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ABSTRACT

Background: Clinical trial recruitment is challeng-
ing for investigators who often overestimate the pool
of qualified, willing subjects. Moreover, there is a
paucity of literature, particularly in dermatology,
regarding recruitment and the comparative success
of advertising strategies.

Methods: Both ‘traditional’ (physician referral,
newspaper and radio advertisements, letterbox drops,
posters/flyers, word-of-mouth) and ‘modern’ (patient
recruitment services, social media, Google advertise-
ments, websites, email) recruitment methods were
used to enrol 100 patients (>18 years) diagnosed with
moderate eczema for a randomised, double-blind,
placebo-controlled trial investigating the efficacy and
safety of a topical eczema treatment over 4 weeks.
The relationships between recruitment method and
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patient age, sex, race, study completion and costs
were analysed.

Results: The majority of patients recruited were
young, with millennials and Gen Z comprising 77%
of the study population. Both traditional and modern
recruitment methods were equally successful in
recruiting younger patients, with older patients pre-
dominately recruited by traditional methods. Eighty
per cent more men were recruited by traditional
compared to modern methods, whilst 67% more
women than men were recruited by modern meth-
ods. Recruitment method neither appeared to be
influenced by race, nor did it effect whether patients
completed the study. Costs per enrolment were simi-
lar for both methods.

Conclusions: This study shows that despite the
high proportion of young patients and the rising pop-
ularity of social media and increased internet use, a
combination of both traditional and modern recruit-
ment methods was required to successfully meet the
trial enrolment target of 100 adult patients with
moderate eczema.

Key words: atopic dermatitis, randomised con-
trolled trial, social media, Eczema Area Severity
Index, transepidermal water loss, hydration.
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WHAT THIS RESEARCH ADDS

Clinical trial recruitment is often a difficult and time-
consuming process. While recruiting for a trial of
moderate eczema patients, we have found that a
combination approach to recruitment can be a viable
and successful strategy. Such an approach should
incorporate both modern recruitment methods, such
as social media, and more traditional methods, such
as letter box drops and newspaper ads, to success-
fully target as many potential candidates as possible.

INTRODUCTION

The randomised controlled trial (RCT) is widely accepted
as the most powerful research method for minimising bias
when evaluating the efficacy and safety of healthcare inter-
ventions.! Recruitment and retention of protocol-
appropriate subjects are key to the success of RCTs.2 How-
ever, clinical trial recruitment is challenging for most
investigators, particularly those attempting to enrol large
numbers of subjects into trials that make great demands
on subjects. Investigators frequently overestimate the pool
of available subjects who meet the inclusion criteria and
are willing to participate in a particular trial by many
fold.

A study of 114 multicentre trials in the United Kingdom
found that less than a third achieved their original recruit-
ment target, and up to half had to be extended.*® In a sim-
ilar study of 41 trials in the USA, only a third met or
exceeded their recruitment target, whilst almost a quarter
failed to recruit more than half the required subjects.® A
more recent study of 2579 trials suggests that 19% of trials
may be terminated due to poor recruitment.” Whilst there
are several possible consequences of poor recruitment,
perhaps the most crucial is the potential for a trial to be
underpowered.® In such circumstances, clinically relevant
differences may be reported as statistically non-significant,
increasing the chance that an effective intervention will
either be abandoned before its true value is established, or
delayed as further trials or meta-analyses are conducted.’
Poor recruitment may also have practical, financial and
ethical consequences.'®!!

To meet recruitment targets for RCTs, investigators have
traditionally used newspaper, radio or television advertise-
ments, flyer drops into letterboxes and posters pinned on
notice boards or displayed on buses. However, increased
internet and social media use in recent times has resulted
in these platforms being incorporated into recruitment
advertising strategies to augment enrolment.'? Social
media may offer distinct benefits compared with traditional
methods due to its ability to target specific populations
using customised messages that may resonate better with
the target audience.'’ Furthermore, some social media
platforms have a higher proportion of users from minority
groups.'>!* Research evaluating the effectiveness of social

media in enhancing RCT recruitment in various settings
has produced conflicting results. Some studies find social
media more effective and less costly than traditional meth-
ods,'®'7 whilst others do not'®'® or are inconclusive.*’

Despite the challenges to successful recruitment for
RCTs, there is limited literature regarding the recruitment
process, particularly in the dermatology field, and the com-
parative success of various advertising strategies is varied.
The aim of this study was to describe our experience using
both ‘traditional’ and ‘modern’ recruitment methods for a
Phase 2 RCT of a topical treatment for moderate eczema
in adults.

METHODS
Study design

The study was entered in the Australian New Zealand
Clinical Trial Registry on 28 July 2015 (registration num-
ber: ACTRN12615000782538), and was conducted between
September 2015 and October 2019.%! Ethics approval was
obtained from Bellberry Limited, Eastwood, South Aus-
tralia, Australia (approval number: HREC2015-04-270), and
all patients gave their written informed consent prior to
participation.

