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Abstract

In Parkinson’s disease (PD) impairments in decision making can occur, in par-

ticular because of the tendency toward risky and rewarding options. The Iowa

Gambling Task has been widely used to investigate decision processes involving

these options. The task assesses the ability to manage risk and to learn from

feedback. The present paper aims at critically examining those studies in which

this task has been administered to PD patients, in order to understand possible

anomalies in patients’ decision processes and which variables are responsible for

that. A meta-analysis has been conducted as well. Features of the task,

sociodemographic and clinical aspects (including daily drugs intake), cognitive

conditions and emotional disorders of the patients have been taken into account.

Neural correlates of decision-making competences were considered. It emerged

that PD patients show a trend of preference toward risky choices, probably due

to an impairment in anticipating the unrewarding consequences or to an insen-

sitiveness to punishment. The possible role played by dopamine medications in

decision making under uncertain conditions, affecting basal ganglia and struc-

tures involved in the limbic loop, was discussed. Attention has been focused on

some aspects that need to be investigated in further research, in order to delve

into this issue and promote patients’ quality of life.
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1 | INTRODUCTION

1.1 | Decision making in PD

Decision making is a fundamental activity in humans’
life because it occurs in a variety of situations and has a

crucial role in solving adaptively everyday problems and
dealing with interpersonal, social and moral issues and
dilemmas. Therefore, impairments or alterations in the
normal way of making decisions have heavy conse-
quences in managing practical and existential matters.
Overt and dramatic modifications in the decision-making
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process appear in patients with Parkinson’s disease (PD),
mostly as a consequence of dopamine replacement ther-
apy and stimulation of D3 receptor (Heiden et al., 2017;
Ibarretxe-Bilbao et al., 2009; Voon, 2017). The most com-
mon consequence is pathological gambling, namely, the
persistent, recurrent and impulsive tendency to gamble
despite the severe repercussions that repetitive high
losses of money have on personal, familiar and profes-
sional life (e.g., Dodd et al., 2005; Drapier et al., 2006;
Driver-Dunckley et al., 2003; Gschwandtner et al., 2001;
Molina et al., 2000; Seedat et al., 2000; for a review, Biars
et al., 2019; Gallagher et al., 2007). Such aberrant behav-
iours, which affect 2.3% to 9.3% of PD patients (Biars
et al., 2019; Vitale et al., 2011), have been mainly associ-
ated to dopamine tone and dopamine dysregulation,
although such disorders do not affect all the patients who
take the abovementioned medications (Kobayakawa
et al., 2017), suggesting the presence of other factors that
may contribute to their development (Kobayakawa
et al., 2017; Valença et al., 2013). More generally, PD
patients display mild to moderate, non-pathological
increasing drive toward rewards (Cools, 2006).

It was conjectured that the tendency toward risk
taking and the inability to learn from negative
feedback—which are so blatant in pathological
gambling—are common characteristics of PD patients so
as to affect their decision processes, which involve differ-
ent anatomic substrates—such as the striatum, the amyg-
dala, the orbitofrontal cortex (OFC), both lateral and
medial portions, the anterior cingulate cortex and, more
generally, the prefrontal cortex (PFC) (Clark et al., 2004;
Gleichgerrcht et al., 2010; Ibarretxe-Bilbao et al., 2009;
Salvatore et al., 2021)—and require their integration
(Bechara, 2005; Clark et al., 2008; Zeeb &
Winstanley, 2011).

1.2 | The IGT

The Iowa Gambling Task (IGT) (Bechara et al., 1994) is
the mostly employed task to test experimentally decision-
making processes in pathological conditions (Bechara
et al., 2005) and in PD specifically. This task is so used
because it is slightly correlated with the results of other
executive function tasks, it is considered a measure about
the functioning of PFC, hardly ever healthy subjects fail
to perform it and it is possible to account punishment–
reward conditions (Balconi et al., 2014; Poletti,
Cavedini, & Bonuccelli, 2011).

In the IGT, the participant is presented with four
decks of cards. Each card reports, on the side hidden to
the participant, the amount of money that is won and, if
it is the case, the amount of money that is lost as a

consequence of having selected that card (for instance,
‘Win $100 and lose $1,250’). The participant, who is
given an initial sum of money, is required to increase that
sum by selecting cards from the four decks. The partici-
pant is usually asked to make 100 choices. The four decks
are designed so that, over the course of several choices,
two of the decks are advantageous (or safe) because they
produce a net win, whereas the other two decks are dis-
advantageous (or risky) because they produce a net loss.
In fact, two decks allow the participant to win, and also
to lose, small sums of money, so producing, after many
selections, a positive outcome (if the player always
chooses these decks, his/her total gain will be larger than
the total loss), whereas the other two decks are
disadvantageous because they give players high winnings
and imply very high losses, so that, across several
selections, the total loss is larger than the total gain.
The two advantageous decks differ from each other in
the frequency of losses, and the same is true for the
disadvantageous decks.

When engaged in the task, players usually fail to
identify the advantageous decks in the first choices, by
showing selections near the chance level. However, as
the game goes on, they generally choose more and more
frequently cards from the advantageous decks.

In order to record such a change in behaviour, experi-
menters often analyse separately four to five blocks of
consecutive 25–20 trials. Many authors instead preferred
analysing only the latter blocks of the task, dividing the
IGT into two measures: decision under ambiguity
(namely, in the former blocks, in which the participant
does not know much about reward/punishment ratio of
each deck) and decision under risk (in the latter blocks,
when the advantageous/disadvantageous features of the
decks become clear to the participant) (Brand, Recknor,
et al., 2007; Buelow et al., 2014).

It is worth noting that a preference for safe decks
emerges before the players become aware of the differ-
ences existing among the two kinds of decks. In fact,
players are not able to verbalize any possible reason
supporting their selections even though they choose more
often cards from the advantageous decks. The occurrence
of a sort of tacit, unconscious form of identification of the
opposite features of the two kinds of decks, is testified by
skin conductance responses, which indicate an increased
psychophysiological emotional anticipatory response
when the participant selects a card from a disadvanta-
geous deck (which involves the opportunity to gain more,
but also the risk of losing much more), so showing that
the nervous system ‘recognizes’ the risky nature of that
deck (Bechara et al., 1997). Decision-making compe-
tences, mental flexibility, impulse control, reversal learn-
ing and reward/punishment sensitivity are necessary to
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successfully achieve the task (Fellows & Farah, 2005;
Mimura et al., 2006; Salvatore et al., 2021).

1.3 | Aims

The aim of this work was to examine experimental stud-
ies involving PD patients in which the IGT is adminis-
tered. More precisely, the first goal was to check whether
anomalies in the IGT emerge in PD patients in the
absence of other pathologies. The second one was to
identify which variables can be responsible for such
anomalies. The third one was to understand the possible
mechanism(s) which support the anomalies in question.

The paper has been organized as follows. After having
declared the procedure and criteria applied to identify
and select the studies to be taken into account, all studies
in which the IGT was presented to PD patients have been
reviewed by following a chronological order and their
main variables have been summarized in a series of
tables. A meta-analysis of the considered studies was car-
ried out, to verify the extent to which PD patients show a
different trend in choices in the IGT compared with
healthy controls. Afterwards, the performance in the IGT
was critically analysed according to the parameters of the
task recorded by the authors, the features of the task and
the patients’ characteristics (namely, the demographic
variables, the medical treatment and the cognitive and
emotional status). Correlations between scores in the IGT
and other measures recorded in the studies were also
taken into account. After having analysed thoroughly the
empirical findings, a possible explanation of the peculiar
behaviour of PD patients in the IGT is proposed, by dis-
carding alternative interpretations which are not
supported by evidence. Such an explanation is expanded
by considering data coming from the neurobiological
counterparts of decision making in PD patients
(as compared with healthy individuals). Finally, some
conclusions are drawn.

2 | SELECTION OF THE STUDIES

In this paper, only studies in which PD patients have
been matched to comparable healthy controls have been
reviewed (in only one case, two groups of idiopathic PD
patients, with or without alexithymia, were compared
with each other; Poletti, Frosini, et al., 2011).

Studies published from 2000 have been collected
through PubMed and PsycINFO entering the keywords:
Iowa Gambling Task AND (Parkinson’s Disease) AND
(decision making OR decisional processes). Moreover, a
cross-analysis of the references of the articles has been

made. Two categories of studies have been excluded:
studies where idiopathic PD patients with impulse con-
trol disorders (ICDs) or pathological gambling have been
compared with idiopathic PD patients without such
behavioural outcomes and studies in which idiopathic
PD patients have been matched to comparable idiopathic
PD who received deep brain stimulation (DBS), before
and after the surgical intervention. A total of 18 studies
were analysed.

Table 1 reports a brief description of the considered
studies. The performances of the clinical groups in the
IGT, as compared with those of the control groups, have
been summarized in Table 2. Table 3 reports an analysis
of the features of the versions of the IGT which was used
in the studies. Table 4 shows the main characteristics of
the clinical groups investigated. Tables 5a and 5b describe
in detail the relationships between the performances in
the IGT and demographic, clinical and pharmacological
variables, as well as the overall and fine-grained mea-
sures of cognitive functioning and of mood/emotional
state of the patients. In the considered studies, dementia
has been always excluded on the basis of a psychiatric
assessment and/or of the administration of specific
screening tests for dementia and/or for general intellec-
tual level.

3 | PERFORMANCE IN THE IGT BY
PD PATIENTS

From the description of the studies carried out to investi-
gate the application of the IGT to PD patients (see
Table 1), the fundamental question that arises is: As a
matter of fact, are PD patients impaired in making deci-
sions in the IGT? Results are controversial. However,
whereas in few studies clear differences between PD
patients and controls failed to emerge, most reported evi-
dence supporting such differences.

3.1 | A meta-analysis

To explore the average true effect in the considered stud-
ies regarding the difference in the IGT performance
between PD patients and healthy controls, we ran a fixed
effect meta-analysis, using Software R (version 4.1.0),
‘compute.es’ (Del Re, 2010) and ‘metafor’
(Viechtbauer, 2010) packages. We estimated the Cohen’s
d only for those studies in which the means and the stan-
dard deviations of the clinical group and the control one
in the IGT net score were reported. Otherwise, we used
F values derived from the difference of the two groups’
means. We excluded five studies (Buelow et al., 2014;
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Kobayakawa et al., 2010; Mapelli et al., 2014; Perretta
et al., 2005; Thiel et al., 2003) that did not include any of
the main information about the final net scores specified
above, as well as Poletti, Frosini, et al.’s (2011) study,
which had no healthy control group. For the meta-analy-
sis, 12 studies were considered (Czernecki et al., 2002.1
reported the ‘first-on’ condition of the clinical group,
whereas Czernecki et al., 2002.2 reported the ‘first-off’
condition).

The fixed effect analysis showed that the average
effect size was �.17 (95% CI: �.34, .01), thus indicating a
small effect. We examined the heterogeneity using the
Q statistic, highlighting a high heterogeneity across the
studies at (I2) 92.28% (Q(df = 12= 155.48, p < .0001),
from which it can be stated that the results across studies
showed a considerable variance. After the exclusion of
one study (Kobayakawa et al., 2008), which presented an
effect size highly different from the others, the heteroge-
neity remains high (I2 = 83.43%; Q(df = 11) = 66.38,
p < .0001; ES = �.06, 95% CI: �.23, .12). Heterogeneity
can have manifold clinical and methodological causes,
that is, the presence of participants’ different clinical fea-
tures or differences in research designs (Del Re, 2015;
Higgins et al., 2003), as it has been highlighted in the fol-
lowing sections of the present paper.

We reported the forest plot across the studies, with
confidence intervals at 95% (Figure 1).

