Although The Data Protection Guidelines on Research in the Health Sector 2007 are
referenced in this Guidance Manual, it is acknowledged that these guidelines are out of date.
An updated version is not available at the time of going to print.

September 2014
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KEY DEFINITIONS

STANDARD APPLICATION FORM: Application Form for the Ethical Review of Health-Related
Research Studies which are not clinical trials of medicinal products for human use as defined in
Statutory Instrument 190/2004. Standard Application Form is available on the Molecular Medicine
Ireland website and from research ethics committees.

DEPARTMENT OF HEALTH FORM: Application Form for ethical review of clinical trials of medicinal
products for human use as defined in S.I. 190/2004. This application form is available on the
Department of Health website and from research ethics committees.

Clinical trial of a Medicinal Product:
Any investigation in human subjects, other than a non-interventional trial, intended to:

(a) discover or verify the clinical, pharmacological or other pharmacodynamic effects of
one or more investigational medicinal products, or

(b) identify any adverse reactions to one or more such investigational medicinal products,
or

(c) study absorption, distribution, metabolism and excretion of one or more such
investigational medicinal products, or

(d) discover, verify, identify or study any combination of the matters referred to at
subparagraphs (a), (b), and (c),

with the object of ascertaining the safety or efficacy of such products, or both.

(European Communities (Clinical Trials on Medicinal Products
for Human Use) Regulations, 2004 (S.I. No. 190 of 2004)

Local Committee Checklist/ Local Committee Declaration and Signatory Page: Research ethics

committees using the Standard Application Form may wish to draft a ‘Local Committee Checklist’
outlining local documentation requirements, and a ‘Local Committee Declaration and Signatory Page’
outlining local signatory requirements. (See Appendices Three and Four for templates)

Principal Investigator: The Principal Investigator is the Principal Researcher on the research team

who is responsible for the conduct, and in many instances also the design, of the research study
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IN DEPTH INSTRUCTIONS ON HOW TO COMPLETE EACH QUESTION
IN THE STANDARD APPLICATION FORM
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SECTION A GENERAL INFORMATION

Al Title of the Research Study:
| [TYPE ANSWER] |

A2 (a) Is this a multi-site study? (Please answer ‘yes’ if this study is taking place at more

than one site)

Action: If you chose ‘yes’ please delete A2 (e) and (f)

Action: If you chose ‘no’ please delete A2 (b)(c) and (d)

A2 (b) If yes, please name the principal investigator with overall
responsibility for the conduct of this multi-site study. (The Principal Investigator is
the Principal Researcher on the research team who is responsible for the conduct, and in many instances
also the design, of this research study. Please note the strong links between this question and Questions
J3.1 and J3.2 in Section J. Please pause at this point to refer to and respond to Questions J3.1 and J3.2.
Please provide a 2 page curriculum vitae of the Principal Investigator for review.

Research Ethics Committees which have decided formally to adopt this application form (see Appendix
Five) may wish to review their local requirements in light of this definition, for example, an institutionally-
based research ethics committee may require principal investigators who are not employees (e.g.
academic staff and students) to be mentored, supported, sponsored, supervised etc. by an employee. In
addition, an institutionally-based committee may require such a principal investigator where s/he seeks to
conduct research on patients to provide evidence that those with clinical responsibility for patients are fully
aware / supportive of this study taking place.

Applicants are requested to liaise with the institutional ethics committee — local requirements of this nature
are typically outlined in the local committee checklist (see Appendix Three) or local committee declaration
and signatory page (see Appendix Four))

Title: Dr./ Ms. / Mr. / Prof.] Name: [TYPE ANSWER]
Qualifications: [TYPE ANSWER]

Position: [TYPE ANSWER]

Dept: [TYPE ANSWER]

Organisation: [TYPE ANSWER]

Address: [TYPE ANSWER]

Tel: [TYPE ANSWER] E-mail: [TYPE ANSWER]

A2 (c) For multi-site studies, please name each site where this study is
proposed to take place, state the lead co-investigator for each of these
sites and state if you have got an outcome from the relevant research
ethics committee(s). (The Lead Co-Investigator takes responsibility for the study at a site. S/he
should be an employee of the site in question who is appropriately qualified to oversee the conduct of the
study at the site. Please ensure that you have provided copies of any approvals which you have referred
to in your response.)

