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Introduction: Effective strategies to recruit older adults with mild cognitive impair-

Methods: Recruitment for EXERT, a multisite randomized controlled 18-month trial
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slow. After mass mailings of 490,323 age- and geo-targeted infographic postcards
and brochures, recruitment rates increased substantially, peaking at 16 randomiza-
tions/month in early 2020. Mass mailings accounted for 52% of randomized partic-
ipants, whereas 25% were recruited from memory clinic rosters, electronic health
records, and national and local registries. Other sources included news broadcasts,
public service announcements (PSA), local advertising, and community presentations.
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1 | INTRODUCTION

Successful recruitment of adults with mild cognitive impairment (MCI)
into clinical trials requires innovative strategies, given the number of
challenges to identify these individuals in community settings. Recruit-
ment of adults with MCl into nonpharmacological trials is particularly
difficult, given the additional study demands associated with adher-
ence to a behavioral intervention.!~* Barriers to recruitment of adults
with MCl into such trials include stringent medical eligibility criteria
and the time and effort required of participants that could impact moti-
vation to enroll.x* Individuals recruited from memory clinics versus
the community tend to have more advanced MCl and may not be repre-
sentative of the broader population of adults with early-stage MCI.2>
Severity of cognitive impairment in the study sample could impact
the participant’s ability to adhere to a complex intervention and the
expected cognitive trajectory.”>~” Mild impairments in cognitive func-
tion are frequently not identified through routine clinical care, which
renders recruitment using diagnostic characterization ineffective for a
large number of study candidates.®

Strategies to effectively recruit adults with MCl into nonpharmaco-
logical trials are not well documented. Given the increasing focus on
the potential benefits of lifestyle interventions for AD prevention, it is
imperative that we rely on recruitment science to identify, refine, and
test new approaches that can support successful and timely enrollment
of adults at high risk for dementia into promising trials. We describe the
successes and challenges we encountered in recruiting adults with MCI
into the EXERT trial.

2 | METHODS

2.1 | Overview of EXERT

EXERT is a multisite, randomized controlled 18-month study exam-
ining the effects of aerobic exercise versus stretching and balance
on cognitive trajectory in sedentary older adults with amnestic MCI
(aMClI; clinicaltrials.gov: NCT02814526). Participants are random-
ized to a moderate- to high-intensity aerobic training program or a
stretching and balance program (control group). Participants complete
the interventions with trainer supervision for 12 months at a local
YMCA and without supervision for the final 6 months. The Alzheimer’s
Disease Cooperative Study (ADCS) at the University of California,
San Diego serves as the central coordinating center, and Wake Forest

School of Medicine oversees intervention delivery.
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Discussion: Age- and geo-targeted mass mailing of infographic materials was the most

effective approach in recruiting older adults with amnestic MCl into an 18-month exer-

Alzheimer’s disease, clinical trial, exercise, lifestyle intervention, mild cognitive impairment, non-
pharmacological, recruitment

Key eligibility criteria included: 65 to 89 years old; Mini-Mental
State Examination (MMSE) score >24 for >13 years of education or
MMSE >22 for < 13 years of education;’ global Clinical Dementia
Rating (CDR) of 0.5 with a memory score of >0.5;° modified Hachinski
score <4;11 largely sedentary according to the Telephone Assessment
of Physical Activity (TAPA) questionnaire;'2 willing to travel to the
YMCA four times per week for exercise; and availability of a study

partner. All screened individuals provided informed consent.

2.2 | Recruitment methods

Recruitment occurred from September 2016 through March 2020.
Several recruitment strategies were used to support 14 clinical sites,
which all received institutional review board (IRB) approval. The
recruitment target was 300 participants, with each site expected to
recruit 22 participants. Participants self-reported their recruitment
source at screening. Source statistics were carefully tracked with the

rollout of each recruitment strategy.

2.2.1 | Memory clinic patient rosters, patient
registries, and electronic health records

Patient rosters from memory clinics, national and local registries,
and electronic health records were accessed to identify potential
participants. Individuals meeting preliminary eligibility criteria (e.g.,
age, no medical exclusions, evidence of cognitive impairment) were
approached by mail and then by telephone to assess interest and con-
tinued eligibility.

2.2.2 | Community outreach

Study teams at participating sites represented the study at senior
health fairs and other community events and provided educational
presentations to civic and faith-based groups, health-care providers,
senior housing facilities, and advocacy groups.