Briefly, a total of 100 patients (>18 years) with moderate
eczema were recruited using a variety of both traditional
and modern methods by a single centre (St George Derma-
tology and Skin Cancer Centre, Kogarah, New South
Wales, Australia). Potential participants were screened at
the clinic and those meeting the inclusion criteria were
enrolled in the trial and randomly assigned to either the
active or placebo group. A detailed outline of the trial pro-
tocol has been previously described.”!

Study data were queried for recruitment source, which
was subsequently categorised as either ‘traditional’ or
‘modern’. Further analyses were conducted to determine
the relationships between traditional versus modern
recruitment methods and patient age, sex, race and study
completion. The costs per enrolment for both recruitment
methods were also calculated.

Recruitment methods

Traditional recruitment methods included as follows:
physician referral of existing patients; an A frame poster
placed outside the trial site clinic; flyers placed on the
local university notice board, in local GP clinics and in
local pharmacies; wobblers placed on shelves in local
pharmacies; one local newspaper advertisement; two let-
terbox drops of approximately 90,000 flyers each advertis-
ing the study in the local area surrounding the trial site
clinic and covering approximately 58,000 properties; two
radio advertisements played at breakfast, mid-morning and
afternoon every day for 2 weeks covering the wider Sydney
area; and word-of-mouth.

Modern recruitment methods included as follows: two
patient recruitment services (TrialFacts, Melbourne, Victo-
ria, Australia and TrialSpark, New York, New York, USA),
who utilised social media including Facebook and
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Instagram, websites and emails to recruit patients; social
media advertisements utilising Facebook and Instagram,
initially targeting 1824 year olds within a 9 km radius of
the trial site clinic, which later expanded to all ages within
a 32 km radius; Google advertising in a similar fashion to
social media; an advertisement on the clinical trial spon-
sor’s (Ego Pharmaceuticals, Braeside, Victoria, Australia)
website as well as on their Facebook page; and an adver-
tisement on the Eczema Association of Australasia website,
as well as in their electronic newsletter.

Statistical analysis

Percentage increase was calculated as follows: Percentage
increase = (final value — starting value)/(starting value)
x 100.

RESULTS

Overall, there were 987 expressions of interest recorded
over the duration of the study (between September 2015
and October 2019). Recruitment sources leading to each
expression of interest were recorded from 25 April 2016,
when the relative success of different advertising strategies
was noted, as shown in Table 1. Whilst there were more
expressions of interest for traditional compared with mod-
ern recruitment methods (504 versus 341), both led to a
similar proportion of patients enrolled in the trial (49 ver-
sus 40).

The mean age of patients enrolled in the trial was
530.9 + 12.7 years, ranging from 18-753 years (Figure 1).
The overwhelming majority of patients were young Gen Z
(13%) or millennials (64%), whilst older Gen X and baby
boomers accounted for 15% and 8% of patients, respec-
tively. Patients in the younger age groups were similarly

Table 1 Number of expressions of interest and patients enrolled
for traditional and modern methods of recruitment over the study
period

Expressions of Patients
Recruitment source interest enrolled
Unknown 142 11
Traditional methods
Physician referral 41 14
Newspaper 37 5
Radio 157 7
Letterbox 125 5
Posters/flyers/wobblers 18 1
‘Word-of-mouth 126 17
Total traditional 504 49
methods
Modern methods
Patient recruitment 138 21
services
Google advertising 40 4
Social media 140 15
Website 11 0
Email 12 0
Total modern methods 341 40
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recruited by traditional and modern methods; however,
older patients were predominately recruited by traditional
methods (Figure 1).

There were 53 female (53%) and 47 male (47%) patients
enrolled in the study (Figure 2). Eighty per cent more
male patients were recruited by traditional compared with
modern methods, which was in contrast with females
where slightly fewer (12%) were recruited by traditional
compared with modern methods. There were 67% more
female compared with male patients recruited by modern
methods, compared with 19% fewer female compared with
male patients recruited by traditional methods (Figure 2).

The majority of patients were either Asian (49%) or
Caucasian (30%), with the remaining being either Black
(1%), Hispanic (1%), other (13%), or the data were miss-
ing (6%) (Figure 3). Similar proportions of each race were
recruited by traditional and modern methods. Eighty three
(85%) patients completed the study (Figure 4), which was
not effected by recruitment method. Recruitment costs
were approximately AUD$2,143 per enrolment for tradi-
tional methods and approximately AUD$2,494 per enrol-
ment for modern methods. This equates to only $351
(16%) more per patient recruited by modern compared
with traditional methods.

