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Abstract

The Alzheimer’s Prevention Initiative (API) Autosomal Dominant Alzheimer’s Disease (ADAD)
trial evaluates the anti-amyloid-p antibody crenezumab in cognitively unimpaired persons who,
based on genetic background and age, are at high imminent risk of clinical progression, and
provides a powerful test of the amyloid hypothesis. The Neurosciences Group of Antioquia
implemented a pre-screening process with the goals of decreasing screen failures and identifying
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participants most likely to adhere to trial requirements of the API ADAD trial in cognitively
unimpaired members of Presenilinl E280A mutation kindreds. The pre-screening failure rate was
48.2%: the primary reason was expected inability to comply with the protocol, chiefly due to work
requirements. More carriers compared to non-carriers, and more males compared to females,
failed pre-screening. Carriers with illiteracy or learning/comprehension difficulties failed pre-
screening more than non-carriers. With the Colombian API Registry and our prescreening efforts,
we randomized 169 30-60 year-old cognitively unimpaired carriers and 83 non-carriers who
agreed to participate in the trial for at least 60 months. Our findings suggest multiple benefits of
implementing a pre-screening process for enrolling prevention trials in ADAD.

Keywords

Autosomal dominant Alzheimer’s disease; Alzheimer’s prevention initiative; registry; pre-
screening

Introduction

Clinical trials for Alzheimer’s disease (AD) have been shifting toward preclinical and
prodromal stages of the disease (1, 2). The evolving understanding of the earliest stages in
the AD continuum have generated preclinical trials in both genetic-at-risk and amyloid-at-
risk cohorts, defined by an absence of clinically detectable impairment but the presence of
either a genetic mutation that confers near certainty of developing symptomatic AD, or
biomarker evidence of AD-related pathology (3, 4). Finding individuals in these categories,
who are in either the prodromal or unimpaired phases of disease, has thus become a major
challenge for such trials (2, 5, 6). Trial candidates are typically unaware of their risk and
may not be seeking evaluation or treatment. Given the hypothesis that disease-modifying
treatments might be most effective when initiated early, prevention trials are likely to
proliferate in the near future (7). There is thus an urgent need for novel recruitment
strategies in AD prevention trials (3, 7, 8) that efficiently identify participants most likely to
meet clinical trial requirements.

The Colombian Alzheimer’s Prevention Initiative (API) Autosomal Dominant AD (ADAD)
trial is a collaborative project involving the Neurosciences Group of Antioquia (GNA), the
Banner Alzheimer’s Institute, Genentech/Roche, and the National Institute on Aging. The
trial evaluates the anti-Ap antibody crenezumab in cognitively unimpaired 30-60 year-old
members of the Colombian PSEN1 E280A kindred (NCT01998841 for trial design), the
world’s largest ADAD kindred, including carriers randomized to active treatment or placebo
and non-carriers assigned to placebo only (this eliminates the need for genetic disclosure and
provides a nested cohort study of placebo-treated carriers and non-carriers). The study
capitalizes on the unusual size of this ADAD kindred, including 5806 cognitively and
genetically assessed kindred members and 1117 living mutation carriers, and on the well-
established ages of onset for cognitive impairment (44+5 years) and for dementia (49+5
years) in the carriers (10).

To recruit eligible candidates, the sponsor team and GNA created a pre-enroliment registry
(9) and devised a pre-screening process with three goals: to decrease screen failures, to
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permit recruitment to the trial in a manner that maintained the correct ratio of mutation
carriers to non-carriers, and to optimize compliance and adherence. We describe here the
Colombian API ADAD trial pre-screening process, and report the main reasons for pre-
screen failures, information that may be useful for other preclinical trials.

Step 1: Generation of lists of eligible candidates from the Colombian APl Registry

