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Effects of stimulus-related variables on mental states recognition in
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ABSTRACT

Background: Cognitive abnormalities in Huntington’s Disease (HD) can involve the specific
impairment of the social perspective taking as well as difficulties in recognizing others’ mental
state many years before the onset of motor symptoms.

Aims: At the scope of assessing how the difficulties in mental state recognition might be an HD
early sign before motor symptoms appear, our study was aimed to investigate how the recogni-
tion of others’ mental states in HD subjects is moderated by different stimulus related features
(gender, difficulty (low, medium, high), and valence (positive, negative, neutral) of the mental
states that are to be recognized).

Methods: Subjects with premanifest (n=20) and manifest (n=40) HD performed the revised
‘Reading the Mind in the Eyes Test’ and were compared with age-matched healthy controls (HC,
40 subjects per cohort).

Results: Our results highlight an early impairment in mental state recognition preceding mani-
fest HD symptoms and a deterioration of these abilities with HD progression. Moreover, we
found in HD premanifest subjects an impairment concerning the recognition of negative and
neutral mental states, as well as of mental states with moderate recognition difficulty. Finally,
we found that participant gender did not influence the performance in recognizing others’ men-
tal states, while all participants recognized mental states displayed by females more accurately
than those displayed by males.

Conclusions: We conclude that difficulties in the recognition of complex mental states can be
considered as an early sign of HD, before evident behavioral manifestations, and peculiar fea-
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tures of the stimulus influence it.

1. Introduction

A renewed attention has recently been devoted to the
cognitive  and  behavioral = manifestations  of
Huntington’s disease (HD), a neurodegenerative illness
whose genetic cause is well known [1,2] although no
resolving therapy has been found until now [3].
Besides the contemporary investigations for the cere-
bral modifications underlying the progressive cogni-
tive degeneration (most of them based on animal
models) [4-7], the reasons for this interest to shed
light on overt behavioral HD symptoms are principally
tied to the fact that the initial manifestations of the
disease are different in different people, appearing at
different ages, causing a difficulty and a delay for a

correct diagnosis, so that when the symptoms are
numerous and clearly manifest, the cognitive decline
might be already advanced [8,9]. The most common
and evident symptoms of HD and consequently the
most studied ones are various involuntary movements
that HD patients are unwillingly forced to perform
[10]. Besides this, new growing evidence was recently
collected for what concerns the cognitive domain that
is involved in the disease progression, sometimes
since before the appearance of any motor symp-
tom [11].

The most interesting early cognitive alteration
found in HD subjects is the difficulty in the recogni-
tion [11,12] and awareness of emotions [13]. Different
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studies highlighted that emotion recognition skills in
premanifest HD subject are influenced by valence of
the stimulus [12,14]. Particularly, they showed a spe-
cific and early impairment to negative emotions rec-
ognition (i.e. disgust, fear, anger) associated with
fronto/subcortical brain alteration [14]. However,
there is still a lot of discussion about the causes of
this difficulty (i.e. related to general cognitive decline
or to affective or motor impairment) [15], the specifi-
city of the inputs (i.e. related to a verbal, visual, audi-
tory stimulus, or to inanimate objects or to body
acting in a context, to faces, or to eyes only).
Moreover, considering that the worldwide construct
of ‘emotion’ may include either affective or cognitive
characteristics, instead of emotions, we will speak of
‘mental states’ as the inner fundament of every
affective and/or cognitive manifestation. By adopting
this terminology, we intend to limit possible different
interpretations of the construct and theoretical
speculations.

In recent literature, the capacity of appreciating
mental states of other people is mostly referred to as
Theory of Mind (ToM) [16]. Researchers tried different
ways to assess ToM in adults either with implicit or
explicit tasks, putting in evidence the complexity of
the theory and related construct, ranging from the
simple recognition by naming others’ mental states
that may also imply the ability to understand another
person’s thoughts (and is named first-order theory of
mind) up to mental state reasoning in the second-
order theory of mind, that is the ability to infer what
one person thinks about another person’s
thoughts [17].

