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Objective: Adults with mental retarda-
tion have histories of cognitive and adap-
tive deficits posing unique ethical chal-
lenges for research consent assessment.
This study examined the capacity of per-
sons with mental retardation to consent
to participate in randomized clinical trials.

Method: A total of 150 adults (50 each
with mild and moderate mental retarda-
tion and 50 comparison subjects without
mental retardation) responded to a set of
consent questions for a hypothetical ran-
domized clinical trial testing a medication
for aggressive disorders. Intelligence,
adaptive behavior, medical treatment his-
tory, and consent history were evaluated.
Univariate and multivariate methods
were used to compare performance
across and within groups.

Results: Comparison subjects scored sig-
nificantly higher on measures of consent
capacity than participants with mild men-
tal retardation, who scored higher than
those with moderate mental retardation.

Most subjects with mental retardation
were able to make a participation choice,
and many understood research methods
and appreciated the protagonist’s disor-
der and the consequences of participa-
tion. Almost half of those with mild men-
tal retardation understood human subject
protections. Performance was weakest on
understanding the purpose of research
and reasoning about whether to partici-
pate, suggesting vulnerability to the thera-
peutic misconception. Psychiatric and ex-
periential factors did not predict consent
capacity.

Conclusions: While adults with mental
retardation as a group showed consent
deficits, many attained consent capacity
scores comparable to those of compari-
son subjects. Investigators should con-
sider individual differences and a consent
format suited to deficits in language,
memory, and attention before restricting
consent opportunities for persons with
mental retardation.

(Am J Psychiatry 2006; 163:1813–1820)

Mental retardation affects a range of cognitive and
adaptive abilities that may impair the capacity to provide
informed consent. Many adults with mental retardation
have limited abstract reasoning skills, deficits in basic
knowledge and communication ability, and limited op-
portunity for, and experience of, autonomous decision
making; all of these limitations can impair the ability to
make and communicate independent and reasoned
choices in research settings. Persons with mental retarda-
tion are also vulnerable to a variety of psychiatric disor-
ders, in which they have prevalence rates three to four
times higher than the general population (1). A dual diag-
nosis of mental retardation and mental illness can exacer-
bate difficulties in information processing, perception,
empathic communication, and social coping (2). Thus,
among adults with mental retardation, those most likely to
be recruited for psychiatric research may be those most
likely to have a diminished decision-making capacity.

A few studies have shown strong relationships between
mental retardation classifications and global indices of
consent, reasoning about consent choices, and apprecia-
tion of the consequences of consent decisions (3–5). Most

studies of consent capacity have examined persons with
schizophrenia, depression, HIV, or Alzheimer’s disease—
populations that may suffer from intermittent episodes of
distorted thinking and perceptions, impaired information
processing and concentration, or progressively declining
cognitive abilities (6–9). In contrast to the lifelong history
of cognitive deficits among persons with mental retarda-
tion, these patient populations had the capacity for fully
developed reasoning and language skills before the onset
of their illness.

In this study, we examined the capacity of adults with
mental retardation to consent to participate in a hypothet-
ical randomized clinical trial of a pharmacological treat-
ment for aggressive disorders, which constitute the most
common category of comorbid psychiatric diagnoses re-
ported for the population with mental retardation and the
category of disorders most commonly treated with phar-
macotherapy (1, 2). We were interested in exploring sev-
eral questions in particular. In a sample of adults with
mental retardation, what proportion can communicate a
choice on whether to participate in a randomized clinical
trial? Will this population have a better understanding of
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concrete aspects of research procedures than of the more
abstract purposes of research in general or the use of pla-
cebo? Can adults with mental retardation appreciate the
situation of being a patient and the consequences of the
choice of whether or not to participate in a randomized
clinical trial? Do intelligence, psychiatric profile, and ex-
perience with consent predict capacity to consent to par-
ticipate in such trials?