Site: Lead Co-Investigator Research Ethics Committee
for each site: Outcome

[TYPE ANSWER] | [TYPE ANSWER] [TYPE ANSWER]

[TYPE ANSWER] | [TYPE ANSWER] [TYPE ANSWER]

Action: Please add rows to the above table should you wish to add a site.
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A2 (d) For multi-site studies, please provide details of the Lead Co-
Investigators at each site.

Title: Dr. / Ms. / Mr. / Prof.] Name: [TYPE ANSWER]
Qualifications: [TYPE ANSWER]

Position: [TYPE ANSWER]

Dept: [TYPE ANSWER]

Organisation: [TYPE ANSWER]

Address: [TYPE ANSWER]

Tel: [TYPE ANSWER] E-mail: [TYPE ANSWER]

Action: Please copy and paste the headings in Question A2 (d) should you wish to add a Lead Co-
Investigator.

A2 (e) If no, please name the principal investigator with overall
responsibility for the conduct of this single-site study. (The Principal Investigator
is the Principal Researcher on the research team who is responsible for the conduct, and in_many
instances also the design, of this research study. Please note the strong links between this question and
Questions J3.1 and J3.2 in Section J. Please pause at this point to refer to and respond to Questions J3.1
and J3.2. Please provide a 2 page curriculum vitae of the Principal Investigator for review.

Research Ethics Committees which have decided formally to adopt this application form (see Appendix
Five) may wish to review their local requirements in light of this definition, for example, an institutionally-
based research ethics committee may require principal investigators who are not employees (e.g.
academic staff and students) to be mentored, supported, sponsored, supervised etc. by an employee. In
addition, an institutionally-based committee may require such a principal investigator where s/he seeks to
conduct research on patients to provide evidence that those with clinical responsibility for patients are fully
aware / supportive of this study taking place.

Applicants are requested to liaise with the institutional ethics committee — local requirements of this nature
are typically outlined in the local committee checklist (see Appendix Three) or local committee declaration
and signatory page (see Appendix Four))

Title: Dr./ Ms. / Mr. / Prof.] Name: [TYPE ANSWER]
Qualifications: [TYPE ANSWER]

Position: [TYPE ANSWER]

Dept: [TYPE ANSWER]

Organisation: [TYPE ANSWER]

Address: [TYPE ANSWER]

Tel: [TYPE ANSWER] E-mail: [TYPE ANSWER]

A2 (f) For single site studies, please name the only site where this study will
take place.
| [TYPE ANSWER] |

A3. Details of Co-investigators: (Please provide the details of the Main ‘Co-Investigators’
i.e. those investigators who play key roles in relation to the conduct of this study e.g. statistical analysis
(Section B), selection, recruitment and consent (Section C), data collection and analysis (Section E) and
laboratory analysis (Section F) etc.)

Name of site (if applicable): [TYPE ANSWER]

Title: Dr. / Ms. / Mr. / Prof.] Name: [TYPE ANSWER]
Qualifications: [TYPE ANSWER]

Position: [TYPE ANSWER]

Dept: [TYPE ANSWER]

Organisation: [TYPE ANSWER]
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Address: [TYPE ANSWER]
Tel: [TYPE ANSWER] E-mail: [TYPE ANSWER]
Role in Research e.g. statistical / data / laboratory analysis: Answer

Action: Please copy and paste the headings in Question A3 should you wish to add a Co-Investigator

A4. Lead contact person who is to receive correspondence in relation
to this application or be contacted with queries about this application.
(For administrative and correspondence purposes, committees require a person who is familiar with this
study to be available to address queries as they arise. This person can be the Principal Investigator, or
any person who has been delegated this task by the Principal Investigator.)

Name: [TYPE ANSWER]

Position: [TYPE ANSWER]

Organisation: [TYPE ANSWER]

Address for Correspondence: Answer

Tel (work): [TYPE ANSWER] Tel (mob.): [TYPE ANSWER]

E-mail: [TYPE ANSWER]

A5 (a) Is this study being undertaken as part of an academic
qualification? (Students are encouraged not to complete this application form without the

assistance of an academic supervisor) [Yes / NO|

Action: If you chose ‘no’ please delete A5 (b) and (c)

A5 (b) Ifyes, please complete the following:
Student Name(s): [TYPE ANSWER]

Academic Course: [TYPE ANSWER]

Academic Institution: [TYPE ANSWER]