A more tuned interpretation could be found in the
distinction between cognitive and affective aspects of
ToM [18]. Regarding HD, Eddy and Rickards [19] specif-
ically found an impairment of ToM and highlighted
differences between premanifest HD subjects and
healthy controls (HC) in empathy and everyday per-
spective taking, in spite of normal performances in a
number of executive measures. However, the results
on prodromal or manifest patients are discordant: on
one side an impairment of social-cognitive functions
increasing with the pathology progression seems to
find confirmation [20] and on the other side no correl-
ation was found between affective ToM impairment
and global cognitive function [21]. The most probable
explication of this discordance is tied to the interfer-
ence of other variables, comparable to what happens
in autistic spectrum disorders for which it was recently
demonstrated that alexithymia and not autism pre-
dicts poor recognition of emotional facial expressions
[22-24]. The discordance persists also in studies whose
main scope is to find correlations between the HD

disturbances and the alteration of the cerebral struc-
tures, in this case probably due to the multiplicity of
the involved structures [25-27].

Although many studies attributed the social difficul-
ties of HD patients to an eventual disturbance of the
capacity of inferring mental states of other people
[18], very few studies investigated the occurrence of
this abnormality in subjects at a premanifest stage of
the disease [19].

It is evident that the proved existence of an even-
tual deficit in the capacity of recognizing the mental
states of other people by premanifest HD subjects
could supply a useful indicator of the breakdown of a
pathological process before any motor manifestation.
According to our meaning however, the investigation
of the possible decay of the capacity of detecting
other people’s mental states should be performed
independently of the assessment of other potential
cognitive dysfunctions. The eventual correlations
between cognitive degeneration and affective impair-
ment should be assessed only afterwards, when the
exact measure of the social-affective difficulties in pre-
manifest HD subjects is clearly established.

In this study, we focused on the ability of premani-
fest HD subjects to detect other people’s mental states
compared to HD symptomatic and healthy subjects.

As highlighted in healthy and HD subjects, as well
as in other neurodegenerative disorders, the recogni-
tion of others’ face expressions is influenced by vari-
ous features of the stimulus [14,28,29]. Therefore, we
investigated whether different features of the stimulus
could influence these skills. Specifically, we took into
account the gender (of the stimulus and of the partici-
pant) and two different characteristics of the stimulus,
i.e. the valence (positive, negative, neutral), and the
recognition difficulty (high, medium, low).

On the basis of what had been so far described in
manifest HD people [19], we hypothesized that HD
premanifest subjects’ performances are worse than
those by HC, although still better than the performan-
ces by manifest patients. Moreover, we expected to
find an influence of the negative mental state valence
of the stimulus on the recognition performance in pre-
manifest subjects coherently to what described for
emotion recognition tasks [11,12]; while a more com-
prehensive impairment including all affective valence
was expected in manifest HD. Regarding the difficul-
ties in the recognition of the mental state expressed
by the gaze of the stimulus, we expected that pre-
manifest HD subjects were more impaired than HC,
although they might perform better than symptom-
atic subjects.



2. Material and methods
2.1. Participants

We recruited 140 participants belonging to four
groups: 20 participants with premanifest HD (70
Females, Diagnostic Confidence Level—DCL <4) [30],
compared with 40 age-matched HC subjects (20
Females) and 40 participants with manifest HD (20
Females, DCL =4), compared with 40 age-matched HC
subjects (20 Females). The HC were neither biologically
nor personally related to individuals with premanifest
or manifest HD. Control groups were matched for age,
gender, and education degree with the participants in
the two HD groups.

Subjects’ groups underwent a neurological examin-
ation and were assessed using the Unified
Huntington’s Disease Rating Scale (UHDRS) [30]. All
premanifest HD subjects were free of medication
when assessed; 25% of symptomatic patients took low
doses of benzodiazepines and/or neuroleptics. We
excluded HD subjects with a medical condition that
might influence cognition (i.e. deafness, ipovisus), a
history of a developmental disorder (e.g. attention-def-
icit hyperactivity disorder (ADHD), learning disability),
a history of substance or alcohol dependence, or cur-
rent abuse, a history of psychotic disorder. Basic
demographic and clinical information on the four
groups of participants is summarized in Table 1. The
participants were recruited at LIRH Foundation and
CS.S. Mendel institute in Rome. HD was genetically
confirmed in all cases (all with CAG expansion >40).

