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ABSTRACT

Unique characteristics of cluster randomized trials (§RDmplicate the interpretation of
standard research ethics guidelines. Variable interpyathyi research ethics committees
may further complicate review and conduct. An intermatioveb-based survey was
administered to corresponding authors of 300 randomly lean@RT publications. We
investigated ethics review and consent practices, investigaperiences with ethics review,
and the perceived need for CRT-specific ethics guidelinesrddponse rate was 64%.
Ethics review and consent were under-reported in publicatitih&s approval was obtained
in 91%, and consent from individual and cluster level gpigdints in 79% and 82% of trials.
Consent varied by level of experimental interventiota @allection, and cluster size.
Respondents cited variability among ethics committees \4&8d negative impacts of
ethics review on their studies (38%). The majority peerka need for ethics guidelines
(73%), and guidance for ethics committees (70%). CRT-speatliics guidelines are

required to ensure practices meet ethical standards.
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CHAPTER 1

INTRODUCTION AND FRAMEWORK OF THE RESEARCH

In this chapter, we introduce the cluster randomized (G&T) design, identify various
reasons that necessitate its use, and describe diftsvetexts for its use in health research.
Unique methodological and ethical challenges raised by thgndese identified, with a
focus on ethical challenges. The objectives and ratiafalkis thesis are presented within
the context of ethical issues raised, and a largernasstudy on ethical and policy issues in

cluster randomized trials.

1.1 THE CLUSTER RANDOMIZED TRIAL DESIGN

The cluster randomized trial (CRT) is a type of randeshizontrolled trial in which
intact social units or clusters of individuals - rattfexn individuals themselves - are
randomized to different intervention or control arnihe term “cluster randomized trial”
may be used synonymously with “group randomized trial” cac¢plrandomized trial”’. The
latter term reflects the intent of targeting enpifecesto ‘enhance the well-being of people
in those places or to decrease the risks that cortfient.” Diverse units of randomization
have been observed in CRTSs, including medical practibester level professionals or
administrators, hospitals, schools, and even engiighbourhoods or communitiés.

Both scientific and practical reasons underlie the usduster randomization.
Scientific reasons for adopting randomization atdhster level are as follows:
i) The intervention can only be implemented at the cluster level,
Interventions such as mass media health promotion egnspar water fluoridation
treatments are cluster-wide and therefore delivergudops of individuals. Similarly,
interventions that target professionals or adminigtsaére intended to affect clusters of

individuals under their care or instructidfiFor example, an intervention targeting health



professionals to promote the use of evidence-based pa@d&Vould necessitate
randomization at the health professional or highezllev

i) The intervention acts at the cluster level;

The cluster action of an intervention means thattis at both the individual and community
level, such that full effects of the interventiomnat be evaluated from individuals alcha.
common example is in the case of vaccine trials e/betcomes in a participating individual
may be affected directly by their own vaccinationugtatas well as indirectly through the
vaccination status of individuals around them (i.e., frardunity) >

iii) Intervention contamination is to be minimized;

Intervention effects may become diluted and, therefess detectable when participants
from intervention and control arms are able to irteamd exchange informati§rizor this
reason, it may be beneficial to randomize clustestead of individuals. In intervention
studies aiming to change social behaviour or educate partgifggt, intervention to
promote weight loss), separating participants by clusfesgaxe or time may prevent the
sharing of knowledge and ideas by intervention arm ppatits, with participants in a
control or alternative intervention arifi.

iv) Participant compliance with the intervention is to be enhanced.

An important component of the intervention may be twaece subject compliance with the
intervention through formal and informal discussionsl mteractions between participants.
In such cases, randomizing individuals grouped by their soic@iganizational unit would
be desirablé.

Practical reasons for adopting randomization at thhstet level are as follows:

i) Administrative convenience or logistical constraints;

When special equipment or personnel are required to ateni@n intervention, cluster



randomization would allow personnel or equipment to beernated in fewer locations,
which may be more efficient both administratively andriially.®*

i) Political constraints.

Under certain circumstances, it may be problematioosidered inappropriate to randomize
individuals within the same organizational or social utatdifferent intervention and
control conditions. Economically developing natiortisgs present a particular challenge
and researchers may find cluster randomization as reggesspromote cooperation and
acceptance of a trial. Community leaders and stakeholdemxample may find it
inacceptable if only some members of their community vecan interventiof.Citing their
experiences with conducting public health trials in pafissia and Africa, Osriret al®
explain that testing the delivery of an interventiommandividual might raise concerns if
others are not included. To mitigate such concerns theydeivered interventions to

groups, areas, institutions, or systems—collectivalhar than individually.

1.2CLUSTER RANDOMIZED TRIALS IN HEALTH RESEARCH

Increasing use of the CRT design has been driven in paffdys to generate
dependable evidence on the effects of policies, programs ackitps, most notably in the
areas of health care, education, crime and justicesacial service$In this thesis, we will
focus exclusively on CRTs in two broad areas of heattbéareh: public health and health
promotion, and primary and hospital care. Two examd&@RTs, the COMMIT*°and
IMPLEMENT™ studies will be used to illustrate the diversity of CRTthese areas of
health research.

Community-based health intervention research is aorapassing term that includes

studies in public health, health education, and health pioni5 In the arena of education,



trials evaluating prevention and health promotion programAmerican schools have been
conducted routinely since the 1988$rograms are delivered to intact units, which are
usually classrooms or schools, to address health-compnanaisd high risk behaviouts.
Community-based studies are also common in diseas®btdwith interventions aimed at
lifestyle behaviour modification, screening, and earhedigbn and management of risk
factors), injury prevention, and genetic testing for diseausceptibility (with interventions
targeting prevention and surveillance stratedis).

The COMMIT study is an example of a CRT conducted in puigdadth. The
Community Intervention Trial for Smoking CessatiofO(@MIT) that was implemented
from January 1989 to December 1992 in the USA and Canaddhe/¢éargest community-
wide behavioural risk factor reduction study conducted &nies** COMMIT was designed
to test whether a multi-modal public health intervemiould result in higher quit rates
among heavy smokers. The community was selected as thef tenmndomization because
the intervention was community-wide. Telephone surusysg modified random digit
dialling were conducted to estimate baseline and post-entgon smoking prevalence in
each community, and to further identify cohorts of appnaxely 550 heavy smokers and
550 light-to-moderate smokers who would be prospectivelgvi@tl over four years*®
Eleven communities were pair-matched for geographicitmtgbopulation size, and general
socio-demographic factors; one community within each pag randomly assigned to the
intervention and the other served as the comparisaonn@mities received a fixed monetary
allowance to support community task forces (consistir@gpomunity volunteers, local staff,
or agencies), who implemented 58 mandated activitiesfigaki the protocol. The
intervention involved four main channels of delivery: publitication through media and

community-wide events, health care providers, work-sited,other organizatioris.



In primary and hospital care, cluster randomization beysed for the study of
medical and healthcare delivery innovations, as wellasvaluations of their uptake and
promotion>*® The CRT design is considered optimal for evaluatingthealre professional
and organizational behaviour change in promoting best peattiknown as
implementation research, it is the scientific stoflynethods to promote the systematic
uptake of clinical research findings into routine clinigedctice, by testing approaches to
change organizational and professional behavtir.

The IMPLEMENT study is an example of a CRT conductegrimary care, to
promote the uptake of best practices by health professiofa study was designed to test
the effectiveness of strategies to encourage generdiipraars (GPs) to implement a
clinical practice guideline for acute low back pain. Ohthe key messages from the
guideline was that diagnostic x-rays are rarely necgasdhe management of acute low
back pain. IMPLEMENT was conducted in general practicésdarustralian province of
Victoria from June to September 2007. Practices with thepective GPs were randomized
in order to minimize contamination that would arise HGvere to manage both intervention
and control patients, and to minimize potential contanunahat may occur if GPs within
the same practice were randomly allocated to differeatvention arms. Ninety-two invited
practices with at least one GP consenting to parteipa&te allocated to the intervention or
control arm. The intervention consisted of facibhface-to-face small group workshops,
which included a combination of behaviour change techniquéesvidra considered the best
approach to address barriers and enablers to guideline imypkgioa. The control group
received the existing guideline dissemination strategytolB%b patients per practice were
recruited after the intervention period. Primary outeemmeasured within a specified period

of enrolment were whether or not the GP referregpdt@nt for a plain X-ray, which was



assessed from medical records, and patient low backspaaific disability, which was

measured via telephone intervielvs.

1.3METHODOLOGICAL CHALLENGES POSED BY CLUSTER RANDOMIZED TRIALS

The design and analysis of CRTs requires particulahadetiogical considerations.
Increasing use of the CRT design has, however, drivegethelopment of a well-accepted
methodological foundation for its design and analy§isstly, CRTs have special statistical
requirements arising from the fact that observationsimitlusters cannot be assumed to be
independent. Secondly, CRTs may be prone to post-randtomzelection bias of
participants within clusters>*®

Members from the same cluster may behave similailpportant ways and their
responses can therefore not be assumed to be indepdasieg physicians and their
clusters of patients as an example, patient care metEoay be more similar among
patients cared for by the same physician, compared ienfgmtvho are under the care of
different physicians—due to factors such as practice lotéte., the patient pool), and
physician approaches to diagnoses and treatments. Thig addgienilarity is measured by
the intra-cluster correlation (ICC) coefficient. A goss ICC indicates that variation in
observationdetweerclusters is greater than variation in observatwitisin clusters. Not
accounting for the ICC when conducting individual-levellgses can lead to an increase in
the type 1 error rate due to over-estimation of irgetion effects. Appropriate statistical
procedures that account for clustering in the analyses been elucidated and are widely
supported by common statistical software packages. Tterehffe in variation observed
between and within clusters also leads to a reduatitimei effective sample size and as a

result, CRTs have reduced statistical efficiency nedatd randomized controlled trials



randomizing the same number of individuaBample size calculation formulas are now
widely available to adjust for clustering.

Biased allocation at the cluster level can be addddsgeareful and independent
allocation of clusters. After clusters are allocatexyever, participants may also need to be
identified and recruited Identification bias may occur if persons identifying papénts
have knowledge of individual characteristics and are @wétheir allocation status?
Recruitment bias may occur if persons identifying or réagiparticipants have knowledge
of individual characteristics and are aware of thiécation status, or if different
information is given to intervention and control arm$Methodologists recommend
identifying and recruiting individuals before cluster aitian. If this is not possible,
‘independent’ persons, especially those external to ctiated blind to allocation status,

should identify and recruit participam&®

1.4ETHICAL CHALLENGES POSED BY CLUSTER RANDOMIZED TRIALS

All forms of controlled trials involving human subjecejuire assurance that the
proposed study meets commonly-accepted ethical standartis,lpay the requirement of
informed consent from research participants. Ethicdadmes with international reach, such
as the Nuremburg Cotfeand World Medical Association Declaration of Helsjfikhave
primarily been written to protect the liberty and wedfanterests of individual research
subjects as the unit of randomization. Similarly, varisasonal ethics guidelines, such as
the second (2010) edition of the Canadian Tri-councicy@iatement? do not have
provisions to deal with CRTs. One exception is the UKli& Research Council (MRC)
guideline published in 2002 on ethical and methodological comsides for CRTS.

Although the MRC-UK guideline, which was developed primaoijymethodologists,



introduced some guidance on methodological and ethical iss@#&Ts, the document does
not address the broad scope of ethical issues raised by & the generalizability of the
guidance beyond the UK context is also unceftaifhe standard views of research ethics
are therefore largely based on individually randomiziastand CRTSs, ‘only partly fit

within the current paradigm of research ethfés.’

The application of existing ethical standards to CRTsrigscpdarly complex for two
reasons: Firstly, the manner in which participantsrarelved in a CRT can vary depending
upon the unit of randomization, the level(s) at which erpental interventions are targeted,
and how study outcomes are observ&dt may not always be clear how to fulfill the ethical
requirement of voluntary informed consent from rede@articipants when there are, for
example, participants who are only indirectly affedbgatluster level interventions, or
participants who have simply provided d&t&econdly, CRTs involve intact groups or
socially cohesive units whose moral status is not ceta|yl understood. It is unclear, for
instancewho may speak on behalf of a group of research particiganot®n what
authority®® Given the relative absence of comprehensive guidelimgidaethical conduct of
CRTs, these uncertainties may additionally lead ttlexinges with research ethics review
and approval processes.

In contrast to methodological challenges, which aikely well understood,
ethical challenges posed by CRTs have been raised leihbayet received the same
amount of attention—the traditional ways we think abdlhice do not work for this design
and the ethical implications of randomizing clustersgsosed to individuals have not yet
been thoroughly explored.lt is these ethical considerations in the conduct #nidsereview

of CRTs that are the focus of this thesis.



1.4.1 Participant consent in CRTs

Informed consent is based on the bioethical principtesgect for persons, which
entails a fundamental ethical consideration of resfpedndividual autonomy®?” In the
context of research, informed consent is therefarejridividual’'sautonomous
authorization of participation in research or an interventi§he Nuremberg Code
standard one of ten establishes informed consent &ssthef ten standards to which
physicians must conform when carrying out experiments arahwsubjects:

“The voluntary consent of the human subject is alebl essential. .hefore

the acceptance of an affirmative decision by the exgatiah subject there

should be made known to him the nature, duration, and purptse o

experiment; the method and means by which it is to be cteutfuall

inconveniences and hazards reasonably to be expected; aftbtte upon his

health or person which may possibly come from his ppdi@n in the

experiment. .%°
The World Medical association, in the Declaratiomefsinkf* outlines similar principles
for obtaining informed consent in medical research, amahnaeends that subjects’ consent
be confirmed in writing, or be appropriately documentednfsent is obtained in a non-
written form?*P*%) The International Ethical Guidelines for EpidemiolagiStudies,
produced by the Council for International Organizationsledlical Sciences (CIOMS), in
collaboration with the World Health Organization (WH®@cognize that consent may also
be expressed orally (i.e., with documentation), ar@ext may imply consent through their
voluntary actiong’

The COMMIT’*° and IMPLEMENT" studies cited previously illustrate a number of
participant consent issues that can arise from the @Rign. In the IMPLEMEN® study,
participating physicians served as the experimental unit ftizipating in face-to-face

workshops for the implementation of a clinical pracgcedeline. Patients in both trial arms

were indirectly targeted by the intervention (i.etjv&cversus passive guideline



dissemination strategies), but only a subset of eligithteents were thereafter recruited to
participate in the study. Patient consent entailed caédecord review, and participation in
telephone interviews. In the COMMIT study, all community members in the intervention
communities were targeted by a mass media campaigcyasglsectional samples of
community members in both study arms were recruited ansented to participate in
telephone interviews. Considering these studies, a nuoflggrestions arise regarding
participant consent:

i) From whom should consent be sought?

In the IMPLEMENT study, should consent have been sought ifoysicians, patients, or
both? In the COMMIT study, should consent have beegtgdorom all community
members, including those in the control arm who wetdargeted by an experimental
intervention?

i) For what aspects of the study should consent be sought?

In both studies, participant consent was sought forahection of data. In the
IMPLEMENT study, should consent also have been sougint fratients for interventions
targeting their physicians? Similarly, in the COMMITidy, should consent have been
sought from all community members affected by an expetamhenervention?

i) Can participant consent be sought post-randomization?

In both studies, individuals were approached for consdlmeijt for data collection purposes
only, after the randomization of clusters. Is it permissibledeksparticipant consent post-
randomization? In addition, what information should bevegad to cluster members when
randomization has already taken place?

The level(s) at which interventions are applied, obsema are measured, and participants

are randomized, all have implications for participamsent’
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In an exploratory paper on ethical challenges in CRTgort infers that unique
design features are the reason CRTSs, ‘raise new issug® nature and practice of informed
consent.. 2 In their discussion of participant consent in CREdwardset al?® first
distinguished betweetluster-clustettrials in which an intervention is targeted towards an
entire cluster, anthdividual-clustertrials in which an intervention is targeted primarily
towards individuals within clusters. They explain thatlusster-clustettrials, the
intervention itself is a cluster one (e.g., massliméealth promotion), or it cannot easily be
targeted towards individuals (e.g., piping fluoride-treatetemta individual households).
Edwardset al. posit that, although the distinction is not alwaysac| ‘the more readily a
treatment can be targeted at individuals, the edsifdr someone to avoid > They
argue, therefore, that individual-clustertrials, individuals should provide consent by virtue
of being able to decline or accept an intervention, edethis is not the casedluster-
clustertrials, because individuals cannot act independentbgtars in the clustéf. The
MRC-UK report on ethical considerations for CR8stinguishes between two types of
interventions rather than trials, but follows similaes of reasoning that interventions
received by the whole cluster together do not allow fdvidual choice and even if consent
is sought, a refusing individual may still receive therirgation chosen for the cluster.

In a review examining informed consent practices in pyrsare CRTs, Eldridget
al.*° test the above hypothesis that the likelihood of patiensent (i.e., if reported as
sought) varies according to interventions in the tiiaky develop a more detailed typology
of CRT interventions, which includgsofessional-clusteinterventions that fall in-between
cluster-clusterandindividual-clusterinterventions in the extent to which interventions are
targeted towards individuafé Professional-clusteinterventions involve cluster level

professionals or administrators (e.g., health profestso school teachers) on whom
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experimental interventions are applied, or who are dedrio administer study interventions
to individuals within clusters. Eldridge and colleagliésund that consent appeared to be
more difficult to obtain in some types of intervemtiiypologies: consent was more likely to
be sought in CRTs without acjuster-clusteior professional-clusteinterventions, and was
least likely to be sought in CRTs that invol@dster-clusterinterventions.

The units of observation in a CRT may include individual llpegticipants, cluster
level administrators, or both, with data collected diyeftom participants or from secondary
sources, such as administrative databases. Othepahicipants, inferences may be made at
the level of the cluster organization (i.e., using sitel, aggregate dati)n some CRTSs, the
recipients of the study interventions may not bestae as the individuals providing data,
further complicating informed consent practiéésofessional-clusteinterventions, for
example, may only indirectly affect individuals under thee or instruction of cluster level
professionals or administrators. Study outcomes maydasuned on those who directly
receive an experimental intervention (e.g., healtlfiegggionals), or on those who are
intended to benefit indirectly from an experimentatimention (e.g., patients).

Randomizing clusters—as opposed to individuals—can also #ffeétasibility of
fully informed consent.Firstly, it may be too time consuming or impracticahpproach all
members of a large cluster for consent to clusterdmert and intervention assignméft.
Secondly, at the time of randomization, individualsrfimg a cluster may have yet to be
identified (e.g., patients who will be recruited upon beirzgdosed with a particular
condition)® In such cases, obtaining informed consent from partitsgmafiorethe
randomization of clusters may not be possible. Irveational biomedical research, it is
well-accepted that fully informed consent ought to bainled from individuals before any

intervention is administered, although it has been argsenot ethically essential if doing so
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would be logically impossiblé Huttor? argues that where practicable, consent should be
sought from participants for intervention assignnadter clusters are randomized. Further
research is needed, however, to address what informailidre provided to participants
regarding intervention assignment in participants’ onah alternate trial arnts.

Thus, to summarize: Whereas in conventional randongaattolled trials there is
one type of trial participant from whom fully informednsent is sought, CRTs raise a
number of questions which challenge conventional notiomsf@fmed consent, such &em
whomconsent should be sought (i.e., cluster professionadmamistrators receiving or
administering an intervention—henceforth referreddaluster level participants,
individuals within clusters—henceforth referred to asviatial level participants), fowhich
aspectof the study consent can and should be sought (eegoffér or administration of an
experimental intervention while there may be litteno choice to opt-out of intervention

effects), andvheninformed consent should be sought.

1.4.2 Cluster representation in CRTs

Approaching cluster members and seeking permission, authamizat consent for a
cluster’s participation in a CRT may lead study investigmato persons at the head of or in
charge of one or more clustérsOf note, clusters may be formed of existing socialsumit
groups (e.g., students, village residents), or they masistasf individuals who have yet to
be identified (e.g., patients who will be diagnosed aigpecific condition)Considering the
COMMIT study* as an example, the research institutions conductengigt had to
demonstrate to the granting agency, the support of a nurhpersmns from each pair-
matched community:

“Most research institutions used mailed information afeptene
interviews to obtain general letters of support from comity leaders:
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mayors, chambers of commerce, public health departmextaiis,
voluntary health agencies, medical societies, andkag™* ® 2"

In the IMPLEMENT study! general practices would only be considered eligibleterttial

if the practice principal had agreed to the practice beingvaddn the CRT. Practices with
at least one consenting GP and no objections from GRepsiwere thereafter randomized to
intervention or control conditions.

The types of cluster representatives, their selegtionesses, and suggested roles
have been discussed in the research literature. Edaaddsolleagués refer to agents who
have the power tdelivera cluster, as ‘guardians.’” They propose thauster-clustettype
trials, guardians ought to consent to both trial entds/tae intervention in a single package.
In individual-clustertrials, however, individual participants may accept alide an
intervention, but the decision of trial entry may tah@ce without individual consent.

Huttor? reasons that ‘gatekeepers,’ by virtue of their politizaddministrative positions,

may be one or a series of representatives (e.g.,doithdrities, head teachers) who are able
to consent for the randomization of those within clisstaiternatively, the MRC guidelines
for the conduct of CRTs suggest a cluster representationansm (CRM), which
constitutes, “an individual, body, or mechanism thatregnesent the interests of the
cluster.” The CIOMS ethics guidelin€salso recognize the need to address the
representation of cluster interests:

“In a cluster-randomized trial, the investigator should tifig@an appropriate

person or body (e.g., a community leader, headmastieicadrhealth council)

that has authority to give permission for the clusiguarticipate in the study

and to be assigned on a random basis to one arm deandthe study® ¢ -
26)

The CIOMS ethics guidelines further recommend that deslukecision-maker ought to

consult the wider range of community representatinelsaalvisors prior to making the
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decision to permit the study. Consultation would, ‘ensuaéttie risks of participation in the
study and the randomization are commensurate with thefiteefor the cluster or for
society.?’

Practical recommendations regarding the duties of clospeesentatives have been
put forth, suggesting that they should: act in the bestdsts of the cluster representad,
inform the investigators about relevant local conaii, inform cluster members about the
trial,® consider the trial to be in the best interestsefdluster as a whofeand be
independent of the research team or declare conflidtsesest if unavoidablélt has been
suggested that the roles of guardians of individual intgrastwell as gatekeepers of access
to individuals, are even more important in CRTs givet participants may not have the

opportunity to provide informed conséht.

1.4.3Ethics review and approval of CRTs

Participation in research can entail some risk od&uion the part of research
participants. It is for this reason that various natiama international guidelines oblige
ethics review of research to ‘ensure that such riskenareaged by researchers and to protect
research participants from exploitation by researctiéfhe Declaration of Helsinki, for
example, recognizes that there may be situationsehder consent impossible, impractical,
or where obtaining fully informed consent would pose aatito the validity of the research.
In situations such as these, the declaration warraatshe research may be done only after
the consideration and approval of a research ethics itteaft Ethics review committees
operate at various levels, including institutional, loocadgiional, national, and international.
Local regulations often mandate ethics committees tipgrander various jurisdictions, and

so committees may differ in their views and approachesifittees also set criteria that
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exempt certain types of research from ethics reviewappdoval. Common exemptions from
ethics review include, for example, the use of publiclylatse or anonymous dafa.

The relative absence of comprehensive, internationaseghiidelines for the conduct
and ethics review of CRTs has led to documented inconsisgin the ethics review
process. For example, a series of health servicesnmeplkation research studies involving
primary care centres in the U%#ound that a combined total of more than 100 ethics
review applications, amendments, and renewals haddalbuitted at 17 research sites; 35%
of the sites considered the research as exempt fraewseand 41% and 18% required
expedited and full review, respectively. Moreover, amihiegseventeen sites, approximately
half of the review boards had ethical concerns whicles®tated changes to consent

documents, and the time from application submissioppocal ranged from 3 to 82 da¥fs.

1.50VERVIEW OF THE STUDY

Despite the growing use of cluster randomization, tiveldpment of a well-
accepted ethical foundation for this design is lackfrg. light of the ethical considerations
raised, both researchers and research ethics consmigig@re guidance to direct the
ethically sound design and conduct of CRTs. This thepiartsof a larger, CIHR-funded
grant entitlecEthical and Policy Issues in Cluster Randomized TfAalghich has the
ultimate goal of developing internationally accepted|-geounded guidelines for the ethical
conduct and ethics review process of CRTs. As outlinédgure 1, the three main
components of the grant are the groundwork of empirigalbeation into ethical issues to
document current practices, an extensive ethical anadyssmprehensively analyze the
ethical issues raised, and the organization of a consprstess to produce a guiding

document for the ethical conduct of CRTs. The empidoatponent consists of a review of
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a random sample of CRT publications, a survey of theesponding authors of the selected
CRT publications, which is the focus of this thesis, &esppof research ethics board chairs,

and focus groups and in-depth interviews with trial partidgand cluster gatekeepers.

Empirical Work:

e Systematic review of published cluster trials
e Survey of and in-depth interviews with

researchers
e Survey of REBs
e Focus group discussions and in-depth
interviews with trial participants and
gatekeepers

Conceptual Work:
e Evolving framework of
ethical issues
e Ethical analysis of identified
issues

Team produces a Guidance Document, laying out
principles, policy options and rationale

i

Consensus Conference:

e Invited representatives from
national and international funding
and regulatory agencies

e Journal editors

e Researchers

Expert Panel (International membership):
e Investigators (4)
o Bio-ethicists (4)
e Health lawyers (2)
o Consumer advocates (4)
e REB members (4)
o Low-middle income countries (2)

Expert Panel prepares draft guidelines |

E-consultation:

< p Comments invited from researchers, policy
makers, patient advocates, health lawyers

\ 4

Expert Panel produces final guidelines |

i

Team disseminates results to researchers, REBs,
journal editors, funding agencies

Figure 1 : Outline of the larger research study of ethical and policy issues in CRTs
Reproduced from: Taljaard M, Weijer C, Grimshaw J, et al. (2009) Ethical and policy issues in cluster

randomized trials: rationale and design of a mixed methods research study. Trials 10: 61.
Original Publisher : BioMed Central
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As part of preliminary work conducted in preparation fa ldrger project, key
informants (including experienced cluster trialists) eveterviewed to generate an initial
framework of ethical issues in CR¥%In addition to describing challenges related to
informed consent and the role of gatekeepers in CRTisy participants expressed having
experienced variability in the ethics review processRT€among different research ethics
boards, especially for CRTs operating under more tharjusisdiction®® This problem may
stem from review boards being unfamiliar with the CRTgleaind not having specific
ethics guidance on the review of CRP#n equal number of participants perceived either
positive or negative effects from the ethics revielCRITs. On the negative side, they
described effects that included threats to the CRTSnatevalidity and low subject
enrolment due to requirements for consent. On the pesite, participants noted improved
subject protections and ‘greater methodological rigour Badghtfulness in study desigH.’

To identify ethical and methodological challenges wiRilG as reported in
published trials, a random sample of published CRTs wastedland reviewed. This thesis
focuses specifically on the selected set of CRTs. & tréds were a random sample of CRTSs,
indexed in Medline between 2000 and 2008. The objectives of theatidnh review were to
document consent practices, and identify ethical challesnggiag in CRTS, as reported in
published trials. The review found that the reporting of meseathics protections in cluster
randomised trials is inadequédferor example, 26% of trials failed to report ethics review
and 32% failed to report what consent procedures (includingevganf consent) were used.

To better understand ethical issues, such as details efftics review process and
informed consent procedures in CRTSs, the next stepovasduct a survey of the authors
of the reports to elicit additional information aboutgedures in the particular trial. A

further goal of the survey was to gather information abwaitrialists’ experiences, in
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general, with other cluster randomized trials they nayelconducted.

1.6 THESIS OBJECTIVES AND RATIONALE FOR THE STUDY

Theprimary objectives of this thesis were to conduct a survey of the corretipgn
authors of a random sample of published cluster randoniaés] to:
1) determine the perceived need for ethics guidelines foreclushdomized trials;

2) describe the ethics review process from the experien@seérchers seeking ethics
approval and identify factors associated with seekingares ethics review;

3) describe gatekeeper (i.e., cluster representative) pesm@sd approval processes and
identify the types of gatekeepers associated with vadlussers;

4) describe consent processes from individual and clustelrgarticipants and identify
factors associated with obtaining consent; and

5) assess the adequacy of reporting ethics approval, gatekeapesspen, and consent
practices in published CRTs by comparing published results@stlits of the survey.

There are new and original theoretical insights tgdoaed from this quantitative
study for understanding the ethics review process and etbicdlict of CRTs. By helping to
identify characteristics of and challenges in the etlwoatiuct and review of CRTSs that are
not reported in the literature, and eliciting the pecipes of researchers seeking ethics
approval and conducting such trials in practice, this studynveike major contributions to
the objectives of the larger grant, which are to imprihe process of ethics review of CRTSs,
generate guidelines for the ethical conduct of CRTs, ahke mecommendations for
reporting necessary ethical details in the literature.thhagortantly, the results of this study
will contribute to the framework of ethical issues RT3, by contributing perspectives from
cluster randomization trialists who are engaged inarebeand are not necessarily experts

who would be involved in the formation of ethics guidelifres.
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CHAPTER 2

Stuby DESIGN AND METHODOLOGY

In Chapter 2, we describe the methodology employedeirstinvey of cluster randomization
trialists. This includes a description of the samplingtsgya choice of survey mode,
guestionnaire development, and questionnaire pre-testingdur@se The final questionnaire
and survey implementation procedures are also describé&mydal by planned analyses of

the survey results.