A5 (c) Academic Supervisor(s):

Title: Dr./ Ms. / Mr. / Prof.] Name: [TYPE ANSWER]
Qualifications: [TYPE ANSWER]

Position: [TYPE ANSWER]

Dept: [TYPE ANSWER]

Organisation: [TYPE ANSWER]

Address: [TYPE ANSWER]

Tel: [TYPE ANSWER] E-mail: [TYPE ANSWER]

SECTION B  STUDY DESCRIPTORS

APPLICANTS MAY COPY AND PASTE FROM STUDY PROTOCOLS AS A STARTING POINT WHEN
RESPONDING TO THE QUESTIONS IN SECTION B. PLEASE HOWEVER AVOID STATEMENTS
SUCH AS ‘SEE ATTACHED PROTOCOL FOR DETAILS’

B1l. What is the anticipated start date of this study?
| [TYPE ANSWER]

B2. What is the anticipated duration of this study?
(Please state the anticipated duration of this research study in months or years.)

| [TYPE ANSWER] |
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B3. Please provide a brief lay (plain English) description of the study.
Please ensure the language used in your answer is at a level suitable for
use in a research participant information leaflet.

(The lay summary should be in simple language between 100 and 500 words in length only. There is a word limit
in place. )

[TYPE ANSWER] |

B4. Provide brief information on the study background

(Committees are interested in knowing where the idea for this study came from, if a literature review has been
carried out and what the rationale for the study is. Your answer should be between 100 — 500 words in length to
include a maximum of five references. There is a word limit in place. If a study protocol is available, please ensure
that the study protocol has been provided for the review of the committee. Please note that study protocols are
not distributed to all committee members. However, all committee members will receive a copy of this application
form.)

[TYPE ANSWER] |

B5. List the study aims and objectives.
(Any study proposed which cannot answer the research question posed is unethical)

[TYPE ANSWER] |

B6. List the study endpoints /measurable outcomes (if applicable).
(For quantitative research, a study ‘endpoint’ is a measurable outcome designed to answer the research
question.)

[TYPE ANSWER] |

B7. Provide information on the study design.
(The study design chosen should be appropriate to achieving the aims and objectives stated in response to B5.)

“The different types/patterns and designs of research can sometimes be confusing. The purpose here is to provide
definitions and explanations of the main terms.

Types/Patterns of Research

The terms used to describe the different types of social research are:

e  Basic —to understand and describe social phenomena;

e  Applied (policy/action research) — to provide useful knowledge to apply to a problem or inform change;

e  Evaluative (assessment/appraisal) — to establish the efficiency, effectiveness and/or success of a
program/intervention.

The terms used to describe the different types of medical research are:

e  Basic — investigation of human or animal samples (e.g. biochemical, genetic) carried out in a laboratory;
e  Epidemiological — the study of disease occurrence (distribution and determinants);

e  Clinical — the study of patients who have a particular condition.

Other terms you may encounter are:
e  Exploratory — referring to the fact that the subject area is being explored and little is currently
understood about it;
e  Causal - referring to the fact that you are looking for ‘cause and effect’ in the subject area.

Research Design - the broad decisions

> Observational or Experimental
Observational research collects information on subjects with no intervention. It comprises descriptive studies
(description only) and analytical studies (analyzing relationships between variables; cross-sectional, case-control,
cohort and ecological studies).
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Experimental research is where the researcher affects what happens to the subjects by varying some factor which
the researcher can control and then investigates the effects of the intervention. It comprises clinical trials and field
trials (individual level and aggregated - community trials) and is also known as intervention research/studies.

> Prospective or Retrospective
Prospective means that the events to be measured have not occurred when the study commences; hence data is
collected about future events.

Retrospective means that the events to be measured have already occurred when the study commences; hence
data is collected about past events (and may come from existing sources).

Experimental research is prospective, whereas observational research may be either prospective or retrospective.

»  Cross-sectional or Longitudinal
Cross-sectional study is where data is collected at one point in time.

Longitudinal study is where data is collected at more than one point in time — usually to investigate changes over
time.

Research Design — study types

> Descriptive study
A simple description, based on routinely available data or on data from a dedicated survey. This is often the first
step in an epidemiological study. May examine patterns but does not analyze the relationship between exposure
and outcome. Includes case-study/report and case-series where the characteristics of one or more patients,
respectively, are described.