The pre-screening process started with the generation of lists of potentially eligible
candidates from the Colombian API Registry (9). Persons with early onset, potentially
familial AD, as well as their healthy relatives, age 8 years and older, are eligible for the
Colombian API Registry. Registrants undergo at least one general medical and neurological
evaluation, cognitive assessment, and genetic testing, after which they are identified as being
part of a new or existing pedigree. Registrants remain blind to their genetic status, except for
those with symptomatic AD. The only GNA staff unblinded to genotype were those
responsible for balancing genotype of participants referred to the trial; these staff members
had no role in trial operations. GNA, through SISNE2 (a secure and closed enterprise
database system), manages extensive information including demographics, medical,
neurological, and neuropsychological evaluations, in order to support various research
projects involving PSEN1 E280A families. In addition, GNA created a database of
pedigrees, using the Cyrillic pedigree drawing software (Cherwell Scientific, Acton, MA)
and Progeny genetic pedigree software (Ambry Genetics, Aliso Viejo, CA), of all registered
families including those affected by the PSEN1 E280A mutation. Demographic and medical
information was captured using a WEB application and Postgresql Data base while the
pedigree information was collected using progeny genetics. Lists of registrants potentially
eligible for the trial were created from SISNE2. The unblinded data analyst filtered all
potentially eligible candidates according to their PSEN1 E280A carrier status (in a 2:1
carrier/non-carrier ratio to match the randomization ratio of carriers/non-carriers in the API
Colombia clinical trial), some of the key inclusion/exclusion (I/E) criteria for the trial (30—
60 years of age, not known to be cognitively unimpaired or to have significant medical
conditions) and marked all eligible candidates as “active” for pre-screening.

Step 2: Detailed review of Inclusion/Exclusion data available from the Colombian API

Registry

The clinical history of each active candidate was reviewed by a trial investigator, who
evaluated health status and whether I/E criteria were potentially met (blinded to genetic
status). Eligibility was classified as “probable” (appeared to meet all protocol I/E criteria),
“possible” (appeared to meet nearly all I/E criteria but full eligibility remained to be
confirmed during screening) and “ineligible” (definitely or probably excluded). When the
candidates were considered ineligible for further pre-screening, they were designated as
“inactive.”

Step 3: Informed Consent meetings

All probably and possibly eligible candidates were contacted by telephone and invited, with
their intended study partners, to group meetings at which the principal investigator described
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the trial, possible risks and benefits of participation, trial procedures, and reimbursement for
transportation, missed work, and meals as a result of attending study visits. Participants and
study partners had opportunities to ask questions during and after the meeting. They were
given the Informed Consent Form (ICF), a companion illustrated study brochure, and
diagrams of the study visits to review at home with their families. The companion study
brochure was created by GNA, using clear language and pictures explaining in detail the
main goals of the trial, its duration, the schedule of visits, all procedures including lumbar
puncture, MRI and PET scans, potential risks and benefits, information about the
investigational product and method of study drug administration, the requirement for double
contraception, and the role of the study partner. In addition, it provided information about
the availability of a health plan for participants to ensure timely evaluation, treatment and
follow up of possible adverse events, conduct additional testing if needed, offer
contraception, and provide gynecological and other specialist evaluations for participants in
instances where their standard medical care could not address health concerns in a timely
way or at all. Participants were given the opportunity to have a letter sent to their place of
work noting that they are participating in a research study and explaining why they would
need to miss work periodically. They were provided telephone numbers of key study
personnel as well as the Ethics Committee (EC) and an independent attorney in the event
they desired legal consultation.

Step 4: Pre-screening questionnaire and reconfirmation of eligibility

At the end of the IC meeting, each candidate filled out a pre-screening questionnaire
assessing current health status, past medical history, past and concurrent medications,
substance use, plans regarding conception, and availability of a reliable study partner. A
qualified study team member reviewed this information, clarified ambiguous information,
and updated the information in SISNE2. One of the investigators then rendered a clinical
judgment regarding likelihood of eligibility of each candidate; those who remained
“probably” eligible and remained interested were scheduled for a screening visit. An
investigator assessed the capacity to provide informed consent and the candidate’s/partner’s
understanding of the potential risks and benefits of trial participation. Before signing the
ICF, each candidate had the opportunity to ask questions. The entire pre-screening process
was approved by the local Ethics Committee.

Data analysis

Using SISNE2, data from all eligible candidates were filtered using an algorithm based on
PSEN1 E280A status (using a 2:1 carrier/non-carrier ratio), clinical records, and selected
trial inclusion/exclusion criteria. Weightings were assigned to each I/E criterion according,
in part, to its variability over time. For example, “planning to conceive” received a low
weight because this could change from one evaluation to another; conversely, “having
suffered severe head trauma” received a high weight because of its relative stability. Failures
in criteria with low weightings did not affect the candidate’s likelihood of being selected for
a pre-screening list. Descriptive anonymized statistics were calculated for the demographic
data (age, gender, schooling, marital status and geographic location) and genetic status of the
population considered during the pre-screening process in order to determine their impact on
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failures. Fisher’s exact tests were used for inferential testing of categorical variables;
percentages of pre-screening failures in carriers vs. non-carriers were used only if blinding
to genotype could be protected.