2.1SAMPLING STRATEGY

2.1.1 Sample selection

Figure 2 outlines how the survey sample was selecteztarpet population of the
survey was defined as researchers conducting CRTs in hesdtéwrch. The survey
population was primary authors (i.e., first or correspaga@uthors) of CRT publications in
health research that were published between the yearaBG®D08. As mentioned
previously, the survey sample was an existing sample op@0lished CRTs included in an

earlier review of CRT publications, conducted as parefiarent study.

Target population Survey population  Sampling frame Sample

Primary authors of
CRT publications

(years 2000-2008)
in health research

17,000 citations
identified in = 300 CRTs
Medline

Researchers
conducting CRTs
in health research

Simple random sample

Figure 2 : Outline of survey sampling strategy targeting cluster randomization trialists in
health research
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The procedure used to generate the sampling frame, andteelsgnple random
sample of 300 trials has been described elsewh@wgefly: A published electronic search
strategy® was implemented in Medline to identify a population 8T8 (or possible CRTS)
in health research, published in English language jourealgelen the years 2000 and 2008.
The search strategy had a sensitivity of 90.1% for a gaidlard set of 162 CRTs identified
by hand search, and a positive predictive value of 18%Bhe resulting sampling frame
contained approximately 17,000 citations, to which computerrgeterandom numbers
were assigned to sort by random number. Two reviewdependently screened a training
sample of 300 records from the sampling frame based ondlsion and exclusion criteria
presented in Table 2.1. This was done until the k statissessing agreement in the
identification of CRTs reached at least 0.85, which oeclafter three rounds of screening.
Thereatfter the two reviewers separately screeneddedmm the sampling frame until the

target sample size of 300 CRTs was reacfied.

Table 2.1: Inclusion and exclusion criteria for trials induded in the review of CRT
publications

Inclusion criteria:

0] Random allocation by cluster;

(i) English language;

(i) Year of publication 2000 or later;

(iv)  Outcomes of interest pertain to individual or populatiealth;
(v) At least some outcomes observed on individuals withistels.

Exclusion criteria:

0] Quasi-randomized design;

(i) Further random or non-random allocation of individuaihiw clusters;

(i) Use of standardized patients only;

(iv)  Pilot or feasibility studies;

(v) Trial protocols or methods papers;

(vi)  Obviously secondary analyses of trials with main requiltblished elsewhere;

(vii)  Short communications, conference proceedings, |dtieditor;

(vii)  Studies randomizing households, or dyads of different ithdials (e.g., patient-
caregiver, parent-child).
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As only the primary author indicated for corresponden@aah sampled publication
was surveyed, sample members’ contact details were mhippm the publications to
include the name of the primary author, their affiliatiemail address, postal address, and
telephone number. GoodlWebandScholarsearches were conducted to retrieve the
primary author’s email address if not provided in the CRTipatibn. If a primary author’s
email address was not retrievable through internet lseara co-author on a recent

publication was contacted to obtain the sample memberer@ email address.

2.1.2 Sample Size

A sample size of 300 was deemed sufficient for the qaserianalyses of the survey
as a two-sided 95% confidence interval for a proportionguiie large sample normal
approximation extends 0.041, 0.062 and 0.068 from the observedtmopaf 0.1 (or 0.9),
0.3 (or 0.7), and 0.5, respectively, when factoring-in paese rate of 70%.

The following formula was used for the sample sizeutaton:

E= @ nlp(d-p) nf”
where E = margin of error
@- 2)= 1.96, where desired level of confidence is 95%
p = population proportion
n= 300
70% response rate 210
For example, assuming a proportion of 10% vyields thewang margin of error:
E= (1- /2)[p(1'p)/ 0% response ra}élz
= 1.96[(0.1)(0.9)/210(*
=0.041
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2.2 CHOICE OF SURVEY MODE

Commonly used survey modes include interviewer-adminstexethods such as
face-to-face interviewing and telephone interviewing, altlesiministered methods. Self-
administered methods include mail surveys in which samglmbers are requested to
complete a paper questionnaire, and web surveys in whigilesamembers are requested to
complete a questionnaire hosted on an internet weBal@en selecting an appropriate
survey mode, it is important to consider the survey obestand resources available for a

38,39

study:

Given the dispersed (i.e., international) locationthefsample members in this
study, it was possible to conduct the survey through anbewiewer-administered
telephone interviewing, or a self-administered mailveb questionnaire. A self-
administered survey was the preferred choice as it waitdd respondents greater
convenience compared to an interviewer-administered subyegllowing them to respond
at their own pace and time. Self-administration woldd affer the advantage of greater
administrative efficiency in contacting the samplemiers and collecting their responses.
Selecting the self-administered web survey mode washp@sgsven that the target

population of researchers was most likely to have ieteancess.

The selection of a web or mail survey requires conatae of the advantages each
mode offers. With respect to study resources, the twegumodes can differ according to
fixed and variable costs in development and administrafioed costs are those incurred
regardless of the sample size, whereas variable amsthose that are incurred when
contacting sample members (i.e., in materials and rameired)®® Web surveys may have

proportionally greater fixed costs incurred in the develepnand programming of a
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guestionnaire, compared to variable costs from contactimgbes (e.g., by email). Mail
surveys on the other hand often have proportionally greatiable costs incurred from
printing and mailing questionnaires and reminders. In termagliwinistration, the
advantages of web compared to mailed completion of a sinelegle faster delivery,
numerous design options, quick response time, real-timoe eéhecking, and streamlined

data collection and entfy.

Compared to web surveys, mail surveys tend to produce higgonse ratéd.Shih
and Fan (2008J confirmed this in a meta-analysis of thirty-nine studies tirectly
compared web and mail survey modes. They controlled folora versus non-random
assignment of a web versus mail survey mode, typemflaton sampled, use of a survey
incentive, follow-up reminder, and year the survey wamlaoted. The type of survey
population was a factor that contributed statisticaiiypificantly (at =0.01) to the variation
of response rate differences—college students were fourel nwre responsive to web

surveys than professionals, employees, and the genguhpion.

We chose a self-administered web survey as the dégat@n mode for the trialist
survey. For the purposes of this study, an electroniegumould be more efficient by
allowing for stream-lined data entry of a large numbespEn-ended responses, which were
anticipated from the respondents. Although the review bly &l Faff found that
professionals are among the type of survey populati@isate less responsive to web
surveys, we focused on the use of incentives, persotabgegiests, and reminders to

promote response to the web sur{Ry.
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2.3 USE OFSURVEY |INCENTIVES
In increasing perceived benefits to participation and emagmg most of the sample
to respond, incentives have been found to be effectiveproving survey response rates

and reducing the potential for non-response 1i&sDillman et al3°

recommend providing a
small token cash incentive, in the range of $25 to $100 fasigihys in particular, to all
sample members. Pre-paid cash incentives have been sbdave the largest effect on
survey response rat&sWhen this is not feasible, Dillmagt al*® recommend a carefully
selected material incentive, which can also be beaéfisiCochrane systematic review
(2009¥* of randomized controlled trials to increase respomg®per or electronic (i.e., web-
based) questionnaires found that the odds of response werased by more than a half
using non-monetary incentives. The odds of response a@lsased, but only by a third,
using a lottery with immediate notification of results

Given the likelihood that our sample members would bg pusfessionals and that
some may also be physicians, an incentive provided topeaticipant was thought to be the
most effective in promoting response to the survey. Theetaoy gift, however, would need
to be substantial in what has been shown to worgligsicians’® Considering the resources
available for the study, we decided that a substantiahmametary gift would be more
suitable for participants, as increased effects ofmonetary incentives on survey response
have been observed in web survéy®ur sample members were therefore offered a more
substantial and relevant gift—a book entitlB&ésign and Analysis of Cluster Randomization
Trials in Health Researgtby A. Donner and N. Klar, valued at $90.00 CAD. However,

because some respondents may already have had a ctypypkh®r may not wish to receive

the gift, we thought it useful to also offer the optidraaharity donation made on behalf of
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the respondent. Respondents would thereby have the dio@eeiving the book, or having
a $40.00 CAD donation made on their behalf to Doctors WitBorders/ Médecins Sans
Frontieres (MSF).

In order to determine whether the addition of a chtocgonate to charity would
have any detectable effect on survey response, samplbaremere randomized tmeof
the two gift versions. The smaller methodological steiiypedded within this project had the
objective of comparing survey responses to two differenstgpéncentives offered to
professionals in a survey: namely, the offer of aanft, or the offer of a choice: a gift or
donation to charity. Stratified randomization in blocksize 2 was performed in SAS ®
version 9.1. Stratification factors selected were: y¢&RT publication (2000-2004 versus
2005-2008), whether or not the trial was clearly identified &RT from the title or abstract
(to balance trials based on adherence to reportingatds in the CONSORT-extention to
CRT$?), and the country of the corresponding author (Canad®-US&sus other developed
country, versus economically developing country). Thdifigs of this sub-study will be

explored in a manuscript external to this thesis.

2.4SURVEY QUESTIONNAIRE DEVELOPMENT

2.4.1 Content of the questionnaire

The survey questionnaire was developed jointly by the camd{@&) and supervisor
(MT). First, item generation for the content of the sjismnaire was performed
independently by SC and MT, based on three main sourtesagure review of ethical
issues and challenges in the conduct of CRTs, prelimneanjts from a qualitative analysis
of in-depth interviews conducted with experienced clusigists>* and preliminary results

from the review of published CRPSA preliminary draft of the questionnaire was
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developed, and its clarity and relevance were assessmhipleting the questionnaire in the
context of a very diverse group of CRTs —these were alheselected studies with
different types of intervention typologies in a vayief settings, including primary care

practices, schools, nursing homes, and communities.
2.4.2 Pre-testing the questionnaire

Expert reviews

Once a well-elucidated draft of the questionnaire wasdal it was circulated
amongst members of the research team who had expartise or more of the following
areas: the design and conduct of CRTSs, epidemiologytabigtgcs, bioethics, and survey
methodology. Throughout the questionnaire development péeedbhack from the research
team was important in assessing the face validithe@tjuestionnaire, which is whether the
guestionnaire appeared to measure what it intended to meaassed,on the study
objectives!* Feedback was also important for assessing the cldtiheauestions posed,
appropriateness of question structures and response dasegotential question-order
effects, and whether additional questions ought to be akkéaing to determine the content
validity of the questionnair€:**In addition to expert reviews of the questionnaire, pre-

testing was also conducted in the form of cognitive intevsi

Cognitive interviewing

Groveset al*® state that the standard for survey questions is sutthehaare,
‘understood in the same way by all respondents, and tlerstanding should match the one
the authors of the question intend&4&n important method of pre-testing a newly-
developed questionnaire is cognitive interviewing. Cognitive ureess, also referred to as

‘think-aloud’ sessions are a means of determining whetl@ple members will comprehend
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questions as intended by the surveyor, and whether quessinriz answered accurat&ly.
The interview entails completion of the questionnair@asticipants who represent the

target population of the survey. In a concurrent thinkiéisession, participants are asked to
verbalize their thought processes from the momentaheyresented with the survey
guestionnaire, and as they proceed to answer each of timogaeResearchers may use
probes and other procedures to discover how the participavesunderstood the questions,
and how they arrive at their final answ&té® Testing questionnaires in such a manner is
important for: (a) establishing the face validity of agjimnaire, and (b) assessing the
clarity of the questions posed, appropriateness of questiottures and response categories,
and potential question-order effeéts.

The goal of the think-aloud pre-test in this study wasabke the detection of
problems with the questionnaire, including potentially comfyisjuestion wording, incorrect
interpretation, and feasibility of responses. Pardicip were selected on the basis of
recommendations made by cluster trialists on the relséaam, as well as through internet
searches of CRT publications. A representation of pyiraathors was sought among
different countries, types of CRT interventions, and wfitandomization (i.e., study
settings). The individuals contacted were asked to paatieiin a 45 minute to one hour
session to complete a questionnaire about their expgesemith conducting CRTSs;
particularly with regard to a CRT they had conducted. Veveldividuals were invited to
participate in a think aloud session over the phone aré there invited to participate in-
person, if possible. Those agreeing were scheduledtfoniaaloud session and informed
that just prior to the session, they would be emalledstirvey cover letter and a Microsoft
Word® -fillable version of the questionnaire. Participamése asked not to view the

documents until the start of the session.
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Eight individuals agreed to and participated in the thinkidlsession over the phone,
and one agreed to and participated in the think-aloud sesspmrson. Two others
completed and returned the MS Word-fillable form of thestjoanaire, without
participating in the think-aloud session. The sessionceaducted by SC under the
supervision of MT. Participants were asked for permissicaudio-record the session, and
were then introduced to the study using a standard screfpgendix A). As they
completed the personalized (see section 2.4.3) questionpaitieipants were asked to
verbalize everything they were doing and thinking, frondirggathe questions aloud, to
telling us their thoughts, and giving their final answers. akided mentioning anything
they liked or disliked about the questionnaire, in additma review and reflection on the
guestionnaire and implementation procedures.

Following each think-aloud session with a participant stivey questionnaire was
modified iteratively to reflect the new understanditigg had arisen. Comments from earlier
think-aloud sessions that the questionnaire is, for exarfggeplicated to work-through
and read” contrasted with comments from later thik:dlsessions that the questionnaire is,
for example, “nicely laid-out, easy to go through.” Corighgcpre-tests in the form of
cognitive interviewing was therefore central to ensurirag the questionnaire was clear and

understandable for its intended audience.

2.4.3 Personalization of the questionnaire

CRTs are often complex, involving multiple kinds of papants who may be
approached for consent, namely those at the individual bnd those at the cluster level.
Additionally, it may not always clear exactly who tb&rticipants are: interventions may

involve cluster and individual level participants direattyindirectly, and the degree to
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which cluster members can opt-out of study interventioesamong CRTs. The diversity
of CRT settings represented in the sample, and tlygngalevels of participant involvement
presented challenges in designing a questionnaire that weclédr and interpretable to all
sample members.

In earlier drafts of the questionnaire, terminology uniqUERTS was used to pose
guestions about consent from ‘individual level’ and ‘clusggel’ (if applicable)
participants, and permission from a ‘gatekeeper’ or ‘elustpresentation mechanism,’
among others. Our sample members, however, may noenaeentered these terms and
consequently, would need to identibywhomreference was being made in the context of
their CRTs. For this reason, a short glossary of diefits was made to precede the
guestionnaire. For example, a cluster level participas defined in the following manner:
“Subjects at theluster levelmay be health professionals, teachers, employerspgrgm
staff who are targeted by the intervention and arad®e to affect outcomes on individuals
within clusters,” and the concept of a gatekeeper wasdated as follows: “The decision to
enroll a cluster in a trial may be taken by one orenddustergatekeepersor guardians,
who are authorities with oversight responsibilitidsovact on behalf of the study subjects
and represent their interests.” Terminology referting research ethics board (REB) also
varies among countries. As a result, the term ‘reseatthics board (REB),” which is widely
used in Canada, was described as being synonymous withafopkx institutional review
board (IRB) and research ethics committee (REC).

Thus, on the one hand, the trialists surveyed would teeedderstand potentially
new terminology that they may not have encounteréaré®eand then to answer the
guestions, they would need to apply these terms in thextaitéheir own studies. This not

only could lead to misunderstanding, but the research teaotucled that it might also mean
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that we as the researchers were imposing our underggarfdmrious terminologies on the
trialists we were surveying.

To address this issue, the mail merge feature in MS Wosdused to experiment
with the personalization of the questionnaire and to géaéerms unique to the study of
each sample member. Mail merge is a function thatesgeersonalized documents by
bringing values for variables from a source databaseaibémplate. The preexisting survey
guestionnaire in MS Word served as the template and wdsieaoto include unique
variables that were to be populated from a source Midr&s@el ® database. The columns
in the excel database served as variables and eagwéhtn a row served as the unique
value for a selected CRT. SC and MT tested the questrenioaiease of completion using a
diverse set of CRTs from the survey sample of CRT patiins. We confirmed that the
difficulties respondents may have encountered with wtaeding the questionnaire could
now be resolved by generating a questionnaire that was uwigaadh sample member.

Questionnaire personalization was performed as folldWs:candidate (SC) read
through each sampled CRT publication, deriving and inputtimgantExcel database,
information pertaining to eight general categories that evbalused to personalize the
survey (Table 2.2, column 1). The study title, and journdlyear of the CRT publication
were collected to direct sample members to the spestifety the questionnaire pertained to.
Also documented was whether ethics approval was repastsaught, so that the question
stem about ethics approval of the selected CRT could Bemmdized. We wished to make
sample members aware of the fact that we had acquatselves with their trial:Our
review of your paper indicates that research ethics approval was soughtdaat the
study. Is this correcterminology referring to ethics review was also eoled because as

mentioned, this can vary from country to country. In otdgersonalize questions about
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gatekeeper permission or consent, the unit of randomizati well as examples of persons
who could provide permission for the enrolment of theteluwere recorded—the latter
taking the cluster setting into account. For exampléhé IMPLEMENT study that
randomized general practices, practice managers and alators would be mentioned as
examples of persons functioning as gatekeepers. Of partiogportance was collecting
information about individual and cluster level particifgin the study, so that questions
about consent could be framed more specifically. For plgrmstead of asking whether
consent was sought frodluster level participantswve would ask regarding the
IMPLEMENT? study: ‘Wasconsent sought fromhysicians..?’ It was also noted whether
the CRT involved one or more pre- or post-study qualiato mponents embedded within
the larger trial, which often select a subset of pigdiuts. If a qualitative component was
identified, respondents were requested to answer with reg#nd main study only.

As shown in Table 2.2, values for 16 variables were substguenived from the
information extracted from the CRT publications. Somaabdes were used only once in the
guestionnaire whereas others were used in multiple losatiche exact placement of the

personalized fields within the questionnaire is presentégrendix B.
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Table 2.2: Variables in the personalized questionnaire

Information extracted Variable Examples of variable value$
from CRT publication

Study title (1) study title 1) Community Intervention Trial for
Smoking Cessation (COMMIT): 1.
cohort results from a four-year
community intervention.

Journal and year (2) journal and year 2) American Journal of Public Hhealt
1995

Was ethics approval (3) question 1 stem about 3) Did you seek research ethics approval

sought? ethics approvdl to conduct the study? / Our review of

your paper indicates that research
ethics approval was sought to conduct
the study. Is this correct?

Ethics review (4) ethics reviewerminology 4) institutional review boards (IRBs) /
terminology and acronym research ethics committees (RECs) /
research ethics boards (REBS)

(5) singular acronym 5) IRB/REC/REB

(6) plural acronym 6) IRBs /RECs /REBs
Persons from whom (7) head of cluster permission) municipal administrators, community
permission could be medical leaders
sought to conduct study (8) other study permission 8) Ministry of Health, advisory board
Unit of randomization (9) unit of randomization 9) communities / general practices

/schools

Participants at the (10) cluster and individual 10) primary care providers (PCPs) and
cluster and individual level participants patients / school nurses and students /
level supervisors and employees

(11) cluster level 11) primary care providers (PCPs) /

specification school nurses / work supervisors

(12) cluster level (shortened12) PCPs / nurses / supervisors
or acronym)

(13) individual level 13) patients of PCPs / school students
specification departmental employees
(14) individual level 14) patients / students / employees
(shortened or acronym)
Individual and cluster (15) individual level 15) (for the main study, not the qualitative
level clarifications for clarification component)
consent questions (16) cluster level clarificationl6) (for the main study, not the qualitative
pre-study)

a- Multiple examples per variable are separated by a */’
b- Variable 3 had two possible values only, which are shiavthe third column of the Table
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2.4.4 Web development of the questionnaire

The survey questionnaire incorporating features of personahiaats designed into
a web survey. Screen shots of the web-based questie@maishown ippendix C. The
web survey was designed by a senior programmer at the MeTlemti® of the Ottawa
Hospital Research Institute (OHRI). MS Visual Studio 20G5b M©& SQL Server 2000 were
the software programs used to develop the survey, whicth&adosted on the OHRI web
server. Due to questionnaire personalization, the suresyunique to every user, which

made the format/GUI particularly complex to design.

The survey was password protected so that only users watiidd® could log in. At
each login attempt, registered users were time-stamped survey database. Users were
able to review and change their responses using the ‘pre@dndssave and continue’
buttons featured at the bottom of each page. The seladtmne response option was
enforced in the programming of closed-ended questions contamihglly exclusive
response categories. In some parts of the questionndangi\ee questioning was used to
direct respondents past one or more questions that magglicable. Once a user submitted
the questionnaire, their unique ID was de-activated andwbeld no longer be able to enter
the survey. The survey was not programmed to check questipletion and internal
consistency among responses either during questionnaigget@m, or at the time of
submission. Our view was that prompting users to ‘cormctomplete’ their responses
would impede full participation. Instead, open text boxese placed throughout the
guestionnaire so that respondents could either clarifieated response, or provide a

written explanation without selecting a response.

Prior to implementation, the web survey was testeensxely. All tests of the
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guestionnaire were performed manually by the programmer, SG1a&nThe web survey
was also completed by five members of the research &saira cluster trialist based at the
OHRI. We ensured that the web-based questionnaire wad mstifferent browsers (MS
Internet Explorer versions 6, 7 and 8, Mozilla Firef@aogle Chrome, and Safari), and on
different platforms (Windows XP, Vista, Windows 7, anddvhtosh). The application was
also tested on various computers with different setugpsanfigurations. Additionally, the

programmer extracted the database multiple times dtesiong to validate users’ inputs.

2.4.5 Description of the final web-based questionnaire

The final questionnaire consisted of 27 closed-ended questionse sections.
There were 12 web pages in total; one for each sectide gquestionnaire, and an additional
three pages that preceded the questionnaire: a login ppage @ontaining background
information about the study, and a page containing detailgtahe complimentary gift
being offered to respondents. The first seven sectiotieeafuestionnaire contained
guestions specific to the identified CRT, the eighth saatbntained questions about
trialists’ experiences with conducting CRTs in genea{sing on the ethics review of
CRTs), and the final section contained demographic questimhspace for additional

comments. The nine sections, including the pages thatqa@¢tkem were as follows:

A- Login page

B- Background information

C- Gift confirmation

1- Permission to conduct the study and enrol clusters

2- Consent procedures for cluster level participants inntieevention arm
3- Consent procedures for cluster level participants icomerol arm

4- Consent procedures for individual level participants @éitiiervention arm
5- Consent procedures for individual level participants endbntrol arm
6- Information provided to participants at the individual level

7- Information provided to participants at the cluster level

8- Ethics review of any CRTs you may have been involved with

9- Demographic information and additional comments

35



A- Login page

On the login page, sample members were welcomed sutkiey and provided contact
emails and phone numbers of the survey coordinatorg8€¥tudy PI (Dr. Jeremy
Grimshaw). A login box incorporating a semiautomatgirigprocedure allowed trialists to
enter their unique password to begin the survey. Undértiea login box, users were
advised that they could request an MS Word-fillable formaifgde shown i\ppendix B)

to complete their survey should they experience any tealhhificulties with the web-based

guestionnaire.

B- Background information

The background information page was designed to provide sarepiens with helpful and
important information about the study and survey questioang@ire page included the title
of the selected CRT publication, the estimated time totigmesire completion of 15 to 20
minutes, the definition of a CRT, and additional informatabout the study. We also
described the type of information we were interested tinegag from the questionnaire,

including consent procedures for the specified participartsiselected CRT.

C- Gift confirmation
The gift confirmation page was programmed to display ote/@fncentive versions to
which the sample member had been randomized. Respondelait®nter their mailing

address in the space provided if they were interestext@iuving the complimentary book.

Section 1- Permission to conduct the study and enrol clusters
To describe ethics approval and gatekeeper permission in @#Ess objectives 2 and 3),
we asked whether ethics approval was sought to conductlélecteseCRT (response options:

yes/no-[explain in text box]), as well as whethergatper permission and approval
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processes were used (yes-[explain]/no). Ethics apprandigatekeeper permission
prevalence estimates were used to assess the adequepgrtihg ethics approval and
gatekeeper permission in published CRTs (thesis objectiam&)o identify factors
associated with ethics approval of a CRT (thesis obp&)v

Sections 2, 3, 4, and 5- Consent procedures for individualtdutevel participants in the

intervention/control arm

To describe consent processes for individual and clustelrpgarticipants (thesis objective
4), we collected detailed information about consent fraahividual and cluster level
participants, in both the intervention and control aofrihe study. We asked whether
participant consent was sought for any aspect of the @&5Ino-[explain]), as well as
whether consent was sought from participants for reggian intervention, and for data
collection (NA/yes explicit/yes verbal/yes other cariggrocedure-[explain]/No: not
notified/notified without opt-out opportunity/notified withpt-out opportunity/other
notification procedure-[explain]). With regard to cludearel participants, we also asked
whether consent was sought for delivering or administexrisigidy intervention to individual
level participants (response options as above). ‘N8 aesponse option was not presented
when asking about individual level participant consentlia collection, because this was
one of the criteria used to select CRT publications @all). The web survey was
programmed to skip questions about cluster level consedtigns 2 and 3) for those CRTs
in which cluster level participants were not identfgturing the questionnaire
personalization process. Consent prevalence estinvatesused to describe consent
practices and identify factors associated with participansent (thesis objective 4), and to

assess the adequacy of reporting consent practices islrmICRTs (thesis objective 5).
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Sections 6 and 7- Information provided to participants at the indival/cluster level

To further describe participant consent processes in QRé&sis objective 4), we asked
whether participants in each of the intervention amdrobarms were informed about the
use of different interventions in alternate study afyes/no-[explain]). Section seven about
information provided to cluster level participants did nmpear if cluster level participants

were not identified from the CRT publication.

Section 8- Ethics review of any CRTs you may have beenlired with

To describe the ethics review process from the exper@nesearchers seeking ethics
approval (thesis objective 2), we asked sample membefsliheing: whether they
experienced variability in the ethics review of a CRT wgdimg review by multiple ethics
committee (NA/yes-[explain]/no), whether they havespeally met formally with ethics
committee members to explain a CRT (NA/yes-[explam)/ and the impact the ethics
review process had on one or more aspects of their GRR&sk all that apply). To
determine the need for ethics guidelines for CRTs (tludgective 1), we asked sample
members to rate the extent of their agreement or digagraavith statements presented on:
the need for ethics guidelines for CRTs, whether REB lmeesneed to be informed about
distinct ethical challenges in CRTs, and whether Rpieation forms ought to be designed
separately for investigators submitting a CRT for ethigg@val (strongly

disagree/disagree/agree/strongly agree/no opinion).

Section 9- Demographic information and additional comments
In this section we collected demographic information @réspondents’ highest obtained
degrees (check all that apply), and the countries whepeele were obtained. The section

also contained an open text box allowing respondents¢o any other details about ethics
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in CRTs that were not addressed by the survey. The baotttime page displayed the

guestionnaire ‘submit’ button.

2.5METHODS FOR I MPLEMENTATION

2.5.1 Survey implementation procedures

Conducting a quality survey requires optimal minimizatbfour types of errors:
sampling, coverage, non-response, and measurementiévtioimizing non-response error
in particular requires the use of motivational featahes will work together to encourage
members of a sample to respond. This strategy is tliefoa®illman’s Tailored Design
method®® which is built on a scientific approach of reducing syreeor, and on the social
exchange theory of response, which aims to establishvitisthe respondent and increase
benefits while decreasing costs to participation.

We usedDillman’s Tailored Desigif method as a guide to develop survey
implementation procedures intended to maximize responsetaiibred method emphasizes
a number of components as being important for maximizisygorese rates: Sending multiple
contacts to potential survey respondents, such as apfieation and reminders, is a very
effective way to increase response raté&To legitimize the survey request, it is
recommended that contacts be sent from a legitimat®aty who may be known to the
survey populatiori®3® A ‘special’ contact, which is different from the otaéras also been
shown to improve overall response to mail survéys.

All contact emails were sent by SC as a delegate orifludhiar. Jeremy Grimshaw.
As a research scientist at the OHRI and special@Riis in implementation research, Dr.
Grimshaw served as a legitimate authority who wouldelbegnizable to numerous trialists

who have conducted similar types of studies in heaftbareh. As shown in Figure 3, a
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series of up to six contacts based on Dillman’s recordatemns for the implementation of
mail and internet surveys proceeded as follows: A prdication email was sent to the
primary author, mentioning that they would be receiving @egurequest regarding their
published CRT. The email explained the purpose of the suawelythe importance of
participation. A link to the published grant protocol was includeprovide researchers with
more information about our study on ethics in CRTs. Tineey invitation email containing
the cover letter text was emailed two to three dags.l&he cover letter contained the
survey URL, a unique password, which was the unique identdi») of the CRT
publication in Medline, and details of the gift thatlisis would receive upon completing the
survey, which was personalized according to the incengx&on the sample member had
been randomized to. A thank you and reminder email wagsail sample members one
week after the first emailed request, explaining thatreey invitation had been sent,
thanking those who had responded and encouraging those wiethiadio so. A reminder
email was sent to non-respondents two weeks aftenitied survey invitation email,
indicating that a submitted questionnaire had not yet msived and urging the sample
member to respond. Potential respondents were thendnaaiksminder letter by postal mail.
The letter thanked those who had recently responded] argesponse from those who had
not within the next seven days, and also mentioneddirsopalized gift in detail once more.
Because the survey was fielded during the summer monthssehas of the sample
members were likely to be away on holiday, a final remiedeail was sent in the fall to all
non-respondents. The email mentioned that others hadnesd, contained the web survey
link and password, and asked the non-respondents to conffdajadstionnaire by a
specified dead|irfé which was 12 days away, after which the study would clbise.survey

implementation system therefore incorporated a numibeatures that would work to
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encourage the sample to respdh8amples of the email and postal letter contacts are

presented i\ppendix D.