»  Cross-sectional study

Also known as a prevalence study. Individuals are the unit of observation. Data on both exposure(s) and
outcome(s) is collected at the same single point in time. Relatively easy and economical to conduct with a short
timeframe as no subject follow-up involved. May be based on a random sample from a defined population or a
presenting sample of patients with a particular condition. Suitable for studying prevalence, behaviour and attitudes
and estimating health needs. It is not easy to assess the reasons for the associations observed or to ascertain
whether the outcome or exposure occurred first - not an issue for exposures that do not change over time;
questions about past and current exposures could be asked.

> Case-control study
May (less often) be called a case-reference study. Individuals are the unit of observation. It involves comparing

people with a specific outcome of interest (e.g. a particular disease) with a group of people who do not have this
outcome; hence subjects are recruited based on the presence of absence of this outcome. Exposure among cases
is compared to exposure among non-cases. Suited to rare/long induction diseases. Not suitable to measure
incidence or the effectiveness of an intervention. Used to identify causes of disease or rare effects of treatment.
Relatively easy and economical to conduct (usually smaller sample size compared to a cohort study).
Retrospective in the sense that data is collected on past exposure. Prone to selection bias (must ensure that the
controls are from the same study population as the cases) and information/recall bias (due to cases recalling
exposures more accurately than controls or more detailed interviewing of cases). Most efficient design is an equal
number of cases and controls although two or more controls (no more than four) can be taken if the number of
cases is limited. Matching ensures an equal distribution of confounders among cases and controls. You can
match for variables known to be associated with the exposure and the outcome, or to the outcome only but not
variables associated with the exposure only or factors intermediate in the casual pathway between exposure and
outcome. Matching can be paired (individual) or frequency (distribution). Over-matching can cause difficulties and
can not be adjusted at the analysis stage.

> Cohort study
Also known as a follow-up or incidence study. Individuals are the unit of observation. People (free of the outcome

variable) are classified according to their exposure (either exposed/not exposed or various degrees of exposure)
and followed over a period of time to determine outcome. Usually classification is done at the start of the study
and is not an explicit part of the design although occasionally exposure status is identified in advance and a
sample taken from each group separately. It is possible to examine multiple outcomes. It is the observational study
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that most closely resembles experimental studies, except that allocation of exposure is not controlled by the
researcher. Expensive and time-consuming and may require long periods of follow-up (a historical cohort may be
available to reduce bhoth). Useful to investigate late or chronic effects. Can also be used to investigate different
approaches to service delivery and management. Not suited to rare diseases (due to sample size problems) or to
measure the effectiveness of an intervention. Follow-up time may be fixed (all subjects followed for the same,
defined period) or variable (analyzed using person years of follow-up or clinical life tables).

>  Ecological study
Also known as a correlational study. A population or a group of people is the unit of observation. Compares

different countries at the same time or the same country at different times. Usually relies on data collected for
other purposes therefore full exposure data may not be available. The individual link between exposure and
outcome is not possible. An association observed at the group level does not necessarily represent that which
exists at the individual level. Used for estimating the frequency of disease. May lead to more detailed
epidemiological work.

»  Clinical Trial

More often referred to as a randomised controlled trial (RCT). Also known as a therapeutic trial or a secondary
prevention trial. It is an experiment to evaluate the effectiveness of an intervention or therapy; hence individual
patients are usually the unit of observation. The researcher has direct control over many aspects of the
investigation, and in particular over the allocation of individuals to different treatment groups. Subjects on a
treatment/therapy (called the treatment or intervention group) are followed up and their outcome compared with
subjects who have the same condition who are not so treated (the control group). The control group either
receives no treatment or an established treatment. The outcome may be the recovery from existing disease or the
development of new disease. Defined selection criteria are required for patient enrolment into the trial. Patients are
randomly allocated to the groups. Confounding and bias can be eliminated through the design of the trial and the
implementation of that design using randomisation, single-blinding and double-blinding. Single-blinding refers to
the patient not knowing which group s/he is allocated to and is often achieved through the use of a ‘placebo’.
Double-blinding is where neither the patient nor the doctor/researcher who is managing the patient or evaluating
response knows which group the patient is allocated to. All patients in the trial must be managed similarly in terms
of the number of check-ups etc. A full list of criteria for withdrawing the patient from the trial (regardless of group)
should be compiled before commencement. Some measure of patient compliance should be included. Should only
be conducted if there is a doubt as to which treatment is better. Analysis ideally conducted on the basis of
intention to treat. Many trials undertaken are too small to detect treatment effects and result in non-significant
differences. The smaller the effect, the larger the trial required; the larger the trial, the greater the power to detect
differences. Even if non-significant, the effect may be of clinical/medical importance.

