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Abstract Eight patients with idiopathic Parkinson’s disease (PD) were compared with a group of age-matched
controls on both reflexive saccade and antisaccade tasks.
While reflexive, visually guided saccades led to equivalent performance in both groups, PD patients were slower, made more errors, and showed reduced gain on antisaccades (AS). This is consistent with previous results
showing that PD patients have no difficulty with reflexive saccades but show deficiencies in a number of voluntary saccade paradigms. Moreover, visual information in
the form of landmarks improves AS performance more
for PD patients than controls, a finding analogous to results seen with other motor acts such as target-directed
pointing. Results are discussed in terms of a two-process
model of attention and eye movements.
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Introduction
Investigation of saccadic performance in patients with
Parkinson’s disease (PD) has suggested that they have
difficulty with certain classes of eye movements while
other types are unaffected. However, previous studies reveal a major anomaly concerning this pattern, which the
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present study addresses. We begin by briefly summarizing previous work on saccadic performance in PD.
Saccade tasks may be grouped into two distinct categories, reflexive and voluntary, and converging evidence
suggests that these two types of saccades may be under
the control of separate neural systems. For example, gain
adaptation of reflexive saccades does not transfer to voluntary eye movements, and similarly adaptation of voluntary saccades does not transfer to reflexive saccades
(Deubel 1995). Reflexive, or visually guided saccades as
they are sometimes referred to, require the subject to
make a saccade to a single-target stimulus as soon as it
appears. Ten studies have looked at reflexive saccade
performance in PD (see Table 1); only one of these
found any deficits for PD patients (Nakamura et al.
1991). Two studies (Kingstone et al. 1992; Roll et al.
1996) actually found enhanced performance for PD patients in the form of faster RT. Thus most evidence suggests that reflexive saccades are normal in PD (or may
conceivably be superior).1
Voluntary saccades require volitional control over the
eye movement, in contrast to the purely visually driven
reflexive saccade. Different paradigms have been used to
assess voluntary saccades in PD, including predictive,
remembered, and purely volitional saccades (see Table
1). While reflexive saccade tasks show little evidence for
deficits in PD, studies employing predictive, remembered and volitional saccades have almost universally
found some problems in PD. As Table 1 illustrates, of
the 15 studies which have assessed these latter types of
1 Six additional studies required subjects to make saccades to a
long sequence of targets, each occurring in random spatial locations at random times (Jones and De Jong 1971; White et al. 1983;
Bronstein and Kennard 1985; Gibson and Kennard 1987; Gibson
et al. 1987; Rascol et al. 1989). All six found some deficits for PD
patients. Various factors, including task complexity, patient fatigue
or even saccade amplitude could distinguish these studies from
those which require discrete, single saccades. For this reason we
limit consideration here to only those studies which require single
saccadic movements, either reflexive or voluntary. It is also worth
noting that motor sequencing itself is known to be an important
basal ganglia function (Benecke et al. 1987; Aldridge and Berridge 1998)
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Table 1 Summary of previous
studies investigating simple eye
movements in Parkinson’s disease (– indicates PD worse than
controls, + indicates PD better
than controls, 0 indicates no
significant difference)

Authors
Corin et al. (1970)
De Jong and Jones (1971);
Jones and De Jong (1970)
Corin et al. (1972)
Shibasaki et al. (1979)
Teravainen and Calne (1980)
White et al. (1983)
Carl and Wurtz (1985)
Bronstein and Kennard (1985)
Crawford et al. (1989a)
Crawford et al. (1989b)
Lueck et al. (1990)
Nakamura et al. (1991)
Lueck et al. (1992)
Ventre et al. (1992)
Kingstone et al. (1992)
Vidailhet et al (1994)
Kitagawa et al. (1994)
Fukushima et al. (1994)
Nakamura et al. (1994)
Vermersch et al. (1994)
Roll et al. (1996)
O’Sullivan et al. (1997)
Crevits and De Ridder (1997)
Hikosaka (1997)
Shaunak et al. (1999)