Then, we assessed the publication bias using the fun-
nel plot with the trim and fill method, reporting no esti-
mated number of missing studies on the right side
(SE = 2.36) (Figure 2).

Thus, we can maintain that, even if a small effect is
appreciable, the large heterogeneity of the effects and the
restricted number of the studies, which limits the possi-
bility of performing analyses with moderators, suggest
that results should be considered with caution. Moreover,
not all the studies had used the same parameters to ana-
lyse the task or had not reported the required data, so for
practical reasons, we considered only the total net score
as an indicator of the IGT performance.

Because of the limits that the meta-analytic
approach shows when applied to the set of papers we
considered, a complementary approach was followed,
consisting in analysing thoroughly the studies to identify
possible causes of the inconsistencies that appeared in
the findings.

3.2 | Performance measures

The first aspect that was analysed is the kind of measures
that authors computed to assess the performance in the
IGT, an aspect that hinders the direct comparisonsT

A
B
L
E

3
O
ve
rv
ie
w

of
th
e
m
at
er
ia
ls
an

d
pr
oc
ed
u
re
s
em

pl
oy
ed

in
th
e
st
ud

ie
s

St
ou

t
et

al
.(
20
01
)

C
ze
rn

ec
k
i

et
al
.(
20
02
)

T
h
ie
l

et
al
.(
20
03
)

P
er
re
tt
a

et
al
.(
20
05
)

M
im

u
ra

et
al
.(
20
06
)

P
ag

on
ab

ar
ra
ga

et
al
.(
20
07
)

K
ob

ay
ak

aw
a

et
al
.(
20
08
)

E
u
te
n
eu

er
et

al
.(
20
09
)

K
ob

ay
ak

aw
a

et
al
.(
20
10
)

F
or
m
at

of
th
e
IG

T
Ph

ys
ic
al

ca
rd
s

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

Ph
ys
ic
al

ca
rd
s

Ph
ys
ic
al

ca
rd
s

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

F
ea
tu
re
s
of

th
e
ca
rd
s

C
ol
ou

re
d

W
ay

of
re
sp
on

di
n
g

M
ou

se
cl
ic
ki
n
g

B
ut
to
n
pr
es
si
n
g

T
ur
n
in
g
ca
rd
s

F
ee
db

ac
k
gi
ve
n
to

th
e
pl
ay
er

M
es
sa
ge

in
th
e
ba
ck

of
th
e
ca
rd
s

M
es
sa
ge

on
th
e

sc
re
en

T
ol
d

B
la
ck
/r
ed

la
be
ls

R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
E
m
ot
ic
on

s
an

d
so
un

ds
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey

F
or
m

of
pa

ym
en

t
Pl
ay

m
on

ey
G
re
en

ba
r

Pl
ay

m
on

ey
Pl
ay

m
on

ey
Pl
ay

m
on

ey
Pl
ay

m
on

ey
P
la
y
m
on

ey
P
la
y
m
on

ey
P
la
y
m
on

ey

P
ol
et
ti

et
al
.(
20
10
)

P
ol
et
ti

et
al
.(
20
11
)

G
es
ch

ei
d
t

et
al
.(
20
12
)

G
es
ch

ei
d
t

et
al
.(
20
13
)

B
u
el
ow

et
al
.(
20
14
)

M
ap

el
li

et
al
.(
20
14
)

X
i

et
al
.(
20
15
)

K
ob

ay
ak

aw
a

et
al
.(
20
17
)

K
jæ

r
et

al
.(
20
20
)

F
or
m
at

of
th
e
IG

T
C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

C
om

pu
te
ri
ze
d

F
ea
tu
re
s
of

th
e
ca
rd
s

W
ay

of
re
sp
on

di
n
g

F
ee
db

ac
k
gi
ve
n
to

th
e
pl
ay
er

R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey
R
ew

ar
d/
pe
n
al
ty

of
m
on

ey

F
or
m

of
pa

ym
en

t
Pl
ay

m
on

ey
Pl
ay

m
on

ey
Pl
ay

m
on

ey
Pl
ay

m
on

ey
Pl
ay

m
on

ey
P
la
y
m
on

ey
P
la
y
m
on

ey
P
la
y
m
on

ey

N
ot
e:
B
la
n
k:

n
ot

re
po

rt
ed
.

COLAUTTI ET AL. 7525



T
A
B
L
E

4
O
ve
rv
ie
w

of
th
e
ch

ar
ac
te
ri
st
ic
s
of

th
e
PD

pa
ti
en

t
gr
ou

ps
in

th
e
st
ud

ie
s
w
h
er
e
th
e
IG

T
w
as

em
pl
oy
ed

St
ou

t
et

al
.(
20
01
)

C
ze
rn

ec
k
i

et
al
.(
20
02
)

T
h
ie
l

et
al
.(
20
03
)

P
er
re
tt
a

et
al
.(
20
05
)

M
im

u
ra

et
al
.(
20
06
)

P
ag

on
ab

ar
ra
ga

et
al
.(
20
07
)

K
ob

ay
ak

aw
a

et
al
.(
20
08
)

E
u
te
n
eu

er
et

al
.(
20
09
)

K
ob

ay
ak

aw
a

et
al
.(
20
10
)

Si
ze

of
th
e
sa
m
pl
e

22
23

5
32

18
35

34
21

14

M
ea
n
ag
e
(y
ea
rs
)

66
.0

(5
7.
7–
74
.3
)

57
.6

(5
5.
5–
59
.7
)

62
.0

(5
0–
74
)

72
.4
–7
7.
7

68
.9

(6
1.
9–
75
.9
)

67
.2

(6
3.
5–
70
.3
)

69
.9

(6
1–
78
.8
)

67
.6
0

(6
0.
29
–7
4.
91
)

68
.9

(6
0.
9–
76
.9
)

E
du

ca
ti
on

(y
ea
rs
)

14
.2

(1
1.
3–
17
.1
)

11
.5

(1
0.
9–
12
.1
)

14
.1
–1
4.
6

11
.9

(1
1.
5–
12
.4
)

13
.2

(1
0,
5–
15
.9
)

11
.1
0

(9
.2
1–
12
.9
9)

14
.8

(1
0.
7–
18
.9
)

Se
ve
ri
ty

of
PD

(H
oe
h
n

an
d
Y
ah

r
sc
al
e)

2.
6

(1
.9
–3
.3
)

2.
2–
3.
8

II
–I
II
st
ag
es

2.
1–
3.
3

II
–I
II
st
ag
es

2.
2

(1
.9
–2
.5
)

1.
52

(0
.7
7–
2.
27
)

I–
II
I
st
ag
es

I–
II
I
st
ag
es

Se
ve
ri
ty

of
PD

(U
P
D
R
S)

12
.4
–3
8.
7

20
.6

11
.3
–2
7.
2

21
.2

(1
9.
6–
23
.1
)

17
.7

(8
.5
–2
6.
9)

A
ge

of
on

se
t
of

PD
(y
ea
rs
)

58
.3

(5
0.
7–
65
.9
)

42
.6

(4
0.
4–
44
.8
)

64
.4

(5
5.
2–
73
.6
)

D
ur
at
io
n
of

PD
(y
ea
rs
)

7.
7

(5
.2
–1
3.
2)

14
.9

(1
3.
7–
16
.1
)

8.
0

8.
4

(6
.4
–1
0.
7)

6.
4

(3
–9
.8
)

7,
14

(1
.0
8–
13
.2
)

5.
6

(2
.9
–8
.3
)

D
os
e
of

L
-D

op
a

(m
g
pe
r
da

y)
11
15
.3

(1
04
7.
9–
11
82
.7
)

26
5.
6–
35
0.
0

64
5

(4
05
–9
30
)

24
3

(9
7–
38
9)

48
7.
69

(1
70
.5
1–
80
4.
87
)

47
6.
9

(2
92
.8
–6
61
)

D
os
e
of

L
E
D
D

(m
g
pe
r
da

y)
22
6

(1
98
–2
59
)

14
9

(6
–2
92
)

T
ot
al

L
E
D
D

(m
g
pe
r
da

y)
87
0

(6
03
–1
18
9)

39
1

(1
78
–6
04
)

M
M
SE

28
.4

N
or
m
al

27
.8

28
.0

29
28
.2

C
og
n
it
iv
e
fu
n
ct
io
n

N
or
m
al

N
or
m
al

L
at
er PD

<
ea
rl
y

PD
;C

a

N
or
m
al

N
or
m
al

N
or
m
al

N
or
m
al

N
or
m
al

F
ro
n
ta
ll
ob

e/
ex
ec
ut
iv
e

fu
n
ct
io
n

PD
>
C

PD
<
C
a

Im
pa

ir
ed

L
at
er PD

<
ea
rl
y

PD
;C

a

PD
<
C

N
or
m
al

PD
<
C

D
ep
re
ss
io
n

E
xc
lu
de
d

E
xc
lu
de
d

E
xc
lu
de
d
bu

t:
(L
at
er
)
PD

>
C
a

PD
>
C
a

E
xc
lu
de
d

PD
>
C
a

E
xc
lu
de
d
bu

t:
PD

>
C
a

E
xc
lu
de
d

A
pa

th
y

PD
>
C
a

PD
>
C

D
ys
th
ym

ia
PD

>
C

A
le
xi
th
ym

ia

(C
on

ti
n
ue

s)

7526 COLAUTTI ET AL.



T
A
B
L
E

4
(C
on

ti
n
ue

d)

P
ol
et
ti

et
al
.(
20
10
)

P
ol
et
ti
,

F
ro
si
n
i,

et
al
.(
20
11
)

G
es
ch

ei
d
t

et
al
.(
20
12
)

G
es
ch

ei
d
t

et
al
.(
20
13
)

M
ap

el
li

et
al
.(
20
14
)

B
u
el
ow

et
al
.(
20
14
)

X
i

et
al
.(
20
15
)

K
ob

ay
ak

aw
a

et
al
.(
20
17
)

K
jæ

r
et

al
.(
20
20
)

Si
ze

of
th
e
sa
m
pl
e

30
24

19
18

15
24

15
20

67

M
ea
n
ag
e
(y
ea
rs
)

64
.9

(5
9.
1–
70
.7
)

65
.0
4

(5
8.
81
–7
1.
27
)

50
.3
2

(4
1.
58
–

59
.0
6)

52
.6
7

(4
5.
22
–6
0.
12
)

61
.4

(5
1.
8–
71
)

68
.0
4

(6
0.
18
–7
5.
9)

60
.7
3

(4
8.
94
–7
2.
52
)

70
.1

(6
1.
4–
78
.8
)

69
.0
4

(6
2.
74
–7
5.
34
)

E
du

ca
ti
on

(y
ea
rs
)

9.
3

(5
.1
–1
3.
5)

8.
92

(4
.0
3–
12
.9
5)

8.
7

(5
.1
–1
2.
3)

15
.6
3

(1
2.
76
–1
8.
5)

8.
93

(6
.0
4–
11
.8
2)

13
.5

(1
0.
8–
16
.2
)

4.
29

(1
.2
1–
7.
37
)

Se
ve
ri
ty

of
PD

(H
oe
h
n
an

d
Y
ah

r
sc
al
e)

1.
13
–2
.2
7

1.
97
(1
.4
2–
2.
52
)

2.
36

(1
.8
2–
2.
9)

1.
97

(1
.3
–2
.6
4)

1.
3–
2.
5

1.
94

(1
.0
7–
2.
81
)

Se
ve
ri
ty

of
PD

(U
PD

R
S)

14
.3

(6
.2
–2
2.
4)

5.
9–
23
.3

18
.8
9 (1
1.
29
–2
6.
49
)