> Field Trial

Also known as a primary prevention trial. It involves people who are disease-free but presumed to be at risk. It
evaluates if the intervention reduces the risk of developing an outcome/disease among those free from it. Usually
huge logistic and financial considerations. Can be used to evaluate interventions aimed at reducing exposure
without measuring the occurrence of an outcome — and therefore carried out on a small scale at lower cost. In
community trials (also known as community intervention studies), the treatment groups are communities rather
than individuals. Particularly appropriate for outcomes that have their origins in social conditions that can be
influenced by intervention directed at group behaviour as well as at individuals. Random allocation of communities
is not possible and usually only a small number of communities can be included. It is also difficult to avoid
contamination, that is, to isolate the intervention communities from general social changes.

The ethical issues associated with all research should be considered. However, they are paramount in the design
of experimental research and will be dealt with in a future article.”
- C. Collins (2008) Irish College of General Practitioners ‘Guide to Conducting Research’

[TYPE ANSWER] |

B8 Provide information on the study methodology.
(Please provide a comprehensive answer to this question. Please ensure that you provide copies of any
instruments / questionnaires etc. referred to in your response.)

| [TYPE ANSWER] |
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B9 Provide information on the statistical approach to be used in the
analysis of your results (if appropriate) / source of any statistical advice.
(Itis important to get the advice of a statistician in relation to all research studies. The statistician will
advise if a statistical approach is relevant to this particular research study.)

| [TYPE ANSWER] |

B10 (a) Please justify the proposed sample size and provide details of its
calculation (including minimum clinically important difference).

(Itis important to obtain the advice of a statistician in relation to all research studies. Specific advice on
determination of sample size is also available on page 23 of ICGP Guide to Conducting Research (2008)
available from www.icgp.ie )

| [TYPE ANSWER] |

B10 (b) Where sample size calculation is impossible (e.g. it is a pilot
study and previous studies cannot be used to provide the required
estimates) then please explain why the sample size to be used has been
chosen. (ltis important to obtain the advice of a statistician in relation to all research studies.)

| [TYPE ANSWER] |

B11 How many research participants are to be recruited in total?
(State total number of participants.)

| [TYPE ANSWER] |

B12 (a) How many research participants are to be recruited in_each
study group (where applicable)? Please complete the following table
(where applicable).

Name of | Name of | Name of | Name of | Name of
Study Group: | Study Group: | Study Group: | Study Group: | Study Group:
[Type [TA] [TA] [TA] [TA]
Answer=TA]

Number  of | Number of | Number of | Number of | Number  of
Participants Participants Participants Participants Participants
in this Study | in this Study | in this Study | in this Study | in this Study
Group: Group: Group: Group: Group:

[TA] [TA] [TA] [TA] [TA]

Action: Please add rows to the above table should you wish to add a study group.

B12 (b) Please provide details on the method of randomisation (where
applicable)
| [TYPE ANSWER] |

B13 How many research participants are to be recruited at each study
site (where applicable)? Please complete the following table.

(You have already provided the overall totals in your response to Question B11, and B12 (a). The overall
totals are relevant in respect of research design and statistical analysis.

The focus of this question (B13) is different and is on the totals at each site. Committees will have a
particular interest in knowing the numbers of participants at the site or sites for which they provide an
ethical review. This question is particularly relevant for as long as the conduct of multi-site research
requires review and approval of studies by multiple ethics committees.

Site: Number of Research Participants
at this site
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[TYPE ANSWER] [TYPE ANSWER]

[TYPE ANSWER] [TYPE ANSWER]

Action: Please add rows to the above table should you wish to add a site.

SECTION C  STUDY PARTICIPANTS

C1 PARTICIPANTS — SELECTION AND RECRUITMENT

C1.1 How will the participants in the study be selected?
(Please outline how you will identify the participants for the study e.g. referral list to hospital clinic, random
selection of patients from GP Register etc.)

| [TYPE ANSWER] |

C1.2 How will the participants in the study be recruited?

