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Abstract

We investigated cognitive and affective Theory of Mind (ToM) and empathy in patients with premanifest and manifest
Huntington’s disease (HD). The relationship between ToM performance and executive skills was also examined. Sixteen
preclinical and 23 clinical HD patients, and 39 healthy subjects divided into 2 control groups were given a French adaptation
of the Yoni test (Shamay-Tsoory, S.G., Aharon-Peretz, J. (2007). Dissociable prefrontal networks for cognitive and affective
theory of mind: a lesion study. Neuropsychologia, 45(3), 3054–67) that examines first- and second-order cognitive and affective
ToM processing in separate conditions with a physical control condition. Participants were also given questionnaires of em-
pathy and cognitive tests which mainly assessed executive functions (inhibition and mental flexibility). Clinical HD patients
made significantly more errors than their controls in the first- and second-order cognitive and affective ToM conditions of
the Yoni task, but exhibited no empathy deficits. However, there was no evidence that ToM impairment was related to cog-
nitive deficits in these patients. Preclinical HD patients were unimpaired in ToM tasks and empathy measures compared
with their controls. Our results are consistent with the idea that impaired affective and cognitive mentalizing emerges with
the clinical manifestation of HD, but is not necessarily part of the preclinical stage. Furthermore, these impairments appear
independent of executive dysfunction and empathy.

Key words: social cognition; Huntington’s disease; theory of mind; empathy

Introduction

Huntington’s disease (HD) is an inherited autosomal dominant
neurodegenerative disorder caused by an unstable expansion of
the trinucleotide repeat cytosine-adenine-guanine (CAG) of the
gene IT-15, on the short arm of chromosome 4 that codes for
the protein huntingtin. Intranuclear inclusions of the aggre-
gated mutant huntingtin lead to progressive cerebral degener-
ation starting in the striatum (Douaud et al., 2006; Bohanna
et al., 2008). Until recently, it was thought that the striatum was
selectively targeted in the early stages of the disease (Vonsattel

et al., 1985; Aylward et al., 2000; Douaud et al., 2009), but there is
increasing evidence showing that cortical areas are also affected
(Rosas et al., 2002; Thieben et al., 2002; Kassubek et al., 2004;
Douaud et al., 2006; Henley et al., 2008) suggesting that early HD
patients have cortical and subcortical atrophy.

Clinically, HD is characterized by motor symptoms such as
chorea, rigidity and abnormal posturing occurring in mid-
adulthood. Although these symptoms are the most obvious
manifestation of HD, there is often evidence for subtle cognitive
and neuropsychiatric abnormalities ahead of the motor
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symptoms (Lawrence et al., 1998; Snowden et al., 2002).
Cognitive difficulties encompass several domains, mainly
including executive functions (Watkins et al., 2000), memory
(Solomon et al., 2007), attention, language and social cognition
(Stout et al., 2011).

The notion of social cognition embraces several subdomains
and refers to all the socio-emotional abilities and experiences reg-
ulating the relationships between individuals, and allowing ex-
plaining individual human behaviours or behaviours in group
(Allain et al., 2011). Some researchers showed that social cognition
deficits are among the best predictors of impaired social function-
ing, both in neurological (Torralva et al., 2007) or psychiatric dis-
eases (Couture et al., 2006). Social cognition includes the
acquisition of social knowledge, emotion recognition from facial
expressions, prosody or body posture, as well as an ability com-
monly called ‘Theory of Mind’ (ToM), which refers to the process
of making inferences about the mental states of others in terms
of knowledge, intentions, beliefs, desires or feelings. Recent social
cognitive neuroscience has begun to define subcomponents of
the complex concept of ToM. One important differentiation is that
of ‘affective’ vs ‘cognitive’ ToM (overview in Dvash and Shamay-
Tsoory, 2014). Although cognitive ToM involves thinking about
thoughts, intentions or beliefs, affective ToM involves thinking
about feelings (knowledge about emotions) and so may require an
empathic appreciation of the listener’s emotional state. This dis-
tinction between cognitive and affective components of ToM also
raises the question of the relationship between ToM and em-
pathy, which is another aspect of social abilities. Empathy is
defined as the ability to infer and share emotional experiences of
others (Spinella, 2005) or to share and understand another per-
son’s feelings (Decety and Jackson, 2004). Shamay-Tsoory et al.
(2004) and Harari et al. (2010) recently suggested that empathy,
like ToM, could be divided into cognitive and affective compo-
nents. The definition of ‘cognitive empathy’ refers to the ability to
engage in the cognitive process of adopting another’s psycho-
logical point of view, whereas the definition of ‘affective empathy’
emphasizes its affective facets and refers to the capacity to ex-
perience affective reactions to the observed experiences of others.
In other words, the concepts of “affective ToM” and cognitive em-
pathy refer to the same ability and may be used interchangeably,
as the authors acknowledge (Dvash and Shamay-Tsoory, 2014).

ToM and empathy have received very little attention in pa-
tients suffering from HD. Concerning ToM, few studies are avail-
able in the literature. Snowden et al. (2003) have explored
different mentalizing abilities (humour, deception, bluff and dou-
ble bluff) in patients with behavioural variant of frontotemporal
dementia (bvFTD), clinical HD and healthy controls. HD patients
were much less impaired in their ability to attribute mental states
to others than bvFTD patients. Qualitative differences in the na-
ture of patients’ errors were observed between the studied
groups: HD patients presented eccentric interpretations of situ-
ations, showing that they made wrong inferences about charac-
ters’ mental states. However, the authors concluded that there
was little convincing evidence of ToM deficits and a relatively
weak correlation between performance on social cognition and
standard executive tests in HD patients.