8.
9

(4
.9
–1
2.
9)

29
.7
3

(2
0.
11
–3
9.
35
)

15
.8
7

(6
.9
1–
24
.8
3)

25
.0
7

(1
6.
84
–3
3.
3)

A
ge

of
on

se
t
of

P
D
(y
ea
rs
)

64
.9

(5
9.
1–
70
.7
)

65
.0
4

(5
8.
81
–7
1.
27
)

≤
45

62
.0
0

(5
5.
37
–6
8.
63
)

D
ur
at
io
n
of

P
D

(y
ea
rs
)

N
ew

ly
di
ag
n
os
ed

N
ew

ly di
ag
n
os
ed

11
.3
2

(4
.9
–1
7.
74
)

6.
33

(3
.4
6–
9.
2)

4.
8

(1
.4
–8
.2
)

4.
33

6.
3

(2
.9
–9
.7
)

7.
04

(2
.9
2–
11
.1
6)

D
os
e
of

L
-D

op
a

(m
g
pe
r
da

y)
56
8.
4– 19
49
.6

14
8.
61
–7
88
.0
9

12
2.
58
–3
86
.7
8

10
6.
8–
42
1.
6

32
8.
77
–7
61
.0
5

D
os
e
of

L
E
D
D

(m
g
pe
r
da

y)
33
4.
3–
57
9.
7

11
.7
–2
26
.5

T
ot
al

L
E
D
D
(m

g
pe
r
da

y)
32
8.
77
–7
61
.0
5

M
M
SE

28
.8

28
.6

29
.3
7

29
.7

28
.3

28
.3
3

27
.6

28
.0

27
.6
6

C
og
n
it
iv
e
fu
n
ct
io
n
in
g

P
D

=
C

N
or
m
al

N
or
m
al

N
or
m
al

PD
=

C
P
D

=
C

PD
=

C
PD

=
C

P
D

<
C
a

F
ro
n
ta
ll
ob

e/
E
xe
cu
ti
ve

fu
n
ct
io
n

N
or
m
al

N
or
m
al

N
or
m
al

PD
<
C

N
or
m
al

D
ep
re
ss
io
n

E
xc
lu
de
d
bu

t:
P
D

>
C

E
xc
lu
de
d

E
xc
lu
de
d

E
xc
lu
de
d

E
xc
lu
de
d

E
xc
lu
de
d
bu

t:
PD

>
C

E
xc
lu
de
d
bu

t:
PD

>
C

PD
=

C
E
xc
lu
de
d
bu

t:
PD

>
C
a

A
pa

th
y

PD
>
C
a

D
ys
th
ym

ia

A
le
xi
th
ym

ia
aP

D
A
>
n
aP

D

N
ot
e:
B
la
n
k:

n
ot

re
co
rd
ed
/n
ot

re
po

rt
.N

or
m
al
:P

D
pa

ti
en

ts
w
it
h
n
o
co
gn

it
iv
e
im

pa
ir
m
en

ts
.

A
bb

re
vi
at
io
n
s:
aP

D
,a
le
xi
th
ym

ic
Pa

rk
in
so
n
’s
di
se
as
e;
C
,c
on

tr
ol

gr
ou

p;
L
E
D
D
,L

ev
od

op
a
E
qu

iv
al
en

t
D
ai
ly

D
os
e;
n
aP

D
,n

on
al
ex
it
h
ym

ic
Pa

rk
in
so
n
’s
di
se
as
e;
P
D
,P

ar
ki
n
so
n
’s
di
se
as
e
pa

ti
en

ts
gr
ou

p.
a T
h
e
di
ff
er
en

ce
w
as

st
at
is
ti
ca
lly

si
gn

if
ic
an

t.

COLAUTTI ET AL. 7527



T
A
B
L
E

5
A

O
ve
rv
ie
w
of

th
e
re
la
ti
on

sh
ip
s
be
tw

ee
n
pe
rf
or
m
an

ce
in

th
e
IG

T
an

d
ot
h
er

m
ea
su
re
s
in

PD
pa

ti
en

ts
(r
el
at
io
n
sh
ip
s
be
tw

ee
n
th
e
IG

T
an

d
ge
n
er
al

ch
ar
ac
te
ri
st
ic
s
of

PD
pa

ti
en

ts
)

St
ou

t
et

al
.(
20
01
)

C
ze
rn

ec
k
i

et
al
.(
20
02
)

T
h
ie
l

et
al
.(
20
03
)

P
er
re
tt
a

et
al
.(
20
05
)

M
im

u
ra

et
al
.(
20
06
)

P
ag

on
ab

ar
ra
ga

et
al
.(
20
07
)

K
ob

ay
ak

aw
a

et
al
.(
20
08
)

E
u
te
n
eu

er
et

al
.(
20
09
)

K
ob

ay
ak

aw
a

et
al
.(
20
10
)

A
ge

� ρ
=

�.
46

p
<

.0
5

n
.s
.

n
.s
.

n
.s
.

n
.s
.

E
du

ca
ti
on

+ ρ
=

.4
5

p
<

.0
5

n
.s
.

n
.s
.

n
.s
.

Se
ve
ri
ty

of
PD

n
.s
.

n
.s
.

n
.s
.

n
.s
.

D
u
ra
ti
on

/o
n
se
t
of

PD
n
.s
.

n
.s
.

n
.s
.

n
.s

n
.s
.

M
ot
or

im
pa

ir
m
en

t
n
.s
.

n
.s
.

R
el
at
io
n
sh
ip
s
be
tw

ee
n
IG

T
an

d
P
D
tr
ea
tm

en
ts

T
yp

e
of

m
ed
ic
at
io
n

n
.s
.

n
.s
.

n
.s
.

D
os
ag
e

n
.s
.

n
.s
.

n
.s
.

n
.s
.

R
el
at
io
n
sh
ip
s
be
tw

ee
n
IG

T
an

d
ot
h
er

ov
er
al
lm

ea
su
re
s

M
M
SE

n
.s
.

n
.s
.

n
.s
.

n
.s
.

n
.s
.

n
.s
.

M
D
R
S/
co
gn

it
iv
e

im
pa

ir
m
en

t
n
.s
.

n
.s
.

� ρ
=

�.
56

p
=

.0
01

n
.s
.

E
xe
cu
ti
ve

fu
n
ct
io
n

n
.s
.

� ρ
=

�.
59

p
<

.0
1

n
.s
.

n
.s
.

n
.s
.

n
.s
.

D
ep
re
ss
io
n

+ E
ar
ly
:

r
=

.5
1

p
<

.0
5

n
.s
.

+ ρ
=

�.
41

p
<

.0
5

n
.s
.

n
.s
.

A
pa

th
y

n
.s
.

n
.s
.

A
le
xi
th
ym

ia

E
m
ot
io
n
al

di
so
rd
er
s

n
.s
.

B
IS
-1
1
se
lf
-c
on

tr
ol

su
bs
ca
le

(C
on

ti
n
ue

s)

7528 COLAUTTI ET AL.



T
A
B
L
E

5
A

(C
on

ti
n
ue

d)

P
ol
et
ti

et
al
.(
20
10
)

P
ol
et
ti
,

F
ro
si
n
i,

et
al
.(
20
11
)

G
es
ch

ei
d
t

et
al
.(
20
12
)

G
es
ch

ei
d
t

et
al
.(
20
13
)

M
ap

el
li

et
al
.(
20
14
)

B
u
el
ow

et
al
.

(2
01
4)

X
i

et
al
.(
20
15
)

K
ob

ay
ak

aw
a

et
al
.(
20
17
)

K
jæ

r
et

al
.(
20
20
)

A
ge

n
.s
.

n
.s
.

n
.s
.

E
du

ca
ti
on

n
.s
.

n
.s
.

n
.s
.

Se
ve
ri
ty

of
PD

n
.s
.

n
.s
.

n
.s
.

D
u
ra
ti
on

/o
n
se
t
of

PD
n
.s
.

n
.s
.

n
.s
.

M
ot
or

im
pa

ir
m
en

t
n
.s
.

R
el
at
io
n
sh
ip
s
be
tw

ee
n
IG

T
an

d
P
D
tr
ea
tm

en
ts

T
yp

e
of

m
ed
ic
at
io
n

D
os
ag
e

n
.s
.

n
.s
.

n
.s
.

+ r
=

n
.a
.

p
<

.0
5

R
el
at
io
n
sh
ip
s
be
tw

ee
n
IG

T
an

d
ot
h
er

ov
er
al
lm

ea
su
re
s

M
M
SE

n
.s
.

n
.s
.

n
.s
.

n
.s
.

M
D
R
S/
co
gn

it
iv
e

im
pa

ir
m
en

t

E
xe
cu
ti
ve

fu
n
ct
io
n

n
.s
.

n
.s
.

n
.s
.

n
.s
.

D
ep
re
ss
io
n

n
.s
.

n
.s
.

n
.s
.

n
.s
.

n
.s
.

A
pa

th
y

� F
=

�.
48
8

p
=

.0
05

A
le
xi
th
ym

ia
+ 2
bl
oc

k
:

r=
.0
55
9

p
=
0.
01
3

� 4
bl
oc

k
:

r
=

�.
48
8

p
=

.0
34

5
bl
oc

k
<
:

r
=

�.
66
6

p
=

.0
2

E
m
ot
io
n
al

di
so
rd
er
s

B
IS
-1
1
se
lf
-c
on

tr
ol

su
bs
ca
le

� ρ
=

�.
36

p
=

.0
5

N
ot
e:
B
la
n
k:

n
ot

re
co
rd
ed
/n
ot

re
po

rt
ed
.�

:n
eg
at
iv
e
re
la
ti
on

.+
:p

os
it
iv
e
re
la
ti
on

.I
n
bo

ld
:s
ig
n
if
ic
an

t
re
su
lt
s.
n
.s
.:
n
o
si
gn

if
ic
an

t
re
la
ti
on

.

COLAUTTI ET AL. 7529



T
A
B
L
E

5
B

O
ve
rv
ie
w
of

th
e
re
la
ti
on

sh
ip
s
be
tw

ee
n
pe
rf
or
m
an

ce
in

th
e
IG

T
an

d
ot
h
er

m
ea
su
re
s
in

PD
pa

ti
en

ts
(R
el
at
io
n
sh
ip
s
be
tw

ee
n
th
e
IG

T
an

d
ot
h
er

ta
sk
s)

St
ou

t
et

al
.(
20
01
)

C
ze
rn

ec
k
i

et
al
.(
20
02
)

T
h
ie
l

et
al
.(
20
03
)

P
er
re
tt
a

et
al
.(
20
05
)

M
im

u
ra

et
al
.(
20
06
)

P
ag

on
ab

ar
ra
ga

et
al
.(
20
07
)

K
ob

ay
ak

aw
a

et
al
.(
20
08
)

E
u
te
n
eu

er
et

al
.(
20
09
)

K
ob

ay
ak

aw
a

et
al
.(
20
10
)

V
is
ua

lp
er
ce
pt
ua

la
bi
li
ti
es

n
.s
.

D
ig
it
sp
an

n
.s
.

n
.s
.

n
.s
.

V
is
ua

lm
em

or
y

n
.s
.

n
.s
.

A
ud

it
or
y/
ve
rb
al

m
em

or
y

n
.s
.

� ρ
=

�.
56

p
=

.0
01

L
ab
yr
in
th
s
(W

A
IS
)

n
.s
.

St
ro
op

n
.s
.

n
.s
.

n
.s
.

T
ow

er
of

L
on

do
n

W
is
co
n
si
n
C
ar
d
So

rt
in
g/
m
od

if
ie
d

ve
rs
io
n

n
.s
.

n
.s
.

n
.s
.

n
.s
.