Method

Participants

English-speaking adults with a documented diagnosis of men-
tal retardation were recruited from community residences and
adult day programs of not-for-profit agencies in New York City
and Rochester, New York. Persons with dementia, autism spec-
trum disorders, active schizophrenia, and uncorrected vision or
hearing problems were excluded. Participants included 50 adults
with mild mental retardation (mean age=43.8 years, SD=10.4,
range=25–69) and 50 with moderate mental retardation (mean
age=41.2 years, SD=11.5, range=21–66). Overall, 54% were female,
and 70% were Caucasian. For some participants the etiology of

the mental retardation was a genetic chromosomal disorder or
other prenatal or postnatal disorders, although for the majority
the etiology was diagnosed as unknown. During the previous
year, 76% of those with mild mental retardation and 64% of those
with moderate mental retardation had been on a behavior man-
agement plan; 78% and 60%, respectively, were taking medication
for behavioral disorders; and 48% and 49%, respectively, had di-
agnoses of psychiatric disorders. Most participants with mild
(82%) and about half of those with moderate (48%) mental retar-
dation had experience in consenting for medication or treatment,
and 50% and 54%, respectively, had a guardian whose prior con-
sent was required.

Selecting an appropriate comparison group for a study of adults
with mental retardation is problematic because, unlike with adults
who have average intelligence, in those with mental retardation
the chronological and intellectual ages do not coincide, and their
education and experience with autonomous decision making do
not increase linearly with age. For our comparison group, we re-
cruited freshman college students, a group generally in the age
range at which individuals are first recognized as legally compe-
tent to give consent. Comparison subjects (mean age=19.5 years,
SD=1.1, range=18–22) were recruited through campus announce-
ments, and all provided written informed consent.

TABLE 1. Mean Scores for Items on the Assessment of Consent Capacity—Randomized Clinical Trials (ACC-RCT) and Num-
bers of Participants Who Received Partial and Full Credit, by Group

Consent Capacity Category, ACC-RCT 
Category,a,b and Item

Group

Comparison Subjects (N=50)

Creditc

Score Partial Full

Mean SD N % N %
Understanding
Purpose of research

5. Purpose of research 1.70 0.46 15 30 35 70
6. Purpose of placebo 1.70 0.51 12 24 37 74
11. Social and scientific benefitsd 1.98 0.14 1 2 49 98

Research procedures
7. Treatment procedures 2.00 0.00 0 0 50 100
12. Assessment procedures 2.00 0.00 0 0 50 100

Human subject protections
13. Confidentiality 1.86 0.35 7 14 43 86
14. Voluntarism 2.00 0.00 0 0 50 100
15. Right to withdraw 2.00 0.00 0 0 50 100

Appreciation
Disorder

1. Nature of disorder 1.94 0.24 3 6 47 94
2. Nature of psychosocial treatment 1.94 0.24 3 6 47 94
3. Efficacy of psychosocial treatment 1.86 0.35 2 4 48 96
4. Efficacy of pharmacological treatment 1.86 0.35 7 14 43 86

Consequences of participation
8. Treatment benefits 2.00 0.00 0 0 50 100
9. Treatment risks 2.00 0.00 0 0 50 100
10. Randomization 2.00 0.00 0 0 50 100

Communicating a choice
18. Stating choicee 1.00 0.00 — — 50 100

Reasoning
16. Reasons to participate 2.00 0.00 0 0 50 100
17. Reasons not to participatef 1.78 0.46 9 18 40 80
19. Reasoning about choice 1.62 9.53 17 34 32 64

a For all items, univariate tests were significant at p<0.001 except for “stating choice,” which was significant at p<0.05.
b Comparison subjects scored higher than participants with mild mental retardation, and participants with mild mental retardation scored

higher than those with moderate mental retardation (p<0.01), except as indicated.
c Full credit (score of 2) and partial credit (score of 1) are listed here; the numbers and percentages for no credit (score of 0) may be computed

simply as the balance of each group. The “stating a choice” item was rated as pass/fail (score of 1 or 0) and hence has no partial credit score.
d Difference between mild and moderate mental retardation scores significant at p<0.05.
e No significant difference between scores for comparison group and for the mild mental retardation group.
f No significant difference between scores for mild and moderate mental retardation groups.
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The research protocol was approved by institutional review
boards at Fordham University and the University of Rochester
School of Medicine and Dentistry. Permission was obtained from
legal guardians or family members who were regularly involved
in participants’ decisions. Written informed consent or assent
was obtained in the presence of a staff member after the study
procedures were explained and any questions the participant
had were answered. All groups were informed that the purpose of
the study was to understand how adults with developmental dis-
abilities make decisions. Comparison subjects received $15 for
their participation, and participants with mental retardation re-
ceived the equivalent in the form of gift certificates to a popular
fast-food chain.