Pre-notification email

2-3 days
\4

( mmi Survey Invitation email I\\\\\\\\\\\

v 1 week

Thank you & reminder email

2 weeks

4 weeks <

Reminder email

Postal reminder

I

Final reminder email

Figure 3: Outline of survey implementation procedures.

2.5.2 Survey pilot testing

Whatever the planned approaches for conducting a survept agsil of the planned
implementation procedures is important to determine venétie proposed questionnaire
and procedures are adequate for implementation on the saniplé? Dillman et al>*
recommend selecting a random sample of sample memimkiswdting them to participate a
few days or so ahead of the remaining sample. A moneaiilot study can also be
conducted prior to the implementation of the survey atlar sample from the sampling
frame. This may be necessary if response distributioth®ther features of the survey need

to be evaluated beforehari.
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The survey questionnaire and all implementation procedunestested on 46
purposefully selected primary authors (16%) of CRTs irsthigey sample. The pilot test
would enable the detection of problems with the web-bgsedtionnaire and operational
issues in implementation procedures and data colleetitihna goal of determining whether
the proposed questionnaire and procedures were adequate [Emenfation on the entire

sample®®

2.6 CALCULATION OF SURVEY RESPONSERATES

An important outcome by which surveys are judged is the nssp@té? which can
be defined as the number of complete interviews dividetidyumber of eligible units in
the samplé’ The American Association for Public Opinion ReseafeAROR) is an
organization that seeks to standardize the computatisureéy outcome rates so that
comparisons can be made across studies. AAPOR has publigh&tkbne that is updated
periodically, titled,Standard Definitiond’ which serves as a guide for four types of survey
sampling modes: random digit dialling (RDD) telephone sggyvim-person household
surveys, mail surveys of specifically-named personsjraachet surveys of specifically
named persons. The guideline defines a numerical claggficscheme for each sample
member based on their final disposition. The categiwsiz&f sample members based on
their final disposition codes is in turn used to definectdeulation of survey outcome rates,
namely the contact, cooperation, refusal, and respotes ra

The AAPOR guideline for internet surveys of specificathmed persons was used to
assign final disposition codes to all sample memberse®an the assigned disposition
codes, the survey contact rate, cooperation rate, tefiisaand response rate were

calculated. Response rates for the survey are presar@adpter 3.
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2.7STATISTICAL METHODS

Statistical analyses were performed in SAS® version 9.2.

2.7.1 Dataset cleaning

Reponses from the web-based questionnaire were downloadexhiMS Excel
workbook. The data file was structured for import and thgorted into SAS ® version 9.2.
The dataset was cleaned by running frequencies to respohseking ranges of responses
(i.e., the mean, median, min & max values), and ecbssking variable values. Where
enough information was available, missing values weracegdlwith values that were
deduced from textual explanations, responses to simil@laded questions in the
guestionnaire, and the CRT publication. The cleaned survagetavas merged with the
cleaned dataset from the review of the sampled CRT pubhsafprovided by MT),

conducted as part of the larger study.

2.7.2 Analyses of survey results

Categorical variables were summarized using frequenciepacentages. Exact or
asymptotic methods were used to calculate 95% confidencealst@f percentages.
Continuous and ordinal variables were summarized usingamedind inter-quartile ranges.
Bi-variable statistical associations were tested uBiE@rsort?® or Fisher's exact tests for
categorical variables, and Wilcoxon two-sample tistsontinuous variables. The Cochran-
Armitage test for trend was used to test the signifiearfchanges in proportions over time.
Textual responses were grouped into categories with siamtrlying themes.

Categorizations were assessed by MT for agreement.

Logistic regression analyses were conducted to identifprimassociated with

consent practices at the individual and cluster levelsultivariable model was not fit to
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identify factors associated with ethics review as tinee an insufficient number of trials in
which ethics approval was not sought. As a guide to sanzgl@stermination for a logistic
regression model, the rule of thumb of 10 events paahlar(EPV) has been oft-cited in the
literature but simulations by Vittinghoff and McCulld&isuggest that this rule of thumb is
not, ‘a well-defined bright line*® Their results indicate that problems of confidenceriate
coverage of less 93 percent, type | error rates grdetera percent, and relative bias greater
than 15 percent are uncommon with 5-9 EPV and still obsevitadL0-16 EPV*® For the
logistic regression analyses, it was estimated thaing the 300 CRTs, approximately 50
percent, for example, would indicate informed consentudysparticipation at the individual
level. Factoring-in a response rate of 70%, this tréeskd 105 events, which would allow

for at least6 independent variables in the binary logistic regressiatysis.

In the logistic regression analyses, stepwise vargsddéetion procedures were not
employed because the goal of the analyses was nohsbract the most parsimonious model
predicting the outcome of interest, but rather to itidemrmportant independent factors
associated with individual and cluster level consengdjysting for all covariates of
interest. Multicollinearity among the independent vagalif interest was assessed using
variance inflation factors (VIF). A VIF value above 2dises the concern of
multicollinearity in logistic regressiof. Three regression diagnostic tools were employed to
assess the fit of the model: The Hosmer-Lemeshawttesarea under the receiver operating
curve (ROC) or ‘c-statistic,” and the Nagelkerke adjugiselido R-squared value. The
Hosmer-Lemeshow test works by forming 10 equally-sized groutheairdered, estimated
outcome probabilities and produces a goodness of fittgtdtisassess the adequacy of the

data. Concordance of the expected and observed frequentiiesé groups is required for a

44



good fit>® The c-statistic provides an overall measure of ciassién accuracy, representing
the overall proportion of outcomes correctly classif® A pseudo R-squared value derived
from a ratio of log-likelihoods indicates the degre&toch the model parameters improve
upon the prediction of the null model. The Nagelkerke ps&idquared adjusts for some

measures to allow the R-squared value to reach 1.

CRT author, publication, and trial characteristics cbdld from the review of CRT
publications were used in a number of analyses in thiy.stidinvestigate the possibility of
survey non-response bias, these variables were usethpae® survey respondents with
non-respondents, and to compare survey respondents agcréiarly, middle, or late
guestionnaire submission. The variables were also usedraribble and multivariable
analyses to understand factors associated with partiagpasent and ethics approval (bi-
variable analyses only). To examine the adequacy of rega@thical practices in CRT
publications, variables documenting the reporting of ethiadtfmes (i.e., ethics approval,
gatekeeper identification, and participant consent) irCiR& publications were used to

make comparisons with the survey responses.

The following author and CRT publication characteristiesenconsidered: Among
author characteristics, we considered country of timegoy author (categorized as
Canada/USA fother’ economically developed countries / economicdélyeloping
countries). Among publication characteristics, we lookashether the publication reported
consent procedures from gatekeepers or individual/clustelrgarticipants (yes-including
waiver/no), and whether ethics review was reported ify@ading exemption/no). Similarly,
we were interested in whether or not ethics approval amnidipant consent were reported as

sought in the CRT publication (yes/waiver-exemption/nodl, \@hether or not one or more
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cluster gatekeepers were identified in the CRT (yes/fwgre were two variables of interest
pertaining to methodological quality of a CRT: whether #a@e size calculation presented
accounted for clustering (yes/no), and whether the sesalyere appropriately conducted by
accounting for the ICC (yes/no). Analyses were alsaidered to be appropriately
conducted if inferences were being made towards the clustey cluster level summary
statistics. Because the risks of overstating steaissignificance of study findings are more
consequential than reduced statistical efficiency, welacted a McNemar test for
agreement between these two methodological indic&arse the test was found to be
statistically significant (p<0.0001), only the variable agting for appropriate analyses
conducted for the CRT design, was used in bi-variable aftivariable analyses.
Publication year, and the journal impact factor of@T, which was collected elsewhéfe,

were also publication characteristics of interest.

Among trial characteristics, we considered the nurmabelusters randomized, and
the average cluster size, which was computed by dividingpthenumber of subjects (i.e.,
individual level participants) providing data at baselinehwhie total number of randomized
clusters included in baseline data collection. If thealner of randomized clusters included
in baseline data collection was not apparent in the ptiblicahe total number of clusters
randomized was used to generate a plausible value for avaugtgr size. Also of interest
were planned experimental and data collection intervestiargeting individual and cluster
level participants. A CRT was considered as having plaerpdrimental interventions
targeting individual level participants (yes/no) if the studyplved individual health
promotion or educational interventions, and direct individiessd| therapeutic interventions.

Planned experimental interventions targeting cluster leaicipants (yes/no) were
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considered if the CRT involved educational or quality imprognt interventions targeting
cluster level participants, and quality improvementrirgations targeted at the cluster
organization level. A third variable combined the targetedi¢eaf planned study
interventions in a CRT (individual level only/clustexél only/cluster and individual level).
A CRT was considered as having planned data collectiorv@rteons targeting individual
level participants (yes/no) if the study involved intewer-administered individual level
guestionnaires, self-administered questionnaires, or phys@alieation or other intrusive
data collection (e.g., blood sample) not required for aboare or procedures. Planned data
collection interventions targeting cluster level papants (yes/no) were considered if the
CRT involved a survey or interviews of cluster level pg#ats. The use of routinely
collected data, such as medical record review, wasamstidered as directly targeting
participants for data collection. A third variable thaswonsidered combined the targeted
levels of planned data collection interventions in & GRutine data only/individual level

only/cluster level only/cluster and individual level).

2.8.ETHICS CONSIDERATIONS IN THE STUDY

Participation in this study entailed completing a suryagstionnaire, which
presented no more than a minimal risk to sample membershe survey cover letter
(Appendix D), sample members were informed that their participasosoluntary and that
results are to be kept confidential, in accordance théldetails on confidentiality.
Submitting the survey questionnaire was therefore regardeapéed consent to participate
in the study.

Upon obtaining approval for the survey of cluster randotioizdrialists from the

Graduate Studies Council (GSC) of the department of Epadegy and Community
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Medicine at the University of Ottawa, an applicationdgpedited review was submitted to
the Ottawa Hospital Research Ethics Board (OHREB).stidy was approved with minor
clarifications (Protocol #2009693-01H). Ethics approval was samhgranted twice more
for protocol amendments. Please refeAppendix E for the letter confirming ethics

approval for this study.

48



CHAPTER 3

SURVEY | MPLEMENTATION AND RESPONSE

In Chapter 3, we present descriptive results for theesurincluding response rates and
characteristics of the sample members and their studie evaluate the possibility of non-
response bias by comparing characteristics of respondedtsn@n-respondents to the
survey; we also compare early, middle and late resposmidentest the significance of

changes in response over time.

3.1SURVEY | MPLEMENTATION

Pilot testing of the survey was initiated in May of 20X0Juine 2010, all remaining
sample members were invited to participate in the surveg.data collection period of the
study was closed in late September 2010, after a final esna@inder had been sent to all
remaining non-respondents in early September.

If during survey implementation it was found that theresponding author was no
longer available (i.e., retired, deceased), then thendemathor of the study was contacted as
a proxy, to participate in the survey. If the primary audmailed back suggesting that
another co-author on the CRT complete the survey skedahe primary author to complete
the last portion of the questionnaire themselves (astmntained questions related to their
views and experiences with CRTSs), but encouraged the mspioto involve other co-
author(s) for completing the remainder of the surveyedlto the selected CRT publication.
If an email invitation to a sample member was undedibke, returned as an auto-reply that
they had changed institutions (with or without new contdotmation), or if there was
evidence that a sample member had been contacted adatediemail address, then the

sample member was re-contacted at a newer, updatedagitiagks (if obtainable).
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3.2SURVEY RESPONSERATES

All 300 sample members were assigned final disposition cacsding to the
American Association for Public Opinion Research (AA)@uidelines.’ Figure 4 shows
the classification of sample members into six ddfercategories based on their final
disposition status. These categories form the basiseaksponse rate calculatiomable F-
1 (Appendix F) outlines the detailed dispositions of sample membeamsrdmng to the
guidelines. As shown in Figure 4, of the 300 trials thaeweacluded in the review of CRT
publications conducted as part of the larger grant, thiressarchers were the
corresponding author for two trials while one researalas the corresponding author for
three trials in the sample. For these sample membeesof their CRTs was randomly
selected for the survey using the random number geneuaicirdn in MS Excel. This
resulted in a final sample size of 285 CRTs whose quoreng authors were contacted via

the survey implementation procedures.
3.2.1 Final dispositions of sample members

Category I: Returned guestionnaire

Category ‘(1) sample members consist of those who stibcha completed survey
guestionnaire and are therefore considered as respontleatstiterion for “questionnaire
completion” was to have provided responses to questiorissiacéions of the questionnaire.
A total of 182 sample members met this criterion andleeefore considered respondents.
The AAPOR guidelines also include a category ‘(P)’ for tjaasaires that were partially
completed or in which the respondent broke-off, but thatlred in sufficient information
for inclusion in primary analyses. Amongst the fivetipdly completed questionnaires, none

provided responses past the midpoint of the questionnairdharefore did not meet our
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criterion of “questionnaire completion”. These sampEmbers were therefore categorized

as non-respondents who implicitly refused to complaetesurvey (i.e., category R).

300 CRT publications

15 CRTs removed due to
duplicate corresponding author

A4

285 sample members contacted via
survey implementation procedures

A 4

182/285 (64%) 103/285 (36%)
Responding sample members who Non-responding sample members
completed the questionnaire

(" v

Yes Invitation delivered? No

Unknown
A A A A
21/103 (20%) 6/103 (6%) 16/103 (16%) 59/103 (57%) 1/103 (1%)
Explicit or implicit Unable to No contact made Nothing heard Invitation
refusal complete with researchers back undeliverable
(R) ©) (NC) ®) (UO)

Figure 4: Flow chart illustrating response outcomes of sample members and corresponding
disposition categories according to AAPOR guidelines.

Category R: Explicit or implicit refusal

Category ‘(R)’ consists of non-responding sample memlikcsexplicitly or implicitly
refused to participate in the study. A total of 21 sammenbers were classified in this
category. Five sample members explicitly refused tagyaate in the survey. Reasons for
refusal included the following: retirement, ‘haven’t beesrking in the field for some time,’
no practical experience with CRTs—only involved with tla¢a, confidentiality concerns,

and experiencing technical difficulties with the web bagpaestionnaire (one respondent).
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Because the web server was programmed to time stampesar@mbers who logged into
the survey, we found that eleven sample members loggethexgurvey at least once, but
did not complete any questions. Another five sample mesrdiso logged into the survey
and completed some questions but none were regarded as witgd sufficient
information. These 16 sample members were thereforegstode as having implicitly

refused to complete the survey.

Category O: Unable to complete

Category ‘(O)’ consists of non-responding sample membbkosaentacted the survey
administrator, and whilst not refusing, gave ‘other’ reasior not yet having completed the
guestionnaire. Reasons included pre-occupation with existink} &od being away for an
extended period of time. One sample member explainedrthaurvey was hard to
understand, which was understood as a possible language gaeiethe sample member’s

location. A total of 5 sample members fit into thisecpry.

Category NC: Non-contact -invitation delivered

Category ‘(NC)’ consists of non-responding sample memibbossmade no contact
with the survey administrators, although their survey atiah was known to be delivered.
These were 16 sample members from whom we received offtoe auto-replies, providing

evidence of a valid e-mail address and that the survewimntwas in fact delivered.

Category U: Non-contact -invitation delivery status unknown

Category ‘(U)’ consists of 59 non-responding sample membleosdid not complete
the survey questionnaire, and did not respond by any nfeansby website login, email,
phone) to the survey invitations. The delivery statuheif survey invitations remains

unknown because nothing was heard from them.
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Category UQ: Invitation to sample member returned undelivered
Category ‘(UO)’ consists of non-responding sample membbose survey

invitations returned undelivered. This occurred for one samm@mber in the study.

3.2.2 Survey Response Rates
After categorizing invited sample members based on tegponse status, the survey

response rates, including the contact, cooperation, &nshieates, were calculated.

Contact rate

The survey contact rate is calculated as follows:

(1+P+R+0)/(l +P+R+0O+NC+U +UO)

The calculation includes sample members who comepléte survey completely or partially
but with sufficient information (I + P), refusedx®icitly or implicitly) to complete the
survey (R), or gave reasons other than a refusaldbyet having completed the
guestionnaire at the time of contact (O), ovemailited sample members (I, P, R, O, NC, U,
UO). The proportion of sample members who made dome of contact with the research

team was 74%.

Cooperation rate

The survey cooperation rate is calculated as faiow

(I1+P)/(1 +R+0)

The calculation includes sample members who comeglidte survey (I1+P), over sample
members who made contact with the researchersqample members who completed the

survey (1+P), refused (explicitly or implicitly) tcomplete the survey (R), or gave reasons
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other than a refusal for not having completingdbestionnaire to date (O)). The proportion
of sample members who cooperated with the surepyes, having made some form of

contact with the research team was 87%.

Refusal rate

The survey refusal rate is calculated as follows:

(R)/(1 +P+R+NC+0+U +UO)

The calculation includes sample members who exlyli@fused to complete the survey,
logged on to the survey but did not complete aamd, or broke-off or partially completed
the survey with insufficient information (R), ovalt invited sample members. The
proportion of invited sample members who explicgtyimplicitly refused to complete the

survey was 7.4%.

Response rate

The survey response rate is calculated as follows:

(I +P)/(I + P+R+NC+0+U +UO)

The survey response rate was 64%. This minimabresprate calculation includes sample
members who completed the survey (1), over altted/sample members, including all
category (U) sample members for whom it is unknavkeether the survey invitation reached
them. These sample members are included in thendeator of the response rate because
their contact details were confirmed and updateat po survey implementation. It is
estimated therefore that the majority of categttygample members received the survey

invitation but chose not to respond.
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3.3CHARACTERISTICS OF SAMPLE MEMBERS AND SURVEY RESPONDENTS

Table 3.1 shows the characterization of the susamgple based on primary author,
publication, and trial characteristics. Primaryraus of the CRTs where characterized as
follows: close to half were based in Canada of4Bé, and less than 10% in various low
and middle income countries. Among respondentsirigdian number of CRTs conducted
was three; a quarter had conducted four or moresSRIp to a maximum of 24. Doctoral
and medical degrees were the most commonly hetddpondents (69% and 41%,
respectively).

Publication characteristics of the CRT includeel finllowing: Close to four-fifths of
the studies were published after 2002. The medmact factor of journals the CRTs were
published in was 2.8, with some in the sample gb &g 50. Based on information abstracted
from the published report, 33% of CRT publicatidlig not report the study consent
practices, including qualifying for waivers of cens. Similarly, 26% of the CRT
publications did not report whether ethics appravas obtained, including exemptions from

ethics review.
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Table 3.1: Sample characterization by author, publication, andtady characteristics

Characteristics %, frequency (n=285)
Author characteristics
Country of study author
Canada or USA 47.4% (135)
Other economically developed 44.9% (128)
Developing 7.7% (22)
Number of CRTs conducted (n=168, of n=182 respondents)
Median (inter-quartile range(IQR)) 3 (2-4
Range 1-24
Highest obtained degrees (n=168 of n=182 respondents)
Any doctorate degree: yes 69.1% (116)
Any masters degree: yes 31.6% (53)
Any medical degree: yes 40.5% (68)
Any other higher degree: yes 14.3% (24)

Publication characteristics
Publication year

2000-2002 21.4% (61)

2003-2005 38.6% (110)

2006-2008 40.0% (114)
Journal impact factor

Median (IQR) 2.84 (2.1-5.1)

Range 0.45-50.0
Any participant consent reported

Yes 67.4% (192)

No 32.6% (93)
Ethics approval reported

Yes 73.7% (210)

No 26.3% (75)

Study characteristics
Country of study recruitment

Canada or USA 42.8% (122)
Other economically developed 42.5% (121)
Developing 14.7% (42)

Unit of randomization
Health care organization or setting

Primary care 28.4% (81)
Hospital care 8.8% (25)
Individual health professionals 13.7% (39)
Nursing homes 5.6% (16)
Non-health care organization or setting
Schools or classrooms 20.7% (59)
Residential areas 13.3% (38)
Worksites 6.0% (17)
Sports teams, social clubs 3.5% (10)
Number of clusters randomized
Median (IQR) 21 (12 - 48)
Range 2 - 605
Average cluster sizé
Median (IQR) 33.9 (12.4- 88.5)
Range 1.1- 122855.0
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Target of experimental interventions

Cluster level only 33.3% (95)

Individual level only 33.7% (96)

Both cluster and individual level 33.0% (94)
Target of data collection interventions

Routine data only 15.1% (43)

Cluster level only 8.1% (23)

Individual level only 63.9% (182)

Both cluster and individual level 13.0% (37)
Sample size calculation accounting for ICC

Yes 33.7% (96)

No 66.3% (189)
Analysis accounting for ICC

Yes 69.8% (199)

No 30.2% (86)

a- Sample members defined as all eligible and contactagleanembers
1- 14 observations missing
2- 19 observations missing

Study characteristics of the CRTs were as follasiesse to 40% of the sampled
studies were conducted in Canada or the USA, af@it&arious low and middle income
countries. The unit of randomization included#edse set of healthcare and non-healthcare
organizations or settings, particularly hospitald alinical practices, and schools and
residential areas, respectively. The median numbelusters randomized was 21; with as
few as 2 and as many as 605 clusters randomizadiimgle CRT. Clusters had a median
average size of 34 individual level participants] as many as 100,000 participants per
cluster. About a third of the CRTs involved expexital interventions targeted towards both
individual and cluster level participants, and at&se to one-third targeted cluster level
participants only, or individual level participamsly. Data was collected from individual
level participants in 64% of the CRTs, and fronmstdéum level participants in 8% of the
studies. In 15% of the CRTs, data collection wasdiected towards study participants, but
involved the use of routinely collected data oig.an indicator of methodological quality
of the studies, 66% did not have a reported sasipéethat accounted for clustering, and

about a third did not conduct analyses appropfaatéhe CRT design.
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3.4NON-RESPONSEANALYSES

Table 3.2 shows that the respondents and theirsGi&Fe similar to non-respondents
and their studies on most selected characterigtius.includes the country of the study
author, version of survey incentive offered, yela€BT publication, journal impact factor,
type of CRT in health research, average clustey;, siad the target of planned experimental
and data collection interventions. Respondents’ €&l differ statistically significantly
from non-respondents’ studies based on whetheotathe study analyses were appropriate
for the CRT design (p=0.0166). Survey respondesttglies were more likely to have
analyses conducted appropriately for the CRT dg3i§%) compared to non-respondents’
CRTs (61%).

Among respondents, we further investigated thiibligion of selected author,
publication, and trial characteristics accordingh® timing of the response, as early, mid,
and late. This analysis was performed determindlveine specific trend, indicative of
possible non-response bias, could be observedy, Baid and late response was defined
based on whether questionnaires were submittede#fe thank you & reminder email,
after the thank you & reminder email but beforettaaling of the postal contact, and after
the mailing of the postal letter, respectivélyAs shown in Table 3.3, no statistically
significant associations or trends were observdichwvould suggest that characteristics
such as primary author country, year of CRT pubibca or version of survey incentive offer
were associated with early, middle, or late sunesponse. The journal impact factor was
found to be marginally statistically significantigsociated with the timing of survey
submission (p=0.0505), but as shown in Table Bi&,ttend did not materialize into a

statistically significant difference between survegpondents and non-respondents

58



Table 3.2: Comparison of respondents and non-respondents

Variable Respondents Non- Overall p-value
(n=182) respondents (n=285)
(n=103)
Author characteristics
Country of study author
Canada or USA 46.7% (85) 48.5% (50) 47.4% (135) 0.3937
Other economically developed43.9% (80) 46.6% (48) 44.9% (128)
Developing 9.3% (17) 4.9% (5) 7.7% (22)
Survey incentive offer
Complimentary book 50.6% (92) 50.5% (52) 50.5% (144) 0.9917
Complimentary book or 49.4% (90) 49.5% (51) 49.5% (141)
donation
Publication characteristics
Publication year
2000-2002 19.2% (35) 25.2% (26) 21.4% (61) 0.3632
2003-2005 41.2% (75) 34.0% (35) 38.6% (110)
2006-2008 39.6% (72) 40.8% (42) 40.0% (114)
Journal impact factor
Median (IQR) 2.9 (2.0-5.1) 2.8 (21-4.8) 2.84(2.1-5.1)894%"
Any participant consent
reported
Yes 65.9% (120) 71.8% (72) 67.4% (192) 0.4924
No 34.1% (62) 28.2% (31) 32.6% (93)
Ethics approval reported
Yes 72.0% (131) 76.7% (79) 73.7% (210) 0.3846
No 28.0% (51) 23.3% (24) 26.3% (75)
Study characteristics
Unit of randomization
Health care organization 59.3% (108) 55.3% (57) 57.9% (165) 0.5111
Other 40.7% (74) 44.7% (46) 42.1% (120)
Average cluster size
Median (IQR) 36.6 28.6 33.9 0.4698
(12.4 - 95.1) (12.5-166.0) (12.4 - 88.5)
Target of experimental
interventions
Cluster level only 36.8% (67) 27.2% (28) 33.3% (95) 0.1269
Individual level only 34.1% (62) 33.0% (34) 33.7% (96)
Both cluster and individual 29.1% (53) 39.8% (41) 33.0% (94)
level
Target of data collection
interventions
Routine data only 13.2% (24) 18.5% (19) 15.1% (43) 0.0856
Cluster level only 11.0% (20) 29% (3) 8.1% (23)
Individual level only 63.2% (115) 65.1% (67) 63.9% (182)
Both cluster and individual 12.6% (23) 13.6% (14) 13.0% (37)
level
Analysis accounting for ICC
Yes 74.7% (136) 61.2% (63) 69.8% (199) 0.0166
No 25.3% (46) 38.8% (40) 30.2% (86)

a- Wilcoxon rank sums test
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(p=0.8945). Although a study analysis appropriageiyounting for clustering was a
statistically significant difference between survegpondents and non-respondents (Table
3.2), this association did not materialize intoemd in the timing of survey submission

(p=0.6260).

Table 3.3: Investigation of trends in respondent characteristis by timing of
guestionnaire submission

Timing  of response
Variable Early Middle Late p-value®
(n=74) (n=74) (n=34)

Author characteristics
Country of study author

Canada or USA 41.9% (31) 54.1% (40) 41.2% (14) 0.4371
Other economically developed48.7% (36) 39.2% (29) 44.1% (15)

developing 9.5% (7) 6.8% (5) 14.7% (5)

Number of CRTs conducted

(n=168)

Median (IQR) 3(2-4) 2(1-4) 3(2-4) 0.4691

Highest obtained degrees

(n=168)

Any doctorate degree: yes 72.1% (49) 67.2% (45) 66.7% (22) 0.4691
Any masters degree: yes 25.0% (17) 41.8% (28) 24.2% (8) 0.5267
Any medical degree: yes 38.2% (26) 44.8% (30) 36.4% (12) 0.6499
Any other higher degree: yes 13.2% (9) 13.4% (9) 18.2% (6) 0.9720
Survey incentive offer

Complimentary book 51.3% (38) 48.7% (36) 52.9% (18) 0.9648
Complimentary book or 48.7% (36) 51.4% (38) 47.1% (16)

donation

Publication characteristics
Publication year

2000-2002 17.6% (13) 17.6% (13) 26.5% (9) 0.0627
2003-2005 35.1% (26) 40.5% (30) 55.9% (19)
2006-2008 47.3% (35) 41.9% (31) 17.7% (6)
Journal impact factor
Median (IQR) 2.8 (2.0-4.8) 3.3(22-121) 2.4(2.0-4.2).050%

Study characteristics

Analysis accounting for ICC
Yes 75.7% (56) 75.7% (56) 70.6% (24) 0.6260

No 24.3% (18) 24.3% (18) 29.4% (10)

a- Timing defined as submitting the survey as followsl\Eafter survey invitation but before thank
you/reminder email; Middle: after thank you/reminder eraaileminder email but before postal
notification; Late: After postal notification

b- Cochran-Armitage trend test

c- Wilcoxon rank sums test

1- 14 observations missing
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By comparing the distribution of selected authat study characteristics available
from the CRT publication (e.g., author country, lmaiion year, type of cluster setting,
reporting of participant consent) with the disttibus of these characteristics in non-
respondents, we assessed the possibility of uniregponse bias. Although we observed a
proportionally higher methodological quality in pesidents’ studies, we do not suspect a
serious issue of non-response bias that would &iasethis difference. Statistically
significant changes over time in questionnaire Sabion were not observed according to
whether or not respondents had conducted analpgesmiate for the CRT design, or any of

the other characteristics examined.
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CHAPTER 4

INDIVIDUAL AND CLUSTER LEVEL CONSENT PRACTICES IN CRTS

In Chapter 4, we begin by presenting results orptkgalence of individual and cluster level
consent procedures in the selected CRT publicatidvext, respondents’ reasons for
adopting certain consent practices are describedtivdriable analyses of factors associated
with individual and cluster level consent for expental interventions and data collection
are also presented. The Chapter ends with consactiges as reported in CRT publications,

compared with the survey responses.