More recently, Brüne et al. (2011) administered a series of six
cartoon picture stories and related questionnaires to HD patients,
schizophrenic patients and healthy controls. Three types of sto-
ries depicted a scenario where two characters cooperated, a scen-
ario where one character deceived a second character and a
scenario showing two characters cooperating to deceive a third.
Clinical groups performed similarly and worse than healthy con-
trols. ToM performance of HD patients correlated with

intelligence quotient and two indices of executive tasks (persev-
erative errors in a card-sorting test and Zoo Map Test). Allain et al.
(2011) administered a cognitive attribution of intentions ToM task
taken from Brunet et al. (2000) and an affective ToM task (a
revised version of ‘Reading the Mind in the Eyes’ taken from
Baron-Cohen et al., 2001) to early HD patients and healthy con-
trols. HD patients failed in both tasks compared with controls. In
the cognitive ToM task, their performance correlated with one
measure of executive functioning (Brixton test), whereas per-
formance correlated with two executive measures (verbal fluency
and Stroop) in the affective ToM task. Finally, Eddy and Rickards
(2012) investigated whether individuals with manifest HD exhibit
impairments in ToM compared with healthy controls. Two ToM
tasks were given. One task involved recognizing socially inappro-
priate behaviour (faux pas task; Stone et al., 1998) and the other
task required judgements of complex mental states from photo-
graphs of people’s eyes alone (Reading the Mind in the Eyes).
Patients with HD made significantly more errors in ToM tasks
than controls, exhibiting difficulties in judging the social appro-
priateness of story character’s behaviour and problems inferring
complex mental states from photographs of people’s eyes.
Patients with HD also exhibited executive dysfunction. However,
there was little evidence that executive impairments were related
to ToM deficits (measures of verbal fluency, working memory and
inhibition). No significant correlation was apparent between
behavioural problems (The Problem Behaviors Assessment—
short form) and ToM errors.

Overall, the study of ToM ability in HD patients was mainly
conducted in manifest HD. To the best of our knowledge, only
one study examined this ability in premanifest HD (Saft et al.,
2013) using cartoon stories. No significant difference between
premanifest HD subjects and controls was found. Concerning
empathy assessment, studies are even rarer. In the only study
available in the literature, Trinkler et al. (2013) assessed alexi-
thymia and empathy with questionnaires in HD patients, and
reported that alexithymia and empathy scores were very simi-
lar to controls.

To sum up the literature, notwithstanding the importance of
these results, no definitive conclusions can be made concerning
ToM and empathy in HD, due to rather small groups of patients
[13, 16 and 18 patients respectively in the studies by Trinkler
et al. 2013; Eddy and Rickards 2012; Allain et al. 2011] and to
within-subjects heterogeneity (in regards to disease duration
and/or neuropsychological performance) in some of the afore-
mentioned studies. Taken together, the studies showed that
only patients with manifest HD may present difficulties in ToM
abilities. These deficits can affect their ability to judge other
people’s cognitive and affective mental states and recognize
whether a behaviour is socially appropriate. In addition, there
was not always adequate control condition in ToM tasks used,
and the assessment of cognitive and affective ToM tasks may
involve different demands. Ideally, both conditions should have
been measured in one task with a control condition. Hence, fur-
ther studies are needed on this topic to determine whether ToM
difficulties may also occur in premanifest HD, and whether ToM
difficulties could potentially serve as a neuropsychological
marker of disease onset and progression.

Thus, the purpose of this study was to further examine ToM
and empathy abilities in HD. In the same vein than in our previ-
ous work on ToM in HD (Allain et al., 2011), we were interested
in assessing cognitive and affective components of ToM in clin-
ical HD patients. In this study, preclinical HD patients were also
included as well as empathy questionnaires. Another important
difference between this work and the precedent is that we wish

2 | Social Cognitive and Affective Neuroscience, 2015, Vol. 0, No. 0

 by guest on N
ovem

ber 8, 2016
http://scan.oxfordjournals.org/

D
ow

nloaded from
 

9
ersu
Whereas
also 
;
s
,
F
,
,
the ``
''
to
,
T
to
-
-
-
)
,
)
 and
)
-
e present
e present
http://scan.oxfordjournals.org/


to clearly assess first- and second-order cognitive and affective
ToM with a task involving the same demands with adequate
control conditions. In order to do so, we used a ToM task de-
signed by Shamay-Tsoory and Aharon-Peretz (2007) to examine
patients with premanifest and manifest HD. We think this task
is of considerable interest to assess ToM abilities in HD patients
because it has cognitive, affective and physical conditions, each
requiring a first- and a second-order inference.

Our main research questions were the following: (i) Can ToM
and empathy impairments be identified in patients with pre-
manifest and manifest HD?; (ii) If ToM and empathy deficits can
indeed be observed in these patients, which subcomponents of
ToM and empathy are impaired?; (iii) If ToM and empathy def-
icits can indeed be observed in these patients, are these deficits
associated both together? and (iv) Are impairments in ToM and
empathy performance associated with executive disorders?.

Methods
Participants

Twenty-three French speaking clinical HD patients with clinically
diagnosed and genetically confirmed HD, 16 preclinical HD pa-
tients defined by a positive gene test with absence of specific HD
symptom and 39 healthy control subjects took part in the study.

HD patients

The clinical HD group consisted of 11 men and 12 women with a
mean age of 50.34 [standard deviation (SD)¼ 9.8, range 33–69]
years at the time of assessment. Patients’ mean age at onset of
symptoms was 37 years (range 33–63, SD¼ 16.93), and the aver-
age duration of illness was 4 years (range 2–13, SD¼ 3.17). The
level of education ranged from 7 to 23 years of schooling
(mean¼ 11.9, SD¼ 3.21). The mean CAG length was 44.3 (range
41–53, SD¼ 3). According to the Unified Huntington’s Disease
Rating Scale (UHDRS), HD patients had a mean functional cap-
acity of 10.2 (range 3–13, SD¼ 3.1) and a mean independence
score of 89.1 (range 60–100, SD¼ 12.5). The UHDRS mean motor
score was 33.7 (range 1–57, SD¼ 15.2). In regards with the norms
issued from Henley et al. (2008), clinical HD patients performed
below the normal range on the functional and motor measures
of the UHDRS. Their scores indicated that they were in the mild
to moderate stages of the disease. The mean cognitive score
from the Mattis Dementia Rating Scale (MDRS; Mattis, 1976) was
134.43 (range 127–144, SD¼ 5.69), indicative of very mild general
cognitive impairments. According to self-report, all clinical HD
patients were right handed.