2.2.3 | Media outreach

Local newspapers published feature stories about the potential ben-
efits of exercise for brain health that included a plug for EXERT.13-15
National Public Radio (NPR) developed and broadcast a story about
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EXERT (“Is Aerobic Exercise the Right Prescription for Staving Off
Alzheimer’s?”), which included interviews with study leadership and a
study participant.® The story was disseminated widely across social
media, including the Facebook pages of NPR, the ADCS, and the
National Institute on Aging (NIA). Maria Shriver, broadcast journalist,
recorded a 5-minute video endorsing EXERT. A short, edited version
aired as a 1-minute public service announcement (PSA) on local TV sta-
tions and was shared on Facebook pages of EXERT sites (see https:
//www.exertstudy.org). Sites also relied on paid radio and television
advertising.

2.2.4 | Age- and geo-targeted mass mailings

A total of 490,323 colorful infographic recruitment postcards or
brochures were mailed on a quarterly basis from September 2017
through December 2019. A direct mail marketing company in San
Diego, California, provided this service and used a commercially avail-
able, consumer-oriented mailing list compiled from public records.
Mailings targeted adults 65 to 89 years old living within a specified geo-
graphical region defined by zip code and distance to a nearby partic-
ipating YMCA (e.g., < 5 miles), given the study requirement to travel
to the YMCA four times per week. To increase engagement of under-
represented groups, zip codes for communities with greater racial and
ethnic diversity were oversampled. Postcards were developed cen-
trally and refined through community focus groups and input from the
study team; focus group feedback was not stored for qualitative analy-
ses. Postcard infographics were designed to be culturally responsive in

messaging and visual images (see supporting information).

2.2.5 | Centralized prescreening

To reduce screening burden on sites due to expected high response
from mass mailings, the ADCS conducted centralized prescreening
for six sites beginning in March 2019. A call center was established
with a trained interviewer who assessed key eligibility criteria with
interested candidates. Eligible candidates were referred to sites for
further screening. IRB-approved procedures were used to transfer
protected health information from the call center, and sites followed

up with referrals within 48 hours.

3 | RESULTS

3.1 | Screen failures

A total of 992 individuals were screened during a brief telephone visit,
which included 229 individuals referred from the central call center,
with 457 (46.1%) deemed ineligible (Figure 1). Primary reasons for inel-
igibility included: (1) not sedentary (26.7%), (2) principal investigator
(P1) discretion about safety or ability to meet other eligibility crite-
ria (7.9%), (3) no study partner (7.0%), and (4) unwilling or unable to
travel to the YMCA (5.9%). Among those eligible at the initial tele-
phone screening visit (N = 535), 239 (44.7%) were deemed ineligible at

the subsequent in-person screening visit. Primary reasons for ineligi-

RESEARCH IN CONTEXT

1. Systematic Review: Effective strategies to recruit adults
with mild cognitive impairment (MCI) into nonpharma-
cological intervention trials are not well documented.
Challenges to recruitment of adults with MCI into such
trials include: stringent eligibility criteria; significant
time investment required for participation; severity of
the participant’s cognitive impairment, which impacts
adherence to the intervention; and mild impairments that
are not routinely identified or diagnosed in the primary
care setting, making it difficult to recruit adults with MCI.

2. Interpretation: Mass mailing of age- and geo-targeted
infographic postcards and brochures was the most effec-
tive approach for recruitment of adults with MCI into
EXERT, an 18-month randomized controlled trial examin-
ing the effects of aerobic exercise on cognitive trajectory.

3. Future Directions: Future trials should consider using
age- and geo-targeted mass mailings to recruit adults
with MCI. Trialists are encouraged to disseminate their
recruitment experiences to inform optimal approaches
supporting successful enrollment of adults with MCl into

clinical trials.

HIGHLIGHTS

« Effective strategies to recruit adults with mild cognitive
impairment (MCI) into trials are not established.

* EXERT is an 18-month multisite randomized controlled
trial of aerobic exercise in adults with amnestic MCI.

* Age- and geo-targeted mass mailings of infographics
recruited 52% of participants.

* Twenty-five percent of participants were recruited from
memory clinics, registries, and electronic health records.