4.1PREVALENCE OF PARTICIPANT CONSENTIN CRTS

In order to assess the prevalence of individudl@nster level consent, cluster
trialists were asked whether or not they had soaghsent from individual and cluster level
participants for any aspect of their study. As désd previously, the CRT design can
present unique ethical challenges to trial conpertesses. Often, questions arise regarding
from whom, for what, and when consent should begkbl o ascertain the use of post-
randomization consent in CRTSs, trialists were retgeto indicate the timing of consent
relative to cluster randomization. Even though eohsnay have been sought from
participants for any aspect of the CRT, we wereregted in whether this extended to
consent for the study intervention and data callegbrocedures, particularly if individual
level participants, cluster level participantspoth were targeted by a study intervention or
data collection procedures. In order to make coispas between trial arms, and among
individual and cluster level participants, quessioegarding consent practices were posed
separately for each trial arm (intervention andtica)) and type of study participant
(individual and cluster level). Trialists were alsked whether participants in each study

arm were informed about the presence of alternatly arms. Section 4.1.1 presents consent
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prevalence in CRTs by trial arm (i.e., by interwventarm, control arm, and overall),
separately for individual and cluster level pagaoits. Section 4.1.2 presents overall consent

prevalence, from both types of participants in@heTs.

4.1.1 Prevalence of consent at the individual and clustesvels in CRTs

Results pertaining to individual level consent picas are presented in Table 4.1. We
begin with the prevalence of any individual levehsent sought in the selected CRTSs.
Overall (i.e., in either trial arm), 144 (79%, 9%#nfidence interval (Cl) 73% to 85%) of the
respondents indicated that consent was soughtifrdividual level participants for any
aspect of the study, whereas 38 (21%, 95% CI 1430%) indicated that consent was not
sought. The proportion of respondents who soughiratividual level consent appeared to
be similar across intervention and control armse filming of consent relative to cluster
randomization also occurred in similar proportiaesoss both trial arms. Of the respondents
who sought individual level consent in the intem@marm, 25% (95% CI 18% to 33%) did
so before the randomization of clusters, whereés (@5% CI 67% to 82%) sought consent

post-randomization.

The results presented in Table 4.1 indicate tlthvitual level consent from
participants did not always extend to consentdgeiving or being affected by a study
intervention, or consent for data collection. Olle@nsent was sought for receiving or
being affected by a study intervention in 102 (58%%6 Cl 49% to 63%) of the CRTs. With
regard to individual level consent for data colleetprocedures, Table 4.1 shows that
overall, consent was sought in 137 (75%, 95% CIl 68%l%) of the CRTs. Individual level
consent for data collection was sought in similapprtions across both trial arms. Consent

for receiving or being affected by a study intetiem however, was sought from a slightly
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lower proportion of individual level participants the control arm(s). Table 4.1 also shows

that regardless of whether or not consent was $panghall individual level participants

were informed about interventions or treatmentaiin alternate arms: approximately 54%

(95% CI 47% to 62%) in the intervention arm wer@imed about the use of the control

arm, and vice versa.

Table 4.1: Prevalence of individual level consent in CRTs

Value
%, (frequency)

Intervention arm Control arm

Overall

%, (frequency) 95% CI of %

Individual level consent sought
for any aspect of the CRT?
(n=182)
Yes 79.1% (144)
No 20.9% (38)
If consent was sought:
Timing of consent from
participants?
Before randomization
After randomization
Individual level consent sought
for receiving an intervention?
(n=182)
Yes 56.0% (102)
No 44.0% (80)
Individual level consent sought
for providing data? (n=182)
Yes 75.3% (137)
No 24.7% (45)
Individual level participants
informed about alternate
arm(s)? (n=175)"
Yes 54.3% (95) 53.7% (94)
No 45.7% (80) 46.3% (81)

78.0% (142)
22.0% (40)

(n=144)
25.0%36)
75.09%(108)

(n=142)
25.4% (36)
74.7% (106)

48.9% (89)
51.1% (93)

74.2% (135)
25.8% (47)

72.5% to 84.8%
13.7% to 29.6%

79.1% (144)
20.9% (38)

NA 18.2% to 32.9%
NA 67.1% to 81.8%

48.5% t0 63.4%
36.6% to 51.5%

56.0% (102)
44.0% (80)

68.4% to 81.4%
18.6% to 31.6%

75.3% (137)
24.7% (45)

NA 46.6% to 61.8%
NA 38.2% to 53.4%

a- Confidence interval presented for intervention arm
1- 7 observations missing

With regard to cluster level consent practicesyeaall that in order to personalize

the survey questionnaire, individual and clusteelgarticipants were identified from each

CRT publication included in the sample. Of the Z3%Ts in the final survey sample, 223
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were identified as having cluster level particigawho may have received or delivered an
experimental intervention, or may have been invivedata collection procedures in the
study. The cluster level participants identifiedy(eteachers, physicians, and employers)
were those who had an existing relationship withiviidual level cluster members in the
CRT. We posed questions about cluster level conmecedures only to sample members
from whose CRT publications we had identified chusdevel participants. Of the 149
respondents whose survey included questions ahaieclevel consent, two indicated that
the cluster level participants we had identifiedhes received nor delivered any
experimental interventions, and were not involvedata collection procedures. Therefore,
147 out of 182 of the respondents’ CRTs involvedsidr level members from whom consent
could have been sought for some aspect of the .study

Results pertaining to cluster level consent prast&re presented in Table 4.2. We
begin with the prevalence of any cluster level emmsought in the selected CRTs. Overall,
121 (82%, 95% CI 75% to 88%) of the respondenteatdd that consent was sought from
cluster level participants for any aspect of thelgt whereas 26 (18%, 95% CI 12% to 25%)
indicated that they did not seek consent. The ptapoof respondents who sought any
cluster level consent appeared to be slightly loweéhe control arm. The timing of consent
relative to cluster randomization occurred in samproportions across both trial arms. Of
the respondents who sought cluster level consdaheimtervention arm, 71% (95% Cl 62%
to 79%) did so before the randomization of clustetsereas 29% (95% CIl 21% to 38%)

sought consent post-randomization.
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Table 4.2: Prevalence of cluster level consent in CRTs

Value
%, (frequency)

Intervention

Control arm

Overall

%, (frequency) 95% CI of %

Cluster level consent sought
for any aspect of the CRT?
(n=147)
Yes
No
If consent was sought:
Timing of consent from
participants?

Before randomization
After randomization
Cluster level consent sought
for receiving an intervention?

(n=134%1

Yes

No
Cluster level consent sought
for delivering an intervention?
(n=118"2

Yes

No
Cluster level consent sought
for providing data? (n=134°°

Yes

No
Cluster level participants
informed about alternate
arm(s)? (n=147)

Yes

No

82.3% (121)
17.7% (26)

(n=121)
71.1%86)
28.9%(35)

61.9% (83)
38.1% (51)

62.4% (73)
37.6% (44)

76.1% (102)
23.9% (32)

91.8% (135)
8.2% (12)

78.2% (115)
21.8% (32)

(n=115)
73.9% (85)
26.1% (30)

52.2% (70)
47.8% (64)

57.6% (68)
42.4% (50)

70.1% (94)
29.9% (40)

85.7% (126)
14.3% (21)

82.3% (121) 75.2% to 88.1%

17.7% (26)

NA
NA

61.9% (83)
38.1% (51)

66.1% (78)
33.9% (40)

74.6% (100)

25.4% (34)

NA
NA

11.9% to 24.8%

62.1% to 79.0%
21.0% to 37.9%

53.2% to 70.2%
29.8% to 46.8%

56.8% to 74.6%
25.4% to 43.2%

66.4% to 81.7%
18.3% to 33.6%

86.2% to 95.7%
4.3% to 13.898

a- Studies in which cluster level participants were specifiatbaseceiving an intervention (i.e.,
respondent selecting ‘N/A’ to question 5) were excluded fiwrdenominator
b- Studies in which cluster level participants were specifiaubaselivering or administering an
intervention (i.e., respondent selecting ‘N/A’ to quasts) were excluded from the denominator
c- Studies in which cluster level participants were specifiatbaproviding data (i.e., respondent
selecting ‘N/A’ to question 7) were excluded from the deimaor
d- Confidence interval presented for intervention arm

1- 2 observations missing

2- 1 observation missing: intervention arm (n=117)

3- 1 observation missing

The results presented in Table 4.2 further inditade consent from cluster level

participants did not always extend to consentdaeiving or being targeted by a study
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intervention, delivering a study intervention, onsent for providing data. Overall, cluster
level consent was sought for receiving a studyrvetietion in 83 (62%, 95% CI 53% to 70%)
of the CRTs that involved cluster level particigargéceiving an intervention. Consent was
sought from a slightly higher proportion of cluskevel participants for delivering a study
intervention to individual level participants—in {86%, 95% CI 57% to 75%) of the CRTs
that involved cluster level participants delivermgadministering an intervention to
individual level participants. With regard to clestevel consent for data collection
procedures, Table 4.2 shows that overall, consastssught in 100 (75%, 95% CI 66% to
82%) of the CRTSs that involved data collection foam, or by cluster level participants.
Relative to the intervention arm(s), cluster les@hsent for receiving an intervention,
delivering an intervention, and for providing datas sought from a slightly lower
proportion of cluster level participants in the toharm(s). Table 4.2 also shows that
regardless of whether or not consent was soughglincuster level participants were
informed about interventions or treatment optianalternate arms: approximately 92%
(95% CI 86% to 96%) in the intervention arm wer@imed about the use of the control

arm, and 86% in the control arm were informed allo@ituse of the intervention arm.

Consent practices for individual and cludexel participants were similar in some
aspects, but differed in others. Approximately 70Rg6luster level participants were
approached for consebéeforethe randomization of clusters, whereas this was#se for
only 25% of the individual level participants. Censfor receiving an experimental
intervention in the CRTs was sought at similar leem both individual and cluster level
participants, as was consent for data collectiooréMluster level participants were

informed about the use of alternate arms (clo$®%), compared to the proportion of
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individual level participants who were informed abthe use of alternate arms (close to

54%).

4.1.2 Overall prevalence of participant consent in CRTs

Results pertaining to participant consent (i.ethatindividual or cluster levels) for
any aspect of the CRT are presented in Table 4B8s&ht for any aspect of the study was
sought from participants at the individual levédlister level, or both in 170 (93%, 95% CI
89% to 97%) of the CRTSs. Since not all CRTs invdlparticipants at both levels,
participant consent for any aspect of the stu@se presented according to CRTs with
individual level participants only, and CRTs witbtb individual and cluster level
participants. In CRTs with individual level parpaints only, consent for any aspect of the
study was sought from participants at the individexzel in 35 (100%, 95% CI 90% to
100%) of the CRTSs. In studies with both individaad cluster level participants, consent for
any aspect of the study wast sought at any level in 12 (8%, 95% CI 4% to 14%ihe

CRTs.
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Table 4.3: Consent from participants for any aspect of the CRT

Value 95% confidence
%, (frequency) interval of %
All Trials (n=182)
Consent sought for any aspect of the study, in either
trial arm?
Yes, consent sought at any level 93.4%00) 88.8% to 96.6%
No, consent not sought at any level 6.6012) 3.4% to 11.2%
Trials with no relevant cluster level participants
(n=359)
Consent sought for any aspect of the study, in either
trial arm?
No consent at any level 0%0) 0% to 11.8%
Consent at individual level only 100.09%35) 90.0% to 100.0%
Trials with individual and cluster level participants
(n=147")
Consent sought for any aspect of the study, in either
trial arm?
No consent at any level 8.29%l2) 4.3% t0 13.8%
Consent at individual level only 9.5%14) 5.3% to 15.5%
Consent at cluster level only 17.7926) 11.9% to 24.8%
Consent at both individual and cluster levels 64.496) 56.3% to 72.3%

a- Denominator excludes CRTs without cluster level partitpdéi.e., in 35 of 182 CRTSs, only
individual level participants were involved in the study)

b- Denominator includes CRTs with cluster level partioiggi.e., in 147 of 182 CRTSs, both individual
and cluster level were involved in the study)

Results pertaining to participant consent for aiatervention are presented in
Table 4.4. Consent for a study intervention wagghbfrom participants at the individual
level, cluster level, or both in 127 (70%, 95% G¥6to 76%) of the CRTs. Since not alll
CRTs included cluster level participants who weselved in the study intervention (i.e.,
who received or delivered a study intervention)tipigant consent for a study intervention
is also presented according to CRTs with individeaél participants only who received a
study intervention, and CRTs with both individuatficipants who received a study
intervention and cluster level participants whoereed or delivered a study intervention. In
CRTs with individual level participants only, conséor receiving a study intervention was
sought from participants at the individual leveBih (84%, 95% CI 68% to 94%) of the

CRTs. In studies where both individual and clukteel participants were involved in study
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interventions, consent for a study intervention watssought in 49 (34%, 95% CI 26% to

42%) of the CRTs.

Table 4.4: Consent from participants for a study intervention

Value 95% confidence
%, (frequency) interval of %
All Trials (n=182)
Consent sought for a study intervention, in either tral
arm?
Yes, consent sought at any level 69.8%47) 62.6% to 76.4%
No, consent not sought at any level 30.2%b) 23.7% to 37.5%
Trials with no relevant cluster level participants
(n=379)
Consent sought for a study intervention, in either tral
arm?
No consent at any level 16.29®) 6.2% to 32.0%
Consent at individual level only 83.8%31) 68.0% to 93.8%
Trials with individual and cluster level participants
(n=145")
Consent sought for a study intervention, in either tral
arm?
No consent at any level 33.89%A9) 26.2% to 42.1%
Consent at individual level only 22.8%33) 16.2% to 30.5%
Consent at cluster level only 17.2925) 11.5% to 24.4%
Consent at both individual and cluster levels 26.298) 19.3% to 34.2%

a- Denominator excludes CRTs without cluster level partidipavho received or delivered a study
intervention (i.e., in 38 of 182 CRTSs, individual level gapants only, received an intervention)

b- Denominator includes CRTs with cluster level partioigavho received or delivered a study
intervention (i.e., in 145 of 182 CRTSs, individual level #pants received an intervention and
cluster level participants received or delivered a studyiatgion)

Results pertaining to participant consent for ptong data are presented in Table
4.5. Consent for data collection was sought fronigipants at the individual level, cluster
level, or both in 160 (88%, 95% CI 82% to 92%)led CRTs. As not all CRTs included
cluster level participants who were involved inadabllection procedures (i.e., data were not
collected on, from, or by them), participant coridendata collection is also presented
according to CRTs with individual level participarmnly who provided data, and CRTs with
both individual and cluster level participants wirovided data. In CRTs with individual

level participants only, consent for data collegtiwas sought from participants at the
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individual level in 42 (89%, 95% CI 77% to 97%)tbé CRTs. In CRTs with both
individual and cluster level participants, condentdata collection wasotsought in 17

(13%, 95% CI 8% to 19%) of the CRTs.

Table 4.5: Consent from participants for data collection procedres

Value 95% confidence
%, (frequency) interval of %
All Trials (n=182)
Consent sought for data collection, in either trial am?
Yes, consent sought at any level 87.9%60) 82.3% to 92.3%
No, consent not sought at any level 12.1%2) 7.7% to 17.7%
Trials with no relevant cluster level participants
(=473
Consent sought for data collection, in either trial am?
No consent at any level 10.69®) 3.6% to 23.1%
Consent at individual level only 89.49A2) 76.9% to 96.5%
Trials with individual and cluster level participants
(n=135")
Consent sought for data collection, in either trial am?
No consent at any level 12.69d7) 7.5% to 19.4%
Consent at individual level only 13.3%l8) 8.1% to 20.3%
Consent at cluster level only 17.0923) 11.1% to 24.5%
Consent at both individual and cluster levels 57.Q%) 48.2% t0 65.5%

a- Denominator excludes CRTs without cluster level partidipavho provided data (i.e., in 47 of 182
CRTs, individual level participants only, provided data)

b- Denominator includes CRTs with cluster level partioigavho provided data (i.e., in 135 of 182
CRTs, both individual and cluster level participants/pted data)

4.2 RESPONDENT EXPLANATIONS FOR CONSENT PRACTICES
4.2.1 Reasons consent was not sought from participants

Individual level
Of the survey respondents who did not seek corisamtindividual level
participants for any aspect of the study, mostreffeexplanations as to why this was the case

in their selected CRT. Table 4.6 lists the frequesof the cited reasons.
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Table 4.6: Reasons consent was not sought from individual levediicipants in a CRT

Number of respondents citing reason

Reason Frequency, (%)
(n=33%"1

Study procedures not directly targeting participants 17 (52%)
Usual procedures or standards of care 15 (45%)
Participants given the opportunity to opt-out of study 4 (12%)
procedures

Minimal risk to participants 7 (21%)
Procedures meeting ethical requirements 4 (12%)
Minimal involvement (control arm) 1 (3%)

a- Respondents’ CRTs in which individual level consent matssought—in either study arm, or the
control arm only
1- 7 respondents did not provide any explanation

Seventeen (52%) of the respondents who providezkplanation indicated that
consent was not sought from individual level pgptats because there were no
experimental or data collection interventions pded to participants at this level.
Interventions were cited as being directed towaldster level participants (e.g., providers)
as in behavioural or educational interventionghersystem level (e.g., hospital) as in
process quality improvement or service delivertiatives:

“This was a study of physician practice behavibhe intervention was with

physicians, not patientsRgsearch ethics commitjegreed with us that
although we studied patient outcomes, the consastfiem physicians.”

Respondents also explained that information waslinettly obtained from individual level
participants. In such cases data was retrieved &aentral (e.g., administrative) database,
and may also have been collected anonymously.

Fifteen (45%) of the respondents explained thasenhwas not sought because
individual level participants in their study wereder usual procedures or continued to
receive best standards of care: “Patients receaeglfrom their physicians as before (i.e.,

per the physicians' discretion of best practicAfitlitionally, four respondents (12%) cited
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the ability of individual level participants to eptt of study procedures, and 12% also cited
the study procedures adequately meeting ethicsreggents as reasons for not obtaining

individual level consent.

Citing their study procedures, seven (21%) of g#spondents indicated that the study
was considered (i.e., by ethics committees, rekeescor the parties involved) as minimal
risk, and therefore exempt from certain regulategquirements for human research subject
protections—particularly the requirement of condemn participants. In addition to
minimal risk, one or more of the above and preVipaged reasons may have contributed to
a waiver of consent, as one respondent explained:

“the study did not provide any intervention to pagients; all patient care was

provided by the patients' usual care provider;atig not have been feasible to

obtain consent from the thousands of individualguéi$ in order to examine

their records created in the course of their regutgoing care and so

requiring individual patient consent would have m@&dmpossible to conduct

a study of the quality improvement interventiore gtudy was minimal risk.”

Cluster level
Of the survey respondents who did not seek corfisemtparticipants at the cluster

level, most offered explanations as to why this thascase in their selected CRT. Table 4.7

lists frequencies of the cited reasons.

Table 4.7: Reasons consent was not sought from cluster levalficipants in a CRT

Number of respondents citing reason

Reason Frequency, (%)
(n=24%1'

Not considered research participants 6 (25%)

Participation required, or expected based on professional 11 (46%)

duty

Participants given the opportunity to opt-out of study 7 (29%)

procedures

Minimal involvement (control arm) 4 (17%)

a- Respondents’ CRTs in which cluster level consent whsought—in either study arm, or the control
arm only

1- 8respondents did not provide any explanation
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Six (25%) of the respondents who provided an exgtlan indicated that consent was
not sought from cluster level participants becahsg were not considered research
participants. Respondents explained that the stidgventions were not directed towards
cluster level participants but rather towards indlmal level participants in the study:

“We have consented physicians in these types df/sfuhey are the object

(target) of the intervention. In this case, we adjthat the providers were
simply being assisted to provide standard of cdre...

Although study interventions may have targetedteluevel participants, 11 (46%)
of the respondents explained that consent wasoogihs because participation was required
or expected based on professional duty, as indbe of a new service introduced into a
healthcare setting. Seven (29%) of the responddsiscited the ability to opt-out of
intervention procedures as not necessitating ¢llestel consent: “The GPs could choose
whether to use some or all of the interventionsioled.” Four (17%) of the respondents
explained that where control arm participants wereconsented, it was due to their minimal
involvement in the study. These cluster level pgyéints were not targeted by any study
interventions and did not have any contact withrdszarch team for the duration of the

CRT.

4.2.2 Reasons participants were not informed about alternatéugly arms

Individual level

Of the survey respondents who indicated that iddizi level participants were not
informed about the alternate study arm(s), mogreff explanations as to why this was the
case in their selected CRT. Table 4.8 lists freqgigsnof the cited reasons. Respondent
explanations are reported together for intervendioa control arms because most

respondents identified identical reasons for therugntion and control arms.
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Table 4.8: Reasons individual level participants were not imirmed about alternate
study arms

Number of respondents citing reason

Reason Frequency, (%)
(n=60%*
To maintain blinding 9 (15%)
To avoid contamination 2 (3%)
To avoid protest or competition 4 (7%)
Study procedures not directly targeting participants (2180)
Intervention received by all study arms 9 (15%)
Timing or level of randomization 5 (8%)
Usual procedures or standards of care 8 (13%)
Participants not explicitly notified about all aspectstoidy 13(22%)
Procedures met ethics requirements 3 (5%)
Minimal involvement (control arm) 1(2%)

a- Respondents’ CRTs in which individual level participantihe intervention arm, control arm, or
both, were not informed about alternate study arms.
1- 22 respondents did not provide any explanation

Two reasons for not informing participants abdtdraate arms were unique to
studies in which individual level consent was sdubfine (15%) of the respondents cited
efforts to maintain blinding of participants in erd¢o preserve intervention effects and valid
evaluation of outcomes. Two (3%) cited effortswoid contamination between the study

arms.

Other reasons cited by the respondents were cornter@RTs in which consent was
either sought or not sought from individual levetxipants. Reasons included avoiding
protest from participants or competition betweertipi@ants in different clusters (7%), and
that the study procedures did not intervene diyagbbn individual level participants (27%).
Study procedures cited included experimental imtetions that targeted cluster level
participants, and interventions at the cluster niggion level. Nine respondents (15%)
explained that they did not inform individual leyarticipants about the comparison study

arms because some form of intervention was offeredl study arms. For example, control
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arms that were wait-listed controls would recehle intervention after a period of time.
Timing and level of consent were also mentioned)(8&spondents explained that

individual level participants were not informed abthe comparison arms because
participants were approached for consdter the randomization of clusters, or because
randomization did not occur at the individual lev&hother reason cited by respondents was
that all individuals were receiving the same qyadibd standards of care, and that the CRT
added no bearing on their situation (13%). Addaityy a number of respondents (22%)
indicated that individual level participants wei fully notified about the study and
therefore not notified about alternate arms. A (%) also explained that the procedures
used (i.e., with regard to not informing participabout alternate study arms) had met

ethical requirements.

Cluster level

Of the survey respondents who indicated that alste| participants were not
informed about the alternate study arm(s), mogtreff explanations as to why this was the
case in their selected CRT. Table 4.9 lists freqigsnof the cited reasons. Respondent
explanations are reported together for intervendioa control arms (except where
differentiated) because most of the respondenttifaal identical reasons for not informing

cluster level participants in both study arms.
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Table 4.9: Reasons cluster level participants were not infored about alternate study
arms

Number of respondents citing reason

Reason Frequency, (%)
(n=189*
To maintain blinding 6 (33%)
To avoid contamination 2 (11%)
To avoid Hawthorne effects 1 (5.5%)
Intervention received by all study arms 2 (11%)
Participants not explicitly notified about all aspectstoidy 3 (17%)
Minimal involvement (control arm) 4 (22%)

a- Respondents’ CRTs in which cluster level participamisath study arms or in the control arm only,
were not informed about alternate study arms
1- 3respondents did not provide any explanation

Two reasons for not informing participants abotgralate arms were unigue to
studies in which cluster level consent was sougimhilar to what was found at the
individual level, the reasons cited were effortsn@intain blinding of participants in order to
preserve intervention effects and valid evaluatibautcomes (33%), and efforts to avoid
contamination between the study arms (11%).

Other reasons cited by the respondents that veenenon to CRTs in which consent
was either sought or not sought from cluster Igagticipants were that study arm
participants in both arms were involved in trainprgcedures (11%), and that participants in
the control arm specifically were not informed hesmof minimal involvement in the study
(22%). Cluster level participants were cited ashaing any contact with the researchers,
not having received any intervention, or only papating in data collection: “They only
answered questionnaires abauefical conditioh”

In a CRT in which consent was not sought from @ulgvel participants, the
respondent explained that cluster level participavere not informed about alternate arms in
order to avoid Hawthorne effects; notification abaffect behaviour, altering the impact of

the intervention:
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“Since written guidance, training and/or suppogt@ithe interventions - we
felt that outlining what otherc[uster level participaniswere receiving might
affect the impact of the intervention.”

A few respondents (17%) also explained that padiatis were not notified about alternate

arms because they were not fully notified abouasglects the study.

4.2.3 Participant consent and notification procedures for sty interventions and data
collection

When indicating whether or not participant conset been sought for study
interventions and data collection procedures,isteere asked to specify the method of
consent used (i.e., written, verbal, or other), dnedmethod of notification if participant
consent was not sought. Appendix G, individual and cluster level consent and nottiima

practices are presented in greater detail, bydrial

4.3FACTORS ASSOCIATED WITH PARTICIPANT CONSENT

4.3.1 Variables of interest in bi-variable and logistic regreson analyses of factors
associated with individual and cluster level consent

Dependent Variables
The dependent variables considered in bi-variatderaultivariable analyses of factors
associated with individual and cluster level consegre the following:

i) Consent sought from individual level participaufior receiving an experimental

intervention;
i) Consent sought from cluster level participafttsreceiving an experimental intervention;
i) Consent sought from individual level particita for data collection; and

iv) Consent sought from cluster level participaisisdata collection.
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The dependent variables were dichotomized ‘yef\@ras to whether consent was sought
from participants, in either of the trial arms. Gent sought was the outcome of interest and
no consent sought was the reference level. TheHal@pendent variable, namely consent
from cluster level participants for data collectigras not included in bi-variable and
multivariable analyses of factors associated wattipipant consent. The survey inquired
about consent from cluster level participants fatadcollected on, from, or by them, which

was too over-encompassing to examine associatwwrohsent.

Independent Variables
The independent variables considered in bi-variahtt multivariable analyses of factors

associated with individual and cluster level consegre the following:

Publication year of CRT

Publication year as a factor associated with cdnsaa considered because there may have
been changes in consent practices over time, mtkee by emerging publications on ethical
challenges in CRTs, and the publication of the MRi@lelines on ethical and
methodological considerations for CRTs (publishe@2). We hypothesize that consent
from participants—for data collection or an experntal intervention, would be greater in
the years 2005-2008, compared to 2000-2004, asaess of consent issues in CRTs would
have increased among the research community. Trebleawas dichotomized as years
2000 to 2004 and 2005 to 2008 to simplify interatien of the logistic regression model and
because empirical logit plots of publication yead @ach of the dichotomous outcomes

revealed that the functional form of the assocmtiould not be described as linear.

Country of study conduct

It was hypothesized that consent procedures of Gieiiducted in Canada and the USA

79



would differ from other economically developed ctrigs, because research regulations in
these regions have developed relatively indepeid&Ht was also hypothesized that due to
differing social and economical conditions, congaoicedures in CRTs conducted in

economically developing countries would differ fronose in other developed countries.

Unit of randomization

It was hypothesized that CRTs conducted in prinaaigy hospital care would be less likely to
obtain consent from participants. Some investigatonducting CRTs in healthcare settings
(e.g., quality improvement initiative or implemetiva of best practices), may not consider
the study as requiring human subjects’ protectgmslar to protections in conventional

biomedical research.

Cluster size at the individual level

It was hypothesized that in CRTs with large clustees, individual level consent would be
less likely to have been sought, given the impecadities which may arise from having to
obtain consent from a larger compared to smallenbar of individuals. The variable was
dichotomized with a split at the median to simplifterpretation of the model, and because
fit statistics revealed that modeling average elusize as a dichotomous variable improved
upon model fit compared to modeling average clusizr as a continuous variable.
Dichotomizing the variable allowed us to deducesinig values as either above or below the
median: Nine studies had missing values for avecaggter size, but plausible values for a
cluster size that was less than or greater tham#dian average cluster size, could be
deduced from the publication. To deduce plausiblees, aspects of the CRT such as the

type of cluster, and the number of individuals cimitting data were taken into account.
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Any participant level experimental intervention(s)
It was hypothesized that CRTs with planned expearmtalanterventions intervening directly
on participants or involving participant interactivith research team members would be

more likely to seek consent from participants, esply for an experimental intervention.

Any participant level data collection interventigh(
It was hypothesized that CRTs with planned datiecibn procedures intervening on
participants or requiring participant interactionhwesearchers would be more likely to seek

consent from participants, particularly for datdestiion.

Trial measurement design at individual level

It was hypothesized that trials with a nested cbtiesign or any cohort components where
individual level participants are measured mora thwace or continuously for a period of
time, would be more likely to seek consent for datbection from individual level

participants.