Assessment Instruments

To assess intelligence, the Kaufman Brief Intelligence Test (11)
was administered, and residence supervisors independently
completed the Vineland Adaptive Behavior Scales (12) for partic-
ipants with mental retardation.

The Assessment of Consent Capacity—Randomized Clinical
Trials (ACC-RCT) was used to assess consent capacity. In this in-
terview instrument, a vignette is presented of a hypothetical pro-
tagonist being given information about a randomized clinical
trial being conducted to test the efficacy of a hypothetical new

drug to treat aggressive behavior. The development of the ACC-
RCT drew on the four-abilities model and format developed by
Grisso and Appelbaum for the MacArthur Competence Assess-
ment Tool for Clinical Research (10, 13). In previous work we
found that populations with mental retardation lacked the com-
munication, memory, and attentional skills necessary to provide
measurable responses to the semistructured interview format of
the MacArthur instrument (3). The ACC-RCT uses a single-unit
disclosure format to present 19 paragraphs (1–4 lines each) of in-
formed consent disclosure information written in a story-like
sequence using brief sentences and simple concrete terms. Ques-
tions follow the reading of each paragraph. To minimize the pos-
sibility of rote answers, questions are phrased to avoid mimicking
terms used in the disclosure, and the entire vignette is summa-
rized before the questions related to reasoning and participation
choice are presented. Administration of the Kaufman Brief Intelli-
gence Test and the ACC-RCT took approximately 45 minutes alto-
gether.

After being presented a summary of the elements of consent,
participants were asked to communicate a choice of whether or
not to participate (one item) for the hypothetical protagonist. The
reasoning category (three items) included reasons for and against
participating and a reason for their participation choice. Except
for the item on communicating a choice, which was rated as pass/

Group

Adults With Mild Mental Retardation (N=50) Adults With Moderate Mental Retardation (N=50)

Creditc Creditc

Score Partial Full Score Partial Full

Mean SD N % N % Mean SD N % N %

0.64 0.72 18 36 7 14 0.20 0.49 6 12 2 4
0.40 0.67 10 20 5 10 0.12 0.39 4 8 1 2
0.78 0.86 11 22 14 28 0.46 0.71 6 12 6 12

1.78 0.51 7 14 41 82 1.40 0.73 16 32 27 54
1.04 0.78 20 40 16 32 0.52 0.65 18 36 4 8

1.08 0.53 24 48 15 30 0.60 0.61 24 48 3 6
1.80 0.53 4 8 43 86 1.26 0.83 13 26 25 50
1.22 0.79 17 34 22 44 0.56 0.70 16 32 6 12

1.48 0.74 12 24 31 62 0.86 0.83 15 30 14 28
1.58 0.64 13 26 33 66 0.82 0.80 17 34 12 24
1.20 0.49 36 72 12 24 0.74 0.56 31 62 3 6
1.34 0.75 17 34 25 50 0.82 0.83 15 30 13 26

1.62 0.64 11 22 35 70 1.04 0.86 14 28 19 38
1.76 0.52 8 16 40 80 1.18 0.83 15 30 22 44
1.66 0.56 13 26 35 70 0.92 0.85 14 28 4 8

1.00 0.00 — — 50 100 0.94 0.24 — — 47 94

0.84 0.74 22 44 10 20 0.28 0.45 14 28 0 0
0.44 0.58 18 36 2 4 0.24 0.48 10 20 1 2
0.66 0.63 25 50 4 8 0.16 0.37 8 16 0 0
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fail (coded 1 or 0), all questions were scored on a 3-point scale (0=
no credit, 1=partial credit, 2=full credit). For partial credit, a re-
sponse had to include some of the essential information. For ex-
ample, the item on the purpose of the research described the re-
searcher asking the protagonist “to be in a study to help test
whether a new medicine called Paygo can help people control
their behavior problems.” Full credit was given if the respondent
was able to describe the purpose as “testing the medicine” or
“seeing if Paygo works” and to indicate that the medicine could
help control behavior problems or anger. Partial credit was given
if one of these two concepts was mentioned. Standardized
prompts (“Tell me more” or a repetition of the disclosure infor-
mation and question) were used to probe no-credit or partial-
credit responses. Scores increased after initial prompting for 27%
of participants with mild and 52% with moderate mental retarda-
tion. All ACC-RCT interviews were audiotaped, transcribed, and
independently scored by two trained raters (kappa coefficients
for each item ranged from 0.68 to 0.94, and percent agreement
ranged from 79% to 99%).

