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Objective: This study sought to investigate whether the size of the target used in the
horizontal vHIT has an effect on the saccade profile of healthy subjects, and to expand
upon previous work linking age to the existence of small vHIT saccades.

Methods: Forty eight participants were recruited between 18 and 77 years of age, with
no history of vestibular, oculomotor or neurological conditions and a visual acuity of at
least 0.3 LogMAR. Participants underwent four consecutive horizontal vHIT trials using
the standard target size and three smaller targets. VOR gain and metrics for saccadic
incidence, peak eye velocity and latency were then extracted from results.

Results: Target size was a statistically significant influence on saccade metrics.
As target size increased, saccadic incidence decreased while peak eye velocity and
latency increased. However, a potential order effect was also discovered, and once this
was corrected for the remaining effect of target size was small and is likely clinically
insignificant. The effect of age was much stronger than target size; increasing age
was strongly positively correlated with saccadic incidence and showed a medium size
correlation with peak velocity, though not with saccadic latency.

Conclusion: While this study suggests that target size may have a statistically significant
impact on the vHIT saccade profile of normal subjects, age has a greater influence on
the incidence and size of small vHIT saccades.

Keywords: video head impulse, VHIT, saccades, target size, vestibular, age

INTRODUCTION

The video head impulse test (VHIT) is a quantitative adaptation of the clinical head impulse test (1),
and enables functional assessment of the high-frequency angular vestibulo-ocular reflex (VOR)
in all three planes of head rotation (2, 3). Lightweight goggles worn by the subject detect head
movement using an accelerometer and gyroscope, and a high frame rate video camera tracks
eye movement using pupil detection algorithms. Passive, small amplitude, high velocity head
impulses in the planes of semi-circular canal pairs assess the ability of the VOR to generate the eye
movements necessary to main visual fixation on a target. Commercially available vHIT software
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calculates a measure of VOR gain (the ratio of eye to head
velocity), which can be compared to stratified age-related
normative data to diagnose vestibular dysfunction (4). vHIT
can also detect and quantify “catch-up saccades” generated by a
deficient VOR. The test has a number of potential clinical uses; as
a complementary and additional part of the vestibular test battery
(2, 5), as a potential screening tool (6, 7), and as a front-line
diagnostic test in emergency medicine to aid in the differentiation
of peripheral from central causes of acute vertigo (8, 9).

Early vHIT research focused predominantly on VOR gain
and the presence or absence of catch-up saccades in known
cases of vestibular loss. The focus of more recent work has been
to examine the metrics of these pathological catch-up saccades
(10-12), and how saccade profiles change over time as central
compensation for a vestibular insult is established (13-15).
Recent research has also suggested that an in-depth analysis
of VHIT saccade metrics is as important as gain (16), and in
some cases may provide a more detailed representation of VOR
function than gain values alone (17, 18). However, several studies
have highlighted the existence of smaller saccades in significant
proportions of healthy individuals with no relevant clinical
history and VOR gains within the normal range (12, 19-23). The
existence of poorly defined small saccades in all VHIT results
could lead to diagnostic uncertainty in the clinical environment.
One study defined the threshold between pathological and non-
pathological saccades as a peak eye velocity of 110°/s (12).
However, there is very little other guidance in the literature to aid
with the clinical interpretation of vHIT saccades that have lower
peak velocities. Indeed, the clinical experience of the authors and
reports from other vestibular clinics suggest that saccades with
peak eye velocities <110°/s are very common, in the presence
of normal and abnormal VOR gain, and in individuals with
and without known vestibular dysfunction (22-25). Whilst a
VHIT result of low VOR gain combined with repeatable, high
peak velocity catch-up saccades is unequivocal, there can be
diagnostic uncertainty associated with the presence of saccades
with normal VOR gain. There is therefore a need for further
investigation and understanding of VHIT saccade profiles in
normal human physiology.

When considering possible influences on normal vHIT
saccade profiles there are two possible explanations; that they are
a result of experimental artifact, and/or that they are a feature
of normal human physiology. One possible source of small
VvHIT saccades in individuals with normal gain and no history
of vestibular dysfunction is the target itself. The vast majority
of such saccades are “overt” (12, 20, 22, 26). Overt saccades
can be seen with the naked eye and occur after the head has
finished moving; approximately 150 ms from the start of the head
impulse (5, 15). It is also after approximately this latency that
the visual cortex can respond to visual targets which have moved
(27-29), suggesting that the majority of small saccades in vVHIT
may be visually-driven. For an individual with reasonable visual
acuity, the manufacturer-supplied 3 cm diameter vHIT target
contains many points within it to fixate upon. Therefore, we
hypothesize that such small saccades may represent refixations
within this target. It is known that fixation stability is influenced
by target size (30, 31), though counter-intuitively, these studies

suggested that smaller targets produce more frequent and smaller
amplitude saccades than larger targets. The only study to assess
the effect of target size on the VHIT found no effect of target
size on saccade incidence or peak velocity (32). However, this
study only included saccades with peak velocities >50°/s. It is
possible that this study missed any trends that might be seen
when including smaller saccades, as other studies which did this
subsequently showed mean peak velocities of 69.85°/s (SD 16.06)
(20) and 55.5°/s (SD 16.9) (21). The primary aim of this study
was therefore to investigate and understand any effect of target
size on VHIT saccade metrics.