Ethics approval of the CRT

It was hypothesized that trials not undergoingosthipproval may have been less likely to
regard some subject protections (e.g., obtainimgggaant consent) as necessary, and would
therefore be less likely to have sought consem fparticipants. This variable was not
included in the multivariable analyses due to anfficient number of trials not seeking

ethics approval, which may lead to non-convergeari¢dke model.

Study analyses accounting for the ICC
This variable was included to investigate whethere was any association between

methodological quality of the trial and particip&oinsent procedures.
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4.3.2 Factors associated with participant consent for receivirgn experimental
intervention

Individual level

Bi-variable analyses of factors associated withividual level consent for an
experimental intervention (Table 4.10) showed stigflly significant associations with the
following variables: publication year of the CRT=(p0242), unit of randomization
(p=0.0014), average cluster size (p=0.0006), apgrmental interventions targeting the
individual level (p <0.0001), any data collectionerventions targeting the individual level
(p <0.0001), and ethics approval having been sologithe CRT (p<0.0001). Increased odds
of seeking individual level consent were obsen@ddRTs published between the years
2005-2008 (compared to CRTs published betweendaesy2?000-2004), CRTs directly
targeting individual level participants with expeantal interventions or data collection, and
for CRTs in which ethics approval was sought. Thi¢ of randomization including a
healthcare organization (compared to CRTs randognizon-healthcare organizations), and
an average cluster size greater than the mediae, agsociated with decreased odds of

seeking individual level consent.

All variables of interest (except for ethics ap@l) were entered into the logistic
regression model of factors associated with indigldevel consent for an experimental
intervention, because variance inflation factouealwere low. The highest value was 1.63,
which indicated that multicollinearity among thel@pendent predictors was not a cause for
concern. The Hosmer-Lemeshow goodness of fit testyzed a chi-squared value of 5.48,
with a p-value of 0.7053. The null hypothesis thate is a goodness of fit cannot be
rejected, which indicates goodness of fit of thedeloSimilarly, a c-statistic of 0.804

indicates good model discrimination. The adjusteshRared value of 0.4019 also indicates
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that the model parameters improve reasonably welhuhe prediction of the null model.

Table 4.10: Bi-variable associations of factors predicting consefrom individual level
participants in a CRT, for receiving or being affected by arexperimental intervention

Individual level consent sought
for an experimental
intervention (n=182)

Variable Yes No OR [95% CI] p-value®
Publication year
2005-2008 63.6% (63) 36.4% (36) 1.97 [1.09, 3.58] 0.0242
2000-2004 47.0% (39) 53.0% (44)
Country of study conduct
Canada or USA 56.4% (44) 43.6% (34) 1.16 [0.62, 2.20] 0.6378
Other economically developed2.6% (40)  47.4% (36)
Economically developing 64.3% (18) 35.7% (10) 1.62 [0.66, 3.96] 0.2885
Unit of randomization
Health care organization 46.3% (50) 53.7% (58) 0.36 [0.20, 0.68] 0.0014
Other 70.3% (52) 29.7% (22)

Average cluster size
Greater than median (36.6) 43.5% (40) 56.5% (52) 0.35 [0.19, 0.64] 0.0006
Less than median (36.6) 68.9% (62) 31.1% (28)

Experimental interventions

targeting individual level
Yes 71.9% (82) 28.1% (32) 6.15 [3.17,11.93] <0.0001
No* 29.4% (20) 70.6% (48)

Data collection interventions

targeting individual level

Yes 67.4% (93) 32.6% (45) 8.04 [3.56, 18.15] <0.0001
No* 20.4% (9) 79.6% (35)

Analysis accounting for ICC

Yes 57.4% (78) 42.7% (58) 1.23 [0.63, 2.41] 0.5407
No* 52.2% (24) 47.8% (22)

Ethics approval sought

Yes 60.8% (101) 39.2% (65) 23.3 [3.0,180.7] <0.0001
No* 6.3% (1) 93.8% (15)

* reference level

a- Pearson's? test

Adjusted associations for factors associated individual level consent for an
experimental intervention (Table 4.11) showed stigally significant adjusted associations
with the following factors: Publication year of tadRT (p=0.0404), average cluster size

(p=0.0002), any experimental interventions targgtire individual level (p=0.0031), and
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any data collection interventions targeting theviathal level (p =0.0047). The unit of
randomization (p=0.3176) was no longer statistycaihnificant. Specifically, an average
cluster size greater than the median was assoaiatie@ 24% decrease (11% to 51%) in the
odds of seeking consent. Similarly, CRTs publishetiveen the years 2005 to 2008 were
associated with increased odds of individual leagisent, as were CRTSs targeting individual

level participants with experimental or data cdit&t interventions.

Table 4.11: Adjusted associations of factors predicting consefiom individual level
participants in a CRT, for receiving or being affected by arexperimental intervention

Variable OR [95% CI] p-value®
Publication year
2005-2008 2.14 [1.03, 4.45] 0.0404
2000-2004
Country of study conduct
Canada or USA 0.93 [0.42, 2.06] 0.8662
Other developéd
Economically developing 2.24 [0.73, 6.88] 0.1577
Unit of randomization
Health care organization 0.61 [0.27,1.37] 0.2321
Other
Average cluster size
Greater than median (36.6) 0.24 [0.11, 0.51] 0.0002

Less than median (36.6)

Experimental interventions targeting individual level
Yes 3.74 [1.56, 8.97] 0.0031
No*

Data collection interventions targeting individual level
Yes 4.29 [1.56, 11.8] 0.0047
No*

Analysis accounting for ICC
Yes 2.27 [0.96, 5.3] 0.0618
No*

* reference level

a- logistic regression analysis

Cluster level
Bi-variable analyses of factors associated witister level consent for receiving an

intervention (Table 4.12) showed statistically gigant associations for none of the
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variables considered, namely publication year efGIRT (p=0.0547), country of study

conduct (p=0.1171 and p=0.8742), unit of randonopafp=0.8185), any experimental

interventions targeting cluster level participafs0.2879), any data collection interventions

targeting cluster level participants (p=0.6027)dstanalysis conducted appropriately for the

CRT design (p=0.7327), and ethics approval haveentsought for the study (p=0.4003).

Table 4.12: Bi-variable associations of factors predicting consefrom cluster level
participants in a CRT, for receiving or being targeted by an gperimental intervention

Cluster level consent soughtor
an experimental intervention

(n=136)
Variable Yes No OR [95% CI] p-value®
Publication year
2005-2008 68.5% (50) 31.5% (23) 1.97 [0.98, 3.97] 0.0547
2000-2004 52.4% (33) 47.6% (30)
Country of study conduct
Canada or USA 52.6% (30) 47.4% (27) 0.56 [0.26, 1.16] 0.1171
Other economically developed6.7% (42)  33.3% (21)
Economically developing 68.7% (11) 31.3% (5) 1.10 [0.34, 3.58] 0.8742
Unit of randomization
Health care organization 46.2% (61) 53.8% (38) 1.09 [0.51, 2.37] 0.8185
Other 69.7% (22) 30.3% (15)
Experimental interventions
targeting cluster level
Yes 59.1% (68) 40.9% (47) 0.58 [0.21, 1.60] 0.2879
No* 71.4% (15) 28.6% (6)
Data collection interventions
targeting cluster level
Yes 64.3% (27) 35.7% (15) 1.22 [0.57, 2.60] 0.6027
No* 59.6% (56) 40.4% (38)
Analysis accounting for ICC
Yes 42.7% (47) 57.3% (63) 0.88 [0.41, 1.86] 0.7327
No* 45.9% (17) 54.1% (20)
Ethics approval sought
Yes 44.7% (59) 55.3% (73) 1.62 [0.52, 5.0] 0.4003
No* 33.3% (5) 66.7% (10)

* reference level

a- Pearsorc? test

All variables of interest were entered into thgistic regression model of factors

associated with cluster level consent for an erpental intervention, because variance
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inflation factor values were low. The highest valws 1.09, which indicated that
multicollinearity among the independent predictwes not a cause for concern. The
Hosmer-Lemeshow goodness of fit test produced-aqumared value of 15.55, with a p-
value of 0.0493. The null hypothesis that them goodness of fit can be rejected, which
indicates lack of goodness of fit of the modelhaligh a c-statistic of 0.654 indicates
acceptable model discrimination, the low adjustesbRared value of 0.0811 indicates that

the model parameters do not improve very well uperprediction of the null model.

Table 4.13: Adjusted associations of factors predicting consefiom cluster level
participants in a CRT, for receiving or being targeted by an gperimental intervention

Variable OR [95% CI] p-value®

Publication year
2005-2008 2.21 [1.09, 4.48] 0.0278
2000-2004
Country of study conduct
Canada or USA 0.51 [0.24, 1.07] 0.1382
Other developéd
Economically developing 0.82 [0.27, 2.50] 0.8034
Unit of randomization
Health care organization 1.31 [0.60, 2.86] 0.4958
Other
Experimental interventions targeting cluster level
Yes 0.82 [0.40, 1.69] 0.5874
No*
Data collection interventions targeting cluster level
Yes 1.57 [0.73, 3.37] 0.2503
No*
Analysis accounting for ICC 1.22 [0.55, 2.70] 0.6172
Yes
No*

* reference level

a- Logistic regression analyses

After adjusting for all factors, Table 4.13 shoavstatistically significant association
of cluster level consent for receiving a studymnéation with one factor: publication year of
the CRT (p=0.0278). As with the unadjusted assioeiaf all other factors remained

statistically insignificant. The CRT being publishia the years 2005 to 2008, versus
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publication in the years 2000 to 2004, was assedifith an increase in the odds of seeking

cluster level consent for receiving an intervention

4.3.3 Factors associated with individual level consent for datallection

Bi-variable analyses of factors associated wittividual level consent for data
collection (Table 4.14) showed statistically siggaht associations with the following
factors: unit of randomization (p <0.0001), averalyster size (p <0.0001), any
experimental interventions targeting the individieake! (p <0.0001), any data collection
interventions targeting the individual level (p<@0Q), the trial measurement design (p
<0.0001), and ethics approval having been soughh®CRT (p<0.0001). Decreased odds
of seeking individual level consent were obsengedtie unit of randomization including a
healthcare organization (compared to CRTs randognizon-healthcare organizations), and
an average cluster size greater than the mediaredsed odds of seeking individual level
consent were observed for CRTSs targeting individeasd| participants with experimental
interventions or data collection, CRTs with any@tltomponents in the trial measurement
design (compared to CRTs with cross-sectional nreasent components only), and for

CRTs in which ethics approval was sought.
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Table 4.14: Bi-variable associationsf factors predicting consent from individual level
participants in a CRT, for data collection

Individual level consent sought
for data collection

(n=182)
Variable Yes No OR [95% CI] p-value®
Publication year
2005-2008 80.8% (80) 19.2% (19) 1.92 [0.97, 3.80] 0.0588
2000-2004 68.7% (57) 31.3% (26)
Country of study conduct
Canada or USA 79.5% (62) 20.5% (16) 1.79 [0.86, 3.72] 0.1174
Other developéd 68.4% (52) 31.6% (24)
Economically developing 82.1% (23) 17.9% (5) 2.12 [0.72, 6.26] 0.1663
Unit of randomization
Health care organization 64.8% (70) 35.2% (38) 0.19 [0.08,0.46] <0.0001
Other 90.5% (67) 9.5% (7)

Average cluster size
Greater than median (36.6) 63.0% (58) 37.0% (34) 0.24 [0.11,0.51] <0.0001
Less than median (36.6) 87.8% (79) 12.2% (11)

Experimental interventions

targeting individual level
Yes 88.6% (101) 11.4% (13) 6.91 [3.27, 14.60] <0.0001
No* 52.9% (36) 47.1% (32)

Data collection interventions

targeting individual level

Yes 88.4% (122) 11.6% (16) 14.7 [6.54,33.22] <0.0001
No* 34.1% (15) 65.9% (29)
Trial measurement design

Any cohort components 87.0% (114) 13.0% (17) 8.16 [3.85,17.30] <0.0001
Cross-sectional only 451% (23) 54.9% (28)
Analysis accounting for ICC

Yes 75.7% (103) 24.3% (33) 1.10 [0.51, 2.37] 0.8044
No* 73.9% (34) 26.1% (12)

Ethics approval sought

Yes 80.7% (134) 19.3% (32) 18.1 [4.88,67.5] <0.0bo1
No* 18.8% (3) 81.3% (13)

+

reference level
a- Pearsorc? test
b- Fisher's exact test

All variables of interest were entered into thgistic regression model of factors
associated with cluster level consent for an expental intervention, because variance
inflation factor values were low. The highest valas 1.73, which indicated that

multicollinearity among the independent predictwes not a cause for concern. The
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Hosmer-Lemeshow goodness of fit test produced-aqumared value of 12.86, with a p-
value of 0.1167. The null hypothesis that them goodness of fit cannot be rejected, which
indicates goodness of fit of the model. Similadyg-statistic of 0.898 indicates excellent
model discrimination. The adjusted R-squared valu®5440 also indicates that the model

parameters improve well upon the prediction ofrtbk model.

Adjusted associations for factors associated individual level consent for data
collection (Table 4.15) showed statistically siggaht associations with the following
predictor variables: the country of study condyet(Q.0485), unit of randomization
(p=0.0469), average cluster size (p=0.0004), agdlata collection interventions targeting
the individual level (p=0.0001). Any experimentatierventions targeting the individual level
(p=0.5864), and the trial measurement design (B8&)Lwere no longer statistically
significant. The statistically significant assomatof CRTs conducted in economically
developing countries (compared to other develo@idms), with individual level consent
for data collection should be interpreted cautipualthough the p-value was significant
(marginally), the confidence interval was wide tlo@ lower number of trials in the
economically developing country category. Similadye to marginal statistical
significance, the association of the unit of rand@tion including a healthcare organization,
with consent for data collection should be intetgdecautiously. An average cluster size
greater than the median was associated with a Hs¥ease in the odds of seeking individual
level consent for data collection. A highly statiatly significant increase in the odds of
individual level consent for data collection wasetved in CRTSs targeting individual level

participants with data collection procedures.
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Table 4.15: Adjusted associations of factors predicting consefiom individual level

participants in a CRT, for data collection

Variable

OR [95% CI]

p-value?

Publication year
2005-2008
2000-2004

Country of study conduct
Canada or USA
Other developéd
Economically developing

Unit of randomization
Health care organization
Other

Average cluster size
Greater than median (36.6)
Less than median (36.6)

Experimental interventions targeting individual level
Yes
No*

Data collection interventions targeting individual level
Yes
No*

Trial measurement design
Any cohort components
Cross-sectional only

Analysis accounting for ICC
Yes
No*

1.48 [0.57, 3.83]

1.82 [0.62, 5.28]
4.39 [1.01, 19.1]

0.30 [0.09, 0.98]

0.15 [0.05, 0.43]

1.38 [0.43, 4.46]

9.06 [2.96, 27.7]

2.25 [0.79, 6.43]

2.32 [0.77, 7.05]

0.4168

0.2733
0.0485

0.0469

0.0004

0.5864

0.0001

0.1305

0.1365

* reference level

a- logistic regression analysis

4.4AREPORTING PARTICIPANT CONSENT IN CRT PUBLICATIONS

Individual level

Table 4.16 shows that 111 of the 182 respondentdighed CRTSs reported whether or

not individual level consent was sought. Where eahsvas reported as sought, survey

respondents’ responses were concordant (99% cadithe fact). The survey response of

one respondent, however, indicated that consenhatasought from individual level

participants whereas the published report stat@dadbnsent was sought from the

participants. The respondent later clarified trexbal consent was sought to participate in
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the project, which would imply that consent wastteather than explicit. All but two survey
responses were in concordance with the ten publistgorts which stated that the CRT was
exempt from individual level consent. These tw@aeglents later clarified that consent was
sought from individual level participants for cent@arts of the study, namely receiving the

experimental intervention, or participating in datdlection procedures.

Table 4.16: Consistency in reporting individual level consenntitrial publication
compared to survey response

Publication review consent reported

Consent Sought Consent_notSought (waived)
(n=101) (n=10)
Survey response result
Consent sought 99.0% (100) 20.0942)
Consent_notsought 0.01% (1) 80.0%(8)

Considering 71 of the respondents’ publicatiors thd not state whether or not
individual level consent was sought (Table 4.1, hajority (42 or 59%) stated that they
did in fact seek individual consent for some aspéthe study, whereas 29 (41%) stated that
they did not seek consent. Thus, the prevalencaddr-reporting consent was found to be
59% overall, and according to the unit of randomtmza 40% in primary and hospital care
but 96% in public health CRTs. The under-reporohgonsent differed statistically
significantly among primary and hospital care, andlic health and health promotion CRTs
(p<0.0001). Specifically, the under reporting ofsent was greater in public health and

health promotion CRTSs.
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Table 4.17: Adequacy of reporting consent from individual leveparticipants in either
study arm, by type of CRT in health research

Publication review consent notreported

Primary and Public health and Overall p-value
hospital care health promotion (n=71)
(n=47) (n=24)
Survey response result
Consent sought 40.4% (19) 95.8% (23) 59.2% (42) <0.0001
Consent_notsought 59.6% (28) 4.2% (1) 40.8% (29)

Cluster Level

Table 4.18 shows that 23 of the respondents’ 14lighed CRTSs in which cluster
level participants were identified, reported whethenot cluster level consent was sought.
Where consent was reported as sought, survey rdspts responses were concordant
(100% confirmed the fact). Similarly, survey respesmwere in concordance with the two
published reports which stated that a waiver oteanfrom cluster level participants had

been granted.

Table 4.18: Consistency in reporting cluster level consen trial publication compared
to survey response

Publication review consent reported

Consent Sought (n=23) Consent_notSought (waived)

Survey response result (n=2)
Consent sought 100.0% (23) 0%(0)
Consent_notsought 0% (0) 100.0%(2)

A total of 186 publications in which cluster leyerticipants were identified, did not
state whether or not cluster level consent wastganghe CRT. Considering the 122
publications among this group whose author respbihaléhe survey (Table 4.19), the
majority (98 or 80%) stated that they did in fagtls cluster level participant consent for

some aspect of the study, whereas 24 (20%) stadthey did not seek consent. The
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proportion of CRTs in which cluster level consemtsvsought (whilst not reported) did not
differ statistically significantly among primary éimospital care, and public health and

health promotion CRTs (p=0.8151).

Table 4.19: Adequacy of reporting consent from cluster levelasticipants in either
study arm, by type of CRT in health research

Publication review consent notreported

Primary and Public health and Overall p-value
hospital care health promotion (n=122)
(n=84) (n=38)
Survey response result
Consent sought 79.8% (67) 81.6% (31) 80.3% (98) 0.8151
Consent_notsought 20.2% (17) 18.4% (7) 19.7% (24)

93



CHAPTER 5

INVESTIGATOR EXPERIENCES WITH THE RESEARCH ETHICS REVIEW AND
APPROVAL PROCESSES OFCRTS

In Chapter 5 we present results pertaining to #search ethics review and gatekeeper
approval processes of the selected CRTs. Also meseare the general experiences of
trialists with regard to the research ethics revieacess of any CRTs they have conducted,
and their views regarding the need for ethics dinds for CRTSs.

5.1 RESEARCH ETHICS REVIEW OF THE SELECTED CRT

Cluster trialists were asked whether or not they$@ught ethics approval for their
selected CRT. Table 5.1 shows that 166 (91%, 95%86@4 to 95%) of the respondents
sought research ethics approval to conduct their,@Rereas 16 (9%, 95% CI 5% to 14%)

indicated that ethics approval was not sought.

Table 5.1: Research ethics approval of the selected CRT

Value 95% confidence
interval of %

Research ethics approval sought? (n=182)

Yes 91.2% (166) 86.1% to 94.9%
No 8.8% (16) 5.1% to 13.8%
Number of ethics committees approached for approval
(n=163)"
Median (IQR) 1(1-2) NA
Range (min, max) 90 (1, 91)

Time delay (years) from ethics approval until CRT
publication # (n=166)
Median (IQR) 53-7)

Range (min, max) 16 (0, 16) NA

a- Time delay calculated by subtracting the response to Queldtifrom the CRT publication year
1- 3 observations missing

Of the respondents who sought ethics approvalnggian number of ethics
committees approached was 1, with an inter-quasgige of 1 to 2. At the maximum end of

the range, as many as 91 ethics committees wereagyed for ethics approval of a CRT.
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The median number of years from ethics approv&Rd@ publication was 5 years, with an
inter-quartile range of 3 to 7 years. Moreover,db&ay in time from ethics approval to CRT

publication varied from 0 to16 years.
5.1.1 Factors related to seeking ethics approval

Respondent explanations for not seeking ethics approval
Of the 16 survey respondents who did not seekstpproval, all offered
explanations as to why this was the case for gedgcted CRT. Table 5.2 lists frequencies of

the cited reasons.

Table 5.2: Reasons research ethics approval was not sought foCRT

Reason Number of respondents citing reason
Frequency, (%)
(n=16%
Not required for the type of study conducted 11 (69%)
Lack of ethics guidance or framework for review 3 (19%)
Ethics considered by a research committee 2 (13%)

a- Respondents’ CRTs in which ethics approval was not sdaglonduct the study

Eleven of these trialists (69%) explained that aede ethics review was not required
for the type of study they had conducted. Theyestdor example, that national ethics
guidelines required review for certain types okeesh only, and their study did not fall into
one of the categories of research that was recoamaeto undergo ethics review. Study
characteristics they indentified included the failog: that the intervention was educational,
data collection was from administrative sourcey onlused non-identifiable data, the study
was a process quality improvement or service etaluaitiative, or that the study was non-
biomedical: “In our country we only need to haverbedical research with patient
identification approved.” Many of the responderitsig such reasons were based in The

Netherlands, Denmark, or elsewhere in Western Europ
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Another reason cited by three (19%) of the respotsder not seeking ethics
approval was that a framework was not in placectviaould provide mandatory guidance
on obtaining ethics approval from a research ettoesmittee. For some respondents, an
ethics committee or structure for ethics reviewtoch research protocols could be
submitted was not yet established.

Two (13%) of the respondents indicated that forathics review was not sought
because ethical criteria were taken into consiamrathen a CRT protocol was reviewed by
a research committee in a particular setting whezaesearch would be conducted, such as a
medical practice. In such cases the research caeawierified that the proposal met human
research subject protections requirements.

“The study protocol was submitted to the Schootrizis Research and

Evaluation Department for review. This office ¥ies that the research or

evaluation meets student confidentially requirersest set out in
[provincial/staté statute.”

Bi-variable analysis of factors associated with seeking reseatbice approval

Results of a bi-variable analysis investigating éissociation between seeking ethics
approval with relevant CRT and author charactesst shown in Table 5.3. Publication
year and the unit of randomization were not assediaith the propensity to seek ethics
approval. Ethics approval for the CRT was, howesgtistically significantly associated
with the country of the study author, whether aorthe analysis accounted for the ICC, the
target of planned experimental interventions, &edtypes of data collection interventions
employed in the study.

Lower proportions of ethics approval were obsernvetthe CRTs of authors based

high income countries other than Canada or the (158.0272). Ethics approval was also
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less likely to be sought in CRTs that did not prbpaccount for the intra-cluster correlation

in the study analyses (p=0.0306), or when expettiat@nmterventions targeted cluster level

participants only (such as health professionalks (@245). The strongest association was

observed with the types of data collection intetiees used in the study (p=0.0069). Lower

proportions of ethics approval were observed in €R3ing data from administrative

sources only (75%), compared to CRTs in which dati@ction procedures intervened on

participants at the individual or cluster leveldportions of 85% and higher).

Table 5.3: Characteristics associated with obtaining researatthics approval in CRTs

Ethics approval sought
%, (Frequency)

Characteristic Yes (n=166) No (n=16) p-value®
Publication year
2000-2002 94.4% (33) 5.6% (2) 0.2264
2003-2005 94.3% (65) 5.7% (10)
2006-2008 86.7% (68) 13.3% (4)
Country of study author
Middle/low income countries 94.1% (16) 59% (1) 0.0272
Canada or USA 96.5% (82) 3.5% (3)
Other high income countries 85.0% (68) 15.0% (12)
Unit of randomization
Health care organization 89.6% (95) 10.3% (11) 0.3722
Other 93.4% (71) 6.6% (5)
Analysis accounting for ICC
Yes 94.1% (128) 5.9% (8) 0.0306
No 82.6% (38) 17.4% (8)
Target of planned interventions
Individual level only 96.8% (60) 3.2% (2) 0.0245
Cluster level only 83.6% (56) 16.4% (11)
Cluster and individual level 94.3% (50) 57% (3)
Types of data collection interventions
Routine data only 75.0% (18) 25.0% (6) 0.0069
Individual level only 95.7% (110) 4.4% (5)
Cluster level only 85.0% (17) 15.0% (3)
Cluster and individual level 91.3% (21) 8.7% (2)

a- Fisher's exact test

b- Chi-square goodness of fit test
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5.1.2 Reporting ethics approval in CRT publications

Table 5.4 shows that 131 of the 182 respondentdighed CRTSs reported whether
or not ethics approval was sought. Where ethicsoaapwas reported as sought, survey
respondents’ responses were concordant (100% cwdithe fact). Similarly, the survey
responses were in concordance with the three jnaloliseports which stated that the CRT

was exempt from research ethics approval.

Table 5.4: Consistency in reporting ethics approval in trial pblication compared to
survey response

Publication review ethics approval reported

Approval Sought Approval not Sought
(n=128) (exempt)
Survey response result (n=3)
Approval sought 100.0% (128) 0%(0)
Approval not sought 0% (0) 100.0%(3)

Of the 51 respondents whose CRTSs publicationsdidatot state whether or not
research ethics approval was sought (Table 5.5)75%) reported that the study did in fact
undergo ethics review, while 13 (25%) reported thatstudy did not undergo ethics review.
The under-reporting of ethics approval (i.e., thepprtion of CRTs in which ethics approval
was sought, whilst not reported) did not differtistacally significantly among primary and

hospital care, and public health and health praand@RTs (p=0.2071).

Table 5.5: Adequacy of reporting ethics approval, by type of CRTh health research

Publication review ethics approval_notreported

Primary and Public health and Overall p-value
hospital care health promotion (n=51)
(n=23) (n=28)
Survey response result
Approval sought 65.2% (15) 82.1% (23) 74.5% (38) 0.2071
Approval not 34.8% (8) 17.9% (5) 25.4% (13)

sought

a- Fisher's exact test
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5.2 GATEKEEPER PERMISSION IN THE SELECTED CRT

Cluster trialists were asked whether or not they$@ught permission from one or
more persons at the head of or in-charge of cleisted any other approval to conduct their
CRT. Table 5.6 shows that 172 of the responde®&(®5% Cl 91% to 98%) sought
gatekeeper permission for their study whereas 9 @% CIl 2% to 9%) indicated that

agreement or consent was not sought.

Table 5.6: Gatekeeper permission for the selected CRT

%, (Frequency) 95% confidence
interval of %

Gatekeeper permission sought? (n=181)

Yes 95.0% (172) 90.6% to 97.7%

No 5.0% (9) 2.3% t0 9.3%
Gatekeeper permission by cluster setting

Primary care (n=60) 93.3% (56)

Hospital (n=18)" 94.4% (17)

Individual health professional (n= 22) 86.494.9)

Nursing home (n=6) 100.0%6) NA

Residential area (n=20) 100.0%20)

School or classroom (n=41) 97.6%0)

Worksite (n=9) 100.0% (9)

Sports team, social group (n=6) 83.3%5)

1- 1 observation missing
As outlined in Table 5.6, gatekeeper permissioa saught in high proportions
across all types of cluster settings, with littteno exceptions in school or classroom (98%),
nursing home (100%), residential area (100%), akeite settings (100%). Where
individual health professionals were randomizedekgeper permission occurred at a
slightly lower proportion (86%) compared to primanyd hospital care (93% and 94%,

respectively), and nursing home (100%) settings.

5.2.1 Types of Gatekeepers in CRTs
Survey respondents who indicated that gatekeeperigg@on was sought to conduct

their study were requested to specify who agreembnsented at the head of the cluster or
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provided approval of any other sort to conductdiuely. Table 5.7 lists the most commonly

cited sources of gatekeeper permission, arrangetubter setting.

Table 5.7: Sources of gatekeeper permission in CRTs, by deassetting

Setting Sources of permission

Primary care Practice or health center one or more practice partners, senior practice
partner, head or chief practitioner, management (clirechhinistrative)
Agency or organization healthcare delivery organization
Government local health department, provincial health department, &der
ministry of health

Hospital Hospital/health center. head of ward, head of divisiomanagement (clinica
administrative), research committee
Agency or organization healthcare delivery organization
Government local health department, provincial/state health depatime
federal ministry of health

Individual health Clinic or health center: participating physician, head or chief physician, head
professional of division, management (clinical, administrative), reskaommittee
Agency or organization Professional association, health delivery agency
Government local health department, provincial/state health depatime
federal ministry of health

Nursing home Nursing home Ward head, management (clinical, administrative)
Agency or organization home corporate office

Residential area Residentiat Residential and housing management/authorities
Community: community leaders (medical, other), community advisorydoar
Agency or organization Community hospital /health centre, national health
program
Government local district authorities (municipal, health), provai(state
health department, federal ministry of health

School or classroom School head or principal, administration, head teacher, omeooe teachers
Community: community participatory group, community advisory board
District : district school board (superintendent, research office)
Agency or organization council (cultural, religious), head organization
Government local department (health, education), provincial/state
department (health, education), federal ministry (healtin;agtbn)

Worksite Company: administration, management (department, unit)
Agency or organization worker’s (professional) association, union
Government local administration

Sports team, social  Club/team: leader, coach
group Agency or organization club association
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Primary care

In the primary care setting, sources of gatekepgamission at the practice level
included a single GP agreeing on behalf of a practr all GPs involved agreeing prior to
randomization. Respondents also cited permiss@m & senior practice partner, or head
physician with clinical responsibility for patiecare:

“...We obtained consent first from the senior doctgorarcipal of the practice

if there was one, and then approached each dodtunwhat practice to obtain

consent. For some multi-doctor practices, noti@ditors participated in the
study.”