2.2. Measures

In order to assess HD subjects’ ability to recognize
mental states, we employed the revised version of the
‘Reading the Mind in the Eyes Test’ (RMET-R) [31].
Although the terminological and conceptual doubts
that we presented in the introduction about the
nature of the constructs used in social cognition
assessment can be applied also to RMET-R [22], this is
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a well-established test of the cue-based recognition of
mental states, which has been frequently used with
both clinical and nonclinical samples. In particular, it
has been repeatedly used in studies with HD subjects
[18-21,25,27,32,33]. Moreover RMET-R is well suitable
for our main scope that is looking for an early impair-
ment of the capacity of detecting mental states of
others by premanifest HD patients. In the present
study, we used the ltalian version of the RMET-R,
which has been shown to have good internal consist-
ency (Cronbach’s o = .605) and test-retest stability
(ICC = .833) [34]. The RMET-R consists of 36 photo-
graphs of the eye region from different actors display-
ing different kinds of rather complex mental states.
Each photograph is presented together with four men-
tal state descriptors: one target word and three foil
words (see Figure S1 in supplementary information).
Participants were requested to select the mental state
descriptor that according to each one of them best
described the mental state expressed in the photo-
graph. We considered three different features of
RMET-R items: 1) the gender (male vs. female) of the
actors displaying mental states (henceforth called
‘stimulus gender’, 2) the affective valence (negative vs.
neutral vs. positive) of the mental states displayed
(henceforth called ‘stimulus valence’), and 3) the recog-
nition difficulty (high vs. moderate vs. low) of the
mental states displayed (henceforth called ‘stimulus
difficulty’). The gender and the stimulus valence of the
RMET-R stimuli were defined following Baron-Cohen
and colleagues [31] and Harkness and colleagues [35],
respectively. The recognition difficulty was defined
according to the mean recognition rate of each stimu-
lus. In particular, those stimuli that in one sample t-
tests (df=79, p < .05, toir = 1.99) had mean recogni-
tion rates significantly below the overall mean recog-
nition rate across all stimuli in the two control groups
(M = .694), were considered stimuli with high recogni-
tion difficulty while those stimuli with mean recogni-
tion rates significantly above the overall mean, were
considered stimuli with low recognition difficulty and,

Table 1. Demographic and clinical characteristics of the study sample.

Premanifest HD Control group 1 Manifest HD Control group 2
Subjects (N) 20 40 40 40
Female (N) 10 20 20 20
Age Mean + SD 349+89 31.7+4.7 453 +10.1 472+7.2
Range 22-48 23-39 27-69 40-67
U-test U=331,Z=-107,p= .28 U=7045,Z=-91,p = 36
™S Mean + SD 53%23 - 329+124 -
Range 1-9 - 11-57 -
TFC Mean + SD 13 9.8+1.8
Range 13 7-13

TMS: total motor score; TFC: total functioning capacity; SD: standard deviation.
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finally, those stimuli with mean recognition rates that
did not differ significantly from the overall mean, were
considered stimuli with moderate recognition difficulty
(see Table S1 in supplementary information).

2.3. Procedures

Participants were naive to the purpose of the experi-
ment and gave written informed consent after reading
an information leaflet about the study. Informed con-
sent was obtained according to a procedure approved
by the local ethics committee and to the Declaration
of Helsinki. The RMET-R stimuli were displayed on a
large computer screen. Each stimulus was presented
for 25 seconds and was followed by a blank slide for
5seconds. Participants were asked to mark their
answers on an answer sheet.