(Please indicate how and who will identify the participants for the study e.g. letter of invitation, verbal
approach when attending the clinic, poster advertisement, web advertisement etc. Please ensure that you
provide copies of all letters and advertisements referred to in your response for review)

| [TYPE ANSWER] |

C1.3 What are the inclusion criteria for research participants? (Please
justify, where necessary)

(Please be careful when responding to this question especially if there is more than one grouping of
research participants. Please state the inclusion criteria for each group of research participants.)

| [TYPE ANSWER] |

C1.4 What are the exclusion criteria for research participants? (Please
justify, where necessary)

(Please be careful when responding to this question especially if there is more than one grouping of
research participants. Please state the exclusion criteria for each group of research participants.)

| [TYPE ANSWER] |

C1.5 Will any participants recruited to this research study be
simultaneously involved in any other research project?
(Researchers should consider the effect of over-burdening participants in terms of the number of research

projects they are invited to participate in.) [Yes / No / Not to my knowledge]

C2 PARTICIPANTS — INFORMED CONSENT

"For the consent to be valid, the service user must:

e have received sufficient information in a comprehensible manner about the nature,

purpose, benefits and risks of an intervention/service or research project;
e not be acting under duress; and
¢ have the capacity to make the particular decision.”
HSE National Consent Policy May 2013*

“26. In medical research involving human subjects capable of giving informed consent, each
potential subject must be adequately informed of the aims, methods, sources of funding, any
possible conflicts of interest, institutional affiliations of the researcher, the anticipated benefits

! Page 23
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and potential risks of the study and the discomfort it may entail, post-study provisions and any
other relevant aspects of the study............. Special attention should be given to the specific
information needs of individual potential subjects as well as to the methods used to deliver the
information. After ensuring that the potential subject has understood the information, the
physician or another appropriately qualified individual must then seek the potential subject’s
freely-given informed consent, preferably in writing. If the consent cannot be expressed in
writing, the non-written consent must be formally documented and witnessed.”

World Medical Association Declaration of Helsinki, 2013

“25. Participation by individuals capable of giving informed consent as subjects in medical
research must be voluntary. Although it may be appropriate to consult family members or
community leaders, no individual capable of giving informed consent may be enrolled in a
research study unless he or she freely agrees.”

World Medical Association Declaration of Helsinki, 2013

C2.1 (a) Will informed consent be obtained?
Action: If you chose ‘no’ please delete C2.1 (c), C2.2 (a)(b) and C2.3 (a)(b) and (c)

Action: If you chose ‘yes’ please delete C2.1 (b)

C2.1 (b) If no, please justify. You must provide a full and detailed
explanation as to why informed consent will not be obtained.

(Your response to this question may in some cases have considerable links to further sections of this
Guidance Manual e.g. page 24-research in emergency settings; page 29-data protection; page 38-research
using archival material and page 40-genetic research. Where this occurs, please revisit your response to
this question to ensure the consistency of your responses)

| [TYPE ANSWER] |

C2.1 (c) If yes, please outline the consent process in full. (How will
consent be obtained, when, by whom and from whom etc)

(Only appropriately qualified and competent persons should take informed consent. Please ensure you
provide copies of any Information Leaflets, Consent Forms and Assent Forms referred to in response to
this question. Please refer to the HSE National Consent Policy for guidance in relation to sample
information to be provided, as appropriate, when preparing information leaflets and consent
documentation.?)

| [TYPE ANSWER] |

C2.2 (a) Will participants be informed of their right to refuse to

participate and their right to withdraw from this research study?

(“A patient’s refusal to participate in research must not influence your care of that patient in any way.”
Guide to Professional Conduct and Ethics for Registered Medical Practitioners 2009

“26. The potential subject must be informed of the right to refuse to participate in the study or to withdraw
consent to participate at any time without reprisal.”
World Medical Association Declaration of Helsinki 2013

“Prospective research participants must be informed from the outset that they can withdraw from a study at
any time that they need not offer any explanation for wishing to withdraw and their decision will not impact
on the services being provided to them.

Where an individual wishes to have his/her biological material or data withdrawn from the study, every
effort should be made to respect his/her wishes. However, it is recognised that this might not always be
feasible e.g. once the research results have been published or disseminated in other way, such as by
being deposited in a publicly accessible database.