saccades in PD, all but one have found their performance
inferior to controls.
In general, then, PD patients appear to exhibit normal
saccadic performance when reflexive saccades are required but are impaired in controlling voluntary eye
movements. This is consistent with the suggestion that
there is a deficit in the internal but not the external control of attention in PD (Brown and Marsden 1988). The
voluntary-reflexive dissociation shown in saccadic
movements has also been suggested to characterize certain limb movements (Benecke et al. 1986).
A notable exception to the prevalent pattern in saccadic behavior is the performance of PD patients on antisaccade (AS) tasks. In an AS paradigm, subjects are
shown a target stimulus and must make a saccade as
soon as it appears, but in the opposite direction to the
stimulus (Hallett and Adams 1980). This is usually categorized as a voluntary type of saccade. Two aspects of
this task make requirements on voluntary control processes. First, one must inhibit the tendency to make reflexive saccades to the target stimulus. Second, one must
plan and execute a purely voluntary eye movement to a
spatial location that is not driven by any type of visual
input. In normal individuals, AS response latencies are
much slower than latencies on the corresponding reflexive saccade task, and there is a tendency to make erroneous saccades to the target instead of in the opposite direction as required. Given the deficits shown by PD patients on other types of voluntary saccades, it is reasonable to expect that they would tend to show similar difficulties on an AS task.
Six studies have looked at AS performance in PD,
and the results are mixed and contradictory. Three found
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no significant difference between the performance of PD
patients and controls (Lueck et al. 1990; Fukushima et
al. 1994; Vidailhet et al. 1994). Two studies (Kitagawa et
al. 1994; Crevits and De Ridder 1997) reported poorer
performance for PD patients, whereas the sixth actually
reported superior performance for PD patients (Kingstone et al. 1992). Thus in contrast with the relatively
uniform finding that PD patients have difficulty with
other types of voluntary saccade tasks, the AS paradigm
has so far failed to demonstrate similar deficits.
There were two aspects of task design that differed
across studies and seemed to us to be potentially crucial
to obtaining strong evidence for AS deficits. The first issue is the medication status of the patients. Four of the
six previous studies (Lueck et al. 1990; Fukushima et al.
1994; Kitagawa et al. 1994; Crevits and De Ridder 1997)
tested PD patients while medicated and one provided no
information regarding medication status (Kingstone et al.
1992). Only one tested patients in the “off” state (Vidailhet et al. 1994). However, their definition of the “off”
state is not further specified and the study did not provide any information concerning when the patients were
tested with respect to their last dose of medication. Recently, a consensus standard for assessment of clinical
state in PD was defined by Langston et al. (1992). In accordance with this standard, we tested patients in the
morning prior to their taking medication and at least 12 h
after their last medication dose.
The second design issue concerns the presence or absence of a “gap” procedure (Saslow 1967; Fischer and
Ramsperger 1984). In a normal, “overlap” saccade task,
the subject fixates a central spot, which remains in view
for at least some time after the target appears. In a gap
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paradigm, the fixation spot is removed shortly before target onset. While this speeds up reflexive saccades, it can
disrupt antisaccades, since there is a strong tendency on
such trials to erroneously make a saccade to the target
when it appears (Weber 1995; McDowell and Clementz
1997). Such errors are much less likely when there is no
gap. Only two of the previous studies of antisaccades in
PD used a gap procedure (Vidailhet et al. 1994; Kingstone et al. 1992), while the remainder used a procedure
where the fixation point was extinguished simultaneously with the onset of the target stimulus (gap=0 ms). A
gap procedure was used in the experiments reported
here, as we believed this would disrupt AS performance
and improve our chances of detecting an AS deficit in
Parkinson’s patients.
One final issue prompted the experiments reported
here. Previous research has demonstrated that PD patients show abnormal motor performance during targeted
limb movements, such as pointing to or reaching for a
target. These problems can be reduced if visual information concerning either the position of the limb or the target is presented (Flowers 1976; Flash et al. 1992;
Klockgether and Dichgans 1994; Jackson et al. 1995;
Adamovich et al. 1997; Poizner et al. 1998). It is interesting to note that analogous claims have been made regarding saccadic movements in PD. Parkinson’s patients
make fewer anticipations in predictive saccade paradigms (e.g., Bronstein and Kennard 1985; Gibson and
Kennard 1987), suggesting that they require that the target stimulus be present in order to generate predictive
voluntary saccades. Kennard and Lueck (1989) subsequently proposed that the tasks which cause most difficulty for PD (remembered or predictive saccades) have
in common the fact that a novel visual eliciting stimulus
Table 2 Background data for Parkinson’s patients and control
subjects (L L-dopa, L-SR sustained-release L-dopa, T trihexyphenidyl, S selegine, A amantadine, R ropinerole, Bz benztropine, P

is absent. Note, however, that this suggestion conflicts
with the present interpretation that such tasks cause difficulty in PD because of their voluntary nature, not because of the presence or absence of target stimuli per se.
Thus, we investigated whether the voluntary, or even reflexive, saccades of PD patients could be made more efficient by presenting visual information which could
serve as “landmarks” for eye movements. In particular, if
such landmarks have an effect on saccadic efficiency
(i.e., in either latency, accuracy, or gain), we tested
whether (a) such improvement would be limited to voluntary saccades and (b) whether PD patients would benefit from this visual information more so than control
subjects.
To summarize, the present study had two main goals.
First, we hypothesized that AS performance in PD patients could be shown to be deficient if they were tested
under certain conditions that perhaps are important (i.e.,
in a relatively unmedicated state using a gap procedure).
We also used multiple measures of performance to give a
more complete picture of AS performance in PD patients
than previous studies have provided. Second, we asked
whether landmarks indicating target positions could improve saccadic performance for PD patients analogously
to the pattern often observed with pointing behavior.

Materials and methods
Subjects
Eight patients with mild to moderate idiopathic Parkinson’s disease (PD) were tested along with eight normal controls; all subjects were non-demented and non-depressed. Background statistics on the patients and controls are given in Table 2. Other than
pergolide, O oxybutynin, Lx levothyroxine, M maprotiline, C clozapine, B buspirone)

Age
(years)

H&Y
stage

UPDRS
(motor)

Disease
length
(years)

MMSE

Medications

Education

Gender

Patients
1
2
3
4
5
6
7
8
Averages

75
84
59
67
78
79
72
77
73.9

2
2
3
2.5
3
3
1.5
2.5

30
31
38
41.5
28.5
16.5
19.5
33
29.8

23
4
5
12
11
4
2
8
8.5

30
27
27
24
25
28
27
26
26.8

L, T, R, O
L
L, L-SR, S
L, A, O

14
16
16
9
16
12
13
12
13.5

M
M
M
M
M
F
F
M

Controls
9
10
11
12
13
14
15
16
Averages

66
74
67
66
74
79
73
82
72.6

14
20
12
11
12
12
12
12
13.1

M
M
M
M
M
M
M
M

28
28
26
28
26
25
27
28
27.0

L, S, A
L, Bz
T, S, P, Lx, M, C, B
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PD, none of the patients or control subjects tested had any known
neurological disorder. All subjects were assessed using the Mini
Mental State Examination (MMSE; Folstein et al. 1975) and PD
patients were also given the motor section of the UPDRS (Goetz
et al. 1995). None of the subjects showed any signs of dementia or
abnormal cognitive functioning on the MMSE (score >22/30).
With one exception, the Parkinson’s patients were tested in the
morning after having been off medication for at least 12 h. One
patient had an early morning dosage 5 h prior to testing since he
depended upon regular frequent dosing and “froze” in the morning
without an initial dose. One additional control subject was tested
but his results were not included in the analyses because his
MMSE score was below the criterion for normal performance.
Apparatus and stimuli
Eye movements were recorded using an ISCAN RK-426 eyetracking system, interfaced with an infrared-sensitive camera. Spatial resolution was approximately 0.5° of visual angle, while temporal resolution to detect saccades was set at 6 ms. Subjects
placed their head on a chin rest positioned 72 cm from a computer
monitor used to display the stimuli (Sony Trinitron Multiscan sf
II). The monitor screen covered a visual area of 25° by 18° from
this viewing distance. A gray central fixation spot of 0.15° was
shown against a black background. Target locations were 7.3° to
the left and right of this fixation spot. Target stimuli were 0.2°
white squares. Landmark indicators, when shown, were plotted in
gray against the background and had the same dimensions as the
target stimuli, being plotted in the exact positions corresponding
to the targets.
Procedure
Subjects were tested in four different saccade tasks (48 trials
each). On each trial subjects fixated a central spot to initiate the
trial sequence. If they successfully maintained fixation for 800 ms
the sequence of trial events was initiated. However, if their estimated point-of-gaze shifted more than 3.0° from the center of the
fixation point they were assumed to have broken fixation. In this
instance the trial was cancelled and placed back in the pool of uncompleted trials. A “gap” paradigm was used in all tasks, which
involved the removal of the fixation point 187 ms before the target
appeared. The target then remained in view until the subject responded or until 1000 ms had elapsed.
Tasks
Examples of the stimulus sequence for the four tasks are shown in
Fig. 1, with descriptions as follows:
Saccade no landmarks (SNL)
The fixation point was turned on to indicate the start of the trial,
and the subject shifted his/her gaze to the center. After 800 ms, the
fixation point was removed and the screen went blank for 187 ms.
Then the target stimulus was displayed, with position (left or
right) being chosen randomly. This was constrained only by the
requirement that there be 48 trials, with equal numbers of targets
presented in the left and the right sides. Simultaneous with target
onset, a brief 13-ms tone sounded to provide an additional alerting
stimulus. Subjects responded by making a saccade to the target
item following its onset. At the conclusion of the response, the target stimulus was erased and the fixation point replotted to begin
the next trial sequence.
Saccade with landmarks (SL)
This task was the same as the previous one with the exception that
the possible target positions were indicated by two light-gray spots