Additionally, several papers have shown correlations between
age and saccade metrics; older adults with no known history
of dizziness and normal horizontal vHIT gain generate more
small saccades of greater peak velocity than similar younger
individuals (12, 20, 22). Although several of these authors have
posited reasons why the aging process might affect small saccade
generation, this is still under discussion in the literature. The
secondary aim of this study was to use a wide age spread of adult
participants to confirm and elaborate on known correlations
between age and saccade metrics.

MATERIALS AND METHODS

Participants

Data from 48 participants (50% male) aged between 18 and
77 years with eight participants in each 10-year age group was
collected and analyzed. Participants were recruited from the
University of Manchester faculty and student body, and from
the local population. Participants were included on the basis of
mean VHIT gain within the age-dependent, ear specific normal
range (4), and a visual acuity of at least 0.3 logMAR. This is the
minimum aided or unaided acuity required to obtain a driving
license in the UK. Exclusion criteria included any history of
oculomotor, vestibular or neurological disorders, cervical spine
fracture, limited range of neck movement, neck stiffness or
pain, or recent use of medications known to suppress vestibular
activity or affect the central nervous system. Participants were
also excluded if they were not confident that they were able
to accurately fixate the smallest target, despite having visual
acuity that should allow resolution of this target at 1.5m.
All participants gave written informed consent, and the study
was approved by the University of Manchester Research Ethics
Committee (Ref: 2016-0422-554).

Equipment
Participants were seated 1.5m in front of the target. At this
distance the target was beyond the maximum distance at which
presbyopic changes in the ocular lens cause a failure of near
accommodation (33), ensuring that older participants would be
able to fixate the smallest targets provided they were not myopic.
Targets were mounted on a white backdrop and positioned for
each participant in the center of their visual field. The white
backdrop was designed to fill the majority of the participants
visual field excepting the peripheries.

Each target was die-cut from non-reflective navy blue card
(RGB = 0, 93, 255) into a circle; a simple shape without straight

Frontiers in Neurology | www.frontiersin.org

April 2019 | Volume 10 | Article 328


https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

Jay et al.

Jay Age Target Size VHIT

TABLE 1 | Target sizes.

Diameter of target Visual angle at 1.5m

(mm) (arcmins)
Size 1 0.87 2
Size 2 10.87 25
Size 3 20.87 48
Size 4 30.87 71

Size 1 represents the limits of resolution for an individual with a visual acuity of 0.3
LogMAR, the inclusion criteria for visual acuity, and requires the same visual resolution to
fixate at 1.5m as the critical distances in 0.3 logMAR optotypes. Size 2 is recommended
by Halmagyi and Curthoys. (1), while size 4 approximates the size of the target supplied
by the manufacturer.

edges or corners to avoid providing multiple points of fixation.
Four target sizes were used (Table 1). Size 4 was comparable
in size to the complex shape provided as a fixation target with
the ICS Impulse VHIT equipment. Each smaller size was then
incrementally reduced by 1cm in diameter. Size 1 (0.87 mm)
represents the limits of resolution at 1.5 m for an individual with
VA = 0.3 logMAR; the inclusion criteria for visual acuity.

To rule out disconjugacy and manifest squints, ocular range
of movement was observed using a penlight and cover testing
performed using a Romanes occluder. VA was tested with a 6m
Bailey-Lovie #4 logMAR chart displayed at 1.5m, and calculated
using a correction factor. vHIT testing was performed using a
GN Otometrics ICS Impulse v3.0 device, calibrated using the
manufacturer’s protocol.

Experimental Protocol
Goggles were fitted to each participant with the tightest tolerable
tension to minimize goggle slippage over the hair or scalp.
Testing began with the standard target size 4. The remaining
three target sizes were then tested in a random order. This semi-
randomized paradigm was chosen so as to address potential
fatigue or practice effects, but avoid a situation where the first test
was performed using a non-standard and potentially sub-optimal
target. No participant removed the goggles between trials.
Horizontal head impulses were delivered by the principal
researcher (DRJ) as described by Curthoys et al. (34). In brief,
this involved impulsive movements of the participant’s head in
the yaw plane, initiated with the tester’s hands placed on the
vertex, avoiding the goggle strap. Impulses were delivered with
high velocity (150-200°/s) and acceleration (~3,000°/s%), but low
amplitude (10-20°). Direction, timing, and velocity were varied
between impulses to ensure the stimulus was unpredictable. For
each trial, 15 impulses in each direction were performed on
each participant with a range of velocities between 150 and
250°/s. The goggle frame contains a high frame rate camera and
accelerometer to capture eye movements and head movements,
respectively, at a sampling rate of 250 Hz.

