Additional file 4:

Optimising Recruitment and Retention: Implementing Studies Within A Trial (SWAT)

in the CLEAR trial

Introduction:

Poor recruitment and retention of participants in a clinical trial has implications for the trial’s
statistical power, timeline, internal and external validity, as well as the cost of delivering the
trial (1, 2). Many trials struggle with recruitment and retention, and reliable evidence on ways

to optimise both recruitment and retention is needed.

One approach for testing the effectiveness of different recruitment or retention methods is to
embed a methodology study in an ongoing trial, using a SWAT (Study Within A Trial) design
(3). The SWAT concept aims to highlight and identify methodology strategies that could

improve future clinical research. Dozens of examples of SWAT studies are now available on

the Northern Ireland Methodology Hub’s website (4).

Aims:

The SWAT in CLEAR will explore the effect of methods used to optimise recruitment and

retention. The specific objectives are:

. To determine if the nature of the signature and inclusion of a photograph on the
invitation letter or introductory material given to potential participants impacts on their

recruitment to the trial.



° To determine if giving enrolled participants a thank you note at the end of each study-

related visit impacts on their retention in the trial.

SWAT to be implemented:

The SWAT have registered in the SWAT Repository Store of the Northern Ireland
Methodology Hub and full details can be found on the webpage (4). SWAT A is a variation of
SWAT 3, whilst SWAT B is registered as SWAT 53 and SWAT C is registered as SWAT 54.
SWAT A and B are focused on the recruitment stage of CLEAR, whereas SWAT C is

focused on the retention of enrolled patients.

The SWAT will test:

A.  Nature of the signature on the invitation letter in the trial recruitment pack:

l. Invitation letter is personally signed, using wet ink, by the local principal investigator
(P).

Il. Invitation letter is generically signed and printed electronically as “The CLEAR Trial

Team”

B.  Inclusion of a generic doctor-patient photograph on the invitation letter:
. Invitation letter includes a generic doctor-patient photograph

Il. Invitation letter does not include a doctor-patient photograph



C. Giving trial participants a thank you note/card after each study visit:
l. Personalised thank you card, including the patient's name is signed, using wet
ink, by the study staff
Il. Generic thank you card, not including patient’'s name is generically signed and
printed electronically as “The CLEAR Trial Team”
1 No thank you card is given to the participant

Overall Recruitment Strategy for CLEAR:

The recruitment strategy for CLEAR primarily involves a direct approach to potential
participants who are regularly attending a clinic in one of the CLEAR sites or have been
referred. When a potential participant is identified and approached, they are told about
CLEAR and given a recruitment pack containing an invitation letter, patient information sheet

and informed consent form.

SWAT A and B:

Outcome Measures:

1. Primary outcome: Proportion of recipients of each of the four invitation letters who join

CLEAR.

2. Secondary outcome: Proportion of recruited participants who received each of the four

invitation letters who remain enrolled in CLEAR.

Design and Implementation:



A 2x2 factorial randomisation will be used for SWAT A and B to allow a simultaneous
comparison of the two types of intervention. The four possible combinations of invitation

letter are shown below:
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SWAT A and B will be implemented for the generic recruitment packs that are handed to

potential participants in person at clinics and recruitment packs that are posted to patients.

Equal numbers of the four types of recruitment pack will be prepared for each site, based on
recruitment estimates. Each pack will have a unique Pack Identifying Number on the

envelope. The order of packs will be randomised using a block size of 8, so that each bundle



of 8 contains two of each type of invitation letter. The bundles will be distributed to sites with

instructions not to alter the sequence of the packs in the bundles or the order of the bundles.

When giving a recruitment pack to a potential participant in person, site staff will take the
topmost pack from the bundle so that they are handed out in the correct sequence. Before
the recruitment pack is given to a patient, the Pack Identifying Number will be recorded
against their Patient Identification Number on the screening log. If a site uses more than one
member of staff to recruit at a time, the packs will be split into two or more piles, with packs
being tracked for sequential use from the bundles in each pile. The unique identifying
numbers will be used to link individuals who do or do not enrol into the trial with the type of
recruitment pack they were given.

When posting a recruitment pack to a patient, sites will put the address of the potential

participant on the envelope containing the recruitment pack.

When a site has limited recruitment packs left, they will request further packs. If they
run out of the special packs, they will use the standard CLEAR invitation letters until they
receive further special packs. The use of standard invitation letters will be recorded on the
screening log but data for these patients will not be included in the analysis. Any sites not

participating in the SWAT will use the standard invitation letter.

Analysis:

The primary analysis will compare the proportion of participants recruited to CLEAR
depending on the type of recruitment pack they received. Secondary analyses will examine

retention in CLEAR and the extent and duration of the recruited person’s participation.



Schematic Diagram:

Potential participants for the CLEAR ftrial
are directly approached in clinics and
screened from databases

Patients who express interest in the
CLEAR trial are given a recruitment pack
that contains one of the four types of
invitation letter

The Pack Identifying Number for the
information pack given to a patient is
recorded against their Patient
Identification Number on the screening log




Pairing Pack Identifying and Patient
Identification Numbers will reveal which

type of letter was given and allow analysis
of effects on recruitment

SWAT C:

Outcome Measures:

1. Primary outcome: Proportion of participants in each of the three randomised groups
who remain enrolled in the CLEAR trial.
2.  Secondary outcomes: Duration of participant involvement in CLEAR in each of the

three randomised groups.

Design and Implementation:

Enrolled patients will be randomised to be given a generic thank you card (code 01), a
personalised thank you card (code 02) or no thank you card (code 03) at the end of each
study visit. The relevant numerical code will be recorded on the patient’s case report form for
tracking purposes. Participants at sites not participating in the SWAT will be coded as N/A.
The message within the cards will thank patients for their time in attending their visit. The

study staff leading the visit will not add anything to the message for patients randomised to



receive a generic card but, for patients randomised to receive a personalised thank you card,
the study staff member leading that visit will handwrite the patient’'s name on the card and
sign it. If a patient has been randomised to receive either type of thank you card, the relevant
card will be inserted into their study file before each scheduled visit. The timing of the visits

at which patients will be given cards by the study staff are overleaf:

Visit Number: 1 2 3 4 5

Base- | Week | Week | Week | Week
Visit Time:
Line 2 8 26 52

Patients will not be given thank you cards after unscheduled visits. If a patient withdraws

from CLEAR, the date of withdrawal will be recorded in the source data.

Analysis:

SWAT C will compare retention between the three randomised groups and the durations of a

participant’s involvement in CLEAR.

Schematic Diagram:

Trial participants are enrolled into the
CLEAR trial




Trial participants are randomised using
their Patient Identification Numbers to one
of the three interventions

At the end of each visit the patient is given
the assigned thank you card or no thank
you card
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