¢ Other recruitment sources were news media, local adver-

tising, and community presentations.

bility at this visit included: (1) cognitive status: (a) CDR > 0.5 (4.7%); (b)
CDR =0(22.1%); and (c) delayed verbal recall score exceeded thresh-
old for inclusion (25.1%); (2) unstable medical condition (8.8%); and (3)
no diagnosis of aMCl (6.3%). Primary reasons for ineligibility across
screening visits did not differ by race, ethnicity, or education level
(Tables S1-S3 in supporting information). Overall, 29.8% of telephone-
screened individuals (296/992) and 55.3% of in-person screened indi-
viduals (296/535) were randomized into EXERT.

3.2 |
rates

Recruitment methods and randomization

Sites varied in the overall percentage of participants who contributed
to the randomized cohort (range: N = 5 [1.7%] to N = 47 [15.9%]).


https://www.exertstudy.org
https://www.exertstudy.org

457 ineligible at telephone screening visit

36 PI discretion about safety or ability to meet
other eligibility criteria

27 Unwilling or unable to travel to YMCA

25 Unwilling to be randomized to intervention

16 Significant neurologic disease other than MCI
13 Clinically significant/unstable medical condition
12 History of malignant disease

239 ineligible at in-person screening visit

60 Did not meet delayed story recall criterion

21 Clinically significant/unstable medical condition
15 No diagnosis of amnestic MCI

14 Did not meet MMSE criterion

12 Unwilling or unable to travel to YMCA
11 Contraindications to MRI
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992 completed initial telephone screening visit
(including 229 participants referred from
centralized prescreening)
Most common reasons:
122 Not sedentary
32 No study partner
v
535 attended in-person
screening visit
Most common reasons:
64 CDR #0.5
12 Hemoglobin Alc >7.0
v
296 Randomized
FIGURE 1

Examination; MRI, magnetic resonance imaging

Figure 2 shows the timeline of recruitment activities and randomiza-
tion rates, defined as the mean number of participants randomized per
active clinic month per quarter. Randomization rates in Quarter 4 of
2016 through Quarter 2 of 2017 were low when recruitment relied
primarily on memory clinic patient rosters, patient registries, elec-
tronic health records, and community presentations. After the mailing
of 51,000 age- and geo-targeted postcards and brochures, the random-
ization rate increased 2-fold to 4.3 and 4.0 randomizations per month
in Quarters 3 and 4 of 2017, respectively.

In Quarters 1 and 2 of 2018, an additional 62,000 infographic post-
cards and brochures were mailed, which led to an increase of 163% in
the randomization rate from 4.3 to 11.3 randomizations per month. The
randomization rate in Quarter 4 of 2018 was 9.3 per month in response
to an additional mailing of 117,570 infographic recruitment materials.
In Quarter 2 of 2019, randomizations further increased to 14.7 per
month after the release of the PSA, mailing of 101,422 infographic

postcards, and initiation of a call center for centralized prescreening.

EXERT study flow diagram. CDR, Clinical Dementia Rating; MCI, mild cognitive impairment; MMSE, Mini-Mental State

In Quarters 3 and 4 of 2019, the NPR story was released, centralized
prescreening continued, and an additional 158,331 infographic post-
cards were mailed. In response, randomization peaked in Quarter 1 of
2020 at 16 randomizations per month, and the enrollment target was
reached.

High initial screen failure rates were largely due to difficulties in
recruiting individuals with an established clinical diagnosis of MCIl who
also met rigorous criteria for “sedentary,” which led to protocol revi-
sions in Quarter 4 of 2017. Although it is well established that most
individuals with aMCl in the community are undiagnosed,’” some sites
chose to recruit only individuals with a prior diagnosis of MCI. This
practice excluded candidates who met all eligibility criteria but were
unwilling or unable to obtain medical attention for a mild memory
impairment. Thus, the protocol language was revised to indicate that a
prior clinical diagnosis of aMCl, as defined by NIA/Alzheimer’s Associ-
ation guidelines, was not required for eligibility. In addition, under the

revised protocol, self-report of strength training (e.g., lifting weights)



w12 | Alzheimer’s &Dementia’