Statistical Analysis

Univariate and multivariate statistical methods were used to
analyze the data, including correlation tests, t tests, analysis of
variance (ANOVA), regression analysis, and multivariate analysis
of variance (MANOVA). SPSS (version 12) (Chicago, SPSS) was
used for all analyses.

Results

On the Kaufman Brief Intelligence Test, the mean stan-
dard score was 60.3 (SD=12.7, range=40–97) for partici-
pants with mild mental retardation, 48 (SD=10.5, range=
40–84) for those with moderate mental retardation, and
106 (SD=7.4, range=86–126) for comparison subjects.
Eighty-six percent with mild and 96% with moderate men-
tal retardation scored in the low range of the Vineland
Adaptive Behavior Scales composite score.

For analysis, the 19 items of the ACC-RCT were grouped
into the four consent capacity categories. Table 1 presents
the mean scores for each item on the ACC-RCT for each
group, along with the numbers and percentages of partic-
ipants in each group whose responses received full or par-
tial credit. Significant effects of intellectual functioning
were found for each item, at p<0.001 except for the item on
communicating a choice, which was significant at p<0.05.

Following a significant MANOVA, contrast tests assuming
unequal variance indicated that the scores for the com-
parison subjects were significantly higher than those for
participants with mild mental retardation, and these in
turn were higher than scores for participants with moder-
ate mental retardation (p<0.05), with two exceptions: par-
ticipants with mild mental retardation and those with
moderate mental retardation did not differ in their ability
to provide reasons against participation, and the three
groups did not differ in communicating a participation
choice. All but three participants with mental retardation
communicated a participation choice. In the end, 12% of
those with mild mental retardation, 18% of those with
moderate mental retardation, and 6% of comparison sub-
jects decided that the protagonist should not participate
in the hypothetical study.

A three-by-six MANOVA on the mean summary scores
for the six subclasses of ability categories indicated differ-
ences in intellectual functioning across all scores
(p<0.001) (Table 2). Contrast tests for all subclasses yielded
significant differences (p<0.001) between the mild mental
retardation group and the comparison group and between
the mild and moderate mental retardation groups. Most
participants with mild mental retardation and 32% to 58%
of those with moderate mental retardation scored within
the range of the comparison group’s scores in the catego-
ries of research procedures, appreciation of the disorder,
and appreciation of the consequences of participation. Al-
most half of subjects with mild mental retardation scored
within the range of the comparison group in the category
of human subject protections.

Within-Group Differences in Consent Capacity

As Table 2 shows, reasoning and understanding the pur-
pose of research were more difficult than other ability cat-
egories for all three groups (for the comparison group, t=
61.26, df=49, p<0.001; for the mild mental retardation
group, t=26.38, df=49, p<0.001; for the moderate mental
retardation group, t=13.07, df=49, p<0.001). Following a
nonsignificant interaction between item difficulty and
mental retardation, correlated t tests found similar pat-

TABLE 2. Interitem Reliabilities, Mean Scores,a and Percentages of Participants With Mild and Moderate Mental Retarda-
tion Scoring in the Range of Comparison Subjects With Average Intelligence on Categories of the Assessment of Consent
Capacity—Randomized Clinical Trials (ACC-RCT)

Consent Capacity Category and ACC-RCT Category

Group

Comparison Subjects (N=50)