Saccade Analysis

The open-source software HITCal (35) was used to extract
impulse and saccade data from .xml files exported from the
commercial VHIT software. The process of extraction was a
combination of automatic and manual saccade identification,
and manual artifact rejection. In total, 5569 impulses were

analyzed. For each impulse, HITCal automatically identifies
maximum head velocity and uses an area-under-the-curve
algorithm to calculate gain, identical to the method used by
the ICS impulse software itself. The software automatically
identifies the majority of large saccades using a peak-picking
function. Manual saccade analysis identified any remaining
smaller saccades and confirmed automatic saccade identification
trace-by-trace. Coding of artifactual impulses and their incidence
is shown in Supplementary Material A, and this coding system
is based on a discussion of common vHIT artifacts detailed by
Mantokoudis et al. (36). An impulse was excluded if it contained
artifact a-f, and included if it contained artifacts y or z. After
applying the artifact rejection criteria to all impulses, the mean
number of accepted impulses in a trial was 13.46 (SD 1.31), and
no trial had fewer than 10 impulses.

Saccades were identified by their maximum peak eye velocity
in °/s and latency from initiation of the head movement
in milliseconds. Minimum saccade velocity was set at 20°/s
to distinguish saccades from artifacts and noise. This is in
line with the guidance on artifacts from Mantokoudis et al.
(36) and the artifact rejection criteria used in this study’s
analysis (Supplementary Material A). This minimum value also
compares well with previous work on saccades from the vision
science literature (37, 38).

Saccades were identified if they occurred between peak head
velocity and 560 ms after the beginning of the impulse; the
standard window of data capture in the manufacturer’s software.
This limit is approximately in line with other work on the latest
time point that a saccade can be attributed to an impulse which
lasts an average of 250 ms (23, 39).

Saccades were classified as positive or negative depending on
whether they were in the direction of VOR eye movement or
opposite to it, respectively. Later analysis of negative saccades
showed that their incidence was less than that of positive saccades
by a factor of 6.5, and there were very few statistically significant
correlations between negative saccade metrics and age, gender
or VOR gain. The effects of target size and trial order seen in
positive saccades were also not seen in negative saccades. The low
incidence of negative saccades meant that the statistical power
required to make inferences about their behavior with this sample
size is limited, and therefore analysis of negative saccades is not
included here.

In order to check the reliability of the combined automatic and
manual saccade analysis, a randomly selected subset of 5% of all
impulses was reviewed in HITCal by a second blinded analyzer
(SH); choosing to accept or reject the principal researcher’s
saccade identification and artifact rejection. The agreement rate
was 92.81%, with the few rejects being due to copy errors or
differences in approach to classification of double peak artifacts.
These disparities in subjective assessment were addressed, and
the dataset was fully searched for similar errors and corrected.

Three mean saccade metrics were identified for leftwards and
rightwards impulses: Mean incidence of saccades in a trial, mean
peak velocity of all saccades in a trial and mean latency of all
saccades in a trial. Saccade incidence was scaled to account for
the varying number of accepted impulses in trials by dividing the
incidence by the total accepted impulses in that trial and then
multiplying by mean accepted impulses for all participants.
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Statistical Methods

IBM® SPSS® Statistics v 23.0 was used for all statistical analysis.
Non-parametric measures were used where data violated the
assumption of normality using a Shapiro-Wilks test. The majority
of data on saccade metrics was not normally distributed.
Spearman’s Rank-Order Correlation testing was used to assess
correlations between age and saccade metrics.

Friedman tests of one-way repeated measures analysis of
variance by ranks were used to assess effect of target size on
saccade metrics, with target size as the within-subjects factor. It
was also necessary to ascertain whether there was any effect of
order on saccade metrics, i.e., due to practice or fatigue effects.
This was also assessed using the Friedman test with trial order
as the within-subjects factor. Results were deemed statistically
significant when the p < 0.05.

RESULTS

Gain and Head Velocity: Standard Target
Size Only

Initially, data for the standard target size 4 was analyzed to
confirm trends shown in other VHIT research. There was no
significant effect of gender on vHIT gain, as previously reported
(4, 20, 40). Leftward head impulse velocities were significantly
faster (mean 189.6°/s, SD 24.7) than rightward velocities (mean
168.8°/s, SD 17.7) when compared using an independent samples
t-test [t(94) = 4.76, p < 0.01]; an effect of the right-handedness of
the tester common to all head impulse testing (20). Rightward
gain (mean 1.03, SD 0.09) was significantly higher than leftward
gain (mean 0.92, SD 0.08), tested using an independent samples

Mann-Whitney U-test (U = 231, p < 0.01). This is also a known
phenomenon in VHIT related to monocular recording; gains
of the adducting eye always exceed those of the abducting eye
(4, 20). Data for gain was also in line with previous normative
studies (4, 20, 40), and suggested that a normal range of two
standard deviations is 0.85-1.21 for right ears and 0.76-1.08 for
left ears.

Peak head velocity was significantly negatively correlated with
age for leftwards (Pearson’s r = —0.42, n = 48, p < 0.01) and
rightwards impulses (Pearson’s r = —0.48, n = 48, p < 0.01);
a known phenomenon thought to be related to degenerative
changes in the cervical spine (41, 42). Peak head velocity was also
significantly negatively correlated with VOR gain for rightwards
impulses [Spearman’s r; (48) = —0.30, p = 0.04], though not
for leftwards impulses [Spearman’s r;(48) = —0.27, p = 0.06]. A
negative correlation of gain with increasing head velocity has also
been shown previously (4, 19). There was initially no statistically
significant correlation between age and mean VOR gain in either
ear [left: r5(48) = —0.12, p = 0.42; right: r;(48) = 0.04, p = 0.78].
However, as the data showed a negative correlation between age
and head velocity, and also between head velocity and gain, it was
necessary to analyse age and gain data while controlling for head
velocity. This analysis was undertaken using individual impulse
data for both ears rather than average values for gain and head
velocity, so as to avoid masking any trends by averaging the data.
Using a partial bivariate correlation to control for head velocity,
a weak correlation was shown between age and gain [r(1, 249) =
—0.13, p < 0.01]. This correlation disappeared when participants
in the top two age groups (58-67 and 68-77) were removed from
the analysis.
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Saccade Metrics: Standard Target Size
Only