Fig. 1 Schematic representation of the stimulus sequences used in
the four tasks (F fixation point, T target stimulus, G go tone,
L landmarks, E eye position)

which acted as landmarks (see Fig. 1). These landmarks were
turned on 500 ms after the reappearance of the fixation point, and
remained in view for the duration of the trial. Since the landmarks
were the same size as the target stimuli, onset of the target was indicated by simply changing the color of one of the landmarks from
gray to white. Landmarks and targets were erased at the conclusion of the trial.
Antisaccade no landmarks (ASNL)
The sequence of events was identical with that used in the SNL
paradigm, but the subject was required to make a saccade to the
spatial position directly opposite where the target had appeared.
Antisaccade with landmarks (ASL)
Subjects again had to make a saccade in the direction opposite to
the target, but the display sequence corresponded to that used in
the SL paradigm.
The order in which these four conditions were given to subjects was counterbalanced, with half the subjects in each group doing the two saccade tasks first and half doing the AS tasks first. In
addition, half the subjects did the “landmarks” versions of each
task before the “no landmarks” versions.
Saccade latency was calculated using a velocity criterion. The
start of a saccade was indicated as soon as the change in eye posi-
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tion went above a velocity of 120°/s. The end of the saccade was
indicated when (a) eye velocity fell below 12°/s and (b) eye position was within 4.4° of either the left or right target position.
When resting eye position was determined, the saccade was determined to be “within target” or “in opposite position,” and scored
as correct or incorrect as appropriate for the task. If a saccade was
not successfully completed within 1000 ms of target onset, that trial was replaced in the pool of unfinished trials to be completed later (a running count of such non-responses was maintained). Visual feedback following errors consisted of the message “Wrong Location” printed on the display screen, which remained in view for
500 ms.
After the completion of these four tasks all subjects performed
a brief (4-s) task to collect normative data permitting measurement
of saccade gain. Following the appearance of the fixation point,
the left and right targets were shown sequentially for 2 s each.
Subjects were required to look at each target while it was displayed. The estimates of eye position obtained in this fashion were
used to scale the saccade amplitude measurements obtained during
the previous four tasks. For each trial from the four tasks, “saccade amplitude” was defined as the point where the saccade first
terminated. “Gain” was defined as the ratio of saccade amplitude
to the normative estimate of eye position obtained while targets
were actually being fixated (rather than the uncorrected screen coordinates of the target).

Fig. 2 Mean RT and error rate for the PD and control subjects on
the reflexive saccade and antisaccade tasks

Statistics
Responses with latencies longer than 900 ms or faster than 90 ms
were excluded from RT and gain analyses, but were scored as errors (these accounted for only 1.1% of all trials completed).
Each subject’s mean correct response latency and gain for each
of the tasks was then calculated. Statistical analyses were based on
planned comparisons, either between the PD subjects and the controls for specific conditions, or between the landmark and no-landmark conditions of a task within a given group. Between group
comparisons were based on parametric (F-tests) whereas within
group comparisons were based on Wilcoxon matched pairs tests.

Results
Saccades
Figure 2 shows the average RTs and error rates on the S
and AS tasks for both the control and the PD subjects.
Landmark effects are presented separately below. For additional clarity, the distributions of the data from the two
groups are provided in Fig. 3. PD and control subjects
did not differ in either RT (251 vs 257 ms for PD and
controls, respectively, F(1,14)<1) or error rate on the saccade tasks (2.7 vs 4.5%, F<1).
Antisaccades
Also shown in Figs. 2 and 3 are the results from the AS
paradigm for both groups. In striking contrast to the normal performance for PD patients on the saccade tasks,
PD patients showed clear abnormalities on the AS tasks.
PD patients had much slower RTs than controls (525 vs
433 ms), F(1,14)=4.83, P<0.05. The increase in error rates
for PD was even more striking (74.9% vs 33.5%),
F(1,14)=33.94, P<0.001.
As expected both RT and error rates were increased in
the AS compared to the saccade tasks. Within group
comparisons (Wilcoxon matched pairs) showed that, for