V
er
ba
lf
lu
en

cy
:P

h
on

em
ic

n
.s
.

n
.s
.

� ρ
=

�.
52

p
=

.0
09

V
er
ba
lf
lu
en

cy
:S

em
an

ti
c

n
.s
.

n
.s
.

� ρ
=

�.
42

p
=

.0
1

F
A
B

R
ea
di
n
g
th
e
M
in
d
in

th
e
E
ye
s

+ r
=

.5
9

p
<

.0
1

n
.s
.

(C
on

ti
n
ue

s)

7530 COLAUTTI ET AL.



T
A
B
L
E

5
B

(C
on

ti
n
ue

d)

P
ol
et
ti

et
al
.(
20
10
)

P
ol
et
ti
,C

av
ed

in
i,
an

d
B
on

u
cc
el
li
(2
01
1)

G
es
ch

ei
d
t

et
al
.(
20
12
)

G
es
ch

ei
d
t

et
al
.(
20
13
)

M
ap

el
li

et
al
.(
20
14
)

B
u
el
ow

et
al
.(
20
14
)

X
i

et
al
.(
20
15
)

K
ob

ay
ak

aw
a

et
al
.(
20
17
)

K
jæ

r
et

al
.(
20
20
)

V
is
u
al

pe
rc
ep
tu
al

ab
il
it
ie
s

n
.s
.

D
ig
it
sp
an

n
.s
.

V
is
u
al

m
em

or
y

A
ud

it
or
y/
ve
rb
al

m
em

or
y

n
.s
.

L
ab
yr
in
th
s
(W

A
IS
)

St
ro
op

n
.s
.

n
.s
.

T
ow

er
of

L
on

do
n

n
.s
.

W
is
co
n
si
n
C
ar
d
So

rt
in
g/

m
od

if
ie
d
ve
rs
io
n

n
.s
.

V
er
ba
lf
lu
en

cy
:P

h
on

em
ic

V
er
ba
lf
lu
en

cy
:S

em
an

ti
c

F
A
B

n
.s
.

n
.s
.

R
ea
di
n
g
th
e
M
in
d
in

th
e
E
ye
s

+ r
=

.5
8

p
=

.0
2

N
ot
e:
B
la
n
k:

n
ot

re
co
rd
ed
/n
ot

re
po

rt
ed
.�

:n
eg
at
iv
e
re
la
ti
on

.+
:p

os
it
iv
e
re
la
ti
on

.I
n
bo

ld
:s
ig
n
if
ic
an

t
re
su
lt
s.
n
.s
.:
n
o
si
gn

if
ic
an

t
re
la
ti
on

.

COLAUTTI ET AL. 7531



between the studies because different scoring
procedures—as appears from Table 2—were applied.

Only few papers reported the total amount of money
that players had at the end of the game (Table 2, second
row), a measure that expresses the overall efficacy of the
decision process. In all cases, PD patients showed a sig-
nificantly lower amount of money at the end of the game
compared with healthy controls (Kobayakawa
et al., 2008; Kobayakawa et al., 2010; Mimura
et al., 2006). The sum of money left when the game is
over depends mostly on the decision of the player to pick
up cards from advantageous rather than disadvantageous
decks, even if a partial role of chance cannot be discarded

(for instance, if the player is lucky, in the last part of the
game, he/she may pick up cards with no high penalties
from the risky decks, so increasing the total amount of
money earned).

Thus, counting the number of selections from the two
kinds of decks is a more proper measure of the decision
behaviour of the participants (Table 2, third and fourth
rows). In some studies (Perretta et al., 2005; Thiel
et al., 2003) the absolute number of choices of advanta-
geous decks, irrespectively of the number of risky selec-
tions, was computed. The same was done also for the
number of choices of disadvantageous decks (Kjær
et al., 2020). In other studies (Euteneuer et al., 2009;
Gescheidt et al., 2012; Gescheidt et al., 2013; Kjær
et al., 2020; Kobayakawa et al., 2008; Kobayakawa
et al., 2010, 2017; Mapelli et al., 2014; Pagonabarraga
et al., 2007; Poletti, Frosini, et al., 2011; Xi et al., 2015),
the number of choices of disadvantageous decks was sub-
tracted from the number of advantageous choices in
order to have a weighted measure. Globally, PD patients
tended to show an overall preference toward disadvanta-
geous decks (even though the effects reached the level of
statistical significance in nine out of 14 studies). Also,
this measure, however, has the limit to be potentially
influenced by chance: In the first phase of the game, the
selection of cards from the decks is random, so that a
player might select a high number of risky cards without

F I GURE 1 Forest plot of the IGT net score

differences between PD group and healthy

control group

F I GURE 2 Funnel plot of the effect sizes of the considered

studies
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the intention of doing so. The total number of risky
choices might be therefore partially influenced by the
early, unaware selections. The role of chance can be
excluded considering the number of selections in each
block of trials. Unfortunately, investigators used different
criteria to collapse trials in blocks (block sizes ranged
from 10 to 60 trials; see Table 2, first row), so preventing
us from properly comparing the outcomes of the different
studies. Therefore, a valid alternative can be to consider
choices in the second phase of the game, namely, when
players have acquired enough experience to realize that
decks are not equally rewarding/punishing. By counting
the number of selections of advantageous choices in the
second part of the task (Table 2 fourth row), it appears
that the tendency toward this option was lower in PD
patients in 11 out of 14 studies, and in six of them, the
difference with healthy controls was significant
(Gescheidt et al., 2012; Kjær et al., 2020; Kobayakawa
et al., 2008; Kobayakawa et al., 2010, 2017; Mapelli
et al., 2014), while, among the other studies, it is worth
noting that controls chose a higher number of advanta-
geous cards in the middle part of the game (from the
50th to the 70th trials) than PD patients did, with a
decrease in the last 30 trials, which approximated their
selections to those of patients (Perretta et al., 2005), or a
lower performance of patients was recorded only in the
second round of the IGT (Czernecki et al., 2002). Instead,
Poletti, Frosini, et al. (2011) found that in de novo PD
patients, the total mean score of each block tended to
increase from the first to the fifth block, but, analysing all
the patients, the authors reported that 14 patients
recorded a score above 0, whereas 10 patients recorded a
score below 0. So, without a healthy control group for
comparing the performance, we can only hypothesize a
possible tendency to recognize disadvantageous and
advantageous decks. In this way, Stout et al. (2001) were
the only authors who failed to find a different increase of
the rates of selection of safe cards between controls and
PD patients along the course of the task.

However, the emerging discrepancy cannot be easily
put apart, because we have to highlight other controver-
sial findings concerning the diachronic aspects of players’
behaviour across the game. In fact, in three investigations
(Czernecki et al., 2002; Poletti et al., 2010; Stout
et al., 2001), PD patients showed to have learned to move
from the initial disadvantageous choices to an increased
rate of advantageous choices, a change along the task
which is typical in healthy subjects. However, in some
studies, the diachronic pattern of performance in the IGT
by PD patients did not differ from the healthy controls
one, even though the net score by the former group was
lower (Euteneuer et al., 2009; Xi et al., 2015). In other
studies, although a mild learning effect was appreciable,

it was lower than that obtained by healthy controls (Kjær
et al., 2020; Mapelli et al., 2014; Perretta et al., 2005). If
we focus on the final stage of the IGT, in some studies
(Czernecki et al., 2002; Mapelli et al., 2014; Perretta
et al., 2005; Poletti et al., 2010; Poletti, Frosini,
et al., 2011; Stout et al., 2001; Xi et al., 2015), PD patients
finished the game by showing the preference for advanta-
geous decks, so proving to be not risk seekers, whereas six
studies (Gescheidt et al., 2012; Kobayakawa et al., 2008;
Kobayakawa et al., 2010, 2017; Mimura et al., 2006;
Pagonabarraga et al., 2007) reported an opposite trend,
namely, a progressive increase of risky selections across
the game in PD patients (Table 2, sixth row), and two
studies described a generalized overselection of risky
cards (Buelow et al., 2014; Thiel et al., 2003).

Finally, few studies reported additional measures, as
the number of shifts from advantageous to disadvanta-
geous cards and vice versa (Gescheidt et al., 2012; Kjær
et al., 2020), the percentage of selection for each deck in
the latter blocks (including Trials 61–100) (Buelow et al.,
2014) and the percentage of used negative feedback
(Euteneuer et al., 2009), consisting in counting every
time the participant, after having received a negative
feedback, in the following trial did not persist in choos-
ing a disadvantageous option. By considering these mea-
sures, it appears that PD patients tend to adopt a more
disadvantageous strategy, compared with the healthy
controls, both choosing more frequently the decks that
led them to a loss (Buelow et al., 2014; Gescheidt
et al., 2012; Kjær et al., 2020) and using negative feed-
back to a lesser extent (Euteneuer et al., 2009) than the
healthy control group.

In conclusion, as far as the overall performance in the
IGT is concerned, investigations mostly showed that PD
patients are less proficient and choose risky decks in the
whole game more often than healthy individuals. How-
ever, it is unclear if the typical pattern that emerged in
healthy subjects—that is, the progressive change from
the prevalent choice of disadvantageous decks to that of
advantageous decks and the establishment of a risk-
avoidant attitude—fails to be shared by PD patients.

3.3 | Features of the task

How can we explain the inconsistencies among the stud-
ies? The first attempt was to give reasons for such incon-
sistencies by checking whether methodological issues can
explain the differences of the results. Thus, we re-
examined the papers by a thorough analysis of the fea-
tures of the versions of the IGT applied in the studies, as
well as of procedures (as far as they are described in the
papers; see Table 3).
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A possible variable influencing performance in the
IGT was the format of the game. However, as appeared by
comparing the version consisting of physical cards to be
picked up (Mimura et al., 2006; Perretta et al., 2005; Stout
et al., 2001) and the computerized, virtual version (where
the decks were displayed on a screen, as it appears in
most of the studies considered), in the majority of the
studies, both versions produced similar patterns of
responses (namely, lack of differences between PD
patients and controls in the first pair of studies and, at
least in part, the presence of differences in the
second ones).

Some perceptual features of the cards might constitute
a facilitation or obstacle to discover the advantageous/
disadvantageous nature of the deck. However, when the
cover sides of the decks were coloured differently
(as specified by Perretta et al., 2005)—a visual aspect that
might provide players an implicit hint at identifying the
different nature of the corresponding decks and/or might
serve as a memory aid—no clear benefit in PD patients
was found.

We have no reason to suspect that different ways of
responding—such as clicking on the mouse (Czernecki
et al., 2002) versus pressing a button on a keyboard
(Thiel et al., 2003) versus physically turning cards
(Mimura et al., 2006)—influenced performance in the
IGT, because in all these cases, simple actions to be done
with fingers were requested.

It is more likely that the feedback given after card
selection might affect the identification of the kinds of
decks, because such a feedback can reinforce the reward-
ing versus punishing consequences of the choice. In the
majority of the studies (Euteneuer et al., 2009; Gescheidt
et al., 2012; Gescheidt et al., 2013; Kobayakawa
et al., 2010, 2017; Mapelli et al., 2014; Mimura
et al., 2006; Poletti et al., 2010; Poletti, Frosini,
et al., 2011; Xi et al., 2015), it is reported that participants
won or lost some money after every selection of card, but
unfortunately, no additional information has been given.
In Stout et al.’s (2001) study, the amount of won or lost
related to the chosen card was written behind each of
them, and a reward/loss of money occurred immediately
after. In Thiel et al.’s (2003) study, participants were told
how much money they won and lost, whereas in
Czernecki et al.’s (2002) study, such a message appeared
onto the computer screen. Gains and losses were written
in different colours on the cards employed by Perretta
et al. (2005). All these devices seem to play no role in
modulating participants’ responses. Pagonabarraga
et al. (2007) stressed the positive or negative feature of
the consequence of the card choice by associating a
happy face and a specific sound with the message follow-
ing a winning choice and a sad face and a different sound

with the message following a losing choice. These visual
and auditory stimuli reinforce the hedonic valence of the
feedback and help the player to remember the conse-
quence of the cards picked up from that deck. However,
if we assume that in the papers where this kind of feed-
back was not described or specified (e.g., Buelow et al.,
2014; Kjær et al., 2020; Kobayakawa et al., 2008) it did
not occur or it occurred as for the majority of the comput-
erized paradigms, we are induced to figure out that it is
not the factor responsible for the differences in PD
patients’ performance.