The preclinical HD group consisted of 6 men and 10 women.
In this group, the mean age was 35.9 (range 24–54, SD¼ 9.6)
years. The level of education ranged from 8 to 22 years of
schooling (mean¼ 12, SD¼ 3.4). The mean CAG length was 44.3
(range 42–50, SD¼ 2.3). As per Tabrizi et al. (2009), inclusion in
the preclinical HD group required a UHDRS total motor score of
�5 (mean motor score¼ 2.81, range 0–5, SD¼ 3.52). According to
the UHDRS, preclinical HD patients had a mean functional cap-
acity of 13 (SD¼ 0) and a mean independence score of 100
(SD¼ 0). The mean cognitive score from the MDRS was 141.25
(range 132–144, SD¼ 3.27). Preclinical HD patients had normal
scores on all these measures. According to self-report, two pre-
clinical HD patients were left handed. Preclinical HD patients’
estimated probability of neurological symptom onset within 5
years was determined from data previously proposed by
Langbehn et al. (2004). A table is provided for each CAG repeat

between 36 and 56, and lists the probability of onset within cer-
tain time frames for current ages from 0 to 95 years, conditional
on the individual being currently presymptomatic (Langbehn
et al., 2004). Probability of onset within 5 years was determined
for each gene carrier based on their CAG repeat and current age
(in percentage: range 2–66, mean¼ 23.31, SD¼ 20).

HD patients were recruited from the Huntington’s patient
population receiving annual medical and neuropsychological
monitoring in the Department of Neurology of the University
Hospital of Angers. All patients underwent neurological and
psychiatric examination by experienced clinicians (neurological
examination: Christophe Verny, Adriana Prudean and Clarisse
Scherer; psychiatric examination: Bénédicte Gohier).

The statistical comparisons of the two groups revealed that
clinical HD patients were significantly older than preclinical HD
patients (t¼�4.53, P< 0.0001). The education level (t¼ 0.09,
P¼ 0.92) and sex distribution (v2¼ 0.40, P¼ 0.52) were similar be-
tween clinical and preclinical HD patients. In addition, the mean
number of CAG repeats did not significantly differ between the
two groups of patients (t¼ 0.22, P¼ 0.82). Logically, clinical HD pa-
tients performed worse than preclinical HD patients on the motor
(t¼ 7.49, P< 0.0001), functional (t¼ 2.72, P¼ 0.009) and independ-
ence (t¼�3.44, P¼ 0.001) scales of the UHDRS.

Control groups

The clinical HD patients being older than the preclinical HD pa-
tients, healthy controls were divided into 2 subgroups on the
basis of their age at testing: (i) a healthy control group for clin-
ical HD patients that comprised 23 individuals (10 men and 13
women) with a mean age of 50.8 (range 30–67, SD¼ 9.8) years, a
mean level of education of 8–16 years of schooling (mean¼ 11.6,
SD¼ 2.5) and a mean cognitive score from the MDRS of 140.2
(range 130–144, SD¼ 3.5); (ii) a healthy control group (4 men and
12 women) for preclinical HD patients that comprised 16 indi-
viduals with a mean age of 35.2 (range 21–52, SD¼ 10.6) years, a
mean level of education of 9–15 years of schooling (mean¼ 12.9,
SD¼ 1.9) and a mean cognitive score from the MDRS of 140.1
(range 127–144, SD¼ 4.9). The healthy control subjects were
right handed and had no brain damage or evidence of neuro-
logical or psychiatric antecedents.

There was no significant difference in age (t¼ 0.15, P< 0.88),
educational level (t¼�0.36, P< 0.72) and sex distribution
(v2¼ 0.08, P¼ 0.76) between clinical HD patients and their con-
trols, and between preclinical HD patients and their controls
(t-test for age: t¼�0.21, P¼ 0.83; t-test for educational level:
t¼ 0.82, P¼ 0.41; v2 for sex¼ 0.58, P¼ 0.44). None of the patients
and healthy controls showed signs of depression. The study
was approved by the local research ethics committee and all
participants gave written informed consent in accordance with
the Declaration of Helsinki.

Materials and methods
Background neuropsychological assessment

As seen before, all HD patients were screened for symptoms of
HD using the motor and functional subscales derived from the
UHDRS. The cognitive part of the UHDRS was also administered
to all participants. It comprises a neuropsychological battery
that measures spontaneous flexibility with a letter fluency test
(Benton, 1989), inhibition with a Stroop test (Stroop, 1935) and
selective attention and working memory with the Symbol Digit
Modalities Test (Smith, 1973). Additional neuropsychological
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tests were given to measure general cognitive function (MDRS),
semantic fluency, reactive flexibility with a Trail Making Test
(Reitan, 1958) and memory with a Hopkins Verbal Learning
Test-Revised (Benedict et al., 1998). Our aim was to gather cogni-
tive background information about the patients, and to com-
plete executive processes assessment. Neuropsychological
scores are shown in Table 1.

ToM tasks

HD patients and control subjects were given a modified French-
language version of the Yoni task. This task was developed by
Shamay-Tsoory and Aharon-Peretz (2007) on the basis of a test
previously described by Baron-Cohen et al. (1985). The Yoni task
assesses the ability to judge mental states based on verbal cues,
eye gaze and facial expression. Our modified French-language
version of the Yoni task included 60 trials, that is, 6 more than
in the version by Shamay-Tsoory and Aharon-Peretz (2007). In

fact, our French-language version also included some item
modifications in order to propose the same numbers of ToM
items (10 first-order affective items, 10 first-order cognitive
items, 10 second-order affective items and 10 second-order cog-
nitive items) and the same numbers of control items (10 first-
order control items and 10 second-order control items). In each
trial (Figure 1), a face named Yoni was shown in the middle of
the screen with four coloured pictures of objects belonging to a
single category (e.g. fruits) or faces, one in each corner of the
computer screen. Subject were asked to point to the correct an-
swer (the image to which Yoni is referring), based on an incom-
plete sentence that appears at the top of the screen and
available cues, such as Yoni’s eye gaze, Yoni’s facial expression
or the eye gaze and facial expression of the face to which Yoni
is referring (Figure 1). As mentioned before, 3 categories of items
were presented with 20 items each: control items, cognitive
items and affective items. Although answers in the control con-
dition only required analysis of physical attributes of the