Fig. 3 Distributions of RTs and error rates in the S and AS tasks,
for individual PD subjects (open symbols) and controls (filled symbols). The mean and 2 SDs of each distribution are also presented.
The distributions differed significantly between groups only for
the AS tasks

controls, the increases in RT (178 ms, T=0, P<0.006) and
in error rate (28.9%, T=1, P<0.009) were both significant. The RT (274 ms, T=0, P<0.006) and error rate
(72.2%, T=0, P<0.006) increases in the AS tasks were
also significant for the PD patients. These increases were
greater for the PD patients, as evidenced by a significant
Group by Task (S vs AS) interaction in RT (F(1,14)=5.45,
P<0.04) and in error rate (F(1,14)=37.10, P<0.001).
Landmark effects: saccades
Figure 4 shows the mean RTs and error rates for both
groups of subjects on the saccade tasks, this time ex-
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Fig. 4 Mean RT and error rates on reflexive saccade tasks, as a
function of the presence or absence of landmarks
Fig. 5 Mean RT and error rates on AS tasks, as a function of the
presence or absence of landmarks
Fig. 6 Mean gain on saccade and AS tasks, as a function of the
presence or absence of landmarks

panding the data to show the results from the landmark
and no-landmark conditions. Planned within-group comparisons showed that landmarks actually slowed RTs for
both groups of subjects. For control subjects this increase was 32 ms (T=4, P<0.025), while for the PD patients it was 37 ms (T=1, P<0.009). There were no effects of landmarks on error rates for either group
(P>0.25 for controls, P>0.12 for PD).
Landmark effects: antisaccades
Figure 5 shows the corresponding RT and error data for
performance on the AS tasks with and without landmarks. Control subjects showed no significant effects of
landmarks for either RT (P>0.20) or errors (P>0.28). In
contrast, PD patients showed a significant 14.0% improvement in error rates when landmarks were included
in the display (T=2, P<0.02). Although the PD group had
faster RT in the landmark condition, this effect was not
significant (44 ms, P>0.24).
Gain
For the two reflexive saccade tasks there was no significant difference in gain between the PD and control subjects (F<1, see Fig. 6). For voluntary saccades, however,
PD patients showed decreased gain relative to controls in
both the AS-L condition, F(1,13)=6.63, P<0.05, and the
AS-NL condition, Fs(1,13)=58.29, P<0.001 (df=13 because gain data for one subject were not saved due to error).
Within group comparisons were also used to verify
whether landmarks had any effects on gain for one group

or the other. For the controls, landmarks had no effect on
gain for either saccades (P>0.28) or antisaccades
(P>0.50). The PD group showed no effects of landmarks
on the saccade task (P>0.16); however, landmarks did
improve gain on the AS task (T=6, P<0.05).
AS errors in PD patients
Due to the high error rate of PD patients in the AS tasks,
we examined those trials where they incorrectly made a
saccade to the target instead of in the opposite direction.
Table 3 compares the mean RTs for PD patients on these
erroneous AS trials with their average correct RT for the
reflexive saccade tasks. The data are shown separately
for the landmark and no-landmark conditions. Also included for illustrative purposes are their RT and gain
from correct AS responses.
Analysis of variance on the RT revealed no difference
between the latencies of incorrect AS responses (272 ms)
and those of correct reflexive saccades (251 ms),
F(1,7)=1.57, P>0.25. There was an effect of Landmarks,
with faster latencies in the No Landmark condition (243
vs 280 ms), F(1,7)=26.10, P<0.002. Finally, landmarks
appeared to have equivalent effects for correct saccades
and incorrect AS, F(1,7)=0.006, P>0.93 for the interaction.
The gain from these conditions was also analyzed.
The gain for AS errors was less than that for correct reflexive saccades (0.845 vs 0.916), F(1,6)=8.58, P<0.03.
However, Table 3 makes it clear that the gain on erroneous AS was still greater than that for correct AS responses (0.745). An analysis of variance comparing gain for
correct saccades, incorrect AS, and correct AS further revealed an interaction between Task and Landmarks,
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Table 3 Response latency and
gain for AS errors in PD patients, in comparison with their
correct responses on saccade
tasks (SEs in parentheses). Performance on correct AS trials is
also included

RT

AS errors
S correct
AS correct

Gain

No landmarks

Landmarks

No landmarks

Landmarks

254 (16.4)
233 (10.2)
547 (52.2)

290 (19.8)
270 (11.1)
503 (33.5)

0.833 (0.037)
0.917 (0.051)
0.691 (0.054)

0.858 (0.049)
0.916 (0.044)
0.857 (0.056)

F(2,12)=11.37, P<0.002. Post hoc Wilcoxon comparisons
confirmed that whereas landmarks improved gain for
correct AS responses (T=6, P<0.05), they had no effect
on gain for either correct saccades (P>0.30) or incorrect
AS responses (P>0.33). Thus it appeared that AS errors
were qualitatively very similar to correct reflexive saccades, suggesting that they were reflexive saccades to
the target that failed to get suppressed.
Visual akinesia
Crevits and De Ridder (1997) reported that in an antisaccade task, PD patients had significantly more errors than
controls involving a total failure to make an eye movement. In these errors, PD patients “froze” at fixation
temporarily. Crevits and De Ridder (1997) referred to
this phenomenon as “visual akinesia.” Using a one-tailed
t-test, we also found that Parkinson’s patients made more
of these errors than controls (2.78 vs 1.06, t=3.29,
P<0.05). Since there was somewhat high variability in
the data due to the fact that a single control subject
showed a high number of these errors, a less stringent
non-parametric test (Mann-Whitney) was used to assess
this comparison. This test showed the increase in visual
akinesia for PD to be significant with a one-tailed test
(P<0.01).

Discussion
There were two main objectives to the present study:
first, to test PD patients under conditions that might optimize the chances of finding AS deficits, and hence to
clearly demonstrate a continuity between their AS performance and poor execution of other types of voluntary
saccade tasks; second, to examine the effects of visual
information in the form of landmarks on voluntary versus reflexive saccades in these same subjects. We will
address each of these in turn.
The evidence from the present experiment is clear as
to the first objective. Specifically, there was a marked
dissociation between the performance of PD patients on
reflexive versus voluntary saccade tasks. On the two
tasks requiring subjects to make a reflexive, visually
guided saccade, there was no evidence of deficits in PD
patients. They did not differ from controls in the latency,
error rates, or saccade accuracy (gain) of reflexive saccades. This is entirely consistent with the findings of
previous studies, reviewed earlier, which almost univer-