Finally, also the way in which the choices determined
changes in the player’s financial conditions was not influ-
ential. Similar responses were determined by using play
money to remunerate wins and to have money back in
case of losses (as it explicitly happened in 14 studies;
Euteneuer et al., 2009; Kjær et al., 2020; Kobayakawa
et al., 2008; Kobayakawa et al., 2010, 2017; Mapelli
et al., 2014; Mimura et al., 2006; Pagonabarraga
et al., 2007; Perretta et al., 2005; Poletti et al., 2010; Pole-
tti, Frosini, et al., 2011; Stout et al., 2001; Thiel
et al., 2003; Xi et al., 2015) and by showing the increase
and the decrease of the player’s money after each choice
by displaying a green bar onto the computer screen
which becomes longer or shorter as a consequence of,
respectively, gains and losses (Czernecki et al., 2002).

3.4 | Participants’ characteristics

The second attempt was to check whether the features of
the patients (Table 4) could give reason for the inconsis-
tencies in the results. The size of the sample—which
might explain, if small, the lack of statistical power in
testing the differences between patients and controls—
seems not to be responsible. It is true that two studies
with a large clinical sample (Kobayakawa et al., 2008;
Pagonabarraga et al., 2007) brought convincing evidence
of a PD patients’ impairment in the IGT. However, also
in Perretta et al.’s (2005) study, more than 30 patients
were recruited, but nevertheless, clear differences failed
to emerge.

The inspection of Table 4 suggests that age cannot be
responsible for the inconsistencies in the results, because
clear deficits in PD patients failed to emerge in studies
involving patients with both low (Czernecki et al., 2002)
and high (Euteneuer et al., 2009) mean ages.

Because of analogous motives, the possible influenc-
ing role of education, duration of the disease and dose of
medications can be excluded. The mean number of years
of education was both low (Czernecki et al., 2002; Poletti
et al., 2010; Poletti, Frosini, et al., 2011) and high (Stout
et al., 2001) in studies failing to show PD patients’
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impairment in the IGT, as well as in studies reporting
such an impairment (Kjær et al., 2020; Kobayakawa
et al., 2008; Kobayakawa et al., 2017; Pagonabarraga
et al., 2007). The exclusion of age and education is also
supported by the lack of correlations between these two
variables and performance in the IGT (Table 5a), with
the exception of, respectively, the negative and positive
correlations found by Czernecki et al. (2002) (it has to be
noted that the clinical sample investigated by Czernecki
et al. was atypical: It is the only study in which such cor-
relations occurred; Table 5a).

The same was true for duration of the disease (low in
Stout et al.’s, 2001 study and high in Czernecki
et al.’s, 2002 study, both failing to support PD patients’
impairment).

Other possible factors influencing the performance in
the IGT were the severity of the PD and the age of onset.
Indeed, we observe that the impaired responses in the
IGT emerged in studies where patients obtained the low-
est mean value in the Hoehn and Yahr index of PD sever-
ity (Gescheidt et al., 2012; Kobayakawa et al., 2008;
Kobayakawa et al., 2017). In this way, also when it was
higher than 3.0 (both in Czernecki et al.’s, 2002 study
about off-condition patients and in Perretta et al.’s, 2005
studies), the results were not consistent.

If we consider the investigations where the age of
onset of the illness was recorded, we realize that the
expected atypical pattern of responses in the IGT did not
emerge or tended to emerge when such age was low,
namely, below 45 years old (Czernecki et al., 2002;
Gescheidt et al., 2012). When the age of onset was high,
the atypical pattern emerged in some cases (Kjær
et al., 2020; Kobayakawa et al., 2008) but not in others
(Poletti et al., 2010; Poletti, Frosini, et al., 2011). How-
ever, regarding this latter comparison, more data are
needed, because a large part of the considered studies did
not report this piece of information and in the studies
conducted by Poletti et al. (2010) and Poletti, Frosini,
et al. (2011), the patients showed peculiar conditions
(they were de novo patients). In general, neither the
severity of the illness nor the age of onset resulted to be
correlated to the performance in the IGT (Table 5a).

The dose of medications has to be excluded, too. It
was low in Perretta et al.’s (2005) study and high in
Czernecki et al.’s (2002) study, with both studies showing
no significant differences between patients and controls
in the diachronic aspects of behaviour held in the IGT.
This conclusion is also supported by the findings of the
studies explicitly aimed at comparing different pharma-
cological treatments (Czernecki et al., 2002;
Pagonabarraga et al., 2007; Stout et al., 2001), which
failed to show differences depending on the pharmaco-
logical condition. Only in Kjær et al.’s (2020) study a

significant relation between levodopa and dopamine ago-
nist dosage and IGT performance was detected through
regression analysis, even if it explained only a very small
portion of variance (R2 = .04, F = 68.28, p < .001). So
clear conclusions cannot be drawn regarding the possible
influence of different pharmacological treatments on the
IGT, even if when drug intake had never occurred,
patients performed similarly to healthy controls (Poletti
et al., 2010), also showing a learning effect (Poletti
et al., 2010; Poletti, Frosini, et al., 2011).

General intellectual efficiency has to be discarded as a
possible explaining factor as well. Mini-Mental State
Examination (MMSE) scores were within the normal
range in 10 studies (Table 4, Rows 10 and 11; Buelow
et al., 2014; Gescheidt et al., 2012; Gescheidt et al., 2013;
Kjær et al., 2020; Kobayakawa et al., 2008; Kobayakawa
et al., 2010, 2017; Mapelli et al., 2014; Mimura
et al., 2006; Xi et al., 2015) supporting PD patients’
impairment in the IGT and in three studies (Euteneuer
et al., 2009; Poletti et al., 2010; Poletti, Frosini,
et al., 2011) failing to support it. Executive functions
(Table 4, Row 12) were less proficient in PD patients rec-
ruited in two studies (Mimura et al., 2006; Xi et al., 2015)
strongly supporting the impairment and in three studies
(Czernecki et al., 2002; Euteneuer et al., 2009; Stout
et al., 2001) failing to support it. (The role of cognitive
and executive functions in the IGT will be discussed
later).

Finally, regarding the emotional states (Table 4, Rows
13–15), most of the studies excluded depression or
included only patients in the minimal depression range.
Where this variable was considered, in a study (Perretta
et al., 2005), the tendency to a typical trend in the IGT—
namely, the diachronically developing preference for
advantageous cards—emerged, whereas in others
(Kobayakawa et al., 2008; Mimura et al., 2006), it failed to
emerge. The same occurred with non-depressed patients,
who in some cases (Czernecki et al., 2002; Euteneuer
et al., 2009; Stout et al., 2001) exhibited the typical behav-
iour and in other cases (Gescheidt et al., 2012; Kjær
et al., 2020; Mapelli et al., 2014; Pagonabarraga
et al., 2007; Xi et al., 2015) failed to do so. In this regard,
Poletti, Frosini, et al. (2011) investigated differences
between mild depressed PD patients and PD patients with-
out this symptom, but no significant differences emerged
between the two groups. About the role of apathy, which
was measured by comparing patients and controls, only
few studies considered it (Buelow et al., 2014; Czernecki
et al., 2002; Stout et al., 2001) with conflicting results.
Other disorders related to emotions, such as alexithymia
(Table 4, Row 16), were investigated in PD patients only
in Poletti, Frosini, et al.’s (2011) study, so no comparison
can be done.
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3.5 | Conclusions

The application of the IGT to PD patients revealed in
most of the cases that they tend overall to prefer risky
choices, even when they might understand that this is
not the optimal behaviour to be held. The diachronic
development of such a tendency is unclear, with some
studies reporting that patients’ changes of their choices
across trials match what happens in healthy people
(namely, the progressive preference toward more advan-
tageous decks and final risk aversion) and other studies
showing discrepancies (lack of preference for advanta-
geous choices and lack of risk aversion). Reasons for the
controversial findings cannot be found solely in method-
ological differences due to the materials and/or the pro-
cedures. The only factors that might have affected the
results seem to concern a feature of the PD treatment:
Learning to choose the long-term remunerating options
and avoiding risk—that is, the trends which typically
occur in the IGT—failed to emerge when patients had
never taken dopamine medications. Unfortunately, only
two studies investigated de novo patients (and one of
them included no healthy controls), so that we need fur-
ther studies investigating this peculiar condition in order
to exclude a possible role played by other variables
(including the fact that de novo patients, being at the ini-
tial stage of the disease, can also present a lower cortico-
subcortical impairment, compared with more advanced
ones, which can affect the IGT performance, as also
Evens et al. (2016) assumed).

4 | RELATIONSHIPS BETWEEN
THE IGT AND GENERAL
COGNITIVE FUNCTIONING AND
EMOTIONAL STATUS

In several studies, PD patients were asked to perform,
besides the IGT, other tasks. Furthermore, the baseline
assessment that was carried out in some investigations
involved general measures of intellectual efficiency and
affective state. The overall consideration of the relation-
ships between IGT and these variables allows us to delve
into PD patients’ behaviour in the IGT.

4.1 | Cognitive functioning

As far as general intellectual functioning is concerned
(Tables 5a and 5b), we have already noted that in some
studies, where the preliminary assessment of the levels of
mental functioning showed that clinical subjects were
less efficient than controls, results about difference in the

diachronic pattern of response in the IGT between the
two groups were not consistent. In addition, MMSE
scores never resulted to be correlated to the IGT and
Mattis Dementia Rating Scale (MDRS) or other screening
tests for dementia failed to be correlated to the IGT in the
majority of cases. The only significant relationship was
found by Pagonabarraga et al. (2007), but it merits some
caveats (as well as correlations between the IGT and both
memory and verbal fluencies; see later), because it
emerged only in this study. Thus, the overall picture
induces us to maintain that impairments in the IGT
exhibited by PD patients are not due to the general intel-
lectual inefficiency.

4.2 | Emotional disorders

About depression, only in two out of 10 studies where this
variable was taken into account it was positively corre-
lated to the IGT (Kobayakawa et al., 2008; Perretta
et al., 2005). In case of apathy, just in one of three studies
where this variable was considered, a positive relation
with the preference for choosing long-term disadvanta-
geous decks emerged (Buelow et al., 2014).

4.3 | The ability to attribute emotions

The final remark concerns the ability to attribute emo-
tional states. The positive relation between the IGT and
this construct, mainly assessed through the Reading the
Mind in the Eyes Test, was strongly supported both by
Mimura et al. (2006) and by Xi et al. (2015), whereas it
was not supported by Euteneuer et al. (2009). Moreover,
regarding alexithymia, only one study investigated this
variable, in which a positive correlation was found
(Poletti, Frosini, et al., 2011).