Table 1. Cognitive scores for HD patients and their healthy controls

Preclinical HD
patients (n¼ 16)

Healthy controls
for Pre-clinical
HD (PHD)
patients (n¼16)

P value compari-
sons between
PHD and controls

Clinical HD pa-
tients (n¼ 23)

Healthy controls
for HD patients
(n¼ 23)

P value compari-
sons for HD and
controls

MDRS (maximum score¼ 144) 141.25 (3.27) 140.1 (4.9) 0.64 134.43 (5.7) 140.2 (3.5) 0.0002
UHDRS cognitive scores/144
Colour Stroop (total correct

in 45 s)
71.3 (13.4) 76.9 (11.6) 0.30 47.1 (13.1) 79.6 (11.1) <0.0001

Reading Stroop (total cor-
rect in 45 s)

91.5 (11.6) 94.7 (8.5) 0.87 60.6 (16.4) 96.7 (4.4) <0.0001

Interference Stroop (total
correct in 45 s)

48. (11.9) 43.8 (9.1) 0.19 26.6(11.2) 42.8(13.2) <0.0001

Lexical verbal fluency
(Letters P, R and V total

score in 2 min)
69.9 (29.9) 61.8 (18.1) 0.79 39.6 (10.9) 54.5 (20) 0.002

Symbol Digit Modalities
Test

55.4 (15.8) 56.1 (13.6) 0.91 27.6 (11.7) 54.2 (10.7) <0.0001

(total correct in 90 s)
Additional neuropsychological

tests
Semantic verbal fluency 37.6 (8.8) 34.4 (6.7) 0.33 21.8 (6.4) 34.3 (6.9) 0.24
(animals total correct in

2 min)
Trail making test part A

(time in seconds)
44.7 (14) 38.6 (14.2) 0.20 68.4 (28.2) 45.3 (16.2) 0.003

Trail making test part A
(number of errors)

0 (0) 0 (0) >0.99 0.1 (0.4) 0 (0) 0.80

Trail making test part B
(time in seconds)

60.1 (37.5) 61.5 (34.9) 0.83 139.6 (66.9) 64.2 (19.7) <0.0001

Trail making test part B
(number of errors)

0.5 (0.2) 0.2 (0.7) 0.67 0.2 (0.8) 0.1 (0.3) 0.78

Hopkins verbal learning test
First recall (number of

words)
6.7 (2.0) 6.2 (1.6) 0.38 5.2 (2.4) 5.3 (1.6) 0.91

Second recall (number of
words)

9.5 (1.8) 9.3 (2.2) 0.79 6.6 (2.0) 7.9 (1.7) 0.04

Third recall (number of
words)

10.3 (2.1) 10.7 (1.4) 0.97 7.5 (2.0) 9.3 (2.1) 0.006

Delayed recall (number of
words)

10 (1.8) 9.8 (2.1) 0.75 5.7 (2.8) 7.9 (2.2) 0.007

Recognition (number of
words)

11.6 (0.5) 11.8 (0.5) 0.47 10.3 (2.0) 11.7 (0.5) 0.002

Note. Values in brackets are standard deviations.
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character, choices in the cognitive and affective ToM conditions
required mental inferences based on verbal cues (contained in
the incomplete sentences), eye gaze and/or facial expression.
The control, cognitive and affective conditions required either a
first-order (10 items each) or a second-order (10 trials each) in-
ference. More specifically, in the first-order ToM stimuli, Yoni’s
mental state about one of the four images in the corners has to
be inferred: ‘Yoni is thinking of . . . ’ (cognitive first order) or
‘Yoni loves . . . ’ (affective first order). In the more complex se-
cond-order ToM stimuli, the four stimuli in the corners con-
sisted of face images, and an inference regarding the
interaction between Yoni’s and the other stimuli’s mental state
was necessary for the choice of the correct answer [‘Yoni is
thinking of the . . . that . . . wants’ (cognitive second order) vs
‘Yoni loves the . . . that . . . loves’ (affective second order).
Following Shamay-Tsoory and Aharon-Peretz (2007), in the first-
and second-order cognitive items, both the verbal and Yoni’s
facial cues were emotionally neutral, whereas in the first- and
second-order affective items both cues provided positive (‘Yoni
loves . . . ’) and negative (‘Yoni does not love . . . ’) affective infor-
mation. The item sets of all subcategories were comparable
with regard to sentence complexity and visual complexity. All
items were presented on a computer screen in a randomized
order for a maximum of 10 s during which the subjects had to
answer by pressing a touch of the numeric keypad of the

keyboard. The position of the answer buttons (Thieben et al.,
2002; Kassubek et al., 2004; Shamay-Tsoory and Aharon-Peretz,
2007; Bohanna et al., 2008) corresponded to the positions of the
four stimuli in the corners of the screen. As soon as subjects an-
swered, a plain white screen was shown until the end of the 10-
s time interval. In this task, we measure the total number of
errors for each condition.

Empathy questionnaires

Two measures of empathy were used: the Interpersonal
Reactivity Index (IRI) (Davis, 1980) and the Basic Empathy Scale
(BES) (Jolliffe and Farrington, 2006). The IRI was chosen for four
main reasons: (i) it is the most developed scale psychometric-
ally with scales rating both the cognitive and emotional
components of empathy (Spinella, 2005); (ii) the IRI has
demonstrated good intra-scale and test–retest reliability, and
convergent validity is indicated by correlations with other es-
tablished empathy scales; (iii) there a validated French version
of the IRI (Gilet et al., 2013) and (iv) the IRI has just been used
once to assess empathy in HD patients (Trinkler et al., 2013). The
BES was chosen because it is one of the first empathy scales
with good psychometric qualities (internal, test–retest and dis-
criminant validity) to be made available in French (D’Ambrosio
et al., 2009). The BES measures both cognitive and affective

Fig. 1. Item examples of the Yoni ToM task modified from Shamay-Tsoory et al. (2007).
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empathy. The confirmatory factorial analysis showed that the
French scale has the same factorial structure as in the original
version with 2 factors (cognitive and affective empathy).