Interitem 
Reliability Mean SD Range

Understanding
Purpose of research α=0.86 1.80 0.22 1.33–2.00
Research procedures r=0.49 1.93 0.17 1.50–2.00
Human subject protections α=0.82 1.95 0.12 1.67–2.00
Appreciation
Disorder α=0.84 1.89 0.22 0.75–2.00
Consequences of participation α=0.86 1.98 0.002 1.67–2.00
Reasoning α=0.90 1.80 0.22 1.33–2.00
Summary score α=0.96 1.89 0.007 1.67–2.00
a Mean scores were created by dividing the sum of scores for the ACC-RCT category by the number of items in the category, producing a range of 0–2.
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terns of items across the comparison group and the com-
bined mental retardation groups. Participants found it
easier to understand societal research benefits than the re-
search purpose (within groups, t=4.58, df=49, p<0.01; be-
tween groups, t=2.66, df=99, p<0.01), easier to understand
voluntary participation than confidentiality (within
groups, t=2.82, df=49, p<0.01; between groups, t=9.58, df=
99, p<0.01), easier to understand reasons for participation
than reasons against participation (within groups, t=3.35,
df=49, p<0.01; between groups, t=3.68, df=99, p<0.01), and
easier to understand reasons for participation than giving
a reasoned explanation for participation choice (within
groups, t=5.07, df=49, p<0.01; between groups, t=2.68, df=
99, p<0.01).

Participants with mental retardation found it easier to
understand treatment procedures than assessment proce-
dures (t=10.04, df=99, p<0.001), easier to understand the
purpose of research than the purpose of a placebo (t=2.5,
df=99, p<0.05), easier to appreciate research risks than re-
search benefits (t=2.01, df=99, p<0.05), and easier to ap-
preciate the protagonist’s disorder and the vignette’s de-
scription of a behavioral intervention than appreciating
that a psychosocial and a pharmacological treatment had
not reduced the symptoms of the protagonist’s behavior
problem (t=3.04, df=99, p<0.01). Only the group with mod-
erate mental retardation found it more difficult to appreci-
ate the consequences of random assignment to treatment
or placebo than to appreciate either treatment risks or
benefits (t=2.15, df=49, p<0.05).

Table 2 provides full-scale scores based on the com-
bined average of the 18 items reflecting understanding,
appreciation, and reasoning that are presumed to reflect
cognitive skills associated with consent comprehension
(the “communicating a choice” item was not included). In
separate analyses for the mild and moderate mental retar-
dation groups, we examined correlations between the
ACC-RCT full-scale score and intelligence scores (the ver-
bal and matrices scales of the Kaufman Brief Intelligence
Test; the Vineland adaptive behavior subscales [commu-
nication, daily life, socialization, and motor functioning];

medical history [aggressive behavior, psychopharmaco-
logical medications, and number of comorbid psychiatric
diagnoses]; and consent experiences [for medical treat-
ment, medication, and nonmedical decision making]).

For the mild mental retardation group, only the Kauf-
man Brief Intelligence Test verbal score correlated with
the full-scale score (r=0.47, df=48, p<0.001). By contrast,
the moderate mental retardation group’s full-scale score
was correlated with the Kaufman verbal score (r=0.37, df=
48, p<0.01), the Kaufman matrices score (r=0.32, df=47,
p<0.05), the Vineland daily living subscale score (r=0.41,
df=47, p<0.01), and the Vineland socialization subscale
score (r=0.33, df=47, p<0.05).

To further examine the influence of these variables on
the moderate mental retardation group’s full-scale ACC-
RCT scores, regression models with a constant included in
the equation were built with Vineland daily living subscale
score, the Kaufman verbal score, the Kaufman matrices
score, and the Vineland socialization subscale score re-
gressed onto the full-scale score. Model 2, using the Vine-
land daily living subscale score and the Kaufman verbal
score, produced the best fit (adjusted R2=0.25; R2 change=
113, F change=7.201, df=1, 46, p=0.01).