5 | TOWARD AN EXPLANATION

Might the patterns of relationships between the IGT and
other variables help us in understanding the possible rea-
sons of the impairments in decision processes which were
observed in PD patients? As acknowledged by many
authors (e.g., Busemeyer & Stout, 2002), the IGT activates
a plurality of mechanisms. By summarizing the different
attempts made to provide a list of the mental processes
involved in the task, we can argue that performing the
IGT successfully requires three general kinds of skills:

1. Emotional skills: The player should both be sensible to
the concrete/emotional value (rewarding or
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punishing) of the outcomes and try to avoid losses
and increase gains.

2. Cognitive skills: The player is asked to focus and main-
tain attention on the decks, to remember the choice of
the decks he/she did and the consequent outcomes
and to identify the relationships between the kind of
decks and the corresponding kind of outcomes (con-
tingency learning).

3. Executive skills: The player is requested to suppress
the tendency to be attracted by high possible gains
(control of impulsivity and recklessness), to plan
choice strategies which allow him/her to obtain long-
term benefits and to shift from choices privileging
high immediate gains to choices guaranteeing delayed
cumulative gains.

The IGT requires a multiplicity of complex skills,
essential in decision-making processes, in order to under-
stand, identify and integrate relevant information toward
designated goals and inhibit impulsive replies
(Finucane & Gullion, 2010). So a focus on the cognitive
abilities underlying them is needed.

5.1 | Emotional components

As far as emotional skills are concerned, it was argued
that failures in the IGT may depend on the insensitivity
to reward and punishment and on the absence of care
about losses (Dunn et al., 2006; Witt, 2007). Functional
magnetic resonance imaging (fMRI) highlighted signifi-
cant differences between PD patients and healthy partici-
pants in functional connectivity of specific structures
involved in limbic loop following a punishment but not a
reward. In particular, when a punishment occurred, the
connectivity between the left anterior cingulate cortex
and the right globus pallidus internus was decreased in
PD patients, whereas it was increased in healthy controls
(Gescheidt et al., 2013). Coherently, analysing event-
related potentials (ERPs), Mapelli et al. (2014) found dif-
ferences between the clinical group and the control one
in processing feedback in the IGT. In detail, in the latter
group, there were significant differences in the ERPs’
morphology after loss and win outcomes, whereas in the
former group, the recorded morphology was the same
both after a reward and a punishment. Further evidence
is provided by the results about the lack of the typical
emotional psychophysiological response, revealed by skin
conductance, following the choice of risky decks in PD
patients (Euteneuer et al., 2009; Kobayakawa
et al., 2008).

From these data, we can conjecture that is not a gen-
eral indifference about what occurs (a trait which is

assessed by the self-report instruments mentioned above),
but an ineffective way to process different feedback and
the reduced emotional reaction to events, which have rel-
evant positive or negative consequences for the individ-
ual during the task, to be involved. The motivation to
maximize the performance in the IGT may be reduced
because of the emotional insensitivity to the expected
outcomes of one’s own choices (Xu et al., 2013).

5.2 | Cognitive components

Regarding cognitive skills, attention, even though never
directly tested, seems to play a minor role in the IGT
because each trial should stimulate the player’s arousal
due to the fact that he/she is asked to make a decision.
Furthermore, if players ceased to think of the choice to
be made because of the drop of attentional resources and
interest or boredom and tiredness, selections should
become erratic (Yechim et al., 2005), whereas studies
reported that not-random trends emerged.

Memory might be involved in the IGT, because if the
player focuses only on recent events and forget past
events, he/she fails to have in mind a sufficiently broad
repertoire of selections, which is the basis to identify the
specific features of the decks (Yechim et al., 2005). How-
ever, the accurate assessment carried out in some studies
by administering memory tests showed that verbal and
visual memory skills are not related to the IGT (with the
exception of the negative correlation between the IGT
and verbal memory found by Pagonabarraga et al., 2007).

A further possibility is that PD patients are impaired
in the IGT either because of their lack of capacity to form
stable associations between the choices they make and
the feedback that they receive as a consequence of their
choices (Brand et al., 2004) or because of their possible
slower learning, due to difficulties in associating each
deck with its benefits and risks (Buelow et al., 2014). To
prove the latter hypothesis, Buelow et al. (2014) added
100 additional trials to the IGT to test whether patients
only need more trials to associate negative and positive
outcomes to the corresponding decks. It emerged that
whereas in the prior traditional 100 trials, PD patients
significantly preferred one of the two disadvantageous
decks, in the additional trials, they preferred the other
disadvantageous one, so showing that it is not a matter of
further opportunities to learn deck–outcome associations.
However, when authors split the PD group into apathetic
and non-apathetic patients in their analyses, only the for-
mer group obtained significant differences regarding the
preference for disadvantageous decks in both the tradi-
tional and the additional trials, suggesting that the emo-
tional state may contribute to learning.

COLAUTTI ET AL. 7537



Possible impairments in contingency learning were
tested both by Czernecki et al. (2002) and Perretta
et al. (2005). In both cases, participants had to learn to
associate symbols to the corresponding events (rewards
or punishments in the former and good or bad weather
in the latter case). Czernecki et al. (2002) reported data
only about participants’ performance after they had
acquired the symbol-feedback association, namely, when
such an association was reversed; so we cannot know if
PD patients were less efficient than controls in learning
stimulus–consequence contingencies. Perretta
et al. (2005) instead reported data about all the learning
process, by showing that late (but not early) PD patients
took more time than controls to learn the contingencies,
but reaching approximately the same rates of safe
responses as controls in the second phase of the task
(namely, after 50 out of 100 trials) (we have to keep in
mind that in the IGT the critical phase is the second one,
after players have experienced a wide series of deck-
wins/losses contingencies). Moreover, performance in the
IGT was not correlated to performance in the contin-
gency learning task. We also have to mention that
choices producing long-term negative wins/losses bal-
ance and preference toward risky selections were
observed by Brand et al. (2004) in PD patients engaged in
the Game of Dice Task, a task where the winning/losing
probabilities were explicitly set before the game started,
and so no stimulus–consequence contingencies had to be
inferred. Thus, in PD patients, contingency learning does
not seem to be responsible for decision-making failures.
In conclusion, as Kobayakawa et al. (2008) maintained,
the lack of correlations between the IGT and cognitive
functions in PD patients supports the notion that their
anomalies in decision making cannot be attributed to
cognitive deficits.

Brand et al. (2004) argued that PD patients’ impair-
ment in the IGT is associated with deficits, besides in
emotional feedback processing, also in the executive func-
tion. In fact, Brand, Recknor, et al. (2007) remarked that
in normal participants, only performance in the second
part of the IGT resulted to be correlated to executive
functions and to the Game of Dice Task. These authors,
in line with others (Buelow et al., 2014; Ko et al., 2010),
claimed that two processes are involved in the IGT:

1. Making decision under uncertainty (when the proba-
bility of success/failure associated to the alternatives
to be chosen are unknown: It is the case of the first
part of the IGT).

2. Making decisions under risk (when probability is
known, either because they are explicitly set—as in the
Game of Dice Task—or inferred from previous experi-
ence: This happens in the second part of the IGT).

Failures in executive function should explain PD
patients’ impairments in making decisions under risk.
However, we have previously observed that in some
studies, failures in the IGT emerged both in PD patients
with normal and in patients with lower levels of execu-
tive function (Tables 5a and 5b). Furthermore, in the
majority of cases, measures of executive function did
not result to be correlated to the IGT, except in
Pagonabarraga et al.’s (2007) study regarding fluency
tasks and in Xi et al.’s (2015) one regarding only the
semantic fluency. The spurious ‘frontal score’ recorded
by Czernecki et al. (2002) has to be excluded because it
cannot be interpreted because such an indicator was a
mixed, unclear score resulting from collapsing scores
obtained in a variety of different executive function
tests and from behavioural observations. In this way, it
is worth reporting the conclusions of the study by
Poletti et al. (2012), in which de novo patients were
split according to their mean total scores into ‘IGT-fail’
and ‘IGT-succeed’. There were no significant differ-
ences between groups about cognitive functioning,
showing that IGT performance cannot be ascribed to
classic measures of cognitive functions in which crucial
cerebral regions for the IGT—as the OFC—are not
involved.

Some authors argued that the way in which PD
patients carry out the IGT is affected by a specific aspect
of executive control, that is, the lack of ability to inhibit
an automatized response. Dunn et al. (2006) suggested
that PD patients’ failures in the IGT may depend on
reversal inability, namely, on a deficit in response inhibi-
tion, and Witt (2007) maintained that they depend on
impaired shifting from initial random responding to
choices based on the advantage criterion. However,
some studies lead to cast doubts about such conjectures.
Czernecki et al. (2002) reported that PD patients were
less proficient than controls in the reversal phase of the
contingency learning task they used, that is, when par-
ticipants, after having learned to associate given symbols
to the corresponding rewards or punishments, were
faced to further trials in which the stimulus–
consequence associations were inverted, and so had to
inhibit the tendency to respond according to the previ-
ously learned associations. Indeed, we have to note that
the inhibition of responses based on previously acquired
associations was required also in the extinction phase of
the task, where PD patients did not differ from controls.
Furthermore, PD patients’ performance in the reversal
learning task was not associated with performance in
the IGT. It is true that Cools et al. (2003) reported poorer
performance by PD patients (even only in the ‘off’ but
not in the ‘on’ state) in the switch task they employed:
However, performance in this task and performance in
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the decisional task they presented to patients (the box
game) were not correlated. Finally, neuropsychological
tests involving the inhibition of an automatic (Stroop
test) or automatized response and the switch to a new
criterion to produce the correct answer (Wisconsin Card
Sorting Test and some items of the Frontal Assessment
Battery) never resulted to be correlated to the IGT in PD
patients. It has also to be noted that the IGT does not
actually require shifting, because the player has not
developed a specific response tendency before he/she
realizes that certain decks are advantageous and conse-
quently comes to select them preferably. Therefore, as it
is highlighted by other studies (Oyama et al., 2011; Rossi
et al., 2010), it seems that the anomalies in the IGT
showed by PD patients cannot be ascribed neither to
general executive function deficits nor to specific deficits
in response inhibition and shifting.

There is, however, a different kind of inhibition that
may play a role in the IGT. This kind of inhibition is dif-
ferent from the inhibition considered above because the
latter concerns blocking a response—and eventually
shifting to another response—which is emotionally neu-
tral and is acquired through a learning process in which
that response had been associated to a given stimulus in
a conventional way. In this case, the individual has to
inhibit the tendency to expect—on the basis of the prior
experience—that the previous stimulus will be followed
by a stimulus of the same gender (as in the switch task
used by Cools et al., 2003) or that a symbol will be
followed by a certain information about whether
(Perretta et al., 2005) or by a point to be gained
(Czernecki et al., 2002). Different is the case of the inhibi-
tion of a response which is emotionally connoted and
naturally, but not conventionally rooted in the individ-
ual, as the tendency to choose risky options might be
(Biassoni et al., 2016; Salvatore et al., 2021). In this case,
inhibition concerns impulsivity, which has been shown
to be high in PD patients when they have to set a bet
(Cools et al., 2003). In the IGT, PD patients exhibited
their preference for risk (Dunn et al., 2006), choosing
options with higher winning but also with higher punish-
ment. Thus, the failure to shift from risky to safe deck
selections can be attributed to an impaired control of
impulses (Witt, 2007). This is in line with the negative
correlation between the IGT score and the Barratt Impul-
siveness Scale (self-control subscale) found by Poletti
et al. (2010). Moreover, the positive association between
performance in the IGT and depression reported in some
studies (Perretta et al., 2005 for early PD patients;
Kobayakawa et al., 2008) is consistent with this picture:
Depressed PD patients are less prompted to react impul-
sively to the options and so the need of inhibiting impul-
sive responses is low.