3. Results

3.1. Preliminary assessment of the effects of the
participants’ clinical condition and gender

A two-way univariate ANOVA with clinical condition
(manifest HD, premanifest HD, and two HC groups)
and participant gender (male, female) as between-sub-
ject variables evidenced a highly significant main

effect of clinical condition, F(3;132)=65.8, p < .001, 1,”
= .60, on the accuracy in detecting the exact descrip-
tor, whereas the main effect of participant gender (p
~ .08) and the effect of the interaction between clin-
ical condition and participant gender (p =~ .5) were
not statistically significant. A Tukey post-hoc test
revealed that recognition accuracy was overall signifi-
cantly lower in HD manifest participants and in HD
premanifest participants than in their age-matched HC
(p < .001 and p < .01, respectively) (see Figure 1).
Furthermore, recognition accuracy was overall signifi-
cantly lower in HD manifest participants than in HD
premanifest participants (p < .001), whereas it did not
differ significantly between their age-matched HC
groups (p~1).

3.2. Effects of stimulus gender

A two-way repeated measures ANOVA with clinical
condition (manifest HD, premanifest HD, and two HC
groups) and participant gender (male, female) as
between-subject variables and stimulus gender (male,
female) as within-subject variable evidenced, in add-
ition to the above-mentioned significant main effect
of clinical condition, a significant main effect of stimu-
lus gender, F(1;132) = 11.4, p < .01, 1,°=.08, on rec-
ognition accuracy, whereas none of the effects of

70 -

50

40

30

Correct Answers (in %)

20

10

MANIFEST

CONTROL

PRE-MANIFEST  CONTROL

Figure 1. Overall mindreading accuracy of participants with manifest HD, participants with premanifest HD, and their age-

matched controls (** p < .001, * p < .01).
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interaction with the variable stimulus gender was stat-
istically significant. Overall, participants correctly rec-
ognized 61.9% of the mental states displayed by
female actors, but only 58.0% of the mental states dis-
played by male actors.

3.3. Effects of stimulus valence

A two-way repeated measures ANOVA with clinical
condition (manifest HD, premanifest HD, and two HC
groups) and participant gender (male, female) as
between-subject variables and stimulus valence (nega-
tive, neutral, positive) as within-subject variable evi-
denced, in addition to the above-mentioned
significant main effect of clinical condition, a signifi-
cant main effect of stimulus valence, F(2;264) = 26.5,
p < .001, n,° = .17, and an effect of the interaction
between clinical condition and stimulus valence,
F(6;264) = 4.3, p < .01, 11,,2:.09, on recognition accur-
acy. No other effects of interaction with the variable
stimulus valence were statistically significant.

As to the main effect of stimulus valence, pairwise
comparisons showed that the accuracy in detecting
the correct gaze descriptor was overall significantly
lower for neutral (56.9%) and negative (58.3%) mental
states than for positive (68.0%) mental states (p <
.001, respectively), but overall did not differ signifi-
cantly between negative and neutral mental states.

As to the significant effect of the interaction
between clinical condition and stimulus valence, pair-
wise comparisons showed that recognition accuracy
was significantly lower in participants with manifest
HD than in their HC for negative, neutral, and positive
mental states (p < .001, respectively) (see Figure 2,
panel A), whereas it was significantly lower in partici-
pants with premanifest HD than in their HC only for
negative and neutral mental states (p < .05, respect-
ively), but not for positive mental states (see Figure 2,
panel B). Furthermore, the performance accuracy was
significantly lower in participants with manifest HD
than in participants with premanifest HD for negative,
neutral, and positive mental states (p < .001, p < .01,
and p < .01, respectively) (see Figure 2, panel C),
whereas it did not differ significantly between the two
HC groups neither for negative, nor for neutral, nor for
positive mental states. Finally, both in participants
with manifest HD and in participants with premanifest
HD, but not in their HC, the accuracy in detecting the
exact descriptor of the mental state was significantly
lower for negative than for positive mental states (p <
.001 and p < .05, respectively), and in participants
with manifest HD but not in participants with
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premanifest HD the accuracy was also significantly
lower for negative than for neutral mental states (p
< .01).