SHADYAB ET AL.
THE JOURNAL OF THE ALZHEIMER’S ASSOCIATION
30 Q1-Q2 2019
@ In-person Screening Maria Shriver EXERT video released;
) 101,422 postcards for 8 sites;
«e» Randomized ADCS Central Prescreening initiated
°
25
Q1-Q22018 Q3-Q4 2019
n 62,000 postcards mailed NPR story on EXERT released;
- across 6 sites 158,331 postcards for 6 sites
[ 'y
g 20
.g. Q3-Q4 2017 Q3-Q4 2018
3] 51,000 mailings 117,570 mailings -
— (13,000 postcards to targeted (79,070 postcards for 6 sites and
t zip codes at 3 sites and 38,000 @ 38,500 brochures from Yale)
© 15 brochures from Yale)
o
Y
o 4
159
g 10
= ®
=}
= ° °
5
End of ADCS-
facilitated
recruitment
0 2016 2017 2017 2017 2017 2018 2018 2018 2018 2019 2019 2019 2019 2020
Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1
Number Screened ' 1.7 3.0 6.0 9.0 12.0 21.0 16.0 12.0 14.7 13.7 25.7 18.3 16.3 6.0
Randomization Rate? 0.3 1.3 2.0 4.3 4.0 5.0 1.3 6.0 9.3 9.7 14.7 11.0 8.7 16.0

1 Average number of screened participants per clinical month per quarter. 2 Average number of randomized participants per clinical month per quarter.

FIGURE 2

was not exclusionary when assessing sedentary status, because the
focus of EXERT was to specifically examine the effects of aerobic exer-
cise on cognition. These protocol modifications decreased the screen
failure rate from 53.6% to 45.2% through August 2018. At that time,
the protocol was further modified to remove the requirement for Log-
ical Memory and Auditory Verbal Learning Test scores that fell at or
below a specified cutpoint. With this modification, cognitive eligibil-
ity was confirmed with a global CDR of 0.5 and a memory compo-
nent score of at least 0.5, and neuropsychological test performance
and clinical assessments consistent with aMCI as per the site Pl or
study clinician. Simulation analyses were completed to confirm that the
trial maintained sufficient power if individuals with milder MCI were
recruited under the revised protocol. This last modification further
reduced the screen failure rate to 37.3% from August 2018 through
the end of recruitment. Individuals recruited under the revised pro-
tocol were similar in most characteristics but were more likely to be
younger, to be women, and to have on average approximately one point
higher MMSE scores relative to those recruited under the original pro-
tocol (Table S4 in supporting information).

3.3 | Sources of recruitment

Age- and geo-targeted infographic postcards and brochures were used
to recruit more than half (52%) of randomized participants (Figure 3).
Overall, 53.9% of White, 34.5% of Black/African American, 42.9% of
Asian, 100% of Native American, and 66.7% of Hispanic/Latinx partic-
ipants were recruited using this strategy. The total cost for this invest-
ment was $221,612, or $1439 per randomized participant, which takes
into consideration payments to the vendor for mass mailings, print and
shipping expenses at two clinical sites to manage local mass mailings,
and staff time.

EXERT recruitment activity timeline. ADCS, Alzheimer’s Disease Cooperative Study; NPR, National Public Radio

Twenty-five percent of participants were recruited from memory
clinic patient rosters, patient registries, or electronic health records.
The remainder learned about EXERT through word-of-mouth (6.1%),
community educational presentations (5.4%), news media (1.7%), local
(paid) advertising (5.4%), and other sources (e.g., Alzheimer’s Associ-
ation, primary care provider; 4.4%). Individuals recruited from post-
cards or brochures relative to those recruited from memory clinics,
registries, and electronic health records had slightly higher average
MMSE scores (28.3 vs. 27.4) but did not significantly differ on other

characteristics (Table S5 in supporting information).

3.4 | Characteristics of randomized participants
Characteristics of randomized participants are provided in Table 1.
Mean age was 74.5 (standard deviation [SD] 6.0) years. Education level
was distributed as follows: 8.8% (0-12 years); 23.3% (13-15 years);
and 67.9% (16 or more years). Overall, 78.0% were retired, and 96.6%
reported independent living. There were 13.2% from underrepre-
sented groups, including 9.8% Black/African American, 2.4% Asian, 1%
Native American, and 1% Hispanic/Latinx. Mean MMSE was 28.0 (SD
1.9).