Pre-screening for the trial occurred from November, 2013, to December, 2016, at the Sede
de Investigaciones Universitaria, Medellin. Overall, 1782 persons from the Colombian API
Registry failed to qualify for pre-screening. A total of 50 pre-screening lists (blinded to
E280A status, and preserving a 2:1 carrier/non-carrier ratio) were reviewed for a total of 623
eligible candidates. Of those, 201 (32.3%) did not attend an IC meeting because they either
clearly did not meet I/E criteria or they decided not to come. Among the candidates who
attended an 1C meeting: 99/422 (23.5 %) failed pre-screening after review of the pre-
screening questionnaire. A total of 8/422 (1.9%) did not come to a screening visit after
passing all pre-screening requirements. Overall, 54 (18%) probably eligible and 246 (82%)
possibly eligible candidates failed pre-screening.

The total pre-screening failure rate was 48.2% (300 candidates); demographic characteristics
are described in Table 1. There were no significant differences between pre-screening
failures versus non-failures in marital status or geographic location; nevertheless, a higher
pre-screening failure rate was seen in participants age 50-54 years (12.3% vs 5.8%,
p=0.004) and in participants age 60 (6.7% vs 1.6%, p=0.0016). Carriers failed more than
non-carriers (77.7% vs. 66.3%, p=0.0018); men failed more than women (62.2 % vs. 54%,
p=0.042), and candidates with no formal education failed more than those with any
schooling (5.7% vs. 1.2%, p=0.003).

The most frequent causes for pre-screening failures were: 118/300 (39.3%) expected
inability to comply with the protocol, 39/300 (13.0%) mild cognitive impairment due to AD
based on investigator judgment, 39/300 (13.0%) not in good health, 25/300 ( 8.3%)
substance dependence, 22/300 (7.3%) learning/comprehension difficulties or illiteracy,
19/300 (6.3%) planning to conceive, 18/300 ( 6.0%) dementia due to AD based on
investigator judgment, 8/300 (2.7%) contraindication to MRI, and 12/300 (4.1%) other
reasons.

Looking further at barriers to protocol compliance, almost half 55/118 (46.6 %) were due to
work; 31/118 (26.3 %) were averse to required testing and/or potential adverse effects of
study drug; 16/118 (13.6%) lived outside the country (6/16) or far from trial sites (10/16);
4/118 (3.4%) could not participate because of time constraints related to child care or care of
family members with AD dementia, and 12/118 (10.2 %) due to a combination of reasons.

Medical exclusions were due to: 10/39 (25.6%) cardiovascular diseases, 9/39 (23.1%)
metabolic/endocrine disorders, 6/39 (15.4%) autoimmune disorders, 5/39 (12.8%) severe
traumatic brain injury, 3/39 (7.7 %) psychiatric diseases, 2/39 (5.1%) cerebrovascular
disease, 2/39 (5.1%) movement disorders, 1/39 (2.5%) tuberculosis, and 1/39 (2.5%)
complications of meningitis. The most common pre-screen failure for substance dependence
included combined dependence on marijuana and cocaine 21/25 (84%), marijuana
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dependence 3/25 (12.0%); and alcohol dependence 1/25 (4.0%). Twenty-two individuals
who were fully functional and independent failed due to illiteracy or learning/
comprehension difficulties: 7/22 (31.8%) were illiterate and had no formal education;
another 12/22 (55%) had one to two years of education but could not read and write, and
3/22 (13.6%) could read and write but could not understand conversation.

Non-carriers failed significantly more than carriers due to inability to comply with protocol
requirements (53.7 % vs 35.0%, p=0.007), and carriers failed significantly more than non-

carriers due to illiteracy or learning/comprehension difficulties (9.0% vs. 1.5 %, p=0.035).
Males were more likely than females to fail due to substance dependence (15.9% vs. 1.9%,
p<0.0001) (Table 2).