sally found that PD patients had no deficits on such
tasks.
The performance of PD patients on the voluntary AS
tasks stands in stark contrast to this. When such voluntary saccades were required, PD patients were slower,
made more errors, and made saccades which undershot
the target. Thus the present study provides clear evidence that PD patients are deficient in voluntary antisaccades, just as they appear to have difficulty with other
types of voluntary saccades (e.g., remembered, predictive, or volitional). We believe this AS deficit is the result of two factors. The first factor is poor inhibition of
reflexive saccades (see Hikosaka 1997). This would explain the high rate of AS errors, and also would be consistent with our observation that these erroneous saccades look qualitatively very much like reflexive saccades in terms of their latency and gain. The second factor contributing to the AS deficiency is poor execution of
voluntary saccades. This is demonstrated by the long latency and low gain found for AS, as well as perhaps by
the increased rate of visual akinesia in the PD patients.
The present study thus demonstrates that the poor AS
performance in PD is observed simultaneously on a
number of different dimensions of saccade execution (latency, error rate, and gain). None of the previous studies
examining AS performance in PD measured all of these
variables. Future studies should be considered that might
allow the separate contributions of “reflexive saccade inhibition” and “voluntary saccade execution” to this AS
deficiency to be examined in more detail.
Furthermore the present study is the first to demonstrate AS deficits in PD patients who are in the “mild to
moderate” category (our subjects ranged from stage 1.5
to 3). Both of the previous studies that found an AS deficit in PD patients either used only advanced patients
(stages III and IV; Crevits and De Ridder 1997) or found
a deficit only in a subgroup of advanced patients (stage
III) but not mild-moderate patients (stages I and II; Kitagawa et al. 1994).
Two factors most likely contributed to the robustness
of the AS deficiency demonstrated in our study. The first
factor was medication: every reasonable effort was made
to test patients when medication effects would be minimal. Since PD patients were tested in the “off” state,
their parkinsonian deficits could be more easily revealed.
Our study appears to be the only one that tested patients
following the current guidelines, which require a night
without medication to produce a uniform “off” condition. We believe this contributed to our demonstration of
robust AS deficits.
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The second factor was the use of a gap paradigm in
all of our saccade tasks. As mentioned earlier, gap paradigms have the dual effects of making reflexive saccades
slightly more efficient, but they also make AS more difficult. Thus, by increasing the overall difficulty of the
AS task we were able to make more apparent the problems PD patients have with this task, consistent with
their problems in other voluntary saccade paradigms. We
should note, however, that a review of the six previous
studies of AS performance in PD patients does not reveal
any particular trend regarding the effect of a gap paradigm. For example, Vidailhet et al. (1994) used a gap
procedure but did not find any deficit for PD patients,
whereas we did. Furthermore the two previous PD studies reporting an AS deficit did not use a gap procedure
(Crevits and De Ridder 1997; Kitagawa et al. 1994).
Our rationale for choosing these particular testing
procedures was to increase the opportunity to observe an
AS deficit in PD. We did not systematically manipulate
either the use of a gap or no-gap procedure, or the medication status of our patients.2 Given the robustness of our
findings, it would be worthwhile in the future to examine
the effects of these variables.
Even considering the particular procedures we used,
our results do seem at odds with many prior studies examining AS performance in PD. In particular, one could
ask why we obtained such a high error rate compared to
previous studies, and whether this may have contributed
(artifactually) to the deficit we observed in our PD patients. Several possible issues can be raised, some of
which relate to possible procedural differences between
our study and previous ones.3 These include the possibility that our subjects did not fully understand the AS task,
as well as specific characteristics of our patients and
stimuli.

responded directly to the target, one might expect that
their rate of incorrect responses on AS trials (i.e., to the
target) would be similar to their rate of correct responses
during the reflexive saccade tasks (>95%). Yet the overall error rate in the AS task for the PD subjects was only
75%. Given this disparity, it seems unlikely that their
performance on AS trials simply represented them making the same response they executed during these saccade trials (i.e., a saccade to the target). (2) Landmarks
improved the performance of PD patients on AS trials,
but they caused somewhat poorer performance on saccade trials, suggesting that the patients were not doing
the same thing on AS as on saccade trials. Furthermore,
these landmarks only provided external cues to possible
target response positions and did not provide any additional information about which side was the correct response side. Hence unless the subject understood the
task, it is not clear why this should have increased the
number of correct responses for the AS task. (3) All of
the subjects demonstrated visible distress during performance of the AS task and during subsequent debriefing,
even apologizing that they were “ruining the experiment.” They clearly understood that they were making
errors on the task and showed frustration at not being
able to perform correctly. (4) Finally, PD patients often
made corrective saccades following an AS error (i.e.,
they followed a stimulus-directed saccade with an eye
movement to the opposite side of the screen). Such corrective saccades spontaneously occurred following
55.6% of erroneous responses on AS trials, whereas the
opposite pattern (i.e., following a correct AS response
with a saccade to the stimulus) only occurred 1.6% of
the time. Based on these factors, we are fully confident
that all of our subjects understood the AS task and that
this could not account for the error rates we obtained.

Failure to understand AS task

Age of PD patients

The first question is potentially most critical. Could a
failure of our subjects to understand the AS procedure
have caused not only our higher overall error rates, but
the deficit we observed in our PD patients? A number of
reasons lead us to reject this possibility: (1) assuming
that the PD patients misunderstood the task and instead

The average age of both our patients and controls was
greater than in most prior AS studies, although Crevits
and De Ridder (1997) observed AS deficits in both
young (age 53 years) and old (age 72 years) groups of
PD patients. Our patients were chosen specifically so as
not to have early onset PD, which may well have a
unique etiology (Tanner et al. 1999). Indeed most of our
patients had onset of symptoms between the ages of
50–70 years, which is the typical age of onset for idiopathic PD. Thus, although our sample is older (average
73.9 years) than that typically observed in some of the
previous studies, we feel that they are representative of
idiopathic PD patients.

2 While the use of a gap or no-gap procedure and medication status are obvious sources of interstudy variance, we did not systematically manipulate these variables for three reasons. First, our
strategy was to first demonstrate that robust AS deficits could be
obtained in a sample of PD patients, bringing coherence to the literature with regards to the voluntary versus reflexive saccade dissociation. Because the patients had been off medications for 12 h
at the time we tested them, we made every effort to limit the workload of our patients to avoid fatigue or problems associated with
withdrawal of medications. Finally, as we mention in the discussion, the existing literature does not show a consistent effect of
these particular variables. Therefore any significant effects we obtained with, for example, manipulation of a “gap” procedure
would still need to be reconciled with prior results
3 The authors wish to thank two anonymous reviewers for pointing
out these possibilities