4 | DISCUSSION

41 | Summary

Recruitment into EXERT, an 18-month exercise trial among seden-
tary adults with aMCI, achieved its enrollment target. We faced multi-
ple recruitment challenges related to inclusion criteria (e.g., sedentary,
clinical diagnosis of MCI), intervention delivery (e.g., travel to YMCA),

and willingness to commit to an intervention requiring significant
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TABLE 1 Baseline characteristics by sex among participants randomized into EXERT

Total (N = 296) Men (N = 127) Women (N = 169)
Age, years, mean (SD) 74.5(6.0) 75.6(6.1) 73.6(5.7)
Race, n (%)
White 256 (86.5) 117(92.1) 139(82.2)
Persons of color 39(13.2) 10(7.9) 29(17.2)
Native American 3(1.0) 1(0.8) 2(1.2)
Asian 7(2.4) 5(3.9) 2(1.2)
Black/African American 29(9.8) 4(3.1) 25(14.8)
Other 1(0.3) 0 1(0.6)
Ethnicity, n (%)
Hispanic or Latinx 3(1.0) 1(0.8) 2(1.2)
Not Hispanic or Latinx 287 (97.0) 122(96.1) 165 (97.6)
Unknown or not reported 6(2.0) 4(3.1) 2(1.2)
Education, years, mean (SD) 16.2(2.4) 16.8 (2.3) 15.9(2.3)
Education, years, n (%)
0-12 26(8.8) 7(5.5) 19(11.2)
12-15 69(23.3) 19 (15.0) 50(29.6)
16+ 201(67.9) 101(79.5) 100 (59.2)
Marital status, n (%)
Married 185 (62.5) 112(88.2) 73(43.2)
Widowed 33(11.1) 3(2.4) 30(17.8)
Divorced 63(21.3) 9(7.1) 54(32.0)
Never married 13 (4.4) 2(1.6) 11(6.5)
Unknown/other 2(0.7) 1(0.8) 1(0.6)
Retired, n (%) 231(78.0) 98(77.2) 133(78.7)
Type of residence, n (%)
Independent living (house, 286 (96.6) 125(98.4) 161(95.3)
apartment, or retirement
community)
Lives with family 7(2.4) 2(1.6) 5(3.0)
Senior residence 3(1.0) 0 3(1.8)
Body mass index, n (%)
Normal (18.5-24.9 kg/ms) 76(25.7) 26(20.5) 50(29.6)
Overweight (25.0-29.9 kg/ms) 103 (34.8) 50(39.4) 53(31.4)
Obese (>30 kg/m3) 116 (39.2) 50(39.4) 66(39.1)
Unknown 1(0.3) 1(0.8) 0
Systolic blood pressure, n (%)
< 120 mmHg 40(13.5) 17 (13.4) 23(13.6)
120-129 mmHg 58(19.6) 23(18.1) 35(20.7)
130-139 mmHg 80(27.0) 31(24.4) 49(29.0)
>140 mmHg 118(39.9) 56 (44.1) 62 (36.7)
Diastolic blood pressure, n (%)
<80 mmHg 181(61.1) 76(59.8) 105 (62.1)
80-89 mmHg 84(28.4) 37(29.1) 47(27.8)
>90 mmHg 31(10.5) 14 (11.0) 17(10.1)
MMSE score, mean (SD) 28.0(1.9) 27.6(2.0) 28.3(1.7)

Abbreviations: MMSE, Mini-Mental State Examination; SD, standard deviation.
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Word of mouth
News media —___

Community 1.
T 5.4%

presentations

Paid advertising —5.4%

Memory clinic
patient rosters, patient
registries, and electronic
health records

Geo- and age-
targeted
postcards
and brochures
52.0%

FIGURE 3 EXERT recruitment by source among 296 randomized participants

participant investment. There were several strategies that led to the
trial’s eventual recruitment success. Age- and geo-targeted infographic
postcard and brochure mass mailings accounted for more than half of
randomized participants. Outreach to memory clinic patients and exist-
ing patient registries and review of electronic health records accounted
for 25% of those recruited, with earned media, advertisements, and
community presentations accounting for the remainder. Strategic pro-
tocol modifications were important to respond to unforeseen recruit-
ment obstacles that effectively widened the door to enrollment for
candidates without a prior clinical diagnosis of aMCI, which likely will
improve generalizability of EXERT findings to a larger number of adults
with undiagnosed cognitive impairment.