5.3 | Conclusion

The behaviour that PD patients hold in the IGT is the
result of two types of dysfunction: an impairment in the
reward processing, depending on the lacking sensitivity
for negative consequences deriving from risky choices,
and an impairment in impulse control (two failures that
are shared by pathological gambling, in which the abnor-
malities in decision making which PD patients show in
the IGT are emphasized).

6 | WHAT NEURAL CORRELATES
OF DECISION MAKING CAN TELL
US ABOUT PD PATIENTS ’
PERFORMANCE

Can the understanding of the neurobiological processes
associated with the execution of the IGT provide us fur-
ther insights to better comprehend the reasons for the
abnormalities in decision making shown by PD patients?
Even though Perretta et al. (2005) conjectured that in the
IGT a critical role is played by frontal regions, the actual
recording of neurobiological data during the IGT was
firstly carried out by Thiel et al. (2003) through positron
emission tomography (PET) data. These authors reported
the activation of both the cognitive loop (dorsolateral pre-
frontal cortex [dlPFC]–lateral OFC–left caudate nucleus)
and the limbic loop (mesial OFC–anterior cingulate
gyrus–ventral striatum–nucleus accumbens) in healthy
participants. On the contrary, in PD patients, the cogni-
tive loop was intact whereas the limbic loop was
impaired. If we consider other pathologies than PD, we
realize that abnormal behaviours in the IGT emerge in
patients with dysfunction in the ventromedial prefrontal
cortex (vmPFC) (Cavedini et al., 2002; Czernecki
et al., 2002; Dagher & Robbins, 2009)—a part of the PFC
involved in working memory, executive functions and
prediction of long-term consequences (Balconi
et al., 2018)—and in the limbic system (Thiel
et al., 2003), involved in feedback processing (Brand,
Grabenhorst, et al., 2007). Studies focusing on these two
lesion sites, namely, vmPFC and the limbic system,
showed no anticipatory electrodermal responses during
the IGT before choosing disadvantageous decks
(Bechara, 2004; Euteneuer et al., 2009), consistently with
Kobayakawa et al.’s (2008) and Euteneuer et al.’s (2009)
findings. Moreover, some authors (Clark et al., 2008;
Ibarretxe-Bilbao et al., 2009; Li et al., 2010) found that
the number of risky choices is linked to the OFC and the
limbic loop plays a key role in the performance of the
task. More specifically, according to neuroimaging stud-
ies, the limbic loop—bounding the mesial OFC to the
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ventral striatum and the OFC to the vmPFC—plays a key
role in ambiguous situations, such as the IGT (Bechara
et al., 1994; Hsu et al., 2005; Lawrence et al., 2009). Thus,
we are induced to search possible causes of the peculiari-
ties of decision making in PD in the limbic loop.

6.1 | The role of the limbic loop in
the IGT

Brand et al. (2004) observed that the processing of nega-
tive feedback (such as realising to have lost a high
amount of money in the IGT) is linked to the limbic loop,
even though also the temporopolar cortex and the amyg-
dala (which is involved in affectional-sensory integra-
tion)—which are connected to the OFC—might play a
role. The limbic loop connects the OFC to the ventral
striatum, and striatal dopamine transmission is impor-
tant for reward processing and learning contingencies in
probabilistic tasks (such as the IGT). The lack of dissocia-
tions between decision making and executive function
suggests, however, according to Brand et al. (2004), that
also the cognitive loop (mainly the dlPFC) is involved. In
conclusion, deficits in decision making depend on the
frontostriatal loop which connects basal ganglia with
both limbic and orbitofrontal projection cortices and
dlPFC, in line with conclusions of other studies
(Ibarretxe-Bilbao et al., 2009; Li et al., 2010; Salvatore
et al., 2021; Xi et al., 2015). These arguments were refined
by Brand et al. (2006), who claimed that in the first part
of the IGT—when players have to realize that the decks
have distinctive rewarding/punishing features—deficits
in reversal learning (associated with vmPFC) are rele-
vant; in the second part of the game, once such features
have been identified (namely, when it is only a matter of
risk, but not of uncertainty) and long-term strategies
have to be applied in a stable situation, executive func-
tions (associated with the dorsolateral sections of the
PFC) play a role. In sum, in taking a decision under
ambiguity or uncertainty the major role is played by the
OFC/ventromedial cortex, whereas deciding under risk
involves both the OFC/vmPFC (associated to feedback
processing) and the dlPFC (associated to the executive
function; Colombo et al., 2015; Oldrati et al., 2016;
Oldrati et al., 2018). Afterwards, decision-making pro-
cesses under risk result to be more dependent on execu-
tive functions than decision making under ambiguity
(Brand et al., 2006; Gleichgerrcht et al., 2010). These con-
jectures are in conflict with what emerged by analysing
thoroughly the behaviour of PD patients during the IGT
and the relationships between the IGT and other vari-
ables. Reversal learning does not seem to be impaired in
PD patients, who usually perform the first part of the IGT

as well as healthy people. PD patients—as the overall
prevalence of choosing risky decks in the IGT and the
lack of risk aversion in the IGT showed—are concerned
mostly with dealing with risk rather than with ambiguity
or uncertainty. However, the defective management of
risk exhibited by PD patients does not depend—as studies
showed—on failures on executive function.

Therefore, the dlPFC does not seem to be responsible
for the PD patients’ deficits in the IGT, as it was assumed
by Pagonabarraga et al. (2007), who rather argued in
favour of the role of the limbic loop only. They
maintained that the behaviour of the PD patients in the
IGT reveals a disorder in impulse control due to limbic
dysfunction: Excessive or pulsatile doses of dopaminergic
stimulation (needed to compensate motor changes) over-
stimulate the limbic regions, acting as a triggering factor
for impulse control. In their opinion, impairments in the
IGT do not depend on deficits in the dlPFC (because the
IGT performance is not related to executive function
tasks, which are associated with it).

6.2 | The effects of dopamine on the
limbic loop

It is worth mentioning the dopamine overdose hypothe-
sis. During the early stages of PD, putamen and dorsal
caudate nucleus are more damaged compared with ven-
tral striatum, which results less affected. It is assumed
that dopaminergic drugs overstimulate the
mesocorticolimbic dopaminergic system (Castrioto
et al., 2015), overdosing the ventral striatum
(Dirnberger & Jahanshahi, 2013; Gotham et al., 1988),
bound to the OFC. Consequently, on one hand, in tasks
involving putamen and dorsal caudate nucleus—like set-
shifting ones—performance is relatively preserved, reliev-
ing from the effect of medications. On the other hand, in
tasks depending on ventral striatum—like probabilistic
reversal learning and forms of implicit learning (like
those implicating rewards) (Pascucci et al., 2017; Vo
et al., 2018)—performance is impaired (Gotham
et al., 1988; Hiebert et al., 2019). Accordingly, it implies
that also the ability to use feedback may be involved
(Di Rosa et al., 2015).

The fact that in Pagonabarraga et al.’s (2007) study
IGT scores were negatively correlated to verbal fluency
can be explained by assuming that verbal fluency is a dis-
tinct aspect of executive function, which is associated to
inferior frontal gyrus, an area not involved in inhibition.
We observed that this ad hoc explanation is not needed if
the correlation between the IGT and verbal fluency is
conceived as an isolated finding which emerged only in
that study.
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The role of the limbic loop in impaired performance
in the IGT was stressed also by Torta and Castelli (2008).
They reminded that PD is associated to a cell loss in the
dopaminergic neural population in the mesolimbic and
mesocortical networks. Such loss, even though less pro-
nounced, occurs also to the ventral tegmental area
projecting to the nucleus accumbens, the amygdala and
the prefrontal cortices (including the OFC). Furthermore,
the mesolimbic pathways are activated when a reward
can be anticipated, but in PD patients, a striatal hyp-
oactivation was observed in this case. In addition, the
anticipation of a reward is reduced in PD, as revealed by
the amplitude of the stimulus preceding negativity (SPN),
a brain potential that occurs in the case of the anticipa-
tion of a motivationally relevant event. According to
these authors, the neural systems associated to reward
anticipation are impaired in PD, as it was mentioned pre-
viously. Reward anticipation is conceived by the authors
as follows. When the individual has to make a decision,
he/she represents to himself/herself the possible out-
comes so to be compared with information about internal
states and current goals. Such an integration yields an
outcome expectancy (namely, the representation of what
it is likely to occur as a consequence of the decision),
which is related to the OFC. In particular, midbrain
dopamine neurons respond to cues that predict reward
and to reward prediction errors (e.g., unexpected delivery
of reward) (Doya, 2008). Neural activity related to errors
in reward prediction has been recorded in the striatum,
and it is known that the anterior insula and the lateral
OFC respond to variance in predicted reward, as well as
that OFC is associated with risk taking and exploration
when action outcomes are uncertain. Furthermore, dopa-
mine in the anterior cingulate cortex plays a role when a
high reward is expected, so to motivate the subject to
choose an action requiring costs. The OFC is also con-
nected with the generation of emotions related to antici-
pate future events in making advantageous choices
(Bechara, 2004). In particular, lateral OFC seems to be
connected to punishment evaluation and recognition
(Lawrence et al., 2009), whereas medial OFC to reward
monitoring, important for choosing between immediate
and delayed reward or punishment (Elliott et al., 2000;
Kringelbach & Rolls, 2004). To confirm the importance of
the OFC in decision process under particular conditions,
Kobayakawa et al. (2017) showed an association between
IGT scores and decrease of the volume in lateral OFC in
both the hemispheres only in PD patients’ group, who
performed worse than the healthy group did.

To summarize, from literature, it emerges that dopa-
mine alterations can disrupt learning from the positive/
negative consequences of the actions (Frank et al., 2007;
Salvatore et al., 2021). In particular, the basal ganglia in

the substantia nigra, which is the primary source of dopa-
mine in the neostriatum, modulates the connections
between various parts of the PFC. More in details, these
mechanisms may affect the function of the striato-tha-
lamo-frontal pathways, with the possibility to impair the
function of the orbitofrontal and cingulated loops and to
disrupt the information flow to the ventromedial frontal
cortex and to the amygdala.

6.3 | The possible role of the amygdala

Other authors highlighted that not only OFC but also
amygdala can play a role in the tendency toward the pref-
erence of disadvantageous choices (Kobayakawa
et al., 2008; Peters et al., 2013; Tremblay et al., 2014). In
particular, the role of amygdala in the IGT was stressed
by Kobayakawa et al. (2008). They reminded that patients
with ventromedial prefrontal damages can produce skin
responses in the IGT, whereas PD patients failed to do
so. Furthermore, amygdala is also involved in emotion
reactions. When it is damaged, people can show impair-
ments also in mindreading and social cognition, as
proved by Mimura et al. (2006) and by Xi et al. (2015).
Coherently, Kawamura and Koyama (2007) concluded
that decision making in tasks similar to the IGT and
mindreading share the same brain mechanism involving
the amygdala. According to their explanation, amygdala
deficits produce the lack of triggering of emotional states
during the IGT, which in turn determines a reduced sen-
sitivity to risk, which induces PD patients to make risky,
disadvantageous choices.

6.4 | Conclusion

The conclusions most studies seem to agree with are
(1) the centrality of the limbic system, the basal ganglia
and the OFC in decision making involving rewards and
feedback processing; (2) the reduced involvement of the
dlPFC in the processes underlying the IGT and (3) the
possible role played by dopamine medications in deci-
sion making under uncertainty conditions, affecting
basal ganglia and structures involved in the
limbic loop.

7 | DISCUSSION

Because from literature an inconsistency about the pat-
tern of performance in the IGT emerged, we read in a
critical way the studies, with the aim to figure out possi-
ble causes of such variability among results, which also
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clearly appeared through the meta-analysis that was
reported in the present paper.