We decided to use two validated French version of empathy
scales in order to better assess the various dimensions of em-
pathy. In addition, the use of the IRI with HD patients appearing
little convincing in the study by Trinkler et al. (2013), it seemed
to us methologically relevant to use another empathy scale.

Test 1: the interpersonal reactivity index.. The IRI is a 28-item self-
report scale designed to measure both cognitive and emotional
components of empathy. It consists of four subscales that tap
different aspects of empathy: (i) perspective taking items ad-
dress one’s tendency to spontaneously adopt the psychological
point of view of others; (2) fantasy items address respondents’
tendencies to transpose themselves imaginatively into the feel-
ings and actions of fictitious characters in books, movies and
plays; (iii) empathic concern items relate to ‘other-oriented’
feelings of sympathy and concern for unfortunate others and (4)
personal distress items address the tendency to experience dis-
tress in stressful situations. The IRI subscales 1 and 2 assess
cognitive components of empathy, whereas the IRI subscales 3
and 4 assess affective components of empathy. Each subscale
comprises seven items. All the items are assessed on a 5-point
Likert scale ranging from 0 (‘Does not describe me well’) to 4
(‘Describe me very well’). The IRI yields scores for each subscale
and an overall empathy.

Test 2: the basic empathy scale.. The French version of the BES
(Jolliffe and Farrington, 2006) is a 20-item self-report scale de-
signed to measure cognitive (9 items: 3, 6, 9, 10, 12, 14, 16, 19, 20)
and affective empathy (11 items: 1, 2, 4, 5, 7, 8, 11, 13, 15, 17, 18).
Each item is assessed on a 5-point Likert scale ranging from 0
(‘Not agree’) to 5 (‘Quite agree’). The BES yields scores for each
subscale and an overall empathy score. The scores could range
from 1 (deficit in empathy) to 100 (high level of empathy).

Data analyses

Intergroup comparisons (clinical HD patients vs controls for clin-
ical HD patients, and preclinical HD patients vs controls for pre-
clinical HD patients) were performed using t-tests (UHDRS scores,
neuropsychological scores, empathy scores) or factorial ANOVAs
(number of errors in the Yoni task). With significant factorial
ANOVA results, post hoc Scheffé tests were performed.
Correlation among (i) disease variables, ToM and empathy; (ii)
neuropsychological background, ToM and empathy; (iii) executive
function, ToM and empathy and (iv) ToM and empathy were as-
sessed in each group separately using Spearman correlation coef-
ficients. The significance threshold was set at P< 0.01 rather than
P< 0.05, to reduce the possibility of type I errors. We also checked
that statistical findings survived non-parametric analyses.

Results
Background clinical and neuropsychological assessment

Neuropsychological data are summarized in Table 1. The clin-
ical HD patients differed significantly (all P’s< 0.005) from their
controls in terms of global cognitive efficiency (as assessed by
the MDRS), executive functions (flexibility as assessed by flu-
ency tasks, inhibition as assessed by the Stroop, selective atten-
tion as assessed by the Symbol Digit Modalities Test) and
episodic memory (as assessed by the Hopkins verbal learning

test). There was no significant difference between preclinical
HD patients and their controls (all P’s< 0.10).

ToM task

As shown in Figure 2, all groups committed errors on the Yoni
task. Data were analysed separately for clinical HD patients and
their controls and for preclinical HD patients and their controls
with 2� 2� 3 ANOVAs with group (HD patients, healthy controls)
as the between-subjects factor, and order (first, second) and con-
dition (cognitive, affective, physical) as the within-subjects fac-
tors. Concerning the comparison between clinical HD patients
and their controls, the main effect of group was highly significant
[F(1, 44)¼ 31.52, P< 0.0001], indicating differences in Yoni error
scores among the groups, with an overall number of errors sig-
nificantly higher in the clinical HD group (mean¼ 8.7) than in the
healthy control group (mean¼ 3.9). There was also a main effect
of order [F(1, 44)¼ 34.87, P< 0.0001] due to higher errors for se-
cond-order inferences (mean¼ 8.8) than for first-order inferences
(mean¼ 3.8). The main effect of condition was highly significant
[F(2, 88)¼ 36.04, P< 0.0001], indicating that errors were signifi-
cantly more frequent (P< 0.0001) for cognitive items (mean¼ 5.8)
than for control items (mean¼ 0.8), and (P< 0.0001) for affective
items (mean¼ 5.9) than for control items. On the other hand, the
difference between cognitive and affective items did not reach
significance (P¼ 0.98).

Additionally, the two-way interaction between group and
order was highly significant [F(1, 44)¼ 8.38, P¼ 0.004], indicating
that the mean difference for errors between first- and second-
order inferences was greater for clinical HD patients
(mean¼ 3.7) than for their controls (mean¼ 1.3), with signifi-
cance for both groups (both P< 0.001 on paired t-tests).
Additional comparisons using Student t-tests indicated that
clinical HD patients made significantly more first- (t136¼ 2.70,
P< 0.007) and second-order (t136¼ 3.94, P< 0.0001) errors of in-
ferences than their controls.

The two-way interaction between group and condition was
also highly significant [F(2, 88)¼ 5.15, P< 0.006]. This interaction
reflected that the groups’ patterns of errors varied across infer-
ence conditions (cognitive, affective and physical). Both groups
committed more inference errors for cognitive and affective
items than for physical items (all P’s< 0.0002). In the clinical HD
group, the number of errors was higher for cognitive inferences
in comparison with affective inferences with both statistically
significant difference (P¼ 0.73). In contrast, in healthy controls
the number of errors was higher for affective inferences in com-
parison with cognitive inferences. However, this difference was
not significant (P¼ 0.13). Additional paired comparisons using
Student t-tests indicated that clinical HD patients made signifi-
cantly more errors for cognitive (t90¼ 3.78, P< 0.0003) and affect-
ive (t90¼ 2.63, P< 0.01) inferences than their controls. The
difference for physical inference errors did not reach signifi-
cance (t90¼ 1.81, P< 0.14).

The three-way interaction among group, order and condition
approached significance [F(2, 88)¼ 2.47, P¼ 0.08], confirming
that the pattern of performance differed across the two groups.