4.2 | Challenges with recruitment

EXERT required that participants travel to a local YMCA four times
per week for 18 months. This challenge may be especially potent for
adults living with hallmark impairments in planning and organization
(e.g., arranging the day’s schedule to include exercise at the YMCA),
reduced ability to take initiative (e.g., problem-solving challenges to
exercise adherence when encountered), and impairments in short-
term memory (e.g., remembering the appointment with the YMCA
trainer).

NeuroExercise, a multicenter randomized controlled trial (RCT)
of a 12-month aerobic exercise intervention in sedentary adults
with aMCl, reported greater success recruiting participants from the
community (62.1%) than clinics (37.9%).2 NeuroExercise screened
1528 individuals over 18 months, including 835 (54.6%) deemed
ineligible at screening.2!® In another 12-month RCT of home-based
aerobic exercise in adults with aMClI, a total of 1620 individuals were

screened, including 1550 (95.7%) who did not meet eligibility criteria

over a 4-year recruitment period.'? EXERT experienced greater
recruitment success, with screen failure rates of 46.1% and 44.7%
after telephone and in-person screening visits, respectively, during
3.5 years of recruitment. EXERT partnered with a community-based
organization for intervention delivery to test a model that could be
sustainably deployed in the community if trial results are positive.
Although there were challenges related to participant travel, the social
component of the YMCA model may have been an important factor to
help overcome this barrier. Reported recruitment barriers in NeuroEx-
ercise included trial duration and difficulties in transportation to the
intervention site.? In EXERT, participants were recruited from areas
near participating YMCAs to reduce transportation-related burden.
At some sites, no-cost YMCA memberships were made available to a
family member who could provide transportation.

Recruitment of participants meeting study criteria for sedentary
status was a challenge. Recruitment efforts frequently attracted
regular exercisers, given the resources that were promised to eligible
participants (i.e., YMCA membership, a trainer). Our recruitment
messaging was iteratively modified to discourage regular exercisers
and attract those who were willing and able to invest in the study
for personal or philanthropic reasons. In EXERT, although a validated
structured interview was used to assess sedentary status, it is well
known that self-reported physical activity is frequently overestimated.
Although the interview is designed to obtain more reliable informa-
tion, overestimation may have excluded some otherwise eligible study
candidates.

4.3 | Recruitment from the community
Adults recruited from memory clinics tend to have more advanced cog-

nitive impairment due to AD with more severe symptoms, whereas
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adults recruited from the community tend to have earlier stage MCI
with heterogeneous etiology.” Patients with earlier stage MCI are
less likely to seek medical care for a cognitive impairment, which
keeps them “under the radar” for a clinical diagnosis, thereby increas-
ing the challenge of identifying these individuals for clinical trials.?”
A community-based approach to recruitment focused on identifying
adults with subjective memory concerns, which can be indicative of
MCI,20 has the potential to engage study candidates with milder mem-
ory impairments who may not have previously sought out or received
appropriate medical attention for this condition. For trials focused on
prevention of cognitive decline, timing of the intervention is key.2! If
the goal is to prevent progression of MCI to dementia, participants in
the earliest stages of MCI must be prioritized for enrollment. Reliance
on memory clinics, patient registries, or medical records for study can-
didates may reduce the window of opportunity for prevention, given
that these individuals are typically further along in the disease pro-
cess. In EXERT, the “cast awide net” approach for recruitment attracted
many individuals without a prior clinical diagnosis of MCI but with
a screening-verified cognitive impairment (e.g., global and memory
CDR=0.5).

4.4 | Mass mailings

Mailing lists are frequently used to support recruitment of adults
into AD prevention trials and registries, with varying success.?2~2°
The Ginkgo Evaluation of Memory Study for cognitively normal
older adults mailed ~243,000 study brochures and followed up with
~12,000, enrolling 25.2% of those screened.?> Direct mailings have
also been used to recruit cognitively impaired older adults into obser-
vational studies.2326 Lessons learned in EXERT show that culturally
sensitive age- and geo-targeted mass mailings can be a useful tool
in the recruitment arsenal but must be continuously evaluated for
effectiveness.