Discussion

With the Colombian API Registry and our pre-screening efforts, we enrolled 169 30-60
year-old cognitively unimpaired carriers and 83 non-carriers from the PSEN1 E280A
kindred who met all eligibility criteria, agreed to comply with the time commitments and
contraception requirements involved in a trial of at least 60 months’ duration. The pre-
screening failure rate was high 300/623 (48.2%); the primary reason being expected inability
to comply with the protocol, chiefly due to work requirements. More carriers compared to
non-carriers, and more males compared to females, failed pre-screening. Carriers were more
likely to fail pre-screening because of illiteracy or learning/comprehension difficulties.
There were more pre-screen failures age 50-54 and 60 years, presumably because the
median age of onset of dementia in PSEN1 E280A is about age 50 (10) and because 60
years was the maximum age to for trial eligibility.

Among those who failed pre-screening due to work issues, the main factors were anticipated
absences from work due to drug administration schedule, time required for major
procedures, and the duration of the trial (at least 60 months). Most eligible subjects were
young (30-39 years), where conception was a life priority. A substantial minority (about
26.3%) of candidates expressed fears about the required testing and/or potential adverse
effects of study drug (11).

Males failed pre-screening more than females: the majority of candidates who failed due to
substance dependence were male (88%), similar to rates reported elsewhere (12). Of note,
most substance-dependent males (84%) were cocaine-dependent concurrent with marijuana-
dependence, in contrast to other studies in the general population, which described up to
23% of concomitant dependence to both substances (13).

Carriers failed significantly more during pre-screening than non-carriers. This may be due in
part to the fact that they were more likely to meet criteria for dementia due AD, as expected
in this population. On the other hand, failure due to meeting criteria for MCI did not differ
between carriers vs. non-carriers, possibly because MCI can occur for a variety of reasons
(14). Notably, we observed that almost all candidates (21/22) who failed due to illiteracy
were carriers. All of them were functional and independent in daily activities, and we could
not determine if these difficulties were related to lower/borderline 1Q, specific learning
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disabilities undiagnosed in childhood, or environmental factors (e.g., limited access to
schooling, poverty). Given evidence that children at genetic risk for ADAD have functional
and structural brain changes and abnormal levels of plasma AB1-42 (15), it is possible that
there are neurodevelopmental changes associated with preclinical AD. Further studies in
children from PSEN1 E280A and other ADAD families may help identify specific
preclinical or neurodevelopmental differences in carriers.

Using the Colombian API Registry (9) as a source for the APl ADAD clinical trial and using
a structured pre-screening process helped identify eligible candidates efficiently before
formal screening, and allowed trial recruitment ensuring a 2:1 carrier/non-carrier ratio.
Providing a detailed IC helped identify candidates at risk of poor compliance. We believe
our pre-screening process prevented high rates of screen failure, saving cost and participant
burden by quickly and efficiently eliminating possible participants who were not likely to
make it through the screening process, and identified candidates most likely to adhere to the
demands of this trial. By the end of the third year of the trial retention of participants was
96.6%.

Limitations of our pre-screening process should be noted. The duration of pre-screening was
almost three years: unimpaired carriers may have developed AD symptoms during this time.
However, the lengthy process meant that some candidates who initially failed were
eventually able to be reconsidered: those with transient health issues or who were pregnant,
or those who initially declined for personal reasons and changed their minds. It is our
impression that those who changed their minds about trial participation may have done so in
part because of an extensive media campaign developed by GNA about the importance of
the Colombian API Registry and the trial. Second, pre-screening failure was categorized by
one main criterion, but it is likely that some candidates failed more than one criterion. Third,
there was lack of detailed information about some recent Registrants. Finally, although
analytical approaches such as logistic regression to examine determinants of screen failure
might afford more insights, we chose approaches that would not unblind genetic status. The
results are descriptive and exploratory, and conclusions based on genetic status and gender
should be interpreted cautiously.

In conclusion, our findings suggest multiple benefits of creating a registry of people
potentially interested in research of this nature and implementing a pre-screening process as
an effective strategy for enrolling prevention clinical trials in ADAD. They provide a
detailed picture of the population at risk for ADAD in Colombia that may be relevant to
other prevention trials. In addition, future prevention clinical trials might benefit from less
burdensome protocol designs, including reduced frequency of study drug administration, and
more flexible I/E criteria.

Acknowledgments

Funding. The Colombian Alzheimer’s Prevention Initiative (API) Autosomal Dominant AD (ADAD) trial is funded
by Genentech Inc., Roche, the National Institutes of Health, National Institute on Aging (1IRFAG041705-01A1,
1R01AG055444-01) the Banner Alzheimer’s Foundation, an anonymous international foundation, and Comité para
el Desarrollo de la Investigacion (CODI) from University of Antioquia

The authors gratefully acknowledge families with PSEN1 E280A mutations from Colombia.