Concerning the comparison between preclinical HD patients
and their controls, the factorial ANOVA indicated that order
[F(1, 30)¼ 5.88, P¼ 0.01], condition [F(1, 30)¼ 21.59, P< 0.0001]
and order� condition [F(2, 60)¼ 10.12, P< 0.0001] have signifi-
cant effects on inference abilities. However, the difference be-
tween groups was not significant [F(1, 30)¼ 0.46, P¼ 0.49],
indicating that preclinical HD patients were not impaired as
compared with their control group.
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In summary, statistical analysis of the Yoni data mainly
indicated that clinical HD patients committed significantly
more errors than their controls in the first- and second-order
cognitive and affective ToM conditions. Preclinical HD patients
were unimpaired in this ToM task.

The interpersonal reactivity index

As shown in Figure 3, clinical HD patients and their controls
performed similarly on all empathy subscales of the IRI (all
P’s> 0.21). Similar results were found for preclinical HD patients
compared with their controls (all P’s> 0.42).

The basic empathy scale

The participant’s results on the BES are represented in Figure 4.
The comparison of the clinical and preclinical HD patients and
their controls using Student t-tests revealed no significant dif-
ference for all empathy scores (all P’s> 0.26).

Correlations in the clinical and preclinical
HD groups

We first calculated correlations among ToM performance, age
and level of education and between ToM performance and dis-
ease variables such as the number of CAG sequences, disease
duration and several scores from the UHDRS (total motor score,
total functional capacity score). No significant correlations were
found between these measures and ToM scores (P> 0.14), sug-
gesting that these factors did not directly determine patients’
ToM performance. Similar results were found (P> 0.54) with the
measures of general cognitive function (MDRS). We repeated
these analyses for empathy measures. No significant correl-
ations were found (all P’s> 0.21).

In addition, no significant correlations (all P’s> 0.19) were
found among doses of medications, ToM, empathy and cogni-
tive scores. Consistent with this finding, no significant differ-
ence was found (all P’s> 0.31 in Student t-tests) between
medicated and unmedicated conditions in the clinical HD group
for the ToM, empathy and cognitive scores.

In the preclinical HD group, correlations were performed to
investigate whether performance in the Yoni tasks varied as a
function of their estimate probability of HD symptom onset
within 5 years. Correlations were significant for second-order
cognitive ToM condition (rho¼ 0.60, P¼ 0.01) and approached
significant level for first-order (rho¼ 0.49, P¼ 0.06) and second-
order (rho¼ 0.48, P¼ 0.06) affective ToM. There was no correl-
ation between estimate probability of HD symptom onset
within 5 years and first-order cognitive ToM (rho¼ 0.34, P¼ 0.17)
or empathy measures (both P’s> 0.24).

Correlation among cognitive measures, Yoni task, and
empathy scales in the clinical and preclinical HD groups

The correlations between performance on the Yoni task (error
scores for first- and second-order cognitive and affective infer-
ences), empathy measures (cognitive, affective and total scores
of the IRI and the BES) and all cognitive scores (Table 1) were
examined in each group of patients. There were no significant
correlations between these different measures in the two
groups (all rho’s< 0.33, all P’s> 0.17). In addition, in the preclin-
ical HD group, no significant correlation between IRI and BES
scores was observed (IRI cognitive score vs BES cognitive score:
rho¼ 0.21, P¼ 0.41; IRI affective score vs BES affective score:
rho¼ 0.08, P¼ 0.76; IRI total score vs BES total score: rho¼�0.02,
P¼ 0.89). Similar findings were found in the clinical HD group
(IRI cognitive score vs BES cognitive score: rho¼ 0.30, P¼ 0.16; IRI
affective score vs BES affective score: rho¼�0.02, P¼ 0.88; IRI
total score vs BES total score: rho¼ 0.26, P¼ 0.21).

Discussion

This study was aimed at examining the ability of preclinical and
clinical HD patients in attributing cognitive and affective mental
states to others. Another aim was to examine empathy using
questionnaires. As far as we know, this is the first study which
explores ToM and empathy in Huntington patients before and
after disease onset with the same tasks.

Clinical HD patients displayed difficulties in detecting first-
and second-order cognitive and affective mental states. The fact
that they had similar scores as control subjects on the physical

Fig. 2. Mean numbers of errors for physical, affective and cognitive ToM (first- and second-order conditions of the Yoni task; *P<0.01).
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control conditions of the Yoni task confirm that their poorer per-
formances in mentalizing were due to difficulties in inferring cog-
nitive and affective mental states and not to mistakes due to
misunderstanding (verbal cues, etc.). The observation that only
the HD patients showed important differences between condi-
tions in the Yoni task is also consistent with the idea that both
cognitive and affective aspects of ToM could be impaired in clin-
ical HD patients (Allain et al., 2011; Eddy and Rickards, 2012). In
this study, these patients also showed difficulties in the cognitive
and affective first-order ToM conditions, indicating that ToM im-
pairments in the clinical HD group are important and could be
observed in simple and complex levels of ToM tasks. This is in-
consistent with the proposition of Snowden et al. (2003) who sug-
gested that manifest HD patients’ ability to attribute intentions to
others is partially intact. The Yoni task may therefore be particu-
larly sensitive to ToM impairment in HD, with the added advan-
tage that a visual measure of mental states based on verbal cues,
eye gaze and facial expression is likely to make fewer languages,
attention or memory demands than a verbal task. Similar to pre-
vious findings, our results also include a lack of significant correl-
ations between ToM performance and number of CAG, disease
duration (Allain et al., 2011; Brune et al., 2011; Eddy and Rickards,
2012), or any other clinical measure such as scores from the
UHDRS or medication doses (Allain et al., 2011), a finding that
may be due to the limited sample size.

Although patients with clinical HD exhibited significant def-
icits in cognitive assessment, mainly including executive meas-
ures, there was no significant finding indicating a link between
cognitive and ToM performance. In the same way, no

correlation was found between ToM and cognitive measures in
preclinical HD patients and healthy controls. However, it is
worth noting that the correlations between performance on
ToM tasks and executive measures remain relatively weak in
previous studies (Snowden et al., 2003; Allain et al., 2011; Eddy
and Rickards, 2012). In short, all these studies indicate that only
some executive processes could be implicated in different ToM
tasks, suggesting that ToM abilities could partially be dissoci-
ated from executive control processes. This study is consistent
with this proposal and could be interpreted as evidence for the
independence of ToM and executive functions. An alternative
explanation could be that only few correlations were found be-
tween performance on the ToM tasks and the tests selected to
assess executive functions because these latter involved cogni-
tive abilities that were less closely related to specific processes
of ToM assessed by the Yoni task.