For both mental retardation groups, summary scores re-
flecting understanding of research procedures, human
subject protections, appreciation, and reasoning were sig-
nificantly correlated with one another, suggesting that
common intellectual processes underlie different aspects
of consent comprehension (r’s ranged from 0.46 to 0.83,
df=48, p<0.01). Not surprisingly, a history of aggressive be-
havior, psychopharmacotherapy, and psychiatric diag-
noses were also significantly correlated with one another
(r’s ranged from 0.37 to 0.64, df=48, p<0.01). However,
none of these mental health and treatment indices were
related to participants’ history of consenting to medical
treatments, except for a significant negative correlation
between aggressive behavior and consent experience in
the moderate mental retardation group (r=–0.32, df=48,
p<0.05). Counter to expectations based on an experiential
model of consent capacity, no associations were observed

Group

Adults With Mild Mental Retardation (N=50) Adults With Moderate Mental Retardation (N=50)

Mean SD Range
Performed in Range of 

Comparison Subjects (%) Mean SD Range
Performed in Range of 

Comparison Subjects (%)

0.61 0.56 0–1.67 18 0.26 0.42 0–1.67 4
1.41 0.55 0–2.00 68 0.96 0.55 0–2.00 34
1.36 0.55 0–2.00 46 0.81 0.56 0–2.00 14

1.40 0.45 0.25–2.00 92 0.81 0.58 0–2.00 58
1.68 0.47 0–2.00 74 1.36 0.68 0–2.00 32
0.65 0.53 0–1.67 18 0.23 0.35 0–1.00 0
1.18 0.41 0.11–1.83 12 0.68 0.46 0–1.67 2
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between medical or consent histories and any of the con-
sent capacity summary scores.

Discussion

This study examined the ability of adults with mild and
moderate mental retardation to comprehend essential el-
ements of informed consent for randomized clinical trials.
As would be expected given past findings involving adults
with other cognitive disorders (9), adults with mental re-
tardation were strongest in communicating a participa-
tion choice and weakest in providing reasons for or
against participation. Also as expected, adults with mental
retardation as compared to those without, and adults with
moderate mental retardation as compared to those with
mild mental retardation, had greater difficulty under-
standing, appreciating, and reasoning about a hypotheti-
cal randomized clinical trial, with one exception: adults in
the mild and moderate groups had similar difficulty pro-
viding reasons against participation. This latter finding
may be a function of the easy-to-understand potential
benefits of, and the absence of serious risk in, this particu-
lar hypothetical randomized clinical trial. The possible
benefits of the experimental medication were described in
the vignette as reduced feelings of anger, shouting, and
fighting behavior and the possibility that the protagonist
could return to the workshop setting from which he or she
had been suspended; risks included dizziness, sleepiness,
dry mouth, stomachache, frequent urination, limb stiff-
ness, and tremors.

What was unexpected was the proportion of adults with
mental retardation whose performance on certain con-
sent categories was comparable to that of comparison
subjects with average intelligence. On questions reflecting
understanding of research procedures, appreciating the
nature of the protagonist’s problem, and appreciating the
consequences of research participation, nearly all partici-
pants with mild mental retardation had scores within the
range of comparison subjects’ scores, and about half
scored within the range of the comparison group on un-
derstanding human subject protections. Participants with
moderate mental retardation also performed better than
anticipated: one-third to one-half scored within the range
of comparison subjects on understanding of research pro-
cedures, appreciating the nature of the protagonist’s prob-
lem, and appreciating the consequences of participation
in the research. One possible explanation for these high
levels of performance is the grade-school-level language,
the single-unit disclosure format, and the repetition of in-
formation in the ACC-RCT, all specifically incorporated
into the instrument to compensate for the deficits in lan-
guage comprehension, memory, and attention associated
with mental retardation.

Unlike the typical patterns seen with the MacArthur
Competence Assessment Tool for Clinical Research, ap-
preciation scores on the ACC-RCT were not lower than un-

derstanding scores. One possible explanation for this pat-
tern is  that the nature and consequences of  the
hypothetical protagonist’s behavior problems and the be-
havioral and pharmacological treatments described in the
vignette were personally or vicariously familiar to adults
with mental retardation living in community residences.
Another possible explanation is that, unlike in the Mac-
Arthur instrument, the ACC-RCT appreciation criteria did
not require respondents to generate novel participation
consequences; rather, full-credit scores could be attained
by recalling the consequences described in the vignette.
The importance of the mental retardation groups’ ability
to appreciate the nature of situational background infor-
mation and participation consequences should not go un-
noticed. In actual research settings, reviewing with pro-
spective subjects the history of the presenting problem
and past attempts at treating it may facilitate comprehen-
sion of the rationale and nature of the clinical trial and
positively contribute to the reasoning and decision-mak-
ing process (14). The data thus suggest that consent ca-
pacity may be enhanced when disclosures and consent as-
sessment for randomized clinical trials are individualized
for adults with mental retardation, and even when the ca-
pacity to give fully informed consent is questionable, ob-
taining meaningful assent from adults with mild to mod-
erate mental retardation is feasible in nearly all cases.