J Prev Alzheimers Dis. Author manuscript; available in PMC 2018 June 05.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnue Joyiny

1duosnuen Joyiny

Rios-Romenets et al.

References

1.

Page 8

Peterson RC. Barriers for prevention and prodromal AD trials. J Prev Alz Dis. 2016; 3:66—67.

2. Reiman EM, Langbaum JB, Tariot PN, et al. CAP-advancing the evaluation of preclinical Alzheimer

disease treatments. Nat Rev Neurol. 2016; 12:56-61. [PubMed: 26416539]

. Sperling R, Cummings M, Donohue M, Aisen P. Global Alzheimer’s Platform Trial Ready Cohorts

for the Prevention of Alzheimer’s Dementia. J Prev Alz Dis. 2016; 3:185-187.

. Reiman EM, Langbaum JB, Fleisher AS, et al. Alzheimer’s Prevention Initiative: a plan to

accelerate the evaluation of presymptomatic treatments. J Alzheimers Dis. 2011; 26(Suppl 3):321-
329. [PubMed: 21971471]

. Calamia M, Bernstein JP, Keller JN. I’d Do Anything for Research, But | Won’t Do That: Interest in

Pharmacological Interventions in Older Adults Enrolled in a Longitudinal Aging Study. PLoS One.
2016; 11:0159664. [PubMed: 27438465]

. Gauthier S, Albert M, Fox N, et al. Why has therapy development for dementia failed in the last two

decades? Alzheimers Dement. 2016; 12:60-64. [PubMed: 26710325]

. Fargo KN, Carrillo MC, Weiner MW, Potter WZ, Khachaturian Z. The crisis in recruitment for

clinical trials in Alzheimer’s and dementia: An action plan for solutions. Alzheimers Dement. 2016;
12:1113-1115. [PubMed: 27836052]

. Watson JL, Ryan L, Silverberg N, Cahan V, Bernard MA. Obstacles and opportunities in

Alzheimer’s clinical trial recruitment. Health Aff (Millwood). 2014; 33:574-579. [PubMed:
24711317]

. Rios-Romenets S, Lopez H, Lopez L, et al. The Colombian Alzheimer’s Prevention Initiative (API)

Registry. Alzheimers Dement. 2017; 13:602-605.

10. Acosta-Baena N, Sepulveda-Falla D, Lopera-Gomez CM, et al. Pre-dementia clinical stages in

presenilin 1 E280A familial early-onset Alzheimer’s disease: a retrospective cohort study. Lancet
Neurol. 2011; 10:213-220. [PubMed: 21296022]

11. Grill JD, Karlawish J, Elashoff D, Vickrey BG. Risk disclosure and preclinical Alzheimer’s disease

clinical trial enroliment. Alzheimers Dement. 2013; 9:356—359. €351. [PubMed: 23141383]

12. Bobzean SA, DeNobrega AK, Perrotti LI. Sex differences in the neurobiology of drug addiction.

Exp Neurol. 2014; 259:64—74. [PubMed: 24508560]

13. McRae AL, Hedden SL, Malcolm RJ, Carter RE, Brady KT. Characteristics of cocaine- and

marijuana-dependent subjects presenting for medication treatment trials. Addict Behav. 2007;
32:1433-1440. [PubMed: 17150310]

14. Albert MS, DeKosky ST, Dickson D, et al. The diagnosis of mild cognitive impairment due to

Alzheimer’s disease: recommendations from the National Institute on Aging-Alzheimer’s
Association workgroups on diagnostic guidelines for Alzheimer’s disease. Alzheimers Dement.
2011; 7:270-279. [PubMed: 21514249]

15. Quiroz YT, Schultz AP, Chen K, et al. Brain Imaging and Blood Biomarker Abnormalities in

Children With Autosomal Dominant Alzheimer Disease: A Cross-Sectional Study. JAMA Neurol.
2015; 72:912-919. [PubMed: 26121081]

J Prev Alzheimers Dis. Author manuscript; available in PMC 2018 June 05.



Page 9

Rios-Romenets et al.

