AUDIOLOGY FEATURE

A place for everything and everything in
its place: the practicalities of randomised

clinical trials

Will this pill cure tinnitus? Bonnie Millar describes one trial that has investigated the
possibility whilst describing the path of drug trials in the UK.

Background

In the last quarter of 2014, a clinical trial
(QUIET-1; ClinicalTrials.gov Identifier:
NCT02315508) commenced recruitment.
The aim of the trial was to test the
effectiveness of a capsule (containing the
Autifony Therapeutics Ltd AUT00063
compound) taken orally to treat chronic
subjective tinnitus. This multicentre

trial was designed to recruit up to 152
participants across 18 NHS sites, including
the Nottingham University Hospitals
NHS Trust (NUH). The logistics of

Figure 1.Table listing all the assessments and visits for the participants.
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coordinating this trial was demanding:
there were many assessments, multifarious
inclusion criteria, and a large study team
spanning numerous NHS departments
within each site, as well as several

external organisations. Furthermore, as
previous reports [1,2] and studies [3] have
highlighted, good clinical trial methodology
which has the flexibility to adapt to the
different project stages, was paramount

to the coordination of site activities.

This article reflects on how the trial was
managed locally at NUH to resolve these
logistical challenges.

Communication

From the outset, a single point of contact
proved invaluable to maintain clear
communication channels for staff and
participants. The study coordinator was
this single clear point of contact, always
accessible, and with oversight of every
participant activity from pre-screening
through to the last follow-up visit. This
central contact, combined with clear study
team role definition (each task owned),
avoided duplication of effort and tasks
not being actioned in a timely manner. A
further practical measure was the use of
a participant chaperone to accompany
participants on the longer complex

visits (day 1and day 28) with their busy
timetables and multiple assessments

in several locations; by supporting and
assisting the participant in this manner,
their commitment and interest in the study
was hopefully also fostered.

Trial logistics

No less than 25 people from seven
departments were on the site delegation
log (including two investigators from ENT,
audiologists, nurses and pharmacists).
The Nottingham site was the only

one to perform phEEG and ABR tests
(Figure 1). The requirements of hospital
clinical pathology, four clinical research
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“From the outset, a single point of contact proved invaluable to maintain clear
communication channels for staff and participants.”’

organisations (CROs), the sponsor
(Autifony Therapeutics), and an external
pharmaceutical services company, also had
to be considered. Each CRO had a specific
data collection / reporting remit, with
Cromsource having oversight of the trial
master file and trial data.

For each visit, a clearly itemised itinerary
with every task timed, was produced
to ensure obstacles to participant
engagement and staff involvement were
reduced. Existing hospital systems often
proved impractical for study purposes,
necessitating the development of
alternative processes; for example, for
referrals and collection of results.

Consequently, it proved possible, for
instance, to accommodate one day 1 visit
(consisting of seven appointments with
clinicians from five departments over 11
hours), one day 28 visit (consisting of five
appointments with clinicians from five
departments over four hours) and two
eligibility assessment appointments (with
clinicians from three departments over
three hours) on the same day through tight
scheduling and a participant chaperone.
All recruited participants remained fully
engaged and committed to the study.

Recruitment

Recruitment into clinical trials is widely
recognised as an area which requires
considerable design, planning and resources
to implement [4]. For QUIET-1 recruitment,
pre-screening and enrolment activities ran
concurrently.

During the recruitment phase, the
number of queries, telephone interviews,
volunteers in receipt of the participant
information sheet (PIS), those in receipt of
eligibility assessment appointments, and
recruited participants, were monitored and
cross-referenced. If recruitment appeared
to be stagnating, new advertising initiatives
were instigated. The effectiveness of the
strategies used was evaluated by the
number of queries, eligibility assessment
appointments and recruited participants
yielded, and this data informed which tactics
were later reused or discontinued (Figure 2).

“Recruiting subjects with sub-chronic
tinnitus was very challenging. It was really
important to capitalise on events like the
annual Tinnitus Awareness Week, but
then maintain the momentum across all
recruiting sites.”

(Alice Grant, Senior Clinical Project
Manager, Autifony Therapeutics Limited)
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Data collection
“I'would say that it is definitely important
to keep site files well organised from the
very beginning of the study. This makes the
life of the clinical research associate (CRA)
much easier. It also means that if there are
any issues with the files (wrong templates
used, documents missing etc.), a neat site
file makes these problems much easier to
detect and also easier to resolve.”
(Gill Smith, CRA, Cromsource)

Having trial-specific participant
folders organised per visit, containing the
standardised specially developed source
data sheets, forms, questionnaires and

participant information leaflets (everything
in its place) mitigated the potential for
missing or inaccurate data. Furthermore,

it limited the amount of participant time
required for appointments, and proved a
lighter touch for staff involvement. Upon
reviewing processes after three months,
study-specific labels with the clinical details
for the required samples were developed

to further save time and ensure accuracy.
This, combined with internal monitoring
and prompt query chasing, ensured clean
data. The shorter the interval between data
capture, input, checking and correction, the
greater the success rate in query resolution.

Participant Journey

Recruitment Routes
National * Tabloid articles

Regional «

* Social Media

Local *

* Hearing-related magazines and websites

Magazines for residents

* Newspapers for the post 60 age group

Posters (GP surgeries, Pharmacies, Libraries and Universities)
¢ Tinnitus support groups

* University of Nottingham communication channels
Local referrals from Pl/ Healthcare Professionals

* Email dissemination

* Postersin hospital public areas

* Presentations at clinician Meetings

Telephone screening

Not eligible, did not meet inclusion criteria

Given Participant Information Sheet

Participant declines appointment after
reading patient information sheet

Assessment visit

Withdrawn or excluded

—> .

Participant withdrew themself after reading
participant information sheet

Did not attend appointment

Not eligible, did not meet inclusion criteria

Enrolled

Attends Visits

v

Did not continue

Completed

Figure 2. This chart details the participant journey.
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“Having trial-specific participant folders organised per visit, containing the standardised
specially developed source data sheets, forms, questionnaires and participant
information leaflets mitigated the potential for missing or inaccurate data.”
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SUMMARY

« Clear communication channels
are vital.

» Logistics should be thoroughly
planned to maximise clinicians’
time.

« Using trial-specific systems
will reduce the impact on
participant and staff time
and facilitate continued
engagement with a study.

» Monitoring and vigilant data
collecting are essential to the
orderly delivery of the study
aims.
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