Mean saccade metrics were initially analyzed for the standard
target size 4, to gain an understanding of their nature in normal
physiology. None of the saccade metrics correlated significantly
with VOR gain, peak head velocity or visual acuity. To illustrate
the spread of the data, Figure 1 uses individual saccade data
rather than mean saccade metrics, and also demonstrates that
while the majority of impulses contained no saccades, many did,
and in fact all trials included at least one impulse with one saccade
over 20°/s peak velocity.

Differences between leftward impulses and rightward
impulses in terms of these saccade metrics for target size 4
were assessed using Mann-Whitney U tests for nonparametric
data and independent-samples t-tests for normally distributed
data. There were no significant differences found between
means [incidence: U = 1,114, p = 0.78; peak velocity: U =
919, p = 0.45; latency: tgg) = —0.97, p = 0.33]. Therefore,
a bilateral pooled mean was calculated for each saccade
metric, giving each participant a measurement for each target
size of:

e Their mean bilateral incidence in a single trial of
positive saccades

e Their mean bilateral peak eye velocity of positive
saccades in °/ s

e Their mean bilateral latency of positive saccades
in seconds

Across the cohort, for the standard target size 4, mean
bilateral incidence was 5.72 (SD 4.64) saccades, mean peak
velocity was 59.31°/s (SD 19.24) and mean bilateral latency

was 372.86ms (SD 64.55) (Table 3). Age-stratified means for
saccade metrics are shown in Table 2. Spearman’s rank-order
correlations were run to determine the relationship between
age and saccade metrics. Age was significantly positively
correlated with saccadic incidence [r5(48) = 0.58, p = 0.00]
and peak velocity [rs(48) = 0.36, p = 0.01]. Figure 2 illustrates
these correlations for the standard target size 4. There was
no significant correlation between age and saccade latency
[ro(48) = —0.23, p = 0.11].

Gender did have some significant effects on saccade
metrics. Compared with females, males produced more saccades
(U = 168, p = 0.01), with higher peak velocities (U = 143,
p < 0.01) and these occurred earlier (U = 183, p = 0.03).
However, as gender was only equal across the cohort and
not within age groups, there were more males in some of
the older age groups. As age had been shown to correlate
with saccade incidence and peak velocity, a rank analysis of
covariance (43) was performed to adjust for age as a covariate.
Once age was taken into account, gender was only found to
be statistically significant for incidence and peak velocity, but
not for latency. The effect sizes were small [saccade incidence:
F(148) = 4.19, p = 0.04, n* = 0.08; peak velocity: F(j 43) = 7.94,
p <0.01,n* =0.14].

Analysis of all Target Sizes

Mean bilateral VOR gain for each participant was first tested
using a Friedman test of one-way repeated measures analysis of
variance by ranks, in order to check whether target size or trial
order affected VOR gain. There was no significant effect of size
[x(23) =10.65, p = 0.89] or trial order [xé) =1.83,p=0.61] on
gain values.

TABLE 2 | Mean bilateral saccade metrics for age.

Mean bilateral saccade
incidence (SD)

Mean bilateral saccade
latency in ms (SD)

Mean bilateral saccade
peak velocity in °/s (SD)

Age group 18-27 2.77 (2.15)
28-37 3.03 (2.24)
38-47 4.29 (3.60)
48-57 7.88 (3.57)
58-67 6.84 (4.57)
68-77 9.52 (3.78)

51.40 (15.03) 400.33 (59.71)
46.65 (18.37) 375.05 (86.22)
55.85 (23.87) 380.19 (54.99)
64.22 (14.71) 356.42 (61.09)
70.77 (11.36) 373.67 (79.08)
67.01 (22.25) 342.65 (43.99)

TABLE 3 | Mean bilateral saccade metrics for target size and trial order.

Mean bilateral saccade

Mean bilateral saccade Mean bilateral saccade

incidence (SD) peak velocity in °/s (SD) latency in ms (SD)

Target size 1 8.18 (4.48) 45.65 (11.55) 315.84 (45.77)
2 8.2 (4.29) 48.9 (12.71) 299.46 (50.08)

3 7.51 (4.08) 52.77 (15.32) 328.84 (56.6)

Trial order 4/ 1st 5.72 (4.13) 59.31 (19.24) 372.89 (64.55)
2nd 7.4(4.13) 50.26 (14.58) 325.54 (563.57)

3rd 8.03 (4.15) 49.08 (14.35) 313.16 (53.65)

4th 8.31 (4.58) 48.03 (11.6) 305.99 (48.6)