Permission was also commonly sought from admin@tsaor managers of a practice or health
centre:
“The medical director in each of theymbet offices agreed to have the clinic

participate in the study. However, this agreemead NOT sufficient for
patient consent as each patient provided theirwritten consent.”

Some respondents cited approval from an agenoyganization, such as a
health delivery organization (e.g., clinical go\emoe leads): “we executed contracts
with each of the delivery organizations whose cimarticipated in the study,” a
governing body of general practitioners, a uniwgrRi&D panel, an advisory board
consisting of research experts, and a funding agémbe study was funded by
[organization so it was reviewed and approved by the studyiageetind appropriate
[organizatior} council.”

Various levels of government were also involvedjatekeepers in primary
care CRTSs, including managers of health departmesfsonsible for running the
clinics, and regional directors of health servidgsrmission was also sought from
federally-commissioned agencies, as well as praadiand federal ministries of

health: “Met with Ministry representatives regwatd explain study and obtain
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approval.”

Hospital

In the hospital setting, sources of gatekeeper igstom included ward managers,
chiefs of a specialty, department heads, and athbsgsearch projects committee.
Permission was also sought from the administrativedinical management, such as the head

of a hospital, hospital directors, senior admiaigirs, and medical directors.

A few respondents cited approval from a healthvéeyi organization, a government-
funded health program, and agencies which, ‘firehcsupported (and thus approved)’ the
CRT. As with gatekeeper permission in primary caRT's, respondents cited approval from

regional health authorities (municipal or provicend a federal ministry.

Individual health professionals

CRTs randomizing health professionals took plag®amily in primary care and
hospital settings. The types of gatekeepers cya@dspondents were therefore similar to the
gatekeepers cited in the latter settings. Pernmssms also provided by the participating
physicians who were randomized and whose patiemtsefd the cluster, as well as a head or
chief physician: “We sought consent from each pgudting clinician and endorsement from
each site leader.” Another researcher explainetiieaclinic chief physician acted as the

head of the cluster, “but each physician electethem own whether to participate.”

Nursing home

In the nursing home setting, gatekeepers at thageanent level included the home
administrator or manager, and director of nursigrmission from the home organization
via a representative of the corporate office wae atquired in some cases. Additionally,

approval was cited from the head of a nursing wand, medical affiliates of the nursing
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home, such as a central hospital, or a county pyicare trust.

Residential area

CRTs set in residential areas were conducted widkelwvarying objectives, which
is reflective of the different types of gatekeepsted by the survey respondents. Permission
at the residential level was sought from estateagers, apartment complex managers, and
housing development authorities. At the commurtyel, permission was sought from such
persons as members of a community advisory bodathleshed by the study investigators,
community medical leaders, and community leadeasliscussions and input to study
investigators. Some CRTs involved community hospaad health centres and so
permission was also sought from these instituti®espondents conducting CRTs under an
existing health program (national or otherwise@a@ipermission from a head of the program

site, or the office of the program itself.

Many of the respondents sought permission frorrouarlevels of government. This
included permission from municipal authorities, dnel health and administrative district
authorities:

“leaders of eachtype of sectdrprovided agreement/permission for our project

to work in the sectors within their jurisdictiorrié? to this, we also received

the permission/agreement of the local (i.e. disteieel) health authorities to
conduct the study”

Permission from provincial and federal ministriemsvgought from persons such as a
provincial medical director, or as a respondentdesd, by having representatives

from the ministry of health on the study advisooald.

School or classroom

At the school level, gatekeeper permission was rwmstmonly cited by respondents
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as being given by the school principal (or headynission was also given by such persons
as school directors, a local director of studiégefcadministrator, or obtained through
meetings with the school governing body (consistihgtaff). Respondents also cited
permission from head teachers, or permission feanhers on staff: ‘{we] required 85%
approval from teachers in the elementary schoalsdlade them in random assignment.’
Another source of cluster representation cited tivagise of a community participatory
group at each school, which would inform the sclemmhmunity about the study’s aims and

methods.

Approval at the school district level included therintendent, school district
research office (i.e., staff/coordinators), or seagch approval board as a respondent
explained, “We applied for permission from the sadldistrict - they have a research
approval board (not exactly an ethics committeéthoey review and approve all the
materials).” In a number of school or classroonedaSRTs, respondents indicated that
permission was sought at more than one level. pordent explained how permission may
have to be gained sequentially from higher to lolereels: “Superintendent agreed and
school board agreed to allow us to approach schdbiscipals agreed to allow us to
approach teachers.” Another approach describedavirst ask the school to specify from
whom approval would be required: “in the initiattés we asked what authorities were

needed in their school to obtain authorized apdréa relied on that information.”

Respondents cited approval from various agencié®eganizations such as a faith-
based education office, and tribal councils thatigpants were associated with. In CRTs
conducted in a pre-school or child care centrenggsit permission was most often obtained

from the administrator or owner of the centre.
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CRTs conducted in school or classroom settingsiwedoapproval from local,
provincial/state, and federal government levelfath the health and education
departments. A respondent explained that approg¢h@ ministry was, ‘essential to ensure
school participation’: “Ministry of education itojcation] was approached and agreed that
the schools in their area would participate.” Apatcat the national level was often sought
in conjunction with approval from the provinciavéd:

“Ministry of Health at central, provincial and dist/city level as well as the

Department of Education at provincial and distexty/level had to agree with
the study before we could approach the schools.”

Worksite

In worksite settings gatekeeper permission was witash sought at the company
level, such as from the company director or exgeatiand usually in conjunction with
permission from the head of departments or undssbme respondents the study could not
have been carried out without the support of tlegyams and agencies involved, such as a

worker’s association or employee union.

Sports team, social group
In sports team or social group based CRTSs, respbsidéed permission by club

leaders, the team head or coach, and the clubiassode.g., chairman, president).

5.2.2 Reporting gatekeeper permission in CRT Publications

Table 5.8 shows that 40 of the 182 respondentdighed CRTs identified one or
more gatekeepers from whom permission was sougtartduct the study. Where a
gatekeeper was identified, survey respondentsoresgs were concordant (95% confirmed

the fact). In the case of two CRTSs, the publicataentified persons in a gatekeeper role, but
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the authors when responding to the survey diddeitify anyone fulfilling this role in their
study. Of the 141 CRTs publications that did neniify a gatekeeper, the survey responses
indicated that 95% did in fact seek gatekeeper jgsion to conduct their CRT.

Table 5.8: Gatekeeper identification in trial publication conpared to survey response

Gatekeeper identified Gatekeeper_notidentified

(n=40) (n=141)
Survey response result
Gatekeeper identified 95.0% (38) 95.0%(134)
Gatekeeper _notidentified” 5.0% (2) 5.0%(7)

1- lobservation missing

5.3INVESTIGATOR EXPERIENCES AND PERSPECTIVES ON ETHICS IN CRTS

5.3.1 Trialist experiences with the ethics review pross of CRTs
The latter part of the cluster trialist survey sfimnnaire queried investigators about

their experiences with the research ethics revimegss of any CRTs they had conducted.

Meeting with ethics committee(s) to explain a CRT

Table 5.9 shows that 53 (31%, 95% CI 24% to 39Pth@ survey respondents who
sought ethics approval for any CRT indicated thaythave personally met formally with
ethics committee members to explain a CRT. Closedefifths of these respondents,
primarily from the USA and the UK explained thagyrare routinely required, or it is
recommended for them to attend formal ethics cotemitneetings for the purpose of
presenting their study, or answering questionspaadiding clarifications during the initial
review or when the ethics committee is about tiveeits decision. Respondents also met
ethics committee members to answer their querlateckto the study design, trial protocol,
and address methodological or ethical issues #abken raised. Ethical issues mentioned
by respondents included cluster recruitment andeafty participant consent, and protections

of vulnerable subjects.
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Table 5.9: Trialist experiences with research ethicsotnmittees in the ethics review of a
CRT

%, (Frequency) 95% confidence
interval of %

Personally having to meet formally with ethics

committee members to explain a CRT (n=17)"
Yes 31.0% (53) 24.2% to 38.5%

No 69.0% (118) 61.5% to 75.8%

Experiencing variability in the ethics review of a CRT

undergoing review by more than one REB (n=10%2
Yes 46.1% (47) 36.2% to 56.2%

No 53.9% (55) 43.8% to 63.8%
Impact of the ethics review process on various aspects
of respondents’ CRTs (n=179)*

Any negative impact of ethics review on a CRT 38.0(86) 30.7% to 45.7%
Timely initiation of the trial

Negative 28.1% (48) 21.5% to 35.4%

Positive 1.8% (3) 0.4% to 5.0%
Financial cost of conducting the trial

Negative 9.9% (17) 5.9% to 15.4%

Positive 1.2% (2) 0.1% to 4.2%
Feasibility of participant recruitment

Negative 16.4% (28) 11.2% to 22.8%

Positive 4.1% (7) 1.7% to 8.3%
Methodological quality of the trial

Negative 9.4% (16) 5.4% to 14.8%

Positive 5.3% (9) 2.4% to 9.8%
Other aspects of the CRT

Negative 5.3% (9) 2.4% to 9.8%

Positive 1.8% (3) 0.4% to 5.0%

a- Trialists who indicated that ethics approval was not Bbfgg any of their CRTs (i.e., respondent
selecting ‘N/A’ to question 23) were excluded from the deinator

b- Trialists who indicated that ethics approval was not Isbfgy any of their CRTs or whose ethics
review of a CRT did not involve multiple ethics comteds (i.e., respondent selecting ‘N/A’ or no
response to question 23 and ‘N/A’ to question 25) were exclindedthe denominator

1- 2 observations missing

2- 3 observations missing

Experiencing variability in the ethics review process

Of the respondents who sought ethics approva f8RT undergoing review by more
than one ethics committee, 47 (46%, 95% CIl 36%68b)hindicated that they experienced
variability in the ethics review. Respondents pmex ethics committees as having different
underlying views or agendas with regard to thecstheview process: “Different boards have

different ideas regarding what constitutes resedrmatv much information they require, and
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their role in assessing the scientific validitytlé study design.” Some perceived ethics
committee variability as stemming from culturalfeiences (e.g., economically developed
versus developing settings), or from the typesisfitutions reviewing a study (e.g., medical
versus non-medical). Others stated that they didhmak the variability was due to the CRT
design but rather from lack of clarity in the etheommittees’ roles:

“I've experienced very considerable variation agfeghics committeg¢sn

reviewing trial protocols. However, | don't haveyaense that this variation is

related to whether a trial has a CRT design, vsempalevel randomization or

some other design. Fundamentally, | think thegenged for much better

clarity about gthics committeesscope of responsibility and authority - but
that's a general matter, not specific to CRTs inexperience.”

Trialists experienced variability in the type ofi®v required, procedural review processes,
and study requirements: “in one study...the initesliew of the protocol byehics
committeelsranged from "this study is exempt froetliics committdeoversight” thru "you
can do this study as an expedited protocol w/aeriinformed consent” to "requires written

nn

informed consent from clinicians.”” Many respondeaited that the differences they
experienced were sorted out over time. Some alslaieed that differences were minor and
that “...it’s about clarification rather than disagreeme fundamental procedures.”
Some differences such as in consent formats, haywweeee regarded as difficult to

“‘homogenize.”

Research ethics review impact on the study

Cluster trialists were also asked whether the gtl@giew process had an impact on
various aspects of their CRTs, and if so, to erpletether the impact was positive or
negative in nature. Table 5.9 shows that over&lkedpondents (38%, 95% CI 31% to 46%)
experienced negative impacts of the ethics revieggss on one or more aspects of their

CRTs. Respondents experienced greatest negatiaeimpn the timely initiation of their
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CRTs, at 28%, (95% CI 22% to 35%), followed by tasibility of participant recruitment,
at 16% (95% CI 11% to 23%). Negative impacts wése axperienced by respondents, but
to a lesser extent, on the financial cost of cohdgcdheir CRTs, at 10% (95% CI 6% to
15%), the methodological quality of their trials 986 (95% CIl 5% to 15%) and other
aspects of the trial, at 5% (95% CI 2% to 9%). Pieexl positive impacts of the ethics
review process were not experienced in as largebatsrof respondents, but were the
greatest for the methodological quality or scientlidity of the trial, for 5% of the

respondents (95% CI 2% to 10%).

Ethics review impact: Timely initiation of a trial

With regard to timely initiation of their CRTs, petived negative effects of the ethics
approval process included a delay in ethics appreowh subsequent delayed implementation
of a trial. A few trialists cited delays over oneay in trial initiation. Causes for delay in
ethics approval were cited as due to having toaggbr multiple ethics committees,
experiencing inter-ethics committee variabilitydengoing multiple rounds of back-and
forth review with ethics committees, infrequentiesicommittee meetings and early
submission deadlines, and lack of protocol agreémadsted to participant recruitment and
consent procedures:

“Difficult to obtain [ethics committdeapproval from all sites, with significant

inter-[ethics committdevariation. Responses in one study ranged froms ith
not research" to major concerns.”

Respondents also cited there being a lack of utatetmg of the CRT design by ethics
committees: “Thedthics committdanvolved in one of the trials did not seem tofamiliar
with cluster randomized trials and raised someeisgwhich were either irrelevant or not

applicable), which delayed the initiation of thltt
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Respondents who reported a positive impact of tinesreview process on the
timely initiation of their CRTs commented that #thics committee was helpful in ensuring

ethics review was timely and the initiation of th&tiudy was not delayed as a result.

Ethics review impact: Financial cost of conducting a trial

With regard to the financial cost of conducting thal, perceived negative effects of
the ethics approval process were in the form ofdngosts incurred for the CRT.
Respondents cited reasons for higher costs whadhdad having to extend the trial period
because of delays in ethics approval:

“because implementation delayed, the total lenftheatment was affected,

requiring stretching out of intervention into timeginally planned for data

analysis and dissemination, leading to greateisandbng-term to successfully
complete the study”

Costs were also incurred from ethics committeeirements that were not originally
budgeted for, such as additional benefits to paaticipants, and changes to recruitment or
consent procedures:€thics committeg¢sequired us to deliver a sham survey to non-
participants, which complicated field proceduresssderably and resulted in some field
errors that needed remediation.”

Respondents who reported a positive impact oéthies review process on the
financial cost of conducting their CRTs were fewnumber and did not provide any further

details about the impact.

Ethics review impact: Feasibility of participant recruitment

With regard to feasibility of participant recrugmt, perceived negative effects of the
ethics approval process included lower clusterparticipant recruitment rates, biased
recruitment, and unfeasible participant recruitn@oicedures. Perceived negative effects

were mainly due to ethics committee requiremeniteabh delay in ethics approval was also

110



cited as a barrier to cluster recruitment whenyprdcedures were closely tied to the
calendar year. Respondents cited concerns abouséhef formal participant consent
procedures in community-based studies of sociajnaras or CRTs involving healthcare
providers. Formal consent form language or theofigplicit disclaimers in information
sheets was also regarded as a barrier to recruitmen

“Some Ethics committddorms are now so complicated and detailed itesar

people away from participating in answering surveist all community

trials, even RCTs are set up like double-blind glexctrials conducted by

medical schools, but that is thetliics committdeprotocol and language many
[ethics committdeuse as the basis for doing this type of research”

Ethics committee preference for opt-in recruitmemd active consent procedures, over opt-
out procedures was also viewed by trialists asugecfor lower recruitment rates. Ethics
committee concerns about confidentiality were alged as problematic and leading to
biased recruitment.

Respondents who reported a positive impact oéthies review process on the
feasibility of participant recruitment viewed ethicommittee suggestions as helpful and
constructive. From the point of view of participgnthe backing of the study by the ethics
committee was seen as positive reinforcement ®trill investigators: “participants knew

we took the study seriously.”

Ethics review impact: Scientific validity or methodological gjity of the trial

With regard to the scientific validity or methodgical quality of the trial, perceived
negative effects cited by the respondents inclutienleased response rates or biased
recruitment procedures stemming from mandated cb@s®l recruitment procedures: “in
the study that required consent of clinicians we loa less certain of the generalizability of

the findings to other clinicians at the same sites did not participate.” Trialists also cited
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decreased methodological quality for having to mlewnformation about the intervention to
control arm participants, thus ‘diluting’ the intead intervention effects. The requirement of
a delayed control condition or a delayed controidittion for a specified period of time only,
was seen as having a negative impact for the dssuldangth of time investigators had to
make comparisons for the study outcomes:

“Since the control arm consisted of a waitingtistiod, we were asked by the

[ethics committdenot to place them longer thanymbel months on this

waiting-list for ethical reasons. This period wather short to expect

significant differences between the experimentdl @mntrol groups regarding

the health measures. One of the methodological messles of our study.”

Respondents who reported a positive impact oéthies review process on the
scientific validity or methodological quality oftaal valued ethics committee opinions to
improve trial methodology and pick up any flawshe trial:

“...At the end of the day, however, whilst our ethecsnmittee can be very

demanding, they do keep us 'safe’ and generaliyrdopiested revisions

improve the quality of our studies.”
Ethics review impact: Other impacts on the trial
Perceived negative effects of the ethics revievegss on other aspects of respondents’
CRTs included added time and effort that investigahad to commit to obtain ethics
approval for their studies:

“The ethics review preparation and responses to itigpiiries take most of my

time. Administration of the CRTs leave little time energy for the actual
conduct of the study.”

Higher workload to fulfill ethics committee requinents was also cited as discouraging by a
respondent:

“my experience with the consent process for thislgtvas so negative, and

the impact on my staff so negative, that | decidexder to conduct another

study that involves consent forms. | had to spehdge proportion of my own
time and my staff's time on work that did not cdmtte meaningfully to any
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human subjects’ protection but was just paperworsatisfy thoughtlessly

applied pethics committdeequirements. It detracted from the ability to

conduct research and was a huge waste of time.”

Perceived positive impacts of the ethics revieacpss on other aspects of
respondents’ CRTs included pushing the researalpgimarticulate various aspects of their
studies. The ethics review and approval processalgasperceived by respondents as

important for the acceptance of their trial an@méntion by local health authorities,

funders, and participants alike.

5.3.2 Challenges arising from the CRT design in the ethiesview process of CRTs

In citing their experiences with the ethics revigmacess of CRTs (please refer to
section 5.3.1), some respondents cited challeredat®d to the CRT design, which are listed
with supporting quotes in Table 5.10. One of tiseiés cited was the necessity of informed
consent from cluster members and whether or ngtilege to be regarded as research
subjects:

“In one instance we spoke by phone with téilics committddeader and

made the case that patients need not be consentbd mtervention was at the

level of the physician or care team. Patient eag not substantively altered.

If we had been required to consent the patientstilndy would not have been

feasible.”
Another difficulty encountered was the use of gaggler agreement or consent for cluster
protections: “...It was difficult for thergsearch ethics commitfe® understand the RCT
and how the communities consented to be involveslpwvided clarity for them.”
Additional issues cited were ethics committees’arsathnding of quality improvement
initiatives, and potential harms and benefits tRI @osed to participants. Respondents

interpreted their interventions as posing littlentorisks participants:

“one major delay was caused by oath|cs committdemaking a specific
finding that clinicians are "vulnerable subject#i.addition to anfjumbetf-
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page consent form for clinicians to agree to rengivecommendations about
what the guidelines are, thisthics committe¢sequired that we obtain a
certificate of confidentiality fromfinding agendy(presumably to protect the
information that a clinician might not be complgté&dllowing the guidelines).
Another fthics committegslid not accept the wording of thiipding agency
certificate because of a disagreement among lavajerst interpretation of the
law. the process delayed the start of the inté¢rerrior more than a year.”

Table 5.10: Ethical challenges experienced by trialists inedlings with ethics
committees

Ethical challenge Supporting quote

Participant consent “Subsequentriumbej-site cluster randomized trial was shut down by
[health organization office of research oversjdetuivalent tofunding
agency office of research oversigtior 1 year. Patients were randomized
by site to differentipterventior)...We had made the argument that
individual informed consent was not essary, since randomization wa:
the site level. Both activeefhics committe¢sigreed and approved the
study. Pffice of research oversighfisagreed, saying that any
randomization means the patient is engaged in reseascresult, we
modified our approach to consent for that and all subsegtedies.”

Cluster recruitment and “[ Researclethics committdehad a difficult time with Community
consent Advisory Boards as being representatives of the community andlprg
"consent” to conduct a CRT.”

Balance of harms and “... the application of patient-safety procedures that malseden
benefits to participants  patients to clinicians who were not receiving any meditafvention
made no sense.”
“Whether the benefits outweigh the risks, if any.”

Quality improvement/ “I met with our fethics committde .But | think the issue was more about

Implementation research "usual care' than the cluster design. First étlei¢s committdevondered
why we needed the trial (improvinmedical conditiof) "Just tell the
doctor and everything will be OK" ”

5.3.3 Trialist perspectives on challenges in the conduct éthics review process of
CRTs

The final part of the survey questionnaire protredists about their views on ethics
guidelines for CRTs and the ethics review procé€3Ril's. Trialists rated the extent of their
agreement (or disagreement) with each of the satenpresented. A number of trialists also

elaborated upon their expressed views in the gpanaded for additional comments.
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Table 5.11: Trialist views on ethics guidelines and the etis review process of CRTs

%, (Frequency) 95% confidence
interval of %

There is a need to develop ethics guidelines for CRTs

(N=181)
Disagree or strongly disagree 16.0¢29) 10.7% to 21.4%
Agree or strongly agree 73.590.33) 67.1% to 79.9%
No opinion 10.5% (19) 6.0% to 15.0%

Ethics committees could be better informed about
distinct ethical issues surrounding CRTs. (N=180)

Disagree or strongly disagree 12.2¢22) 7.4% to 17.0%
Agree or strongly agree 70.09.26) 63.3% to 76.7%
No opinion 17.8% (32) 12.2% to 23.4%

Ethics committee application forms standardized for
various study designs, are hard to use in the contest
the CRT study design. (N=181)

Disagree or strongly disagree 29.8064) 23.2% to 36.5%
Agree or strongly agree 46.4%8B4) 39.1% to 53.7%
No opinion 23.8% (43) 17.6% to 30.0%

1- 1 observation missing
2- 2 observations missing

Ethics guidelines for CRTs

Table 5.11 shows that 133 respondents (74%, 95%deoce interval 67% to 80%)
agreed or strongly agreed that there is a neeetlficcs guidelines for CRTs. Respondents
commented that they would like the ethics guidalitteaddress quality improvement (QI)
interventions, which often use the CRT design bee&dl poses somewhat different issues,
including health professional obligations to pap@ate: “To me, one fundamental issue is
whether the intervention should be considered iyuahprovement’ (that is, something the
employees are expected to participated in, regasdieconsent) or a voluntary activity.”
Additionally, clarity on consent procedures at gas levels is sought:

“Informed consent procedures of clusters, careigers, and patients need

careful attention, and procedures designed foulaegRCTSs rarely work. For

patients, informed consent is more similar to (fplg) parallel cohort studies,

while clusters / care providers need to provideseohto be randomised often
along with their entire patient population. Thigde careful thought...”

Although they agreed with the statement, some redgras think that ethical challenges

115



posed by CRTs can be incorporated under existinigsetjuidelines for individually
randomized trials, but they nonetheless welcomestiuidelines for CRTs: “It is always
good to have ethical guidelines, as long as theyppropriate and do not increase the
compliance workload of researchers unnecessarily”

Twenty-nine respondents (16%, 95% CIl 11% to 21&ggieed or strongly
disagreed that there is a need for ethics guicefmeCRTs and 19 (10.5%, 95% CI 6% to
15%) had no opinion. CRT issues are not perceiyesbme trialists as more ethically
complex than other study designs, with the exceptiowever, of CRTs that do not
intervene directly on individual level participantsthink one should make a distinction
between CRTs where individuals do or do not diyer@teive an intervention. In the first
case, ethics guidance might be useful.” Severabmdents did not see the need for ethics
guidelines because they have not experienced pnshiath the ethics review of their CRTSs.
For some it is not the clustered design that pralétult but the context of their research.
Usual rules are also regarded as reasonably ablgitathe CRT design, but it is guideline
interpretationby ethics committee members which is seen by sm1ibe issue that needs to

be addressed.

Ethics committees being better informed about distinct ethissues surrounding CRTs
Table 5.11 shows that 126 respondents (70%, 9568%lto 77%) agreed or
strongly agreed that ethics committees could bebeiformed about distinct ethical issues

surrounding CRTs. Respondents elaborated thatthingy it is important for ethics
committees to have members with RCT experiencewnrésources communities, because
otherwise they “...cannot often fairly or approprigtevaluate the ethical dimensions of

those trials.” Ethics committees are also seereading to understand the concept of system
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level interventions:
“In general | have found that traditionathics committe¢struggle to
understand research at a care delivery or systesh |&he concept that the
intervention is on the system of care, rather thdividual patients is
sometimes difficult for thegthics committddo grasp...”
Twenty-two respondents (12%, 95% CI 7% to 17%)gisad or strongly disagreed that
ethics committees could be better informed abaitritit ethical issues surrounding CRTSs,

and 32 (18%, 95% CI 12% to 23%) expressed no apifionong these respondents, some

expressed that their ethics committees are capéhblendling CRTs and associated issues.

Ethics committee forms standardized for various study designs

When presented with a statement about ethics cdaeerapplication forms which are
standardized for various study designs, Table Shbivs that 84 respondents (46%, 95% CI
39% to 54%) agreed or strongly agreed that suchda@re hard to use in the context of the
CRT study design. Respondents cited their insbittsi forms as being hard to use for their
epidemiological studies because the forms are ofptimized for specific types of studies,
such as clinical drug trials. Another difficultyt@d with the use of standardized forms is
explaining the various levels of participant corisera CRT:

“The [ethics committddorms are difficult to complete for cRCTSs, in

particular defining the different consent levelarfgipant/cluster) and

defining what is meant by a "participant”. We ofteve to use the terms

"patient participants" and "health professionalipgrants™
The standardization of ethics committee forms vess y one respondent as a reflection of
unfavourable ethics review practices: “Standareradf forms is always problematic, as
ethical evaluation is not a rote process that eailyebe categorized like a checklist

(although many of ourethics committderocedures seem to be set up this way)”

Fifty-four respondents (30%, 95% CI 23% to 37%)dreed or strongly disagreed
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that standardized application forms are hard tarutige context of the CRT study design
and 43 (24%, 95% CI 18% to 30%) had no opinionafng separate processes for different
types of research is regarded by some as furtlmplatating the ethics review process.

Standardisation is viewed as useful and achievaldecertain extent.
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CHAPTER 6

DISCUSSION OF SURVEY FINDINGS

Chapter 6 begins with a summary of the strengthisliamtations of this study. We discuss
the main survey findings relating to the need ftinios guidelines for CRTSs, trialists’

experiences with the ethics review process, thertieyy of standard ethics procedures in
CRT publications, CRT design characteristics assedi with participant consent, and

gatekeeper approval and consent practices.

6.1STRENGTHS AND L IMITATIONS OF THE STUDY

A unique questionnaire was created specificaliythies study to elicit challenges in
the conduct and ethics review process of CRTs. dieaed an acceptable response rate of
64% for a 15 to 20 minute surv@The survey supplemented findings of the revie\@RfT
publicationg® by providing more complete information on currprectices in research
ethics review, gatekeeper approval processes,@mknt procedures in CRTs. Additionally,
the survey contributed insight into cluster triedigxperiences with the conduct and ethics
review process of CRTs, and their perspectiveyeméeed for ethics guidelines for CRTs.

Conducting a quality survey required optimal miization of sampling, coverage,
non-response, and measurement efrérrandom sample of CRT publications was selected
from the sampling frame using a predefined sehdfision and exclusion criteria. The
electronic search strategy had a sensitivity of@gdmately 90%, meaning 10% of eligible
CRTs would be missing from the sampling frame. fifethodological quality of these
studies would likely be poorer than those iderditey the search strategy in lieu of not
having been recognized and therefore clearly ifledtas a CRT in the trial publication.
However, this is unlikely to skew our results tsignificant degree because such trials

would represent the subgroup of studies in the gathpt were of poorer methodological
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quality. The use of a relevant incentive and sepéimcouraging reminders were
motivational features that encouraged sample mesribaespond. These features worked to
minimize the potential for non-response error agdrom differences between respondents
and non-respondents. Information retrieved fromG@RE publications allowed us to
investigate the possibility of non-response bias.Wére limited, however, to the use of one
author characteristic (i.e., author country) withieth to compare respondents and non-
respondents. We could not, therefore, rule outrddetors affecting survey response, such
as author age (i.e., experience), gender, andofiresearch. Extensive pre-testing in the
form of expert reviews and cognitive interviewingswconducted to ensure that the survey
guestionnaire was as clear and comprehensibless#hfen Personalization of the
guestionnaire had the benefit of reducing the ragsification of cluster gatekeepers and
individual and cluster level participants in resgents’ selected CRTs. Misclassification
from personalization of the questionnaire may has@irred in a small amount of studies,
but cluster trialists were also encouraged to pi®explanations in the text boxes provided
so that their responses could be understood argzadaaccurately. The survey
guestionnaire and collection procedures were tbexafesigned to produce an accurate
understanding on current practices in the condugteghics review of CRTs, by minimizing

potential sources of error.