Author Manuscript

00T TE 0T 0€ 6 11ed
00T A L € L elo60g ap gyeiues
100 9'6 1€ 1'S LT einbonuy ap ajejues
00T | €8T 69 | €8T SS9 |ewiniex
9¢'0 | 6'€S VLT | L'8S 9/T | uniepsinl uenjodonsiN
uo1edo| a1ydeiboss
8.0 | 582 26 | ez 28 e UOWILOD BUIAIT
00T 90 4 L0 4 padionIg
00T 91 S €1 14 PamopIM
180 VL 124 L TC payeredss
890 | 9'6E 8¢l | €1y iZ4" patireN
00T | €¢¢C ¢L | € 19 31buis
snyels |eile
¢ro | v'iv €qT 144 €T +6
€90 | ¥'TIS 99T | €'€9 09T 8-T
€000 T 14 L'S LT 0
UOIRINPS JO SILAA
Zvo0 | 229 T0C ¥S 41 US3WOoM
81000 | €99 vic | L'LL €ee SialeD
97000 97 S L9 0¢ 09
6¢°0 S99 TC 06 12 65-9S
00°0 8'S 8T | €¢1 L€ ¥5-0S
ov'0 | 86T 9 | 0°LT T8 6v—-G¥
9%'0 | 96T €9 | 0°LT 19 vr—-0ov
S00 | §vC 6L | 08T ¥S 6€-G€
€V'0 | 9'¢C €L | 00¢ 09 ¥E-0¢€
(s1eak) uonnguisip aby
anfea-d % | (€ze=u)sain|re)-UON Jo JoquinN % | (00€=u)seinired jo QNN a1s1e10R RBYD

salnjie)-uou "sA sainjiey Bulusalios-aid Jo suonedo] alydeiBboab pue ansiigoeleyd siydesbowsq

T alqeL

Author Manuscript

Author Manuscript

Author Manuscript

J Prev Alzheimers Dis. Author manuscript; available in PMC 2018 June 05.



Page 10

Rios-Romenets et al.

(50°0> anjea-d) Jueaiy1ubis palapISuod ale sanfea pjog

00T | CTT 9e | €11 ve suolea0| J8Y10
620 6T 9 L0 4 elUBWY
anfea-d % | (€ze=u)sainire)-UON Jo JSQWNN % | (00E=u)seunired jo BQWNN a1s18108 Ky D

Author Manuscript

Author Manuscript

Author Manuscript

Author Manuscript

J Prev Alzheimers Dis. Author manuscript; available in PMC 2018 June 05.



Page 11

Rios-Romenets et al.

G0"0> anjeA-d 810Uap seNjeA pjog S8} 19BXa S, JaYSl4 UM pawoyad suostedwo) ‘UoISn|oxa-3 ‘UoISn|aul-| 1Iagquinu = U ‘3loN

280 (%6'2) 1T (%8'9) TT GE0'0 (%ST) T (%6) TZ | % ‘u ‘Aoesan||r 10 sanNdIYIp uoisuayadwod/Bulules YTl
T000°0>d (%6'sT)2e (%6'T) € 0T (%s2) s (%9'8) 0¢ % ‘U ‘aduapuadap aouelsqng 813
00T (%0€T)8T (%6'21)T2 or'o (%t'9T)TT (%02T)82 9% ‘U ‘yyeay pooB ut JoN 173

980 (%e2n)LT (%s€T)ee ST0 (%s2) s (%9 vT)ve % ‘U ‘IDIN UOH3ILD 8l

180 (%t'8e)es (%T1°0v)59 1000 (%L'€5)9¢ (%0°5€)28 | % ‘U ‘aInpayos NsiA yum Ajdwios o} Aujigeur pajoadx3y 6Tl
anfen-d | (BeT=u)ae N | (coT=uU)opwed | anfea-d | (29=u)slimed-UON | (e€z=U)skplieD uoseal U | el1ReIID

Author Manuscript

¢ dlqeL

Author Manuscript

Jopuab pue snyels an1auasb 01 Buipaodde sainjrey Buluasids-ald

Author Manuscript

Author Manuscript

J Prev Alzheimers Dis. Author manuscript; available in PMC 2018 June 05.



	Abstract
	Introduction
	Methods
	Step 1: Generation of lists of eligible candidates from the Colombian API Registry
	Step 2: Detailed review of Inclusion/Exclusion data available from the Colombian API Registry
	Step 3: Informed Consent meetings
	Step 4: Pre-screening questionnaire and reconfirmation of eligibility

	Data analysis
	Results
	Discussion
	References
	Table 1
	Table 2