Working memory
A related question stems from the dual observations that
working memory is believed to be involved in AS performance (e.g., Roberts et al. 1994) and that working
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memory declines with age (Salthouse 1992). It is also
known that AS performance deteriorates with age (Fischer et al. 1997). If our patients were of sufficient age
that they had working memory problems, this could explain their high AS error rate. We do not feel this is a
plausible explanation for our findings since cognitive
ability (as measured by the MMSE) was equivalent and
reasonably high for both our control and patient groups
(average score of 26.8 out of a maximum of 33). Furthermore our PD patients and controls were well matched in
terms of age, rendering it unlikely that an age-related
working memory decline could account for the AS deficit we found in our patients.
Role of anticholinergics
Even though our patients had been off medications for
12 h, a subgroup of them was being treated with anticholinergics. This is potentially important given that
Kitagawa et al. (1994) reported that anticholinergics increased AS errors in their PD patients. However, our
three patients who were on anticholinergics actually did
somewhat better on the AS task (479 ms and 74% errors)
than did the five not on anticholinergics (553 ms,
75.4%). The absence of any deleterious effect of anticholinergics on performance, in comparison with the results
of Kitagawa et al. (1994), could be due to the fact that
our PD patients were tested after withdrawing medications for 12 h.
Stimulus eccentricity
A potentially important aspect of our procedure is stimulus eccentricity. Increasing stimulus eccentricity is
known to have a detrimental effect on AS performance
(Fischer and Weber 1997). Thus, one might expect that
varying stimulus eccentricity might alter the relative difficulty of an AS task, and that furthermore this might explain why some previous Parkinson’s studies failed to
observe an AS deficiency. That is, stimulus eccentricity
may have been such that task difficulty was not great
enough to see any deficit. However, an examination of
the previous studies investigating AS in PD gives no
support to this hypothesis. The stimulus eccentricities in
the studies finding no AS deficit in PD range from 7.5°
to 25°, while the corresponding range in the two studies
finding a deficit is 8° to 24°; our stimulus eccentricity
(7.2°) falls at the short end of this range. Thus stimulus
eccentricity does not explain why some studies fail to
observe AS deficits in PD, nor why we were successful.
Deficits in executing various types of voluntary saccades or in failing to inhibit reflexive saccades (i.e., errors on AS task) might be ascribed to a frontal or prefrontal dysfunction. The AS task becomes increasingly
difficult as working memory load is increased (Roberts
et al. 1994), and patients with frontal lobe lesions have
problems with this task (Guitton et al. 1985). Given that

PD is caused by the loss of dopaminergic-containing
neurons projecting to the striatum, Crevits and De Ridder (1997), among others, have suggested that the voluntary eye movement control deficit in PD is caused by a
dysfunction in the striato-pallidal-prefrontal projection.
Most likely, what appears for this population to be a voluntary control deficit implicating higher neural structures is in fact a deficit caused by reduced or altered inputs to those areas from basal ganglia nuclei directly affected in PD.
Sereno (1992, 1996) proposed a model to account for
attention and eye movements in schizophrenia, which
might also apply to voluntary saccade deficits in PD. Sereno and Holzman (1993, 1995) found that schizophrenic
patients had problems on a voluntary AS task, but that
they showed hypereflexive (i.e., faster than normal) reflexive saccades. Sereno’s (1996) model explained this
pattern by proposing that two separate attentional systems control eye movements. One is a voluntary system
which controls voluntary eye movements (e.g., remembered, predictive, volitional or antisaccades). Under normal circumstances, this system tonically inhibits a second, reflexive attention system that controls visually
guided (reflexive) saccades. Sereno proposed that if the
voluntary attention system were hypoactive or not functioning properly, this would cause voluntary saccades to
become less efficient. However, reflexive saccades might
actually become more efficient, as the neural system
controlling these would no longer be subject to tonic inhibition from the voluntary attention system.
While the present data provide clear evidence for an
AS deficit in PD, there is little evidence that their execution of reflexive saccades is more efficient than that of
controls. While the PD group was both faster and more
accurate than the control group on the reflexive saccade
tasks, neither of these differences approached significance. The gap procedure we used might have inadvertently acted to make this latter hypothesis more difficult
to support. Since the gap paradigm generally improves
performance of reflexive saccades, it may have reduced
any differences that existed. Evidence for this possibility
comes from a separate experiment not described here
(Briand et al. 1999). In a saccade task that used an overlap procedure, we found that these same PD patients
were significantly faster than the controls.
The second objective of this study was to determine
whether visual information in the form of landmarks had
effects on saccadic performance, which were analogous
to effects observed in other paradigms involving voluntary reaching or pointing movements (Flowers 1976;
Flash et al. 1992; Klockgether and Dichgans 1994;
Adamovich et al. 1997; Poizner et al. 1998). The data
from the voluntary AS tasks are quite clear in this regard; landmarks improved AS performance for PD patients, in the form of reduced AS errors and improved
gain. Landmarks had no detectable effect on the AS performance of control subjects. This pattern seems to be
directly analogous to that observed in the motor control
literature, where visual information has a greater benefi-
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cial effect on performance for PD. While no doubt different neural circuits are involved in the case of voluntary eye movements as opposed to those implicated for
reaching, it is striking that such apparent similarities in
behavior exist.
Whereas landmarks had beneficial effects on AS execution for at least the PD patients, their influence on reflexive saccades was very different. For both patients
and control subjects, landmarks actually hindered reflexive saccades. That this is not simply due to masking effects is indicated by the fact that AS performance was
not similarly affected.
Why landmarks would benefit voluntary but not reflexive movements is unclear. One possibility is that providing visual cues prior to the execution of a reflexive
eye movement hurts performance precisely because such
cues induce the involvement of more voluntary control
systems. According to Sereno’s (1996) model, increasing
activation of voluntary control processes should cause
reflexive attention systems to be inhibited. Adding landmarks to the display in a reflexive saccade task could
thus cause performance to deteriorate (relative to a reflexive saccade task with no landmarks) if some type of
voluntary control system tried to integrate and make use
of this information to guide eye movements. In direct
contrast, since AS performance already requires voluntary control, visual information could be expected to improve performance. An increased benefit for PD patients
would then be expected because of improved efficiency
of hypoactive frontal control processes due to the provision of such contextual information (or because of the
role of the basal ganglia in integrating contextual information in the execution of movements; Marsden and
Obeso 1994).
In conclusion, we have addressed an anomaly in the
literature regarding saccadic performance in PD. Previous investigations of single saccades in PD showed what
appears to be a dissociation between reflexive and voluntary saccade tasks. However, this clear dichotomy was
complicated by the failure to find robust deficits on AS
tasks in PD. The present study robustly demonstrates
that PD patients can be shown to have profound deficiencies on an AS task, which is completely consistent
with previous reports using other voluntary saccade paradigms. The strength of our finding is enhanced by the
fact that this AS deficit was reflected in three different
performance measures (latency, accuracy and gain). It
remains to be shown what variables in our study were
critical to this robust finding. In addition, our study demonstrates that visual information in the form of landmarks facilitates voluntary saccades in PD, a finding that
may be analogous to phenomena observed with goal-directed reaching or pointing in PD. Thus it appears that
AS performance in PD nicely correlates with previous
findings concerning voluntary movements, both saccadic
eye movements and limb movements.