2 Pages 65-67 and Figure 1, Part 1 Section 3.
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Therefore consent documentation should clearly indicate what circumstances would prohibit the withdrawal
of biological material or personal data.

In the case of anonymous biological material/data, prospective research participants should be informed
during the consent process that it will not be possible to withdraw their material and/or data”3

“Prospective participants... should be assured that they can withdraw from the research study at any time
and that their decision will not have any negative repercussions....The contact details of researchers
should be provided to research participants should s/he require clarification on any issue relating to the
research.”?)

C2.2 (b) If no, please justify.
| [TYPE ANSWER] |

C2.3 (a) Will there be a time interval between giving information and
seeking consent? (Research participants should be given a reasonable period of time and
support in order to make a decision about whether or not they wish to participate in a research study.
Ideally, there should be adequate time for the participant to consult with family, friends and general
practitioners before making a decision.

“It is particularly important to ensure this is the case for those with limited literacy skills and those who may
have difficulty making decisions including those with communication difficulties, intellectual disability or
cognitive impairment.”>

It is recognised however that some studies are low-risk and participants may be asked to make a decision
with regard to participation there and then. In other cases, it may be impossible due to the nature of the
study for participants to be given an extended period of time to make a decision.

It should be noted that the HSE National Consent Policy states that “prospective research participants
should be given enough time to fully consider their participation and to ask questions” 8 which suggests that
best practice is to allow a reasonable time interval between the giving of information and seeking of
consent. Therefore, if a study is low-risk you will need to consider whether it is reasonable for participants
to be asked to make a decision there and then or whether a longer time-period should be provided.)

Action: If you chose ‘no’ please delete C2.3 (b)

Action: If you chose ‘yes’ please delete C2.3 (c)

C2.3 (b) If yes, please elaborate.
(Please comment on how much time participants will be given to make a decision and explain how you will
consider an individual's particular requirements e.g. limited literacy skills etc., in this regard.)

| [TYPE ANSWER] |

C2.3 (¢) If no, please justify and explain why an instantaneous decision
is reasonable having regard to the rights of the prospective research
participants and the risks of the study.

[TYPE ANSWER]

® HSE National Consent Policy (May 2013), page 88
* HSE National Consent Policy (May 2013), Page 66
> HSE National Consent Policy (May 2013), Page 27
6 Page 65
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Cc3 ADULT PARTICIPANTS (AGED 18 OR OVER) - CAPACITY

C3.1 (a) Will all adult research participants have the capacity to give
informed consent?
An adult is defined as a person aged 18 years or over. !

Capacity is defined as the ability to understand the nature and consequences of a decision in the context of
available choices at the time the decision is to be made. "

A person lacks the capacity to make a decision if he or she is unable -

(a) to understand the information relevant to the decision,

OR

(b) to believe the information,

OR

(c) to retain that information long enough to make the decision,

OR

(d) to use or weigh that information as part of the process of making the decision,

OR

(e) to communicate his or her decision (whether by talking, using sign language or any other means

In addition, the HSE's National Consent Policy provides that if there is “sufficient reason to question the
presumption of capacity,” the following should be assessed:
e The service user understands in broad terms and believes the reasons for and nature of the
decision to be made.
e The service user has sufficient understanding of the principal benefits and risks of an intervention
and relevant alternative options after these have been explained to them in a manner and in a
language appropriate to their individual level of cognitive functioning.
e The service user understands the relevance of the decision, appreciates the advantages and
disadvantages in relation to the choices open to them and is able to retain this knowledge long
enough to make a voluntary choice.”

Action: If you chose 'yes’ please delete C3.1 (b), C3.2 - 5.

C3.1 (b) If no, please elaborate. (Please state clearly how capacity to participate in this
research study will be determined. Please also state clearly how the issue of consent and assent will be
managed for those research participants who lack capacity.

“In accordance with the functional approach to capacity there may be instances where a person might have
limited capacity and may require assistance in deciding whether or not to participate in research. In such
cases, researchers must ensure efforts are made to assist people in reaching their decision and that they
are provided with the appropriate tools to maximise their decisions-making ability.

The objectives, risks and benefits should be explained fully to prospective participants given their level of
understanding. The information should be provided using easily comprehensible language and the
prospective participant should be informed of their right to withdraw from the study at any time without
there being any repercussions.”8

Where capacity to consent is lacking, best practice suggests that the following principles should be
adhered to:
e The research should only be undertaken if the required knowledge cannot be obtained by
conducting research involving adults with decision making capacity.