Standard target size 4 was always used on the first trial.
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Mean saccade metrics for target size and trial order are
1,(48) = 0.58, p < 0.01 given in Table 3. All saccade metrics were analyzed using the
T 167 o Friedman test, performed twice using different within-subjects
? 14 o variables: target size and trial order (Table 4). Kendall’s coefficient
2 °© of concordance (W) was also calculated to approximate effect
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Age to adjust for multiple comparisons (p < 0.017), post-hoc testing
was conducted to investigate where the significant differences
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p 100 each saccade metric, the effect of order was always between
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F o R o © o showed this difference; size 4 was always significantly different
s ° o ° from the smaller sizes. Friedman repeated measures testing was
3 ¢ o BB repeated without the first trial, looking only at the randomized
E: o ¢ o o o o ° smaller sizes (Table 4). For all saccade metrics the effect of trial
g ] o . order disappeared, and while the effect of target size remained,
5 00 e ® o . ° the effect sizes were small; incidence: W = 0.08; peak velocity:
7] o
H c 0 W = 0.12, latency: W = 0.13.
Z 407 2
g 8
= % o DISCUSSION
<
20— - = - y - Saccade Metrics
20 30 40 50 60 70 80
- Saccade incidence was much higher in this study than others
studying similar small saccades. 100% of participants had at least
FIGURE 2 | Statistically significant correlations between age and saccade one impulse containing a saccade for target size 4 compared with
metrics. Incidence of non—pgthological sg(;cades was strongly Correlated with 24.5% of 212 participants (20) and 30% of 899 participants (12).
age [13548) :,t?]'f’s]' arli;?e'rggzk Xeloo';',es. Shiwzd a med'fdm S|tzhe N This is likely due to the low threshold for saccade peak velocity in
correlation with age rs = 0.56. As participants became older, the number . o . o .
of saccades they produced and their size in the VHIT trace both increased. this study (20°/s) compar ed with the 50°/s used by Matino-Soler
et al. (20) and the 30°/s used by Rambold (12). Anson et al.

TABLE 4 | Repeated measures ANOVAs to investigate effects of target size and trial order.

Friedman tests of one-way repeated measures analysis of variance by ranks

Saccade metric Mean incidence of saccades Mean peak velocity of saccades Mean latency of saccades

Analysis For all trials Without first trial For all trials Without first trial For all trials Without first trial
Within-subjects factor Size Order Size Order Size Order Size Order Size Order Size Order
X2 53.19 45.55 7.76 4.85 43.73 32.52 11.63 0.29 46.73 37.68 12/54 1.04
Df 3 3 2 2 3 3 2 2 3 3 2 2
Kendall's W 0.37 0.32 0.08 0.05 0.30 0.23 0.12 <0.01 0.32 0.26 0.13 0.01

Asymptotic significance (p) <0.01***  <0.01*** 0.02*** 0.09 <0.01™  <0.01™* <0.01** 0.86 <0.01™*  <0.01™*  <0.01* 0.59

The first trial was always conducted with the largest target size 4. The order effect seen here disappears when the first trial is excluded from the analysis, and though target size remains
statistically significant for all three saccade metrics, the effect size (shown by Kendall’s W) is very small. Significant results (p < 0.05) indicated with ***.
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Saccade peak velocity by size

Saccade latency by size
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FIGURE 3 | Saccade metrics plotted by target size. The largest target size 4 was always tested first, and the effect of trial order was also statistically significant. When
the first target was removed from analysis, order effects became non-significant, though a small but significant effect of target size remained (effect sizes: 0.08
(incidence), 0.12 (velocity), 0.13 (latency). The small effect of target size is best summarized as such: Smaller targets produce more saccades, which tend to be
smaller and occur earlier; larger targets produce fewer saccades, but these have higher peak velocities and occur later in the recording window.
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Target size

included saccades with eye accelerations >4,000°/s> and found
93% of 486 trials contained at least one saccade (22). The present
study also used the default clinical time window of 560 ms after
peak head velocity, similar to Anson et al. (22), and greater than
the Rambold study which used 400 ms and yielded fewer saccades
(12). Many other VHIT saccade studies do not specify minimum
peak velocity or length of sample window.

Given the lack of any history of dizziness or imbalance in
the participants of the present study, and the lack of suspicion
of vestibular pathology; all small saccades studied here could
be referred to as “non-pathological” saccades. Some studies
have suggested a potential “cut-off” value to differentiate non-
pathological from pathological vHIT saccades; 110°/s (12) and
136°/s (16). The mean value for bilateral saccade peak velocity
across the present study’s cohort for the standard target size
4 was 59.31°/s (SD 19.24). Two standard deviations from this
value gives us an upper limit for the normal range of 97.79°/s.
However, as older participants on average made saccades with
higher peak velocities, an upper limit of the normal range
for those aged between 68 and 77 years of age is actually
110.51°/s, agreeing with the findings of Rambold (12). This study
illustrates how common small saccades are in vHIT, especially
in older individuals, and suggests that care should be taken
during interpretation of VHIT saccade profiles so as to avoid
false positive results, especially when small saccades are seen in
traces that are also prone to sources of error that may lower
gain. The findings of small but statistically significant increases
in saccade incidence and peak velocity in male participants
are difficult to explain, and to the best of our knowledge, are
novel findings.