References
Adamovich SV, Berkinblit MB, Feldman G, Hening W, Poizner H
(1997) Deficits in sensorimotor transformations in Parkinson’s
disease. Soc Neurosci Abstracts 23:1989
Aldridge JW, Berridge KC (1998) Coding of serial order by neostriatal neurons: a “natural action” approach to movement sequence. J Neurosci 18:2777–2787
Benecke R, Rothwell JC, Dick JPR, Day BL, Marsden CD (1986)
Performance of simultaneous movements in patients with Parkinson’s disease. Brain 109:739–757
Benecke R, Rothwell JC, Dick JPR, Day BL, Marsden CD (1987)
Disturbance of sequential movements in patients with Parkinson’s disease. Brain 110:361–379
Briand KA, Hening W, Poizner H, Sereno AB (1999) Reflexive
spatial attention and Parkinson’s disease. Invest Opthalmol Vis
Sci 40:S736
Bronstein AM, Kennard C (1985) Predictive ocular motor control
in Parkinson’s disease. Brain 108:925–940
Brown RG, Marsden CD (1988) Internal versus external cues and
the control of attention in Parkinson’s disease. Brain 111:
323–345
Carl JB, Wurtz RH (1985) Asymmetry of saccadic control in patients with hemi-Parkinson’s disease. Invest Opthalmol Vis Sci
26:258
Corin MS, Elizan TS, Siegel GJ (1970) Oculomotor dysfunction
in Parkinson’s disease. Trans Am Neurol Assoc 95:226–229
Corin MS, Elizan TS, Bender MB (1972) Oculomotor function in
patients with Parkinson’s disease. J Neurol Sci 15:251–265
Crawford T, Goodrich S, Henderson L, Kennard C (1989a) Predictive responses in Parkinson’s disease: manual keypresses and
saccadic eye movements to regular stimulus events. J Neurol
Neurosurg Psychiatry 52:1033–1042
Crawford T, Henderson L, Kennard C (1989b) Abnormalities of
nonvisually-guided eye movements in Parkinson’s disease.
Brain 112:1573–1586
Crevits L, De Ridder K (1997) Disturbed striatoprefrontal mediated visual behavior in moderate to severe parkinsonian patients.
J Neurol Neurosurg Psychiatry 63:296–299
De Jong JD, Jones GM (1971) Akinesia, hypokinesia, and bradykinesia in the ocolumotor system of patients with Parkinson’s
disease. Exp Neurol 32:58–68
Deubel H (1995) Separate adaptive mechanisms for the control of
reactive and volitional saccadic eye movements. Vision Res
35:3529–2540
Fischer B, Ramsperger E (1984) Human express saccades: extremely short reaction times of goal directed eye movements.
Exp Brain Res 57:191–195
Fischer B, Weber H (1997) Effects of stimulus conditions on the
performance of antisaccades in man. Exp Brain Res 112:
191–200
Fischer B, Biscaldi M, Gezeck S (1997) On the development of
voluntary and reflexive components in human saccade generation. Brain Res 754: 285–297
Flash T, Inzelberg E, Schechtman E, Korczyn AD (1992) Kinematic analysis of upper limb trajectories in Parkinson’s disease. Exp Neurol 118:215–226
Flowers K (1976) Visual “closed-loop” and “open-loop” characteristics of voluntary movements in patients with parkinsonian
and intention tremor. Brain 99:269–310
Folstein MF, Folstein SE, McHugh PR (1975) Mini-mental state: a
practical method for grading the cognitive status of patients
for the clinician. J Psychiatr Res 12:189–198
Fukushima J, Fukushima K, Miyasaka K, Yamashita I (1994) Voluntary control of saccadic eye movements in patients with
frontal cortical lesions and parkinsonian patients in comparison with that in schizophrenics. Biol Psychiatry 36:21–30
Gibson JM, Kennard C (1987) Quantitative study of “on-off” fluctuations in the ocular motor system in Parkinson’s disease.
Adv Neurol 45:329–333