From a neuroanatomical perspective, the model proposed by
Abu-Akel and Shamay-Tsoory (2011) was one of the first to delin-
eate the neuroanatomical systems that would subtend the repre-
sentation of cognitive and affective mental states. The
dorsomedial prefrontal cortex, the dorsal anterior cingulate cortex
and the dorsal striatum are engaged in the cognitive ToM network,
whereas the ventromedial and orbitofrontal cortices, the ventral
anterior cingulate cortex, the amygdala and the ventral striatum
are supposed to subtend the affective ToM network. More pre-
cisely, it can be hypothesized that impairment of the fronto-stri-
atal-limbic network may predominantly contribute to impairment
in affective ToM, while dorsolateral-prefrontal-striatal circuitry
dysfunctions may affect cognitive ToM abilities. As we mentioned

Fig. 3. Mean scores of healthy controls and HD patients in the different subscales of the Interpersonal Reactivity Index (Davis, 1980).

Fig. 4. Mean scores of healthy controls and HD patients in the different subscales of the French version of the Basic Empathy Scale (D’Ambrosio et al., 2009).
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previously, the terms affective ToM and cognitive empathy may be
used interchangeably because they refer to the same concept.
Consequently, it may be argued that the cognitive empathy net-
work is identical to that of affective ToM system (see also Shamay-
Tsoory, 2011). Concerning affective empathy, evidence from lesion
studies suggests that patients with lesions in the inferior frontal
gyrus, insula, amygdala or anterior cingulate cortex are impaired
in this ability (Dvash and Shamay-Tsoory, 2014). Recent publica-
tions also showed that damage to the right hemisphere is more
likely to induce impairments in affective empathy (Hillis, 2014;
Herbet et al., 2015). Pathologically, HD is characterized by neuronal
loss and cerebral atrophy thought to progress in a dorsolateral to
ventral direction (Hedreen and Folstein, 1995). The dorsomedial
striatum (a component of the dorsolateral prefrontal cortex loop
circuitry) would be affected earlier than the ventral striatum (a
component of the orbitofrontal cortex loop circuitry). In sum, it
may be hypothesized that early clinical HD patients would be
more impaired in cognitive than in affective ToM (cognitive em-
pathy) and that affective empathy would be spared. Our results
support partially these assumptions, given the fact that both cogni-
tive and affective empathy assessed by self-report questionnaires
seems not impaired, whereas affective ToM evaluated by the Yoni
tasks was deficient. We will discuss below this unexpected result.

Data from empathy questionnaires mainly show that HD pa-
tients consider that they can correctly infer feelings of others,
suggesting that they demonstrate appropriate empathic under-
standing, even though they are impaired in first- and second-
order affective and cognitive ToM abilities. These results in IRI
questionnaire are consistent with those of Trinkler et al. (2013),
but they may also seem surprising in view of the conceptual
closeness between empathy and ToM, and more precisely be-
tween cognitive empathy and affective ToM. In addition, no sig-
nificant association was observed between subscales of IRI and
BES that tap different aspects of cognitive and affective em-
pathy and the ToM measures of the Yoni including affective
and cognitive ToM processes. Two hypotheses can be raised to
try to explain these unexpected results. The first refers to a
methodological point: although cognitive and affective ToM
was assessed using objective measures, cognitive and affective
empathy was evaluated with self-report questionnaires.
However, several studies have shown that HD patients may
have impaired self-awareness of cognitive or emotional abilities
(Hoth et al., 2007; Duff et al., 2010). So this difference in data col-
lection may explain in particular why clinical HD patients re-
ported no deficit in cognitive empathy, whereas objective
measure highlighted affective ToM impairment. This is a sig-
nificant limitation of our study, which helps indirectly to con-
firm that HD patients may show anosognosia and corroborate
the results of some publications which demonstrated recently
some differences between objective and subjective measures of
empathy (Devlin et al., 2014; Johnstone et al., 2015). The second
explanation refers to the conceptual difference between the
Yoni task and self-report questionnaires of empathy. A recent
literature review of Achim et al. (2013) highlighted that the ma-
jority of ToM tasks failed to include participants in an ‘online’
social interaction, but rather consist in observing others inter-
acting via a video film (or reading cartoons, or vignettes, etc.)
without being engaged directly in the interaction, from a ‘spec-
tatorial’ perspective (see also Hutto, 2004 for a similar point of
view). This is the case of the Yoni task. In contrast, question-
naires of empathy refer to daily-life situations and might assess
more adequately patient’s perception of ecological social inter-
action. Interestingly, a recent publication of Pfeiffer et al. (2014)
demonstrated an increased activity of the ventral striatum

during social interaction, so it may be argued that lesions asso-
ciated with HD may impact the perception of social interaction
and so the results in empathy questionnaires.

Since there is no other study to date in the literature, the
other aim of this report was to assess cognitive and affective
ToM abilities and empathy in patients with preclinical HD.
Statistical analyses showed no significant differences between
patients with preclinical HD and healthy controls. Our preclin-
ical HD patients performed better than patients with clinical HD
in the cognitive and affective second-order conditions of the
Yoni task. To date, this study is the first to demonstrate unim-
paired decoding of affective ToM in preclinical HD based on eye
gaze and facial expression, because the task used in the other
study with preclinical HD patients mainly focused on the cogni-
tive aspects of mentalizing (Saft et al., 2013). However, it should
be recalled that, in the group of gene carriers, second-order cog-
nitive ToM score correlated with the probability of onset of HD
within 5 years, and that the correlations between first- and se-
cond-order affective ToM scores and probability of onset of HD
within 5 years approached significance. This suggest that ToM
impairments appear very early in the course of the disease. This
does not seem to be the case for empathy impairments, as the
measures of the IRI and the BES do not correlate with probabil-
ity of onset of HD within 5 years. The fact that we found no em-
pathy impairment in clinical HD is in line with this proposition.