Saccades are often classified as “covert” or “overt” depending
on whether they occur during or after the head impulse (19). This
can be quantified by identifying whether they occur before or
after the head velocity crosses the y-axis for the first time, though

this was not performed on a saccade-by-saccade basis in this
study. The mean latency at which the head velocity trace crosses
the y-axis in this study was 144.43ms (SD 21.78). Estimating
the incidence of covert saccades using this value shows that only
42 of the total 3,631 saccades recorded in the study were covert
(1.16%). This is much lower than the 23% found in the study by
Rambold (12), or by Anson et al. (22). Covert saccade incidence
may have been affected by the classification of 11% of impulses
containing the y artifact (double peak); other studies may have
classified the second peak as an early covert saccade. It is arguably
preferable to be conservative in the classification of these double
peaks as they are not likely to be true covert saccades. Suggestions
in recent literature are that double peaks may occur as a result of
corneal reflections or the eyelid momentarily diverting the pupil
tracker (5, 12), a "mini-blink” without pupil tracking loss (36), or
even a result of goggle slippage in the absence of the typical “eye
leading the head” signature (44). If any of these explanations are
correct, the second of the two peaks is not a true covert saccade.

Age

This study showed that when head velocity was controlled
for, there was a small but significant effect of age on VOR
gain in the age groups 58-67 and 68-77. VOR gain declines
have previously only been shown to occur in the over-70s
(20, 40, 45). The reasoning for controlling for head velocity
was as follows: The data suggested that increasing age makes
the performance of high velocity impulses more difficult, likely
due to degenerative changes in the cervical spine (20, 41, 42),
and also confirmed previous findings of higher velocity impulses
tending to lower gains for all ages (4, 19, 20). Therefore, the
inability to perform the higher velocity impulses in the older
population may relatively raise the overall mean gains of older
participants, masking the full tendency for gain to decrease with
age when compared to younger subjects. Controlling for head
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velocity addresses this. When uncovered, this earlier decline in
aVOR gain is a novel finding that may reflect the well-known
effect of the aging process on the vestibular system occurring
sooner than previously thought (46, 47).

This study found a significant trend for increasing age to
produce greater numbers of saccades with higher peak eye
velocities, though saccade latency was not affected by age. Several
other studies have shown age to be highly correlated with vHIT
saccade incidence and velocity (12, 20, 22), though a more
recent study which only identified saccades >50°/s only found a
weak correlation with saccadic incidence and none with saccade
peak velocity (16). Given the strength of the correlations shown
here [rs(48) = 0.58 for incidence and rs(48) = 0.36 for peak
velocity], age appears to have a much stronger effect on saccade
profiles than the weak effects of target size discussed below,
and is likely to be a greater influence on small saccades in
vHIT. Figure 4 illustrates typical vHIT traces of individuals of
different ages. These examples illustrate the difficulties facing
clinicians in interpreting vHIT saccade profiles, particularly in
older individuals.

The cause of age-related small saccades is still being debated
in the literature. Rambold (12) suggests that the most likely
cause is a declining ability to suppress reflexive saccades to the
goggle frame or nose as they enter the visual periphery during
an impulse (48, 49). However, this theory does not provide
an entirely satisfactory explanation for the trend of increasing
saccade peak velocities with age. Due to the linear main sequence
relationship, greater peak velocities imply larger angles covered
by saccades. If the new object entering the visual field is at
approximately the same distance for all participants, saccade
velocities should not increase with age, only incidence. It is not
clear how this theory explains increasingly larger saccades to the
same peripheral object as age increases.

One suggestion from several authors is that such saccades
are compensating for a natural decline in VOR function, which
might manifest itself as small reductions in gain within the
normal range. While it is well established in the literature
that a sub-normal VOR gain due to vestibular hypofunction
is well correlated with pathological catch-up saccade incidence
(19, 50), velocity and latency (51, 52), the only two studies
to suggest that this relationship may exist when gains decline
within the normal range are by Anson et al. (22, 23). However,
correlations between gain and saccade metrics in these studies
were only present in older groups, which may explain why
there were no such correlations found in the analysis for the
present study, which looked at gain across the whole cohort (18-
77 years). Also, correlations between age and saccade metrics
in the present study began at a much younger age than the
small effect of age on VOR gain found once head velocity
was controlled for. Indeed Anson et al. (22) found that older
individuals make larger and more frequent saccades even after
controlling for small changes in gain, indicating that an increase
in incidence and velocity of saccades with age is insufficiently
explained by an aging VOR lowering gain and generating
retinal slip.

Voluntary saccadic latency is known to increase with age
(39, 53), as do motor reaction times on other tasks in older

age groups (54). However, these studies characterized voluntary
saccades to acquire new targets, rather than the involuntary
saccades seen in this and other studies (20, 21, 40). In this study,
latency of saccades did not show a significant correlation with
age, agreeing with the findings of Anson et al. (22) who suggest
that this may be explained by considering such saccades as a
compensatory solution to age-related degeneration of peripheral
or central vestibular function. First we must consider cases of
unilateral vestibular loss; it is known that catch-up saccades are
a learned behavior to correct for retinal slip (55), and that these
tend to reduce in size, latency and variability as compensation
occurs (52, 56). Therefore, if the sub-110°/s saccades seen
here and in other studies do represent age-related vestibular
degeneration, participants may have been captured at many
different stages of compensation for subtle and gradual bilateral
vestibular loss, thus masking any patterns in saccade latency
across the cohort compared with those that might be seen
longitudinally within one individual. Small saccades such as those
found in this and other studies may be subtle clues representing
aging of the central or peripheral vestibular system that is not
reflected in gross changes in VOR gain (22, 23, 26).