7 Part 1, Section 5.5 (page 31)
® HSE National Consent Policy (May 2013), page 74
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e The research is expected to provide a direct benefit to the participants or to provide knowledge
about the cause or treatment of the impairing or similar condition. Where there is no prospect of
direct benefit for participants, the risks involved should be no more than minimal.

e Consent for participation must be sought from the person's legal representative.

e A REC must approve the participation of adults lacking decision making capacity in research
taking all of the above factors into consideration.

e The explicit wish of the participant to refuse participation in or to be withdrawn from the study
should be respected.

e Where a prospective research participant lacks decision-making capacity but has some ability to
understand the significance of the research, the researcher should ascertain the wishes of that
individual with respect to his/her participation.

e Under the EC (Clinical Trials of Medicinal Products for Human Use) Regulations 2004, consent for
research participation on behalf of an adult lacking decision-making capacity must be obtained
from the person's legal representative. A legal representative has been defined as a person not
connected with the conduct of the trial who by virtue of his/her family relationship with that adult is
suitable to act as the legal representative and is willing and able to do so. If there is no such
person, a person who is not connected with the trial, who is a solicitor nominated by the relevant
healthcare provider. However, outside of clinical trials there is currently no legal framework for a
person who lacks decision-making capacity to participate in research. The HSE National Consent
Policy recommends that, in the absence of legislation, as a matter of best practice the same
principles as those which apply to clinical trials should be applied. This means that consent for
participation in any form of research on behalf of an adult lacking decision-making capacity must
be obtained from the person's legal representative. However, this approach does not have a
legislative/legal basis.

e Refusal to participate should be respected.?)

| [TYPE ANSWER]

C3.2 Is the research of such a nature that it can only be carried out on
adults without capacity? (If this research study can validly take place using adult participants
with capacity, adult participants without capacity should not be included.

“The research should only be undertaken if the required knowledge cannot be obtained by conducting
research in adults with decision making capacity”10)

C3.3 Is the research expected to provide direct benefit to the research
participants (who lack capacity), or if there is no prospect of direct
benefit, are the risks no more than minimal? Please elaborate. (‘The
research is expected to provide a direct benefit to the participants or to provide knowledge about the cause
or treatment of the impairing or similar condition. Where there is no prospect of direct benefit to
participants, the risks involved should be no more than minimal11)

| [TYPE ANSWER] |

C3.4 What arrangements are in place to ascertain the wishes of
research participants, who although they lack decision-making
capacity, have some ability to understand the significance of the
research? (‘Refusal to participate in research by an individual lacking decision making capacity
should be respected”1?)
[ [TYPE ANSWER] |

C3.5 What arrangements are in place for research participants who
regain their capacity during the study? (A strategy for re-consenting participants

° Pages 74 - 75

' HSE National Consent Policy (May 2013), page 74
"' HSE National Consent Policy (May 2013), page 74
2 HSE National Consent Policy (May 20130, page 75
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should be set out here. If capacity has been regained, the adult should be advised that he/she was a
participant and the full consent process should be gone through which is applicable to adults who have
capacity.3)

| [TYPE ANSWER] |

C4 PARTICIPANTS UNDER THE AGE OF 18

C4.1 (@) Will any research participants be under the age of 18 i.e.
children?

A “child” is a person under the age of 18 years as per Section 2 of the Child Care Act 1991)

Action: If you chose ‘no’ please delete all remaining questions in C4.

C4. 1 (b) If yes, please specify:

“The following principles should be adhered to when conducting research involving children:

e The research should only include children where the relevant knowledge cannot be obtained by
conducting research involving adults

e The purpose of the research is to generate knowledge about the health or social care needs of
children

e The research does not pose more than minimal risk unless there is a prospect of direct benefit for
the participants

e The research has been designed to minimise pain, discomfort, fear and any other foreseeable risk
to the child or his/her stage of development

e Consent to the child's participation must be obtained from a parent/legal guardian

e Whenever s/he has sufficient competence to provide it, the child's assent must be sought in a
child-appropriate manner;

e A child's refusal to participate or continue in research should be respected.”4

e Consent from one parent/legal guardian for a child's participation in research unless the REC has
found that the risks involved in participation in research require the consent of both.15

Neonates: Research involving full term or pre-term neonates is in