The unimpaired affective ToM in preclinical HD based on eye
gaze and facial expression is not consistent with recent results
showing that patients with preclinical HD are impaired in recog-
nizing facial emotions (Novak et al., 2012). This could be due to
the complexity of the stimuli used to test perception of facial ex-
pression. This also suggests that there may be no link between af-
fective mentalizing and ability in processing facial emotions. This
proposition is consistent with the literature suggesting that facial
recognition of emotion and ToM ability may be dissociated
(Phillips et al., 2002; Henry et al., 2006) but does not support the lit-
erature suggesting that ToM competence is related to the ability
to identify facial emotions (Buitelaar et al., 1999; Henry et al.,
2006). These contradictions should motivate further work in HD
in order to clarify the nature of the relationship between percep-
tion of emotion and attribution of affective mental states.

Aside from these considerations, this study has several limita-
tions. We have to mention first the relatively small sample size of
the preclinical and clinical HD groups. Consequently, our study
should be considered as exploratory and the assessment of ToM
dimensions repeated with larger numbers of preclinical and clin-
ical patients. Second, as mentioned previously, the fact that the
IRI and the BES are self-questionnaires possibly limits our results
on empathy, because HD patients may present anosognosia. We
considered these questionnaires as appropriate given the aims of
this study, but measures of empathy like skin conductance (Hein
et al., 2011) could have shown different results and could be more
suitable for an objective measure of empathy. Third, we used
only one task which assesses some aspects of cognitive and af-
fective ToM. In fact, previous authors have separated ToM rea-
soning in several component processes (Sabbagh et al., 2004;
Tager-Flusberg et al., 2001) including detecting/decoding others’
mental states based on immediately available observable infor-
mation and reasoning about those mental states to explain or
predict others actions. Based on this division, it could be specu-
lated that the Yoni visual task mainly assess decoding mechan-
ism. In this light, in order to complete our data, it would also be
of real interest to assess ToM reasoning mechanisms in patients
with preclinical HD because finally the preservation of ToM per-
formance in these patients may be due to the fact that the Yoni
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task may not be sufficiently sensitive since it assesses only
decoding processes. Fourth, another methodological limitation
from our study is the lack of measurement of the reaction time
on the Yoni task. In fact, it is possible that subtle differences in
this task could have been observed in the preclinical HD patients,
which might have been slower to respond to the task in order to
perform it accurately. Finally, we were unable to obtain measures
of social functioning in the HD groups, an issue of potential rele-
vance given the assertion of some authors (Snowden et al., 2003),
who proposed that ToM impairment partly underlies the behav-
ioural disturbances and breakdown in interpersonal relationships
occurring after HD.

In conclusion, this study confirms that HD patients, early in
the course of the disease, have impairments of simple and com-
plex cognitive and affective ToM decoding abilities and that
these functions are preserved in patients with preclinical HD.
These impairments appear independent of executive function-
ing. From a clinical point of view, ToM tasks may be useful in
determining the onset of cognitive involvement and in tracking
disease progression in HD. A better understanding of the pat-
tern of deficits might also have some implications for anticipat-
ing the everyday life difficulties encountered by HD patients.

Acknowledgements

We would like to thank Professor Simon Baron-Cohen and
Professor Simone Shamay-Tsoory for their help with the
material. The authors thank Audrey Olivier, Marie Bost and
Julie Prouzet for help with clinical data, and Marie-Anne
Guerid for many useful discussions about Huntington’s
disease.

Funding

Salary of the first author was supported by a grant from the
“Centre National de La Recherche Scientifique”.

Conflict of interest. None declared.

References
Abu-Akel, A., Shamay-Tsoory, S. (2011). Neuroanatomical and

neurochemical bases of theory of mind. Neuropsychologia, 49,
2971–84.

Achim, A.M., Guitton, M., Jackson, P.L., Boutin, A., Monetta, L.
(2013). On what ground do we mentalize? Characteristics of
current tasks and sources of information that contribute to
mentalizing judgments. Psychological Assessment, 25, 117–26.

Allain, P., Havet-Thomassin, V., Verny, C., et al. (2011). Evidence
for deficits on different components of theory of mind in
Huntington’s disease. Neuropsychology, 25(6), 741–51.

D’Ambrosio, F., Olivier, M., Didon, D., Besche, C. (2009). The basic
empathy scale: a French validation of a measure of empathy
in youth. Personality and Individual Differences, 46(2), 160–5.

Aylward, E.H., Codori, A.M., Rosenblatt, A., et al. (2000). Rate of
caudate atrophy in presymptomatic and symptomatic stages
of Huntington’s disease. Movement Disorders, 15, 552–60.

Baron-Cohen, S., Leslie, A.M., Frith, U. (1985). Does the autistic
child have a “theory of mind"? Cognition, 21, 37–46.

Baron-Cohen, S., Ring, H., Moriarty, J., Schmitz, B., Costa, D., Ell,
P. (1994). Recognition of mental state terms. Clinical findings
in children with autism and a functional neuroimaging study
of normal adults. The British Journal of Psychiatry: The Journal of
Mental Sciences, 165, 640–9.

Baron-Cohen, S., Wheelwright, S., Hill, J., Raste, Y., Plumb, I.
(2001). The ‘Reading the Mind in the Eyes’ Test revised version:
a study with normal adults, and adults with Asperger syn-
drome or high-functioning autism. Journal of Child Psychology
and Psychiatry, 42, 241–51.

Benedict, R.H.B., Schretlen, D., Groninger, L., Brand, J. (1998).
Hopkins verbal learning test-revised: normative data and ana-
lysis of inter-form and test-retest reliability. The Clinical
Neuropsychologist, 12, 43–55.

Benton, B. (1989). Killing the habit. The New Zealand Nursing
Journal Kai Tiaki, 81, 30–2.

Bohanna, I., Georgiou-Karistianis, N., Hannan, A.J., Egan, G.F.
(2008). Magnetic resonance imaging as an approach towards
identifying neuropathological biomarkers for Huntington’s
disease. Brain Research Reviews, 58(1), 209–25.
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