The expectation that adults with mental retardation liv-
ing in community residential settings would find the con-
cept of voluntarism difficult (15) met with mixed results.
The majority of participants with mild mental retardation
and half of those with moderate mental retardation un-
derstood that the protagonist had the right to refuse re-
search participation, whereas less than half understood
the right to withdraw once the study had started. A diag-
nosis of mental retardation is characterized by both low
standard intelligence scores and an impaired capacity to
make adaptive decisions in daily life. Thus adults with
mental retardation are more vulnerable than others to ac-
quiescing to requests to please the investigator. Accord-
ingly, participants with mental retardation should be re-
minded throughout a study of their right to discontinue
participation at any time without penalty.

Confidentiality was also a difficult concept. A possible
explanation for this finding is that adults with mental re-
tardation living in community residences interact with a
relatively limited number of adults without mental retar-
dation, in a relatively isolated community, who are all in-
volved in their treatment decisions (residence supervisors,
physicians, and family caregivers). Of practical interest is
the difficulty people with mental retardation had in un-
derstanding the purpose of research in general, random-
ization to placebo, and reasons not to participate, even
though many were able to list the negative side effects of
the medication and verbalize an understanding that as-
signment to the placebo group might not alleviate the ag-
gressive behavior. These difficulties suggest that there is a
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strong influence of a “therapeutic misconception” among
persons with mental retardation in the decision of
whether to participate in a randomized clinical trial (16).

Finally, as anticipated, within each mental retardation
group, intelligence score predicted total score on the ACC-
RCT. However, an unanticipated finding was the lack of as-
sociation between the total consent comprehension score
and participants’ consent experience, history of aggressive
disorders in particular, and psychiatric symptom severity
in general. While these findings can be explained in part
by our exclusion of participants with schizophrenia and
autism spectrum disorders, it underscores the major role
of general intelligence in the comprehension of consent
information. Moreover, continued poor comprehension
for many participants with mental retardation despite
prompting by repeating disclosure information suggests
that short-term memory deficits are not exclusively re-
sponsible for vulnerabilities in consent capacity.

Regarding the generalizability of findings, disclosure in-
formation was presented in the form of a hypothetical
treatment vignette about another individual. It might be
argued that in actual research contexts, where informa-
tion is personally relevant and investigators have an op-
portunity to respond to questions more readily and to
observe prospective participants for nonverbal cues sig-
naling confusion, consent abilities may be raised to a
higher level. Moreover, investigators should be careful to
explain to participants and their caretakers that difficulty
in understanding information about a randomized clini-
cal trial does not imply deficits in the capacity to make
other treatment decisions or decisions about daily life.

Psychiatric treatments validated through randomized
clinical trials hold great promise for advancing the quality
of life of persons with mental retardation and comorbid
psychiatric disorders and their ability to live and work in
community settings. However, such research challenges
investigators to balance the right of persons in this popu-
lation to make autonomous participation decisions with
the obligation to protect them from impaired decision
making that may jeopardize their welfare (17). While there
are no agreed-on criteria for consent competence, com-
prehension of informed consent disclosure information is
often expected to be at the level of a reasonable person
presented with similar information. The results of this
study suggest that many adults with mild mental retarda-
tion and some with moderate mental retardation are at
least minimally able to grasp information of this sort when
the consent format is tailored to accommodate general
deficits in language, memory, and attention. The results
further support previous recommendations that consent
capacity should be evaluated on a sliding scale of risks (12,
18). In many research contexts, the ability of adults with
mental retardation to communicate a participation choice
and to understand research and human subject protec-
tion information would be acceptable when risks are min-
imal and reversible. In studies in which risks are high and

benefits unlikely, the inability of many of our study sub-
jects to appreciate the voluntary nature of the study and to
identify reasons against participation would make reli-
ance on their consent ethically unjustified.
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