6.2STUDY FINDINGS

6.2.1 There is a need for ethics guidelines for CRTs
Researchers conducting CRTs seek direction ragatte ethically sound design and
conduct of their trials: The majority of responde(dpproximately 70%), agreed that ethics

guidelines for CRTs are needed, and that ethicsratiges could be better informed about
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distinct ethical issues arising from CRTs. Ethiommittees may be unfamiliar with the CRT
design and would likely benefit from specific gdides on adequate protections for
participants. Respondent agreement was less unasimith regard to the need for separate
application forms for the CRT design: Close to thmel of the respondents disagreed that
forms standardized for various study designs are twause in the context of the CRT
design. This suggests that standard ethics applicétrms accommodating the different
levels of intervention and participation in CRTsaytbe more useful to cluster trialists than

separate forms altogether.

6.2.2 Investigator experiences with the ethics review prosg of CRTs could be
improved

Investigators conducting CRTs are experiencindlemges with the ethics review
process, in part due to ethical issues underiyiegaRT design. The challenges experienced
by respondents appeared to be due to both ethiosittee approaches to review, as well as
challenges specific to CRTs. We cannot be certaam imuch the CRT design contributed to
the challenges experienced, but our finding thattiajority of respondents perceived a need
for ethics guidelines and ethics committee edunatio ethical issues, confirms that CRT-
specific issues are an important contributing fatddhe challenges experienced. CRT-
specific challenges that have been raised duriagthics review of trialists’ studies include
the appropriateness of community consent (i.eekg&per functions), participant consent
requirements, and interpreting the balance of hamdsbenefits to study participants. The
ethical challenges investigators are experiencurghd ethics review are the very ethical
issues that have been identified in the reseamfaiure considering the complexities of the

CRT desigrf’
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The survey included investigators conducting CRildifferent areas of health
research and with varying levels of experience,fandd that many of them have
experienced challenges with the ethics review m®da particular, the ethics review
process impacted negatively more so than positmelthe timely initiation of a trial, and
feasibility of participant recruitment. In additiovariability in the ethics review process was
experienced by close to half of the respondentssel@RTs underwent review by more than
one ethics committee. Although several other sauda/e investigated variability among
research ethics committe®s>°to the best of our knowledge, this is the firstdous on
the CRT design, and the first to survey a repregemetsample of trialists to understand their
collective experience as a group of researchergppassed to focusing on the research ethics
review of a particular trial.

Variability experienced in the ethics review pregenay stem from differing
standard$eld byethics committees regarding the type of researmahrdyuires ethics
approval. Some respondents indicated that theirsGRR Educational and non-biomedical
interventions were considered exempt from ethiggeveand approval. We also found that
ethics approval was less likely to be obtained RTE€ with data collected primarily from
administrative sources, and in CRTs that only diyeargeted cluster level participants with
experimental interventions. Regional differenceeeguirements may also play a role in
varying standards. Lower proportions of ethics apalwere observed in CRTs with
primary authors based in high income countriesratien Canada or the USA. Therefore,
approaching more than one ethics committee forayap—which was common among
survey respondents—where committees may demonstigédble ethical standards, can

have negative implications for cluster trialists.
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We found that trials appropriately accountingdtustering in the analyses were
more likely to have sought research ethics apprdvas is similar to findings of a study on
ethical reporting in CRT publications (conductegag of the larger research study), which
also found an association between reporting etkidsw and this indicator of
methodological quality? This association may arise because ethics congsitiften include
methodologists (e.g., statisticians) who may d&T investigators to the fact that
adjustments for clustering (if not already accodritg) are needed. In the research leading
up to this study, experienced cluster trialistsregped similar views about the positive
contribution of ethics review to the methodologigahlity of their trials’® Therefore,
although cluster trialists may be experiencing leimgles with the research ethics review
process, research ethics approval is contributasifigely to the design and conduct of

methodologically sound trials.

6.2.3 Ethical practices are under-reported in CRT pubkations

Findings from the survey indicate that all threeasures of research participant
protections, namely having obtained ethics appraatkekeeper permission, and participant
consent, have been under-reported in CRT publicaitibhe prior review of the random
sample of 300 published CRTs found that ethicseexyvgatekeeper permission, and
participant consent were not reported in 26%, 7a8d,32% of trials, respectivel{ The
survey results indicated that of the respondentss@ICRTs publication did not report on the
ethical practices, 75%, 95%, 59%, and 80% had satblts approval, gatekeeper
permission, individual level consent, and clusteel consent, respectively. Therefore,
inadequate reporting of ethical practices in CRblisations reflects an under-reporting of

ethical practices, and is not commensurate witakemence of these practices. Inadequate and
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under-reporting of ethical practices in CRTs—pavaat consent in particular—also reflects
the difficulties researchers may face in the abseh@xplicit guidance for the ethical
conduct of CRTs. As there can be varying levelexplerimental and data collection
interventions targeting different levels of pagiits in CRTS? investigators may be

unclear as to the types of protections that areired| for participants in their studies.

6.2.4 Unique characteristics of the CRT design are associdteith consent from
individual level participants

With regard to CRT characteristics associated wilividual level consent, we
found that obtaining consent for experimental vgations and data collection is associated
with smaller cluster sizes of individual level paigants. CRTs often randomize large
clusters such as communities and hospitals, wiaahntake obtaining consent from all
participants infeasible, for logistical and finaadaieasons. We also found that obtaining
consent from individual level participants for expgental interventions and data collection
is associated with the use of experimental and aataction interventions targeting
individual level participants. This is similar tieet findings of Eldridge and colleagu@syho
found that patient consent appeared to be morieulifto obtain in interventions delivered
at the cluster organization and cluster professievals. Participants who are directly
targeted by an intervention—as opposed to indyedtected—will more often have the
ability to opt-out of study procedures. When givka ability to opt-out, consent from
individual level participants directly targeted doy intervention would be more meaningful,
compared to consent being sought from participtamtiess direct interventions, where
participant refusal can be rendered less meaniifghere is limited ability to opt-out.

With regard to consent from individual and cludesel participants for receiving an

intervention, we found that obtaining consent wesoaiated with a more recent publication
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year (i.e., after 2005). Experimental and dateectibn interventions directly targeting
cluster level participants were not found to beeisged with cluster level consent. As we
learned from the survey respondents, cluster leadicipants may be expected to participate
in study procedures as part of professional dufidditionally, where there is more direct
involvement of individual level participants in gy, cluster level participants may not be
regarded as the subjects of a study. The emergdmeelications on ethical challenges in
CRTs is likely to have influenced increased awassmegarding individual and cluster level
consent practices. The MRC guidelines publishezDbR, for example, contain ethical
considerations for CRTs and explicitly identify téypes of participant—individuand

cluster level—from whom consent should be sought.

6.2.5 Further ethical analyses are required to determinehether CRT practices meet
the highest ethical standards

Gatekeeper approval practices

In the prior review of CRT publications, 33% idéetl a cluster gatekeeper or
representation mechanism, whereas 95% of the svegppndents identified some form of
gatekeeper permission for their study. Clusteresgmtation cited by the respondents
included government approval at the local, proéhand federal levels, agencies or
organizations representing the interests of clasiecluster members, and various
authorities in cluster settings (e.qg., principdisahools, directors of companies). The
variability of CRT participants and groups involveaises a challenge for researchers trying
to identify persons or bodies who will perform daeper functiond’ Based on the
widespread use of cluster gatekeepers, as redoytee survey respondents, it is unclear
whether they have necessarily or unnecessariljiédftheir designated roles and whether or

not they have had the authority to do so. Ethiddajines based on ethical analy¥esould
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serve to clarify gatekeeper roles and the scoleenf authority, and to simplify the types
and number of gatekeepers sought for individuaktek, and institutional protections in

CRTs.

Participant consent practices

Results from the survey indicated that consent firmfividual and cluster level
participants did not always include consent foegperimental intervention, and data
collection procedures. When consent was soughkeatay proportion of cluster level
participants were approached for condsfbrethe randomization of clusters, compared to
individual level participants. Additionally, paripants were not always informed about
study conditions in alternate arms. We also rehall consent from individual level
participants for receiving an intervention or pohrg data was more likely to be sought if
the experimental intervention and data collectioycpdures directly targeted individual
level cluster members. Fully informed consent sopgior to randomization, as normally
obtained in individually randomized controlled Isiais therefore not the customary practice
in CRTs. An ethical analysfsbased on moral foundations is needed to justifi\aidate

the use of non-conventional informed consent proegobserved in CRTSs.

6.3CONCLUSION

Unique features of the cluster randomized trigigie complicate the interpretation of
standard research ethics protections, such asetpproval and participant consent
practices, leading to investigator challenges wWithethics approval process of their cluster
randomized trial. The under-reporting of standdhice procedures in trial publications is
further reflective of the uncertainties surroundihg cluster randomized trial design. From

the perspective of investigators conducting clustedomized trials, there is a perceived
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need for ethics guidelines, as well as educatioetioics committees about ethical issues

unique to this trial design.

The findings from this study were used to informiedepth ethical analysis about
the ethical challenges in cluster randomized triafsinternational consensus conference
was held in November 2011 in Ottawa, Canada, wghaiim to develop international
consensus guidelines for cluster randomized trdlsurvey sample members were invited
to attend the conference and thereafter to comoreatdraft guidance document that was
produced by an independent expert panel appointédebinvestigator team. The results of
this survey contribute a rich set of trialist expaces and perspectives in the conduct and
research ethics review of cluster randomized trielieese new understandings will help
target planned educational activities for reseaschad research ethics committees, in order

to alleviate the uncertainties and challenges itifiech by the survey participants.
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APPENDIX A: COGNITIVE INTERVIEWING SCRIPT

1) Welcome:

Thank you for taking your time to help us-out watlrial run of the survey. I'm going to

begin by explaining the rationale for conducting gurvey and will then explain how a
think-aloud session works. After that, we’ll habe think-aloud session of the questionnaire.
This will be followed by a review and reflectiontiviadditional questions, and then we’ll

end the hour with a brief discussion.

2) Introduce the study:

This survey part of a larger study entitled Ethaadl Policy Issues in Cluster Randomized
Trials. As you know, all studies that involve human satgeequire assurance that the
proposed study meets commonly-accepted ethicadatds but the vast majority of ethical
guidelines have been written from the perspectitd@individual as the unit of
randomization. This makes the task of ethical aswe in the adherence to standards such as
informed consent particularly complex. So the anhthe larger study, which is funded by
the Canadian Institutes of Health Research, isdmpte high ethical standards in, and
uniformity in the ethics review process of CRTs,d@yveloping explicit guidelines for the
ethical conduct and ethics review of CRTs. We hsalected a random sample of 300
cluster randomized trials from MEDLINE and plarstavey the corresponding author on
each trial, about their study. This survey is dampt to understand ethical issues in the
conduct and review of CRTs from the perspectiviialists who conduct these types of
studies. The survey will be web-based, with the-Wirdbsent to the respondent by email. As
you have kindly agreed, your role today is to hedppilot test the survey questionnaire.

3) Explain interview procedure:

As you complete and fill-in the questionnaire, wkke you to verbalize everything you are
doing and thinking ... from reading the questionsid|do telling us your thoughts and
giving your final answers. This includes mentionarg/thing you like or dislike about the
guestionnaire. The reason we’d like you to thinkual is because it will help us understand
how you arrive at your answer and whether the tqprestan be answered accurately. Just
act as if you are alone in a room and talking torgelf.

[If interview conducted over the phgné&his type of interview would normally be done in

person so since we're on the phone, you may bengsdiyou to keep talking if you are
silent for any length of time.
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APPENDIX B: PERSONALIZATION OF QUESTIONNAIRE

How you came to be selected for this survey:

Wh

Wh

Wh

Wh

Your study: “IMPLEmenting a clinical practice guideline for acute low back pain evidence-
based manageMENT in general practice (IMPLEMENT)" published in Implementation
Science 2008, is one of 300 cluster randomized trials randomly selected for a systematic
review, as well as this survey, from among thousands of trials indexed in Medline.

at is a cluster randomized trial?

A cluster randomized trial (CRT) is a special type of randomized controlled trial, in which
the units of randomization are not individuals themselves, but rather intact social units or
groups of individuals such as clinics, schools, or communities.

at our research study is about:

The randomization of intact units or groups presents unique ethical and methodological
challenges: for example, conventional informed consent procedures are complicated by the
fact that informed consent may be possible at more than one level. In addition, the vast
majority of ethics guidelines have been written from the perspective of the individual as the
unit of randomization. Among the objectives of our research study are identifying ethical
challenges arising in CRTs and learning how they are currently being addressed,
understanding how ethics reviews of CRTs are carried out in countries around the world,
and developing well-grounded guidelines for the conduct and ethics review of CRTs.

at type of information will be gathered in this questionnaire?

We are hoping that you will set aside 15-20 minutes of your time to help us gather
information regarding the ethics review and approval process of your CRT, details of
possible consent procedures for the practice physicians and patients in your study, and your
perspectives on ethical challenges in CRTs you have been involved with.

at if your study was conducted long ago and you cannot remember all the

details?

Wh

If you wish to consult study documents or other authors on the study, please do so, or
simply indicate that you cannot remember and continue.

ere can you provide additional details about your responses?

As CRTs and possible consent procedures can be very diverse, we encourage you to
elaborate or provide additional comments in the fields provided throughout the
questionnaire.

Additional information about this study:

Our research protocol has been published and may be accessed here:
http:/fwww.ncbi. nlm.nih. gov/pme/articles/fPMC2725043/

10
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As an appreciation for your help with this study, we would like to mail you a book or donate on
your behalf to the charity below, upon receipt of your response. Please select one of the two
gift options:

[] Donation to Doctors without Borders/Médecins Sans Frontiéres (MSF)
http://doctorswithoutborders.org/
An international medical humanitarian organization providing independent, impartial assistance

to those most in need, in nearly 60 countries.
Amount of Donation: $40.00 CAD

[ ] Design and Analysis of Cluster Randomization Trials in Health Research. 2000
by Allan Donner and Neil Klar

ISBN-13: 978-0340691533

Value: $90.00 CAD

DESIGN AND ANALYS!S OF

CLUSTER
RANDOMIZATION
TRIALS

IN HEALTH RESEARCH

If you would like to receive the book, please enter your mailing address in the fields below.
This information will be used for the sole purpose of addressing your mailed gift.

Mailing Address

Name

Affiliation

{optional)
Addressl
Address2

City
State/Province
Zip/Postal code

Country

Phone number
{optional)
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As an appreciation for your help with this study, we will be mailing the gift below upon receipt

of your response:
Design and Analysis of Cluster Randomization Trials in Health Research. 2000

by Allan Donner and Neil Klar
ISBN-13: 978-0340691533

Value: $§90.00 CAD

DESIGIN AND ANALYSIS GF

CLUSTER
RANDOMIZATION
TRIALS

IN HEALTH RESEARCH

In the fields below, please enter your mailing address. This information will be used for the

sole purpose of addressing your mailed gift.

Mailing Address

Name

Affiliation

{optional)
Addressl
Address2

City

State/Province

Zip/Postal code

Country

Phone number

{optional)
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PERMISSION TO CONDUCT THE STUDY AND ENROL CLUSTERS

In this section, we are interested in whom you may have sought permission from to conduct your
study and/or to enrol particular clusters in the trial.

4
1) Did you seek research ethics approval to conduct the study?

[ | NO

L—if No, please specify the
reason(s) ethics approval
was not sought:

[ ] YES 4

L—ir Yes, how many research ethics committees (RECs) did vou approach for approval

in total (excluding notification only) and in approximately which year was this
process initiated? 5

a) Number of RECs approached:

b) Year (yvyyy):

9

2) Did one or more persons at the head of (or in charge of) each of the general practices
(i.e. clusters), provide agreement or consent to their involvement in your study (e.g.,
permission from administrators, senior managers)?

[ ] NO 7

[ ] YES

Lt yes, please specify who
agreed or consented on
behalf of each cluster:

3) Did vou seek approval from anyone else to conduct the study (e.g., authority or hody
other than participants, such as Ministry of Health, advisory board)?

[ INO 8

[ ] YES

L—if yes, please specify from
whom permission was
sought:

Please provide any additional comments or explanation here (optional):
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11
In the following questions, we are interested in consent procedures for practice physicians in the
study intervention arm. 16
In some CRTs, no consent is sought from any participants at the cluster level for administering an
intervention to individuals within each cluster, or for data collection.

Note: If there was more than one intervention arm in your study, please choose the study arm with
the most intensive intervention for these questions.

& %

12
4) Was consent sought from physicians in the intervention arm for any aspect of the
study?
[ INO

Lif No, please specify why consent
was not considered necessary:

[]YES

L [_] Before the randomization of general practices
(] After the randomization of general practices

9

9
Additional comments or explanation (optional ):

12
5) Did physicians in the intervention arm consent to receiving a study intervention (i.e., a
targeted change in practice)? 12
[_] N/A: the study did not involve physicians receiving an intervention

[ ] YES, explicit written
|:| YES, explicit verbal

[ ] YES., other consent procedure. Please specify in the text box under additional comments
[ ]NO 12

L1y No, please specify whether physicians were:
] a) Not notified about receiving an intervention
[ b) Notified about receiving an intervention without the opportunity to opt-out
[] c) Notified about receiving an intervention with the opportunity to opt-out
[] d) Other, please explain:

Additional comments or explanation (optional ):
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12
6) Did physicians in the intervention arm consent to delivering or administering a study
intervention to patients? 14 12

[ ] N/A: the study did not involve physicians delivering or administering an intervention directly to
patients
14
[ ] YES, explicit written
[ ] YES, explicit verbal
E YES, other consent procedure. Please specify in the text box under additional comments
NO 12

Lie No, please specify whether physicians were:
[_] a) Not notified about delivering/administering an intervention
[] b) Notified about delivering/administering an intervention without the opportunity
to opt-out
[] c) Notified about delivering/administering an intervention with the opportunity to
opt-out
[ ] d) Other, please explain:

Additional comments or explanation (optional):

12

7) Did physicians in the intervention arm consent to providing data (e.g. by
questionnaire, access to records, direct observation)?
[ ] N/A: No data collected on/from/by physicians
12
[] YES, explicit written
[ ] YES, explicit verbal
[ ] YES, other consent procedure. Please specify in the text box under additional comments
[INO 12

L e No, please specify whether physicians were:
[ ] a) Not notified about data collection procedures
[_] b) Notified about data collection procedures without the opportunity to opt-out
[ ] ¢) Notified about data collection procedures with the opportunity to opt-out
[ ] d) Other, please explain:

Additional comments or explanation (optional):
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11

In the following questions, we are interested in consent procedures for the practice physicians in
the study control arm. 16

Note: If there was no control arm in your study, please choose the study arm with the least
intensive or delayed intervention for these questions.
12
If consent procedures for physicians in the control arm were identical to those in the

intervention arm, please click here [ | and proceed to the next section (question 12).

—
12

8) Was consent sought from physicians in the control arm for any aspect of the study?
LINO

Loy No, please specify why consent
was not considered necessary:

[ ]YES

L [_] Before the randomization of general practices
[ ] After the randomization of general practices 5

Additional comments or explanation (optional):

g

12
9) Did physicians in the control arm consent to receiving a study intervention (i.e., a
targeted change in practice)? 12
[ ] N/A: the study did not involve physicians receiving an intervention

[ ] YES, explicit written

[ ] YES, explicit verbal

[] YES, other consent procedure. Please specify in the text box under additional comments
[[]NO 12

Lir No, please specify whether physicians were:
(] a) Not notified about receiving an intervention
[] b) Notified about receiving an intervention without the opportunity to opt-out
[_] c) Notified about receiving an intervention with the opportunity to opt-out
[] d) Other, please explain:

Additional comments or explanation (optional):
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12
10)Did physicians in the control arm consent to delivering or administering a study
intervention to patients? 14 12

[ ] N/A: the study did not involve physicians delivering or administering an intervention directly to
patients i

[ ] YES, explicit written

[ ] YES, explicit verbal

[ ] YES, other consent procedure. Please specify in the text box under additional comments
[ ]NO 12

L—ir No, please specify whether physicians were:
[ ] a) Not notified about delivering/administering an intervention
[] b) Notified about delivering/administering an intervention without the opportunity
to opt-out
[] ¢) Notified about delivering/administering an intervention with the opportunity to
opt-out

[_] d) Other, please explain:

Additional comments or explanation (optional):

12

11) Did physicians in the control arm consent to providing data (e.g. by questionnaire,
access to records, direct observation)?
[ ] N/A: No data collected on/fronvby physicians

12

] YES, explicit written

[ ] YES, explicit verbal

] YES, other consent procedure. Please specify in the text box under additional comments
[ ]NO 12

L e No, please specify whether physicians were:
[ ] a) Not notified about data collection procedures
[] b) Notified about data collection procedures without the opportunity to opt-out
[_] ¢) Notified about data collection procedures with the opportunity to opt-out

[_] d) Other, please explain:

Additional comments or explanation (optional):
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In the following questions, we are interested in consent procedures for the patients of
participating physicians in the study intervention arm. 15
In some CRTs, no consent is sought from any participants at the individual level (for example,
because individuals are not directly receiving an intervention); in other CRTs, consent may be
sought from individuals for receiving an intervention or simply for data collection.

Note: If there was more than one intervention arm in your study, please choose the study arm with
the most intensive intervention for these questions.
R

14
12) Was consent sought from patients in the intervention arm for any aspect of the study?

[ INO

L—ir No, please specify why consent
was not considered necessary:

[] YES 8

L— [] Before the randomization of general practices
[] After the randomization of general practices
0

Additional comments or explanation (optional):

14
13) Did patients in the intervention arm consent to receiving (or being affected by) a
study intervention? 14

[] N/A: the study did not involve patients receiving an intervention

[ ] YES, explicit written

[ ] YES, explicit verbal

] YES, other consent procedure. Please specify in the text box under additional comments
[ ]NO 14

Lif No, please specify whether patients were:
[ ] a) Not notified about receiving (or being affected by) an intervention
[ ] b) Notified about receiving (or being affected by) an intervention without the
opportunity to opt-out
[ ] ¢) Notified about receiving (or being affected by) an intervention with the
opportunity to opt-out
[] d) Other, please explain:

Additional comments or explanation (optional):
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14
14) Did patients in the intervention arm consent to providing data (e.g. by questionnaire,
blood sample, review of records)?

D YES, explicit written

[ ] YES, explicit verbal

[_] YES, other consent procedure. Please specify in the text box under additional comments
[INO 14

L—ir Nao, please specify whether patients were:
[] a) Not notified about data collection procedures
[] b) Notified about data collection procedures without the opportunity to opt-out
[ ] ¢) Notified about data collection procedures with the opportunity to opt-out
[ ] d) Other, please explain:

Additional comments or explanation (optional):
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13
In the following questions, we are interested in consent procedures for the patients of

participating physicians in the study control arm. 15

Note: If there was no control arm in your study, please choose the study arm with the least
intensive or delayed intervention.
14

If consent procedures for patients in the control arm were identical to those in the intervention
arm, please click here [ ] and proceed to the next section (question 18).

15) Was consent sought from patients in the control arm for any aspect of the study?
L INO

Loif No, please specify why consent
was not considered necessary:

L] YES 9

L [ ] Before the randomization of general practices

[ ] After the randomization of general practices

9
Additional comments or explanation {optional):

14
16) Did patients in the control arm consent to receiving (or being affected by) a study
intervention? 14

[_] N/A: the study did not involve patients receiving an intervention

[ ] YES, explicit written
[ ] YES, explicit verbal

[] YES, other consent procedure. Please specify in the text box under additional comments
[INO 14

L—if No, please specify whether patients were:
[_] a) Not notified about receiving (or being affected by) an intervention
[ ] b) Notified about receiving (or being affected by) an intervention without the
opportunity to opt-out
[ ] ¢) Notified about receiving (or being affected by) an intervention with the
opportunity to opt-out
[ ] d) Other, please explain:

Additional comments or explanation (optional):
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14

17) Did patients in the control arm consent to providing data (e.g. by questionnaire, blood
sample, review of records)?
[ ] YES, explicit written consent
[ ]YES, explicit verbal consent
[ ] YES, other consent procedure. Please specify in the text box under additional comments

[ INO 14

L—if Nao, please specify whether patients were:
[] a) Not notified about data collection procedures
[ b) Notified about data collection procedures without the opportunity to opt-out
[] ¢) Notified about data collection procedures with the opportunity to opt-out
[] d) Other, please explain:

Additional comments or explanation (optional):
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In the following questions, we are interested in whether the patients of participating physicians
were informed about the comparison arm(s). In some CRTs, participants in one or more arms are
not informed about the comparison arm(s), for example, to avoid contamination, to maintain study
blinding, or simply because there was no direct contact with members of the cluster.

14
18) In the intervention arm, were patients informed about the use of the control arm?
[ ]YES
[ INO

L No, please specify why the comparison arm was not mentioned:

14
19) In the control arm, were patients informed about the use of the intervention arm?
L] YES
[ |NO

T No, please specify why the intervention arm was not mentioned:

Please provide any additional comments or explanation here (optional):
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11

In the following questions, we are interested in whether the participating physicians were
informed about the comparison arm(s).

12
20)In the intervention arm, were physicians informed about the use of the control arm?
L] YES
[]NO

L—ir No, please specify why the comparison arm was not mentioned:

12
21) In the control arm, were physicians informed about the use of the intervention arm?
[]YES
LINO

L If No, please specify why the intervention arm was not mentioned:

Please provide any additional comments or explanation here (optional):
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In the following questions, we would like to gather information about your general experiences in
the ethics review of this trial, and/or any other CRTs you may have been involved with.

22) How many cluster randomized trials in total (including all current and past studies),
have you conducted as a principal investigator or co-investigator, and/or been
significantly involved with (e.g. as a grant-holder)?

[This does not include roles such as trial management, consultation, or data analysis alone]

Number of CRTs:

6
23) In your dealings with RECs reviewing the CRTs, did you ever personally have to meet
formally with any members of the REC(s) to explain your study?
5

[] N/A: Did not seek ethics approval for any of the above cluster randomized trials.
= Proceed to Question 25

LI NO
[ ]YES

L—ir yes, please describe the purpose of your meeting(s):
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24) For any of the CRTs, did the ethics review process ever have an impact on any of the
following aspects of the study?
[Check all that apply and please explain whether the impact was positive or negative in the text box
provided]

[] Timely initiation of the trial.

(| Financial cost of conducting the
trial.

[] Feasibility of participant
recruitment.

[] Scientific validity or
methodological quality of the trial.

[ ] Other.
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25)Did you ever experience variability in the ethics review of a CRT undergoing review
s by more than one REC? [This may include variability in the type of review, procedural review
s Processes, REC requirements, and decision outcomes)

[] N/A: Ethics review of a CRT did not involve multiple RECs

[ ] No
[ ] Yes

If ves, please explain what differences arose:

26) Please rate your agreement or disagreement with each of the following statements:

a) There is a need to develop ethics
guidelines for CRTs
6
b) RECs could be better informed about
distinct ethical issues surrounding CRTs
5
c) REC application forms standardized for
various study designs, are hard to use in
the context of the CRT study design

Strongly | Disagree Agree Strongly No

disagree agree opinion
[l [] L] [] []
L] [] L] [] []
L] [] L] [] []

Please provide any additional comments or explanation here (optional):
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DEMOGRAPHIC INFORMATION AND ADDITIONAL COMMENTS

27) What are your highest obtained degrees?
[Check all that apply and indicate country in which degree was conferred]

] Doctorate Country:
[ ] Masters degree Country:
[ ] Medical degree Country:
[_] Other higher degree, please specify: Country:

Are there any additional details about the ethics review or conduct of CRTs that have not
been addressed in this survey? If ves, please describe.

Thank you for taking the time to complete the survey. Your responses are greatly appreciated!
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APPENDIX C: WEB-BASED QUESTIONNAIRE

Ottawa Hospital IALESWC:'[‘_‘i‘”’Eti § IRHO

Institut de recherche de 'Hapital d'"Ottawvwa

Cluster Randomized Trials (CRT) Survey

Study procedures and investigator experiences o1

with the conduct of their cluster randomized trials

User Name: [crts
Please use the Log-In box on the right to start the CRT

survey. If you are unable to enter the survey, experience Password: |
technical difficulties, or have any questions, please
contact:

Study Coordinator:
Ms. Shazia Chaudhry

Email:

Telephone: - Plaase note.! If vou experience any rechnical
difftculties, you may email us to reguest a

Principal Investigator: Microsaft Word-fillable guestionnaire. This

Dr. Jeremy Grimshaw wab survey has been extensively tested on

Email: commonly used iuernar browsers and

Telephone: - operating sysiems, but some iMac users and

those using the Safari interner browsear may
experience rechnical difficulties.