Size Effects

Initially there appeared to be a significant effect of both size and
order on saccade metrics. Post-hoc analysis revealed that the first
trial using the largest target (size 4) was the cause of the order
effect. When this trial was removed from analysis, order effects
became non-significant, though a small but significant effect of
target size remained (Table4). Therefore, it is likely that the
effect of trial order is merely reflecting the larger size of the first
target, though due to the experimental protocol it is impossible
to completely rule out a small first-test only practice effect in
addition to the effect of target size. Once we set aside the largest
target, the statistically significant effect of size is small; W = 0.08
(incidence), W = 0.12 (velocity), W = 0.13 (latency), which is
likely why no such effect of size was seen in a recent study that
only included saccades with peak velocities >50°/s (32).

The small effect of target size is best summarized as such:
Smaller targets produce more saccades, which tend to be smaller
and occur earlier; larger targets produce fewer saccades, but these
have higher peak velocities and occur later in the recording
window. The effect of target size on saccade peak velocity is not
well explained by the original hypothesis of the authors; that
due to the greater possibilities for fixation available within each
larger target there is more room for the eye to move within
it. As target size in this study increased, so did mean saccade
peak velocity. The targets were incrementally 1 cm bigger, each
offering an additional 23 arcminutes (0.38°) of visual angle
inside the target for each size increment. When considering
saccades, peak velocity is related linearly to angular distance
by the “main sequence” relationship (57). Therefore, increases
and decreases in peak eye velocity can also be thought of as
increases and decreases in angular distance; essentially the two
metrics are interchangeable. In this study, while target size
increased linearly, the peak eye velocity did not, with differences
between means generally becoming larger for each increase in
target size (Table 3). If the saccadic movements were entirely

Frontiers in Neurology | www.frontiersin.org

April 2019 | Volume 10 | Article 328


https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

Jay et al.

Jay Age Target Size vHIT

Gain (SD): 1.02 (0.03)

Gain (SD): 0.99 (0.03)

Head traces

200 " 200
A
100 100
100 100 :
-140 0 140 280 420 -140 0 140 280 420
20 year old participant 42 year old participant
Gain (SD): 0.88 (0.03) Gain (SD): 1.07 (0.05)
200 200
100 f 100
0 -——-J/ 0
-100 ‘ 100
-140 0 140 280 420 -140 0 140 280 420
50 year old participant 70 year old participant
Gain (SD): 1.04 (0.05) Gain (SD): 1.04 (0.05)
200 200
100 100
0 = 0
100 100
-140 0 140 280 420 -140 0 140 280 420
71 year old participant 72 year old participant
Eye traces Saccade

FIGURE 4 | Example VHIT traces. All examples taken from a single ear on the first trial (size 4), presented here to illustrate potential findings in symptomatically
“normal” individuals. Non-pathological saccades are common in VHIT, especially in older individuals, and care should be taken during interpretation of vHIT saccade
profiles so as to avoid false positive results, especially when non-pathological saccades are seen in traces that are also prone to sources of error which may lower gain.

related to refixations within the target, the velocity of saccades
might be expected to increase at a constant rate with the
target size. Furthermore, incidence of saccades decreased for
larger targets, inconsistent with the theory of refixations within
the target.

An alternative theory based on gaze fixation stability (58),
addresses not only the tendency for peak velocity to increase with

larger targets, but also the significant effect of size on saccade
incidence (larger targets, fewer saccades) and saccade latency
(larger targets, later saccades). All three of these relationships
are seen in a study by McCamy et al. (31), which examined
microsaccades with similar peak velocities produced when
healthy adult subjects were required to fixate targets of various
sizes. As target size increased, saccade incidence decreased,
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saccade amplitude (peak velocity) increased and inter-saccade
interval (latency) increased. McCamy et al. (31) suggest two
complimentary reasons for this, the simpler of the two being that
subjects tend to relax their fixation for larger targets, making
fewer saccades as long as they feel that their gaze is held
somewhere inside the target. While this theory could explain a
reduction in saccade numbers with larger targets, it does not
address the increases seen in peak velocity or latency. The second
explanation builds on the suggestions of Timberlake et al. (59)
and relates target size to the fovea centralis; the portion of
the retina with the highest visual acuity and spatial resolution,
covering the central 1.5-2° of the visual field. McCamy et al. (31)
suggest that targets small enough to fit entirely within the fovea
of the retina produce more frequent, accurate and faster retinal
error signals than targets that extend out beyond this area. An
error signal is produced when the image of the target on the retina
moves from the desired fixation point due to small movements
of the head or eye. The size of such a signal is the distance of
the target on the retina from the center of the fovea (60). Larger
targets may have edges outside the area where error detection is
of the highest resolution, producing less accurate error signals
and leading to a decrease in the number of saccades generated to
correct for the error, an increase in latency due to the decreasing
error detection ability, and producing larger saccades due to the
greater distances needed to refixate. While the targets in McCamy
etal. and in this study are all small enough to fit inside the 1.5-2°
(90-120 arcminutes) of the fovea, the framework suggested by the
authors may translate down to sub-foveal structures where cone-
spacing, visual acuity (and by extension, error detection) have
been shown to steadily increase into the foveal center (61). The
smallest targets therefore may produce more numerous, smaller
and earlier saccades because the target falls on the retina entirely
in an area which is more likely to detect whether they are being
properly fixated.