Figure 5 shows the distance patients travelled to take
part in the study. Whilst the majority of patients travelled
up to 30 km to the trial site clinic, several patients trav-
elled much further, with two patients travelling approxi-
mately 100 km to be involved in the trial. The distance
patients travelled was not effected by recruitment method.

DISCUSSION

This is one of the first studies to compare the effectiveness
of traditional versus modern recruitment methods to enrol
patients with moderate eczema into a RCT. The recruit-
ment of 100 adult patients required to reach statistical
power was challenging, despite the fact that eczema is the

most common inflammatory skin condition globally,
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Figure 1 Age distribution of patients categorised by recruitment
method.
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Figure 4 Number of patients who did and did not complete the
study categorised by recruitment method.

affecting approximately 2-10% of adults.?> Many different
advertising strategies, both traditional and modern, were
required to meet the study target. This challenge is not
unique and has been discussed for other diseases and con-
ditions.'>2°

The majority of patients recruited for this RCT were
under 40 years of age, which is consistent with the peak
prevalence of eczema in adults which is from age 25—
45 years, with it becoming less prevalent with increasing
age.?® Interestingly, despite the rising popularity of social
media and increased internet use especially amongst the
younger generations,'?> younger patients were similarly
recruited by both traditional and modern methods, whilst
older patients were predominately recruited by traditional
methods. Almost twice as many men were recruited by tra-
ditional methods, whilst more women than men were
recruited by modern methods. This can be attributed to
the fact that older male patients were predominately
recruited by traditional methods (10/13 of male Gen X and
baby boomers).

The average age and race of the patient population
reflected the demographics of the area surrounding the
clinic in Kogarah, New South Wales, Australia.>* Most
patients showed great motivation and compliance with the
study requirements including twice daily applications of
the study products and weekly visits to the clinic over the
5 week study duration (pre-screening, washout and study
period), with several patients travelling further than
30 km, and two patients willing to travel around 100 km to
the clinic each way. RCTs provide an opportunity for
patients to gain access to free specialist medical care
involving either standard treatment for their condition or
an investigational drug. In fact, emerging research sug-
gests that patients participating in RCTs have better treat-
ment outcomes than patients who have not participated.”

Whilst there were numerous expressions of interest for
both recruitment methods, many patients did not meet the
inclusion criteria as their eczema was not severe enough
according to Eczema Area and Severity Index (EASI) scor-
ing, or they did not have eczema at all. For traditional
recruitment methods, radio advertisements and letterbox
drops generated the most expressions of interest possibly
due to the sheer number of letterbox flyer drops in the
local area, and that radio advertising increased the reach
of the study to the wider Sydney area compared to other
advertising, which was predominately focussed around the
clinic. Despite the high number of expressions of interest,
radio advertisements and letterbox drops resulted in the
lowest enrolment rates possibly due to the non-targeted
approach of these types of advertising. However, at the
same time as the radio advertisements and letterbox drops,
there were an increased number of word-of-mouth expres-
sions of interest from people telling their family and
friends about the study. Physician referrals resulted in the
best enrolment rate for both recruitment methods due to
the fact that patients were essentially ‘pre-screened’ before
being assessed for trial eligibility.

For modern recruitment methods, social media, includ-
ing patient recruitment services, which also substantially
relied on social media, generated many more expressions
of interest than Google advertising. Websites and email
generated relatively few expressions of interest and failed
to enrol any patients. The only other recruitment study
specific for dermatology found that a targeted advertising
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Figure 5 Map of greater Sydney, Australia and the surrounding area showing the distance patients travelled to participate in the study.
The location of the trial site clinic is shown in green. Patient locations for those recruited by traditional methods are shown in blue,
modern methods in red and unknown in yellow. Note that two patients who lived up to 100 km south of the clinic are not displayed on

the map.

strategy on social media and search engines shortened the
time to recruit patients with moderate to severe atopic der-
matitis for a RCT.2°

A limitation of the study is that the length of time taken
for each advertising strategy to enrol patients was not
measured, and therefore, it is unknown whether particu-
lar advertising strategies were quicker or more efficient at
enrolling patients than others. Whilst this study focussed
on Facebook and Instagram, since inception of the study
many new platforms have been established for advertis-
ing, such as Snapchat and TikTok, which are widely used
platforms that could be investigated. Twitter could also be
useful.

CONCLUSION

Despite the huge increase in the use of social media and
the internet in recent times, our results suggest that tradi-
tional recruitment methods are certainly not obsolete or
inferior, and that a balanced approach utilising both tradi-
tional and modern recruitment methods is required to
enrol adult patients with moderate eczema into a RCT.
Whilst these results may be unique to the nature of the
patient population in this study, they suggest that investi-
gators need to adapt to the ever changing landscape of
social media and marketing, and be willing to embrace
methods which may seem archaic.
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