Vour Internet browser: [E-8.0
Your 08 tvpe: WinXP

o e T
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Home

Logout

Institut de recherche de I'Hapital d"Ottawa

Cluster Randomized Trials (CR'T) Survey

How you came to be selected for this survey:

Your study:
A pragmatic cluster randomised trial of a Diabetes Recall And Management system: the DREAM trial

published in Implementation Science 2007 is one of 300 cluster randomized trials randomly selected for a systematic
review, as well as this survey. from among thousands of trials indexed in Medline. You may

click here | to view vour study
publication.

‘What is a cluster randomized trial?

A cluster randomized trial (CRT) is a special tvpe of randomized controlled trial, in which the units of randomization are not
individuals themselves, but rather intact social units or groups of individuals such as clinics, schools, or communities.

‘What our research study is about:

The randomization of intact units or groups presents unique ethical and methodological challenges: for example, conventional
informed consent procedures are complicated by the fact that informed consent may be possible at more than one level In
addition, the vast majoritv of ethics guidelines have been written from the perspective of the individual as the unit of
randomization. Among the objectives of our research study are identifving ethical challenges arising in CRTs and learning how

they are currently being addressed, understanding how ethics reviews of CRTs are carried out in countries around the world,
and developing well-grounded guidelines for the conduct and ethics review of CRTs.

‘What type of information will be gathered in this questionnaire?

We are hoping that vou will set aside 15-20 minutes of vour time to help us gather information regarding the ethics review and
approval process of your CRT, details of possible consent procedures for the clinicians and patients i vour study, and

vour perspectives on ethical challenges in CRTs vou have been mvolved with. Depending on vour study. you will be directed
to answer up to 27 questions appeating on a maxitmun of 12 screens.

‘What if your study was conducted long ago and you cannot remember all the details?

If vou wish to consult studv documents or other authors on the study, please do so, or simply indicate that vou cannot

remember and continue.

‘Where can you provide additional details about vour responses?

As CRTs and possible consent procedures can be very diverse, we encourage vou to elaborate or provide additional
comments in the fields provided throughout the questionnaire.

Additional information about this study:

Our research protocol has been published and may be accessed here

http:/www.nebinlm nih govipme/articles PMC2725043

< Previous Next >

Frrrrries
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Home

Logout

Ottawa Hospital Rescarch Institute

OHRI

g IRHO

Institut de recherche de 'Hapital d"Ooawa

Cluster Randomized Trials (CRT) Survey

Gift Confirmation

As an appreciation for your help with this study, we would like to mail vou a book or donate on your behalf to the charity
below, upon receipt of your response. Please select one of the two gift options:

[ Donation to Doctors without Borders/Médecins Sans Frontieres (MSF)

http://doctorswithoutborders.org/

An international medical humanitarian organization providing independent, impartial assistance to those most in need, in
nearly 60 countries.

Amount of Donation: $40.00 CAD

" Design and Analysis of Cluster Randomization Trials in Health Research. 2000

by Allan Donner and Neil Klar
[SBN-13:978-0340691533
Value: $90.00 CAD

Book cover

If vou would like to receive the book, please enter your mailing address in the fields below. This information will be used
for the sole purpose of addressing your mailed gift.

Mailing Address

Name

Affiliation

(optional)

Address 1

Address 2

City

State / Province

Zip / Postal Code

Country

Phone Number

{(optional)

< Previous

Save & Continue >

(R A T
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Ottawa Hospital R'g‘ﬁ"'ﬁ:ti}) I R H O

Institut de recherche de 'Hapital d'Ottawa

Cluster Randomized Trials (CRT) Survey

Home GIFT CONFIRMATION

Logout As an appreciation for vour help with this study. we will be mailing the gift below upon receipt of vour response:
Design and Analysis of Cluster Randomization Trials in Health Research. 2000

by Allan Donner and Neil Klar
ISBN-13: 978-0340691533

Value: $90.00 CAD

Book cover

In the fields below, please enter your mailing address. This information will be used for the sole purpose of
addressing your mailed gift.

Mailing Address

Name

Affiliation

{optional)

Address 1

Address 2

City

State / Province

Zip / Postal Code

Country

Phone Number

({optional)

< Previous Save & Continue >

I I
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Home

Logout

In this section, we are interested in whom vou may have sought permission from to conduct your study
andyor te enrol particular clusters in the trial.

1) Our review of vour paper indicates that research ethics approval was sought to conduct the studv. Is this correct?

T NO — If No, please specify the reason(s) ethics approval was not sought:

=
=

[TYES —If Yes, how many research ethics committees (RECs) did vou approach for approval in total

(excluding notification only) and in approximately which vear was this process initiated?
a) Number of RECs approached:

b) Year (vvyv): I

2) Did one or more persons at the head of (or in charge of) each of the general practices (i.e. clusters), provide agreement

or consent to their involvement in vour study (e.g., permission from practice administrators, senior managers)?
' NO

[T YES —If Yes, please specify who agreed or consented on behalf of each cluster:

3) Did vou seek approval from anvone else to conduct the study (e.c.. authority or body other than participants, such as
Ministry of Health, advisory board)?

'NO

[TYES —If Yes, please specify from whom permission was sought:

Please provide anv additional comments or explanation here (optional):

< Previous | Save & Continue >
{Page 1 0f 12)

FETrrrTie
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Home

Logout

In the following questions, we are interested in consent procedures for primary care clinicians in the
study intervention arm . In some CRTs, no consent is sought from any participants at the cluster level jfor
administering an intervention to individuals within each cluster, or for data collection.

Note: If there was more than one tervention arm i your study, please choose the study arm with the most mtensive
intervention for these questions.

4) Was consent sought from clinicians in the intervention arm for any aspect of the study?

TNO — If No, please specify why consent was not considered necessary:

E
H
TYES — If Yes, select 1 option below
— @ Before the randomization of general practices
— @ After the randomization of general practices
Additional comments or explanation (optional):
=]
[~

5) Did clinicians in the intervention arm consent to receiving a study intervention (i.e., a targeted change in practice)?

" N/A —the study did not involve clinicians receiving an intervention
' YES, explicit written
C YES, explicit verbal
" YES, other consent procedure. Please specify in the text box under additional comments
CNO
—If No, please specify whether clinicians were:
© a) Not notified about receiving an intervention
© b) Notified about receiving an intervention without the opportunity to opt out
© ¢) Notified about receiving an intervention with the opportunity to opt out

0 d) Other, please explain:

Additional comments or explanation (optional):

E|
=
< Previous | Save & Continue >
(Page 2 af 12)
Crrrrries
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APPENDIX D: SURVEY INVITATION LETTERS

Pre-notification email

Subject: Cluster randomized trial survey: Invitatto participate

June 11, 2010
Dear Professor Smith,

| am writing to you on behalf of researchers atUWimeversities of Ottawa, Western Ontario,
and Toronto (Canada), Newcastle upon Tyne (UK),Rewhsylvania (USA), who are
conducting a study to develop guidelines for ttcstreview and ethical conduct of cluster
randomized trials (CRTs). Our research protocol begccessed here:
http://www.ncbi.nim.nih.gov/pmc/articles/PMC2725043

In the next few days, you will receive a requestdmplete our survey about your
experiences in conducting CRTSs, particularly weégard to your trialCommunity
Intervention Trial for Smoking Cessation (COMMIT.)cohort results from a four-year
community interventigrpublished in Am J Public Health 1995. This tviels randomly
selected from Medline for a systematic review dnsl $urvey, which will include questions
about the ethics review process of your trial, @ as any consent procedures at the
individual and cluster level.

Your feedback is very valuable to us. We hope ydutake 15 to 20 minutes of your time to
complete the survey. To thank you for your time,wikoffer a gift as a token of
appreciation for your participation.

Yours sincerely,
Dr. Jeremy Grimshaw

Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute
Director, Centre for Best Practices, Institute op&#ation Health, University of Ottawa
Full Professor, Department of Medicine, UniversifyOttawa

Director, Canadian Cochrane Network and Centre

Canada Research Chair in Health Knowledge Traasi@rUptake

Tel: 1

Fax:
E-maili o
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Survey Invitation email-Cover letter with incentive version 1

Subject: Survey about your cluster randomized: tRagnotification

June 15, 2010
Dear Professor Smith,

This research study we are asking you to partieipats designed to explore and understand
investigator experiences and perspectives on theéuad and ethics review of cluster
randomized trials (CRTs). You have been selectethfe survey because you are the
corresponding author of a cluster randomized whith was randomly selected from among
thousands of trials indexed in MEDLINE between 2@8@ 2008; specificalylCommunity
Intervention Trial for Smoking Cessation (COMMIT.)cohort results from a four-year
community interventigrpublished in Am J Public Health 1995.

We would be grateful if you could spare approximal®-20 minutes to complete the web-
based questionnaire. Please click on the link bétogo to the survey website (or copy and
paste the survey link into your Internet browsed ghen enter the password to begin the
survey.

Survey link:http://crtsurvey.ohri.ca

Password: 12345678

Your responses are voluntary and will be kept ctarftial. No information will be published
or released that can identify you as a respondeitloyour responses to the particular
published trial. All study records will be codedddtept in a password-protected computer
and locked cabinet at the Ottawa Hospital for 1&ryeafter the termination of this study.

If you have any questions about this survey, pleasgact the study coordinator, Ms. Shazia
Chaudhry ¢ >ar the co-Principal Investigator, Dr. Monica Taljd at
telephone 61¢ :aThis research study has been
reviewed and approved by the Ottawa Hospital Rebeathics Board (OHREB). If you

have any questions about your rights as a studicipant, you may contact the Vice-Chair
of the OHREB a : 902.

As a token of our appreciation, you will, if youshireceive a complimentary bodkesign
and analysis of cluster randomization trials in lleaesearch(2000), by A. Donner & N.
Klar, which will be mailed to you upon completiohyour survey (details provided at the
start of survey questionnaire).

Sincerely,

Dr. Jeremy Grimshaw
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Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute

Director, Centre for Best Practices, Institute optlation Health, University of Ottawa

Full Professor, Department of Medicine, UniversifyOttawa
Director, Canadian Cochrane Network and Centre
Canada Research Chair in Health Knowledge TraasigUptake

Tel: - 1
Fax;: =~ = =
E-mail: 1

On behalf of:

University of Ottawa
Dr. Monica Taljaard
Dr. Jamie Brehaut

Dr. Raphael Saginur

University of Western Ontario
Dr. Charles Weijer
Dr. Allan Donner

University of Toronto
Dr. Merrick Zwarenstein

University of Newcastle upon Tyrg.K.

Dr. Martin Eccles

University of PennsylvanjdJ.S.A
Dr. Robert Boruch
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Survey Invitation email-Cover letter with incentive version 2

June 15, 2010
Dear Professor Smith,

This research study we are asking you to partieipats designed to explore and understand
investigator experiences and perspectives on theéuad and ethics review of cluster
randomized trials (CRTs). You have been selectethfe survey because you are the
corresponding author of a cluster randomized wlith was randomly selected from among
thousands of trials indexed in MEDLINE between 2@8@ 2008; specificalylCommunity
Intervention Trial for Smoking Cessation (COMMIT.)cohort results from a four-year
community interventigrpublished in Am J Public Health 1995.

We would be grateful if you could spare approximal®-20 minutes to complete the web-
based questionnaire. Please click on the link bétogo to the survey website (or copy and
paste the survey link into your Internet browsed ghen enter the password to begin the
survey.

Survey link:http://crtsurvey.ohri.ca

Password: 12345678

Your responses are voluntary and will be kept ctarftial. No information will be published
or released that can identify you as a respondeitloyour responses to the particular
published trial. All study records will be codedddtept in a password-protected computer
and locked cabinet at the Ottawa Hospital for 1&ryeafter the termination of this study.

If you have any questions about this survey, pleasgact the study coordinator, Ms. Shazia
Chaudhry ¢ >ar the co-Principal Investigator, Dr. Monica Taljd at
telephone 61¢ :aThis research study has been
reviewed and approved by the Ottawa Hospital Rebeathics Board (OHREB). If you

have any questions about your rights as a studicipant, you may contact the Vice-Chair
of the OHREB a , 902.

As a token of our appreciation, we will ask you Wige you would prefer 1) a $40 donation
on your behalf to Doctors without Borders /Méde&ass Frontieres (MSF), or 2) a
complimentary bookDesign and analysis of cluster randomization trial$ealth research
(2000), by A. Donner & N. Klar, which will be madeo you upon completion of your
survey (details provided at the start of surveystjoaenaire).

Sincerely,

Dr. Jeremy Grimshaw
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Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute

Director, Centre for Best Practices, Institute optlation Health, University of Ottawa

Full Professor, Department of Medicine, UniversifyOttawa
Director, Canadian Cochrane Network and Centre
Canada Research Chair in Health Knowledge TraasigUptake

Tel: )1
Fax:
E-mail: 1

On behalf of:

University of Ottawa
Dr. Monica Taljaard
Dr. Jamie Brehaut

Dr. Raphael Saginur

University of Western Ontario
Dr. Charles Weijer
Dr. Allan Donner

University of Toronto
Dr. Merrick Zwarenstein

University of Newcastle upon Tyrg.K.

Dr. Martin Eccles

University of PennsylvanjdJ.S.A
Dr. Robert Boruch
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Thank you and Reminder Email

Subject: Cluster randomized trial survey: Thank you/ Reramd

June 23, 2010
Dear Professor Smith,

Last week a questionnaire was emailed to you becgus trial was randomly selected as
part of a research study about the ethics revielhcanduct of cluster randomized trials.

If you have already completed and submitted thetipmnaire, please accept our sincere
thanks. If not, we ask that you do so at your estriconvenience.

You may click on the link below to access the sunwebsite (or copy and paste the survey
link into your Internet browser) and then enterpassword to begin the survey.

Survey link:http://crtsurvey.ohri.ca
Password: 12345678

If you have any questions about the survey, pldaseot hesitate to contact us.

Sincerely,
Dr. Jeremy Grimshaw

Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute
Director, Centre for Best Practices, Institute op&#ation Health, University of Ottawa
Full Professor, Department of Medicine, UniversifyOttawa

Director, Canadian Cochrane Network and Centre

Canada Research Chair in Health Knowledge Traasi@rUptake

Tel: - 31
Fax:
E-mail: 1
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Reminder Email

Subject: Cluster randomized trial survey: Reminder

July 1, 2010
Dear Professor Smith,

We understand how valuable your time is and aréngogou may be able to give about 15-
20 minutes to help us collect important informat@mnthe ethics review and conduct of your
trial.

If you have already submitted the survey, we regigreciate your participation. If you have
not yet responded, we would like to urge you to plete the survey questionnaire. We plan
to end the study soon, so we wanted to email ewerydho has not responded to make sure
you have had a chance to participate and providethsyour valuable perspective.

As a reminder you can click on the link below totgahe survey website (or copy and paste
the survey link into your Internet browser) andrtleater the password to begin the survey.

Survey link:http://crtsurvey.ohri.ca

Password: 12345678

Thank you in advance for completing the survey. Mesponses are important! Cluster
randomization trialists are the best source ofrmfttion to understand the ethics review and
conduct of cluster randomized trials. As a tokeamgreciation for your participation, please
also select to receive our offer of a free giftaile for which are provided at the start of the
guestionnaire.

Sincerely,

Dr. Jeremy Grimshaw, on behalf of the research team

Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute
Director, Centre for Best Practices, Institute op&#ation Health, University of Ottawa
Full Professor, Department of Medicine, UniversifyOttawa

Director, Canadian Cochrane Network and Centre

Canada Research Chair in Health Knowledge Traasi@érUptake

Tel: 1
Fax: : :
E-mail: 1
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Postal Follow-up Letter with incentive version 1

Dr. Jeremy Grimshaw

Senior Scientist

Ottawa Hospital Research
Institute;

Clinical Epidemiology Program

RE: Last chance; CRT study is closin July 7, 2011

Professor J. Smith
University of Ottawa
)

Dear Professor Smith,

A few weeks ago we sent an email inviting you to complete a questionnairefabethic:
review and conduct of your cluster randomized trial. If you have recertgited your
responses, we thank you; if you have not, we ask that you consider completing yewr sur
within the next 7 days. The data collection phase of our survey is now closirggese w
writing again because it is only by hearing from as many people in the samussible

that we can be sure that the results represent the trials and perspedivsteof
randomization trialists as yourself.

The questions should only take about 15-20 minutes to complete. Your responses are
voluntary and will be kept confidential. The questionnaire can be completed usingithe w
based format: just enter this web page address in your internet browser, angdehen ty
your password to begin the survey.

http://crtsurvey.ohri.ca

Password: 12345678

If you have any questions about the survey, Ms. Shazia Chaudhry, the study coordinat
will be happy to help and can be reached by telep t. 19644 or by
email af arou may also email me a

As a token of our appreciation, we are offering a complimentary edign and Analys

of Cluster Randomization Trials in Health Resea2®00), by A. Donner & N. Klar,

which will be mailed to you upon completion of your survey.

Thank you for your consideration.

Sincerely,

Dr. Jeremy Grimshawon behalf of the research team
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Postal Follow-up Letter with incentive version 2

Dr. Jeremy Grimshaw

Senior Scientist

Ottawa Hospital Research
Institute;

Clinical Epidemiology Program

RE: Last chance; CRT study is closin July 7, 2011

Professor J. Smith
University of Ottawa
)

Dear Professor Smith,

A few weeks ago we sent an email inviting you to complete a questionnairdfabout
ethics review and conduct of your cluster randomized trial. If you haeatlg submitted
your responses, we thank you; if you have not, we ask that you consider comyaeting
survey within the next 7 days. The data collection phase of our survey is nowg dos
we are writing again because it is only by hearing from as many people imple s&
possible that we can be sure that the results represent the trials andipessp&cluster
randomization trialists as yourself.

The questions should only take about 15-20 minutes to complete. Your responses are
voluntary and will be kept confidential. The questionnaire can be completed using the
web-based format: just enter this web page address in your internet browsernappehe
in your password to begin the survey.

http://crtsurvey.ohri.ca

Password: 12345678

If you have any questions about the survey, Ms. Shazia Chaudhry, the study coordinat
will be happy to help and can be reached by telep t. 19644 or by
email a a&'ou may also email me a

As a token of our appreciation, we are offering the choice of 1) a donation ofAfl0rC

your behalf to Doctors without Borders /Médecins Sans Frontieres)(MSE) a
complimentary bookDesign and Analysis of Cluster Randomization Trials in Health
Research{2000), by A. Donner & N. Klar, which will be mailed to you upon completion

of your survey.

Thank you for your consideration.

Sincerely,

Dr. Jeremy Grimshawon behalf of the research team
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Final reminder Email

Subject: “Questions about your study”

September 1, 2010

Dear Professor Smith,

Our survey about the conduct and ethics reviewuster randomized trials has been
completed by many researchers across the worldhdtfeed that you have not yet submitted
your survey and we would like to give you a fingportunity to do so.

We plan to include only responses submitted bejoi®y September 18, 2019 and we
would like to urge you to submit your response betben. You can click on the link below
to go to the survey website (or copy and pastetineey link into your Internet browser) and
then enter the password to begin the survey.

Survey link:http://crtsurvey.ohri.ca

Password: 12345678

Obtaining responses from a representative samgleabsts is important, because it will
help us obtain an accurate picture of how clusiglists around the world conduct their
studies. We hope to use this information to produset of ethics guidelines for the conduct
and review of CRTSs.

If you have any questions, please do not hesibatetact us.

Sincerely,

Dr. Jeremy Grimshaw, on behalf of the research team

Senior Scientist, Clinical Epidemiology Programta®ta Hospital Research Institute
Director, Centre for Best Practices, Institute op&#ation Health, University of Ottawa
Full Professor, Department of Medicine, UniversifyOttawa

Director, Canadian Cochrane Network and Centre

Canada Research Chair in Health Knowledge Traasi@érUptake

Tel: : : 1
Fax: : :
E-maili o
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APPENDIX E: LETTER OF ETHICS APPROVAL
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APPENDIX F: FINAL DISPOSITION CODES OF THE SURVEY SAMPLE

Table F-1: Sample disposition codes according to AAPOR guideés for internet

surveys of specifically named persons

Disposition | Number of
code sample
Category members
(n=300)
1. Returned questionnaire 1.0 182
Complete interview (1) 1.1 182
Partial interview or break-off with sufficient irmfimation 1.2 0
(P)
2. Eligible, ‘Non-Interview’ 2.0 43
Refusal (R) 2.11 0
Explicit Refusal 2.111 5
Implicit Refusal 2.112 0
Logged on to survey, did not complete any items 2.1121 11
Read receipt confirmation, refusal 2.1122 0
Break-off or partial with insufficient informatiofiR) 2.12 5
Non-contact (NC) 2.20 14
Respondent was unavailable during field period 2.26 2
Completed questionnaire, but not returned duriegd fi 2.27 0
period 2.30 5
Other, non refusal (O) 2.33 1
Language barrier
3. Unknown Eligibility, ‘Non-interview’ 3.0 60
Nothing known about respondent or address (U) 3.10 0
No invitation sent 3.11 0
Nothing ever returned 3.19 59
Invitation returned undelivered (UO) 3.30 1
Invitation returned with forwarding information 3.40 0
Other (UO) 3.90 0
Returned from an un-sampled email address 3.91 0
4. Not Eligible, Returned 4.0 15
Selected respondent screened out of sample 4.10 0
Quota filled 4.80 0
Duplicate listing 4.81 15
Other 4.90 0
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APPENDIX G: DETAILS OF PARTICIPANT CONSENT AND NOTIFICATION
PROCEDURES

Individual level

Table G-1: Individual level consent for receivingan intervention

Value

%, (Frequency)

95% confidence
interval of %

Intervention Arm
Consent sought for receiving an intervention? (n=182)

Yes
No

If yes, method of consent: (n=102)
Explicit written
Explicit verbal
Other consent procedure

If no, method of notification: (n=77)*

Not notified

Notified without opt-out opportunity
Notified with opt-out opportunity

Other
Control Arm

Consent sought for receiving an intervention®? (n=182)

Yes
No

If yes, method of consent: (n=89)
Explicit written consent
Explicit verbal consent
Other consent procedure

If no, method of notification: (n=88)?

Not notified

Notified without opt-opt opportunity
Notified with opt-opt opportunity

Other

56.0% (102)
44.0% (80)

85.3% (87)
14.7% (15)
0%0)

55.8% (43)
7.8%6)

22.1%17)

14.3% (11)

48.9% (89)
51.1% (93)

86.5%(77)
13.5%12)
0%0)

56.8% (50)
8.0%7)

19.39%17)

15.9% (14)

48.5% t0 63.4%
36.6% to 51.5%

NA

NA

41.4% to 56.4%
43.6% to 58.6%

NA

NA

a- Question 13: Did <<individual level participants>> in theervention arm consent teceiving (or

being affected by)a study intervention?

b- Question 16: Did <<individual level participants>> in tteatrol arm consent t@ceiving (or being

affected by)a study intervention?
1- 3 observations missing
2- 5 observations missing
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Table G-2: Individual level consent for providing data

Value
%, (Frequency)

95% confidence
interval of %

Intervention Arm
Consent sought for data collection? (n=182)

Yes 75.3% (137)
No 24.7% (45)
If yes, method of consent: (n=137)
Explicit written 80.3% (110)
Explicit verbal 13.1% (18)
Other consent procedure 6.699)
If no, method of notification: (n=41)"
Not notified 53.7% (22)
Notified without opt-opt opportunity 4.9%2)
Notified with opt-opt opportunity 29.3%(15)
Other 12.2% (5)
Control Arm
Consent sought for data collection? (n=182)
Yes 74.2% (135)
No 25.8% (47)
If yes, method of consent: (n=135)
Explicit written consent 80.09¢108)
Explicit verbal consent 13.39%418)
Other consent procedure 6.799)
If no, method of notification: (n=43)?
Not notified 58.1% (21)
Notified without opt-opt opportunity 4.7%7)
Notified with opt-opt opportunity 27.9%(17)
Other 9.3% (14)

68.4% to 81.4%
18.6% to 31.6%

NA

NA

67.2% to 80.4%
19.6% to 32.8%

NA

NA

a- Question 14: Did <<individual level participants>> in thervention arm consent fwoviding data

(e.g., by questionnaire, blood sample, review of records)?

b- Question 17: Did <<individual level participants>> in tteatrol arm consent faroviding data (e.g.,

by questionnaire, blood sample, review of records)?
1- 4 observations missing
2- 4 observations missing
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Cluster level

Table G-3: Cluster level consent for receivin@gn intervention

Value

%, (Frequency)

95% confidence
interval of %

Intervention Arm
Consent sought for receiving an intervention?
(=134 *
Yes
No
If yes, method of consent: (n=83)
Explicit written
Explicit verbal
Other consent procedure
If no, method of notification: (n=50)?
Not notified
Notified without opt-out opportunity
Notified with opt-out opportunity
Other
Control Arm
Consent sought for receiving an intervention?
(=134 *
Yes
No
If yes, method of consent: (n=70)
Explicit written consent
Explicit verbal consent
Other consent procedure
If no, method of notification: (n=39)°
Not notified
Notified without opt-out opportunity
Notified with opt-out opportunity
Other

61.9% (83)
38.1% (51)

51.8% (43)
45.8% (38)

2.49R)

22.0% (11)
30.0%15)
30.09%(15)

18.0% (9)

52.2% (70)
47.8% (64)

58.69441)
38.69%27)
2.992)

45.9% (28)
18.0%11)
16.4%10)

19.7% (12)

53.2% to 70.2%
29.8% to 46.8%

NA

NA

43.4% to 60.9%
39.1% to 56.6%

NA

NA

a- Question 5: Did <<cluster level participants>> in theraention arm consent teceiving a study

intervention (i.e., a targeted change in practice)?

b- Studies in which cluster level participants were specifiaibaiseceiving an intervention (i.e.,

respondent selecting ‘N/A’ to question 5) were excluded fiwrdenominator

c- Question 9: Did <<cluster level participants>> in thetod arm consent tceceiving a study

intervention (i.e., a targeted change in practice)?

1- 2 observations missing
2- 1 observation missing
3- 3 observations missing
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Table G-4: Cluster level consent for delivering or administring a study intervention

Value

%, (Frequency)

95% confidence
interval of %

Intervention Arm
Consent sought for delivering an intervention?
(n=117°"
Yes
No
If yes, method of consent: (n=73)
Explicit written
Explicit verbal
Other consent procedure
If no, method of notification: (n=41)?
Not notified
Notified without opt-opt opportunity
Notified with opt-opt opportunity
Other
Control Arm
Consent sought for delivering an intervention?
(n=118"
Yes
No
If yes, method of consent: (n=68)
Explicit written consent
Explicit verbal consent
Other consent procedure
If no, method of notification: (n=37)?
Not notified
Notified without opt-opt opportunity
Notified with opt-opt opportunity
Other

62.4% (73)
37.6% (44)

46.6% (34)
53.4% (39)
0%0)

9.8% (4)

26.8%11)

36.69%(15)
26.8% (11)

57.6% (68)
42.4% (50)

44.1%30)
50.09%34)
5.994)

38.3% (18)
21.3%10)
19.2949)

21.3% (10)

53.0% to 71.2%
28.8% to 47.0%

NA

NA

48.2% t0 66.7%
33.8% to 51.4%

NA

NA

a- Question 6: Did <<cluster level participants>> in thelmention arm consent tielivering or

administering a study intervention to <<individual level participants>>?

b- Studies in which cluster level participants were specifiauibasglelivering or administering an
intervention (i.e., respondent selecting ‘N/A’ to quasts) were excluded from the denominator
c- Question 10: Did <<cluster level participants>> in thetmrarm consent tdelivering or

administering a study intervention to <<individual level participants>>?

1- 1 observation missing
2- 3 observations missing
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Table G-5: Cluster level consent for providing data

Value
%, (Frequency)

95% confidence
interval of %

Intervention Arm

Consent sought for providing data? (n=134°)*

Yes
No

If yes, method of consent: (n=102)

Explicit written

76.1% (102)
23.9% (32)

59.8% (61)

68.0% to 83.1%
16.9% to 32.0%

Explicit verbal 36.3% (37) NA
Other consent procedure 3.9%4)
If no, method of notification: (n=31)"
Not notified 12.9% (4)
Notified without opt-opt opportunity 38.7%12) NA
Notified with opt-opt opportunity 35.5%(11)
Other 12.9% (4)
Control Arm
Consent sought for providing data? (n=134") *
Yes 70.1% (94) 61.6% to 77.7%
No 29.9% (40) 22.3% to 38.4%
If yes, method of consent: (n=94)
Explicit written consent 61.79%458)
Explicit verbal consent 35.1%33) NA
Other consent procedure 3.293)
If no, method of notification: (n=31)?
Not notified 32.4% (12)
Notified without opt-opt opportunity 29.7%11) NA
Notified with opt-opt opportunity 27.0%(10)
Other 10.8% (4)

a- Question 7: Did <<cluster level participants>> in thermention arm consent fwoviding data
(e.g., by questionnaire, access to records, direct ober)Zat

b- Studies in which cluster level participants were specifiatbaproviding data (i.e., respondent
selecting ‘N/A’ to question 7) were excluded from the deimaor

c- Question 11: Did <<cluster level participants>> in thetimrarm consent tproviding data (e.g., by
guestionnaire, access to records, direct observation)?

1- 1 observation missing

2- 3 observations missing
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