In EXERT, mean education level of enrollees was 16.2 years, simi-
lar to another recent exercise trial in adults with aMCI.1? Mean edu-
cational level in EXERT is similar to the MCI cohort of the Baltimore
Longitudinal Study of Aging and slightly higher than the MCI cohort
of the Einstein Aging Study.2”28 Despite strategic messaging and out-
reach through mailings, EXERT recruitment strategies were successful
in recruiting <10% with 12 or less years of education and 32% with
<15 years. Future trials should develop strategic plans and an appro-
priate budget for vigorous grassroots engagement at the local level to

reach more diverse communities.

4.5 | Alignment with NIA National Strategy for
Recruitment

EXERT recruitment strategies were responsive to the major themes
of the NIA’s National Strategy for Recruitment and Participation in
Alzheimer’s and Related Dementias (ADRD) Clinical Research.?’
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451 | Increase awareness and engagement

EXERT’s multifaceted recruitment strategy addressed the Strategy’s
recommendations to identify appropriate audiences using age- and
geo-targeted mailings, frame outreach and recruitment messaging
around brain health rather than disease, use focus groups to hone
recruitment material content and impact, implement many outreach
strategies in parallel, and use key influencers for message delivery (e.g.,
Maria Shriver).

4.5.2 | Build and improve research infrastructure
ADCS provided a solid infrastructure for EXERT to support efficient
recruitment and trial conduct through centralized management of

clinic activities, prescreening, and intervention delivery.

45.3 | Engage local communities and support
participants

Sites provided educational presentations to the community about the
importance of exercise on brain health and partnered with local organi-
zations and other stakeholders to promote the trial, particularly those
representing underserved minority groups. Historically, clinical trials
have not included adequate minority representation, with Hispanics
and African Americans representing 18.5% and 13.4% (respectively)
of the US population but only 5% of clinical trial participants.3%:31
We made a concerted effort to recruit racial and ethnic minorities
into EXERT (13.2% of randomized participants) by developing cultur-
ally appropriate and sensitive multi-media messaging (print, radio, TV),
geo-targeting areas in mailings with higher demographic diversity, and
prioritizing these individuals for scheduling of screening and clinic
appointments. We also critically examined eligibility criteria to iden-
tify potential biases that could exclude some groups, which motivated,
in part, elimination of the requirement for a prior clinical diagnosis of
MCI. This revision also opened up enrollment to those who had not pre-
viously sought out or received a diagnosis for various reasons (e.g., indi-
vidual: financial, access to health care, cultural issues, disinterest/fear;

provider: conservative diagnosis practices, inexperience).

454 | Develop an applied science of recruitment

The focus of this article is to summarize and disseminate the most
effective recruitment strategies for community-based lifestyle inter-
ventions in adults with MCI. In EXERT, we critically examined each
recruitment tactic to assess its potential impact on the receiver (i.e.,
using focus groups) and on recruitment (i.e., by tracking response
rate) over time to monitor progress and ensure successful recruitment.
Many MCl and ADRD trials take far more time to recruit than planned,

which delays scientific progress. When screen fail rates are high, it is
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imperative that restrictive entry criteria be re-examined to determine
whether they can be relaxed without affecting the integrity of the trial.
In EXERT, these adaptive and responsive changes were fundamental to
reaching our recruitment goal.

We also tracked recruitment costs associated with mass mailings
to inform future trials. Mass mailings in EXERT cost $221,612, or
$1439 per randomized participant. We recommend that realistic costs
for successful recruitments be incorporated into trial budgets and
that funding agencies prioritize thoughtful and strategic investment in
recruitment to support successful completion of ADRD trials.

5 | CONCLUSION

Recruitment into EXERT, an 18-month exercise trial in sedentary older
adults with aMClI, was challenging but ultimately successful due to
our deployment of a multifaceted recruitment strategy. Our findings
suggest that the recruitment approach in lifestyle intervention trials
needs to be iteratively responsive and adaptive to develop new strate-
gies when others fail. The redeployment of central resources from
ADCS to develop and manage study-wide mass mailings and media
campaigns was instrumental to the successful completion of recruit-
ment for EXERT. The initial reliance on sites for all recruitment activ-
ity for the trial led to slow rates of enrollment for most sites that relied
on memory clinic rosters, registries, and sporadic local outreach activi-
ties. Overall, our results demonstrate that use of age- and geo-targeted
mass mailings was the most effective approach to recruitment of a
diverse cohort of older adults with aMCl into EXERT and should be con-
sidered in recruitment planning for future lifestyle and other nonphar-
macological intervention trials.
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