3.4. Effects of stimulus difficulty

A two-way repeated measures ANOVA with clinical
condition (manifest HD, premanifest HD, and two HC
groups) and participant gender (male, female) as
between-subject variables and stimulus difficulty (high,
moderate, low) as within-subject variable evidenced,
in addition to the above-mentioned significant main
effect of clinical condition and apart from the obvious
main effect of stimulus difficulty, F(2;264) = 147.2, p
<. 001, 11P2 = .53, a highly significant effect of the
interaction between clinical condition and stimulus
difficulty, F(6;264) = 10.2, p < .001, 1,°=.19, on mind-
reading accuracy.

Pairwise comparisons showed that the accuracy in
detecting the mental state expressed by the gaze was
significantly lower in participants with manifest HD
than in their HC for mental states with high, moder-
ate, and low recognition difficulty (p < .001, respect-
ively) (see Figure 3, panel A), whereas it was
significantly lower in participants with premanifest HD
than in their HC only for mental states with moderate
recognition difficulty (p < .05) (see Figure 3, panel
B), but not for mental states with high or low recog-
nition difficulty. Furthermore, the accuracy was sig-
nificantly lower in participants with manifest HD
than in participants with premanifest HD for mental
states with moderate and low recognition difficulty,
but not for mental states with high recognition diffi-
culty (p < .001, p < .001, and p=1, respectively)
(see Figure 3, panel C). Finally, in both HC groups
and in participants with premanifest HD the accur-
acy differed significantly between mental states with
different levels of recognition difficulty. In partici-
pants with manifest HD, by contrast, it differed only
between mental states with low recognition diffi-
culty, on the one hand, and mental states with mod-
erate or high recognition difficulty (p < .01 and p <
.001, respectively), on the other, but not between
mental states with high and moderate recognition
difficulty (p ~ .4).

4. Discussion

We tested the influence of stimulus features related
to genre, valence, and difficulty on the recognitions
of others’ mental state in premanifest, manifest HD
and HC subjects. At a preliminary level we noticed
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Figure 2. (a) Mindreading accuracy of participants with manifest HD and their respective age-matched controls, for negative, neu-
tral, and positive mental states (p < .001, respectively). (b) Mindreading accuracy of participants with premanifest HD and their
respective age-matched controls, for negative, neutral, and positive mental states (* p < .05). (c) Mindreading accuracy of partici-
pants with premanifest HD and manifest HD, for negative, neutral, and positive mental states (** p < .001, * p < .01).

that there was no significant difference in the task As expected, the recognition accuracy was overall
performances between males and females, in significantly lower in the two clinical groups of gene
all cohorts. positive subjects when compared with their respective
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HD and their respective age-matched controls, for mental states with high, moderate, and low recognition difficulty (*p < .05).
(c) Mindreading accuracy of participants with manifest HD and premanifest HD, for mental states with high, moderate, and low
recognition difficulty (*p < .001).
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control groups and, overall, symptomatic participants
showed a worsen performance than premanifest sub-
jects. These results are in line with previous studies and
confirm that the impairment of the skill of recognizing
other people’s mental states anticipates the onset of
motor signs [19]. Such impairment could be potentially
related to the early dysfunction of the striatum and to
its impaired connection with prefrontal cortex [36,37].

Considering that the deficit in recognizing other
people’s mental states in HD is still controversial in pre-
manifest stage of the disease [15], our data seem to
support the hypothesis that abnormalities we found in
such a task start very early, even before HD manifests.

Our study highlighted that participants with pre-
manifest HD performed significantly better than partici-
pants with manifest HD, but their performance
accuracy was significantly worse than their HC. Overall,
the gender of the subjects did not apparently influence
the skills of detecting other people’s mental states.

Regarding the gender of the stimulus, we observed a
significant tendency to better recognize mental states
expressed by female stimuli than by male ones from all
cohorts independently of the gender of the participants.
An easy interpretation of this result may be found in the
literature supporting the higher emotional expressive-
ness of women compared to men [38]. Moreover a
recent study, while questioning about gender effect,
showed that the eyes test is influenced more by the art-
istic inclination of the perceivers and less by their gender
[39]. However, such abnormalities in the mental state
recognition may eventually depend on other factors, e.g.
brain functions, structure, development or culture-based
differences of the individuals [40].