Wherever possible, we investigated the features of the
IGT and the demographic characteristics of the sample:
None of the considered variables seems to have an effec-
tive impact on the results. Further, we considered the fea-
tures of the disease: Data failed to show convincing
differences depending on them, in line with Evens
et al.’s (2016) review. In addition, we considered the dose
of medications taken by the patients. Direct correlations
with the IGT performance emerged only in the most
recent study (Kjær et al., 2020), showing that, at least in
part, dopamine intake can have an indirect effect on
the IGT.

7.1 | The role of cognitive functioning

We took into account the possible role played in the PD
patients’ performance in the IGT by intellectual function-
ing and the specific cognitive abilities. We found that a
particular case was the ability to attribute mental states. In
two out of three studies, the ability to recognize emotions
in non-executive and non-verbal conditions can be related
to the effective reference to emotions to generate appropri-
ate judgments in situations requiring choices. These results
seem to support Kawamura and Koyama’s (2007) conclu-
sions that mindreading ability and decision-making
tasks—such as the IGT—share a common brain mecha-
nism, involving the OFC and basal ganglia (Bodden
et al., 2013; Poletti & Bonuccelli, 2012). When damages
occurred, there is a lack of triggering emotional states.
This, during the IGT, can determine a reduced sensitivity
to risk and the consequent bias for PD patients to make
disadvantageous choices, accordingly with the assumption
that in PD, there is an impairment in the ability to antici-
pate the unrewarding consequences of risky decisions.

From studies that investigated the IGT performance
and its relation with cognitive abilities in patients with
focal lesions located in different brain regions, and specif-
ically in PFC, we can note that patients, when compared
with healthy controls, showed a worse performance in
the IGT, thus confirming that PFC is a crucial region for
decision-making abilities. On the other hand, mixed
results emerged concerning the association between the
IGT performance and cognitive abilities, with a particular
focus on the executive functions, presumably in part due
to the different aetiologies of the patients’ lesions. In
some studies, no correlation was found between the
decision-making performance and these functions
(Zinchenko & Enikolopova, 2017). In other cases, authors
(Ouerchefani et al., 2019) investigated the IGT dividing
the performance into two parts (according to Brand,

Recknor, et al., 2007). Regarding the second part, in
vmPFC-lesioned patients, the performance did not corre-
late with executive functions, whereas in patients with
lesions in dlPFC, whose performance did not significantly
differ from that of vmPFC patients, it was linked with
shifting and planning abilities. Moreover, the authors
highlighted that, whereas dlPFC patients acquired
explicit knowledge about which were the decks to be
selected as advantageous and which to be avoided as dis-
advantageous, patients with lesions in vmPFC did not.
Thus, even if the performance in IGT resulted similar in
both the clinical groups, it seems that difficulties in deci-
sion making were mainly due to different impairments in
the two groups: Whereas vmPFC patients failed both to
understand the long-term consequences based on previ-
ous experiences and to predict long-term consequences of
their choices (which may be read as a reversal learning
deficits), dlPFC patients failed to implement a consistent
and goal-oriented behaviour, which can be read as a
result of executive difficulties related to the IGT perfor-
mance. However, it is worth noting that these assump-
tions are to be meant with caution, because we cannot
exclude that, at least in part, deficits can be due not only
to the specific lesion site but also to possible disconnec-
tions between PFC regions (MacPherson et al., 2009). In
addition, analysing healthy samples, most of the studies
revealed that the IGT performance is linked to executive
functions, especially in their components of inhibition,
set shifting and planning abilities, mainly considering the
second part of the task (Brand, Recknor, et al., 2007;
Gansler et al., 2011; Ouerchefani et al., 2019; Suhr &
Hammers, 2010). This demonstrates that, in absence of
brain lesions, decision processes investigated through the
IGT can be associated to executive functions. Hence, an
interesting and complex picture emerges from these
results, comparing those found in PD patients (which
cannot be entirely overlapped to any of the situations
reported above about focal lesions, nor to the
aetiopathology, namely, focal vs. neurodegenerative):
The IGT can result sensitive to detect difficulties in deci-
sion making related to impairments attributable to PFC,
in which not only the total score or the number of advan-
tageous choices provides important information about
patients’ cognitive difficulties but also how he/she imple-
ments the decision strategy (e.g., asking patients the fea-
tures of the decks at the end of the task, with the aim of
understanding the reason of their choices).

7.2 | The role of emotions

The affective components may have a role in decision
making in cognitively unimpaired people, in which
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alexithymia, depression and anxiety modulate the deci-
sional process (see, e.g., Kano et al., 2011; Mueller
et al., 2010; Siqueira et al., 2018; Werner et al., 2009).
Hence, we can expect that PD patients’ behaviour in the
IGT can be affected by emotional variables.

Concerning emotional disorders, we considered
depression, indicating that it may contrast the impulsive
decision tendencies of PD patients. In this way, impulsiv-
ity should play a role in the IGT, leading to decisions
implying higher wins but also high losses, coherently
with Poletti et al.’s (2010) results.

A link between the IGT and the ability to recognize
emotions was reported by Poletti, Frosini, et al. (2011)
concerning alexithymia in de novo patients. Although
only this study considered such variable, it is worth not-
ing that the Authors suggested that this ability deserves
to be deepened in future investigations.

A better understanding of the emotional components
of the IGT would be of great value also for disentangling
the relation between motor and non-motor symptoms in
PD, which can affect information processing (Ehgoetz
Martens et al., 2015). On this way, it has been described a
link between anxiety, axial disturbances and motor symp-
toms, depression and cognitive functioning, including
decision making (Cubo et al., 2000; Šumec et al., 2017).
This can be of considerable importance especially in ref-
erence to patients’ everyday life and the negative conse-
quences that may occur. Understanding more deeply
these relationships can contribute to shed a light not only
on decision-making processing but also on innovative
ways to manage symptoms in PD, as Šumec et al. (2017)
suggested.

7.3 | The role of dopaminergic treatment

There may also be a more complex relationship between
the accounted variables and the individual characteristics
of the participants, more specifically differences in the
dopaminergic mechanisms.

Evens et al. (2016) argued that an impairment in PD
patients is appreciable in the IGT, but there is no evi-
dence that it is related to dopaminergic treatment effects,
according to results from few studies that assessed PD
patients during the ‘off’ state. Further research is needed,
considering that we cannot exclude that dopamine
replacement therapy can lead to neurobiological or
molecular long-term effects in circuits processing reward
(for neuroplasticity and plasticity in dopamine circuits,
see, e.g., Pignatelli & Bonci, 2015; Volkow & Morales,
2015) which may affect the IGT performance.

Therefore, it might be not exhaustive to study only
the short-term effects of withdrawals nor correlations or

regressions of performances of PD patients under treat-
ment to clarify the possible role played by dopamine
intake on decision making and feedback processing and
possible changes on these cognitive processes. This
claim, in combination with results from the studies of
Poletti et al. (2010) and Poletti, Frosini, et al. (2011)
with de novo patients, can provide an interesting pic-
ture, in which it is not only the dosage of drugs to be
investigated but also the presence or absence of dopa-
mine intake. From these findings, we propose two sug-
gestions for future research. The first one concerns the
need, as argued by Kjær et al. (2018), for longitudinal
studies to verify the progression of effects of decisional
impairments due to medications. In this vein, it would
be interesting to investigate these abilities also before
the first intake of dopaminergic drugs. The second sug-
gestion, as argued by Salvatore et al. (2021), regards the
possibility that further studies would aim to verify if
the IGT might be useful to detect impairments before
the occurrence of frank motor symptoms, which are
unequivocally linked to a dopaminergic dysfunction.
This is due to the characteristic of the IGT to be
supported by the mesocorticolimbic system, and there-
fore, it may be sensitive to a loss of dopaminergic
neurons.

7.4 | The role of metacognitive processes

Other variables not taken into account may affect
decision-making processes assessed by the IGT, such as
metacognitive abilities (Balconi et al., 2015; Bechara &
Damasio, 2002). Metacognition is essential to understand
decision-making processes (Wokke et al., 2020), above all
in complex conditions. Studies using fMRI highlighted
the activation of the frontoparietal control network,
including regions involved in the decision-making pro-
cesses per se (such as regions belonging to the PFC) (Qiu
et al., 2018). Metacognition includes the ability to evalu-
ate the consequences of the choices, as well as monitor-
ing and control processes (Wokke et al., 2017; Wokke
et al., 2020), and so it allows individuals to change their
strategies when feedback differs from the objective. It is
argued that subjects can fail to discriminate the adequacy
of decision process per se and the desirability of the con-
sequence derived by the choice. Hence, if the result is
worse than the expected one (like a loss), the decision is
judged as a bad one; otherwise, if the result is positive
(like a reward), the decision can be valued as a good one
(Colombo et al., 2010), even though it takes a loss in a
long-term perspective, as it could happen in the IGT. So
also this aspect may be interesting to deepen in future
studies.
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8 | CONCLUSION

In recent decades, both clinicians and researchers
showed an increased attention toward cognitive, affective
and behavioural impairments in PD, including decision-
making processes.

This paper examined and compared results from the
studies involving the IGT, one of the most used tasks to
assess decision-making processes in PD patients. Results
highlighted the multiplicity of methodologies used in the
studies to investigate the performance to the IGT, which
is also reflected in the great heterogeneity stressed by the
meta-analysis. Overall, the meta-analysis showed a weak
effect, where patients tended to prefer disadvantageous
decks whereas healthy participants chose mostly the
advantageous ones. From the analysis of the studies, we
can understand that PD may lead people to prefer risky
choices, probably due to an impairment in the ability to
anticipate the unrewarding consequences of them and/or
to an insensitiveness for punishment, as neurophysiologi-
cal and electrophysiological findings discussed in the
paper suggest.

It seems that performance in the IGT is not associated
with demographic features or to the level of cognitive
and executive functions of PD patients. Instead, some fac-
tors until now little investigated may play a role in the
IGT and deserve to be deepen in future research: the abil-
ity to recognize emotions, the level of impulsivity and the
performance before the initial dopamine drugs intake.
These factors can open up crucial research perspectives
to delve into the mechanisms underpinning decision-
making competencies in PD patients, with the further
aim to prevent possible impairments and to support their
decisional processes.

Decision-making abilities play a key role in patients’
quality of life and can affect their long-term goals, likely
including therapeutic compliance (Evens et al., 2016;
Salvatore et al., 2021). In this regard, it is worth remem-
bering that the use of dopaminergic drugs, in particular
dopamine receptor agonists, can lead patients to develop
ICDs (e.g., see Maréchal et al., 2015), with detrimental
consequences also in everyday life decision making.
Accordingly, it may be of interest to do a screening before
the beginning of the therapy, using validated tools as the
Questionnaire for Impulsive-Compulsive Disorders in
Parkinson’s disease (QUIP) (Weintraub et al., 2009). Such
instruments, together with the assessment of decision
making using the IGT, could be helpful to prevent nega-
tive consequences from possible psychiatric conditions in
these patients.

The present work differs from other reviews
(e.g., Evens et al., 2016), not only because we considered
even the latest studies but also we discussed evidence

from different points of view, examining, through a care-
ful analysis, features of the IGT, cognitive and emotional
components, neuroimaging data, electrodermal responses
and neurobiological processes, with the aim to provide a
multidomain overview and to shed a light on factors of
different nature that may affect the IGT performance in
PD patients. With the present work, we wished to offer
an integrated and complementary approach to the issue,
capturing and discussing also interesting aspects and
mechanisms that emerged from the reported studies, in
order to grasp possible crucial aspects, until now little
considered, regarding decision making in PD patients.
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