48
Gibson JM, Pimlott R, Kennard C (1987) Ocular motor and manual tracking in Parkinson’s disease and the effect of treatment. J
Neurol Neurosurg Psychiatr 50:853–860
Goetz C, Stebbins G, Chmura T, Fahn S, Klawans HL, Marsden
CD (1995) Teaching tape for the motor section of the Unified
Parkinson’s Disease Rating Scale. Mov Disord 10:263–266
Guitton D, Buchtel HA, Douglas RM (1985) Frontal lobe lesions
in man cause difficulties in suppressing reflexive glances and
in generating goal-directed saccades. Exp Brain Res 58:
455–472
Hallett PE, Adams BD (1980) The predictability of saccadic latency in a novel voluntary oculomotor task. Vision Res 20:
329–339
Hening W, Rolleri M, Gordon J (1996) Effect of visual information and practice on normal and Parkinsonian subjects. Soc
Neurosci Abstracts 22:722
Hikosaka O (1997) Changes and disorders in voluntary saccades
during development and aging. No To Hattatsu (Brain Dev)
29:213–219
Jackson SR, Jackson GM, Harrison J, Henderson L, Kennard L
(1995) The internal control of action and Parkinson’s disease:
a kinematic analysis of visually-guided and memory-guided
prehension movements. Exp Brain Res 105:147–162
Jones GM, De Jong JD (1971) Quantitative studies of eye movements in Parkinson’s disease: I. Saccadic eye movements.
Neurology 20:407
Jones GM, De Jong JD (1971) Dynamic characteristics of saccadic
eye movements in Parkinson’s disease. Exp Neurol 31:17–31
Jonides J (1981) Voluntary versus automatic control over the
mind’s eye’s movement. In: Long J, Baddeley A (eds) Attention and performance IX Erlbaum, Hillsdale, NJ, pp 187–203
Kennard C, Lueck CJ (1989) Oculomotor abnormalities in diseases of the basal ganglia. Rev Neurol 145:587–595
Kingstone A, Klein R, Maxner C, Fisk J (1992) Attention systems
and Parkinson’s disease. Paper presented at the Attention:
Theoretical and Clinical Perspectives conference, Rotman Research Institute, Baycrest Centre, Toronto, Canada, March
1992
Kitagawa M, Fukushima J, Tashiro K (1994) Relationship between antisaccades and the clinical symptoms in Parkinson’s
disease. Neurology 44:2285–2289
Klockgether T, Dichgans J (1994) Visual control of arm movements in Parkinson’s disease. Mov Disord 9:48–56
Langston JW, Widner H, Goetz CG, Brooks D, Fahn S, Freeman T
et al. (1992) Core assessment program for intracerebral transplantations (CAPIT). Mov Disord 7:2–13
Lueck CJ, Tanyeri S, Crawford TJ, Henderson L, Kennard C
(1990) Antisaccades and remembered saccades in Parkinson’s
disease. J Neurol Neurosurg Psychiatr 53:282–288
Lueck CJ, Crawford TJ, Henderson L, Van Gisbergen JA, Duysens
J, Kennard C (1992) Saccadic eye movements in Parkinson’s
disease: II. Remembered saccades – towards a unified hypothesis? Q J Exp Psychol [A] Hum Exp Psychol 45:211–233
Marsden CD, Obeso JA (1994) The functions of the basal ganglia
and the paradox of stereotaxic surgery in Parkinson’s disease.
Brain 117:877–897
McDowell JE, Clementz BA (1997) The effect of fixation condition manipulations on antisaccade performance in schizophrenia: studies of diagnostic specificity. Exp Brain Res 115:
333–344
Nakamura T, Kanayama R, Sano R, Ohki M, Kimura Y, Aoyagi
M, Koike Y (1991) Quantitative analysis of ocular movements
in Parkinson’s disease. Acta Otolaryngol Suppl (Stockh)
481:559–562

Nakamura T, Bronstein AM, Lueck C, Marsden CD, Rudge P
(1994) Vestibular, cervical and visual remembered saccades in
Parkinson’s disease. Brain 117:1423–1432
O’Sullivan EP, Shaunak LH, Hawken M, Crawford TJ, Kennard C
(1997) Abnormalities of predictive saccades in Parkinson’s
disease. Neuroreport 8:1209–1213
Poizner H, Fookson O, Berkinblit MB, Hening W, Feldman G,
Adamovich S (1998) Pointing to remembered targets in 3D
space in Parkinson’s disease. Motor Control 2:251–277
Rascol O, Clanet M, Montastruc JL, Simonetta M, Soulier-Esteve
MJ, Doyon B, Rascol A (1989) Abnormal ocular movements
in Parkinson’s disease: evidence for involvement of dopaminergic systems. Brain 112:1193–1214
Roberts RJ, Hager LD, Heron C (1994) Prefrontal cognitive processes: working memory and inhibition in the antisaccade
task. J Exp Psychol: Gen 123:374–393
Roll A, Wierzbicka MM, Wolf W (1996) The “gap paradigm”
leads to express-like saccadic reaction times in Parkinson’s
disease. Exp Brain Res 111:131–138
Salthouse TA (1992) Why do adult age differences increase with
task complexity? Dev Psychol 28:905–918
Saslow MG (1967) Effects of components of displacement-step
stimuli upon latency of saccadic eye movement. J Opt Soc Am
57:1024–1029
Sereno AB (1992) Programming saccades: the role of attention. In
Rayner K (ed) Eye movements and visual cognition. Springer,
New York, pp 89–107
Sereno AB (1996) Parsing cognitive processes: psychological and
neurophysiological constraints. In: Matthysse S, Levy DL,
Kagan J, Benes FM (eds) Psychopathology: the evolving science of mental disorder. Cambridge University Press, New
York, pp 407–432
Sereno AB, Holzman PS (1993) Express saccades and smooth
pursuit eye movement function in schizophrenic, affective disorder, and normal subjects. J Cogn Neurosci 5:303–316
Sereno AB, Holzman PS (1995) Antisaccades and smooth pursuit
eye movements in schizophrenia. Biol Psychiatry 37:394–401
Shaunak S, O’Sullivan E, Blunt S, Lawden M, Crawford T, Henderson L, Kennard C (1999) Remembered saccades with variable delay in Parkinson’s disease. Mov Disord 14:80–86
Shibasaki H, Tsuji S, Kuroiwa Y (1979) Oculomotor abnormalities in Parkinson’s disease. Arch Neurol 36:360–364
Tanner CM, Ottman R, Goldman SM, Ellenberg J, Chan P, Mayeux R, Langston JW (1999) Parkinson’s disease in twins: an
etiology study. J Am Med Assoc 281:341–346
Teravainen H, Calne DB (1980) Studies of Parkinsonian movement: 1. Programming and execution of eye movements. Acta
Neurol Scand 62:137–148
Ventre J, Zee DS, Papageorgiou H, Reich S (1992) Abnormalities
of predictive saccades in hemi-Parkinson’s disease. Brain
115:1147–1165
Vermersch AI, Rivaud S, Vidailhet M, Bonnet AM, Gaymard B,
Agid Y, Pierrot-Deseilligny C (1994) Sequences of memoryguided saccades in Parkinson’s disease. Ann Neurol 35:
487–490
Vidailhet M, Rivaud S, Gouder-Khouja N, Pillon B, Bonnet AM,
Gaymard B, Agid Y, Pierrot-Dedeilligny C (1994) Eye movements in parkinsonian syndrome. Ann Neurol 35:420–426
Weber H (1995) Presaccadic processes in the generation of pro
and anti saccades in human subjects – a reaction time study.
Perception 24:1265–1280
White OB, Saint-Cyr JA, Tomlinson RD, Sharpe JA (1983) Ocular
motor deficits in Parkinson’s disease. II: Control of the saccadic and smooth pursuit systems. Brain 106:571–587