Regarding the valence of the stimulus, the premani-
fest HD subjects were less accurate in recognizing
negative and neutral mental states compared with
controls, while symptomatic patients always failed to
recognize negative, neutral, and positive mental states.
This result is in favor of a role of the emotional
valence in the skills of HD subjects to detect the men-
tal states of other people and is in line with previous
studies [12,41], highlighting specific impairment in rec-
ognition of negative mental states (i.e. anger, fear, dis-
gust) occurring since the premanifest HD stage.

The impairment of HD premanifest subjects in rec-
ognizing negative and neutral mental states that we
found could be related to some structural and func-
tional brain abnormalities such as the reduced activity
in the right supramarginal gyrus and the increased
activity in the anterior cingulate during mental state
recognition in premanifest HD subjects [42].
Interestingly, such evidence would suggest that such

possible neural correlate of the social cognition
impairment in premanifest HD may anticipate the cog-
nitive decline that will develop later, during more
advanced HD stages and that in our results is evident
in the failure of manifest HD in recognizing all types
of mental state as expressed in other people’s gaze.

Another possible intriguing explanation concerning
the difficulty in recognizing negative mental states by
premanifest subjects could be found in the intrinsic
difficulty in recognizing a negative compared to a
positive mental state, because negative states require
greater demand on perceptual processing resources
(i.e. different negative emotions share a number of
configurational features) [43]. Similarly to negative
mental states, neutral states are harder to recognize
due to an obvious ambiguity of items that do not
clearly allow a mental state classification [44]. A recent
study [45] showed that healthy subjects perceived
neutral faces as more smiling or scowling when paired
with unconscious affective (positive or negative) stim-
uli. This finding demonstrates the role of affect in the
perception of complex mental states and could open
a new interesting line of research in HD.

Finally, an additional explanation may suggest that
personal distressful experiences are a potential cause
of the empathy refusal towards negative mental states
that would explain the diminished recognition of neu-
tral and negative mental states by our premanifest
subjects [19]. A support to this interpretation can be
found in the demonstration that information coming
from the interior of the body modulates the process-
ing of information incoming from outside [45].

Unexpectedly, premanifest subjects compared to
controls showed impaired performances only in recog-
nizing mental states of moderate difficulty and
showed performances at the same level of manifest
subjects for mental state of high difficulty, whereas
the performances of symptomatic patients were
always lower than their controls, independently of the
difficulty of the stimulus. A possible but partial explan-
ation of this result might be related to the fact that in
the RMET-R the stimuli of moderate and low difficulty
and of positive valence are mainly presented with
female gazes, while the stimuli of male gazes mostly
present neutral or negative mental states that, as
stated before, are more difficult to detect than females
gazes and positive mental states. As it was recently
shown, the impairment of emotional awareness in HD
patients is enhanced by the co-occurrence of depres-
sive symptoms [13], and even if it is already controver-
sial which one between cognitive impairment and
depression is the cause of the other [46], we would



like to underline that our results clearly show that the
impairment in social cognition is an early HD symp-
tom before any behavioral manifestation.

The relatively small sample size of our HD groups
and the potential influence of pharmacological thera-
pies on the cognitive performance of symptomatic
patients, although they used very limited doses of
benzodiazepines or neuroleptics, may be indicated
among the limitations of our study.

Notwithstanding these limitations, our results
unequivocally highlighted an early impairment in
affective social cognition preceding manifest symp-
toms. This finding has the important clinical implica-
tion that the skills of detecting other people’s mental
state show abnormalities many years before the onset
of motor manifestations affording a help for an early
diagnosis. Our results, moreover, suggest that specific
features of the stimulus, particularly for it concerns
the negative and neutral mental states, may represent
cues modifying the other's mental state recognition
skills in subjects at the presymptomatic stage of HD.
Further studies on larger cohorts may try to analyze
whether these abnormalities may also represent
potential clinical markers of onset or progression in
the first stages of HD.
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