This theory might therefore suggest that the optimum target
size for VHIT is a larger target. However, saccades which
are generated for larger targets do tend to have higher peak
eye velocities and potentially could be more easily confused
with pathological catch-up saccades, leading to false positive
VHIT results. Target size 3 (approximately 2 cm diameter) may
represent a good compromise between saccade incidence and
size of saccades, avoiding the numerous saccades of smaller
targets and the larger peak velocities of saccades seen on the
current standard target. This is line with the recommendation
of Curthoys et al. (34) with respect to target size. Clinicians
performing vHIT should be aware of the trends identified
in this study and bear them in mind when interpreting
VHIT results. However, it should also be noted that while
the effect of target size on saccade metrics is statistically
significant, the effect size is of a magnitude that may be
insignificant in clinical practice, and arguably has a minor
effect on VHIT results in comparison with age, and certainly
when compared with other common sources of error such
as goggle slippage, unreliable pupil tracking and poor patient
cooperation. No alternative target sizes reduced the incidence
of small saccades to zero, and this study suggests that not
only is the target itself not the sole cause of small saccades,

but that vHIT can be performed with a number of different
sized targets without grossly affecting the saccade profile in a
clinical context.

LIMITATIONS

The decision to use the standard target size for the first trial and
follow with randomized smaller sizes was taken so as to establish
the standard protocol for the participant before attempting
alternatives, and to avoid the possibility of the participant’s
first trial being undertaken with a small, non-standard target.
The unfortunate consequence of this is that it is impossible
to completely separate the size effect from a potential order
effect, and so judgements on the relative magnitude of these
effects are clouded by their interaction in target size 4. An
alternative approach in future studies to rule out any potential
order effect could be to use a practice trial to diminish any
effects of a first trial before carrying out the experimental trials,
or to also use a larger target to track any size effects above
size 4.

The weak correlations and small effect sizes seen here may
reflect the small sample size; specifically for the correlation
between age and VOR gain (once head velocity is controlled
for), and for the size effect itself. Larger studies may be
more effective in corroborating these findings, particularly in
confirming subtle, hidden declines in VOR gain and any
relationship this “corrected” value for gain may have with
small saccades.

One major limitation of this study is the lack of a metric
for variance around the mean latency for each trial, and hence
a measure of how gathered or scattered the saccades were, as
described in other studies (14, 20, 35). This metric could use
standard deviation calculated from individual saccades for each
trial, or coefficient of variation as used in HITCal’s PR metric
for saccade organization, though this was not recorded in this
study. Future work in this area could attempt to calculate such
a metric for variance and apply to it the same statistical tests
as for other saccade metrics. This may show interesting trends
in how saccade dispersion changes in relation to age, trial order
and size.

It is a methodological limitation of this study that due
to the 6m LogMAR chart used with a correction factor, VA
<0.1 could not be recorded, therefore limiting the ability of
such analysis to fully assess any correlations with the best
visual acuities.

CONCLUSIONS

This study has shown a small but significant effect of target
size on the incidence, peak velocity and latency of small
saccades in the horizontal vHIT. The study also found a
weak but significant correlation between age and VOR gain
in the over-58 age categories. Most significantly, the study
confirmed and further developed the links shown by other
authors between age and the saccade profile of normal subjects
on the horizontal vHIT. The data showed strong correlations
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between age and saccadic incidence and velocity, which may
suggest that small vHIT saccades represent bilateral age-related
vestibular deterioration that is not reflected by gross changes in
VOR gain.

ETHICS STATEMENT

This study was carried out accordance with the
recommendations of Guidance for research ethics published
online by the University of Manchester Research Ethics
Committee, with written informed consent from all subjects.
All subjects gave written informed consent in accordance
with the Declaration of Helsinki. The protocol was approved
by the University of Manchester Research Ethics Committee
(Ref: 2016-0422-554).

in

AUTHOR CONTRIBUTIONS

DJ designed the experiment with input from SH and DC.
DJ collected the data, drafted the manuscript, conducted the
statistical analysis and interpreted the statistical analysis.
SH performed secondary assessment of data to check
inter-rater reliability. D], SH, and DC critically edited the

1. Halmagyi GM, Curthoys IS. A clinical sign of canal paresis.
Arch  Neurol. (1988) 45:737-9. doi: 10.1001/archneur.1988.0052031

0043015

2. MacDougall HG, Weber KP, McGarvie LA, Halmagyi GM, Curthoys IS. The
video head impulse test: diagnostic accuracy in peripheral vestibulopathy.
Neurology. (2009) 73:1134-41. doi: 10.1212/WNL.0b013e3181bacf85

3. Macdougall HG, McGarvie LA, Halmagyi GM, Curthoys IS, Weber
KP. The video head impulse test (VHIT) detects vertical semicircular
canal dysfunction. PLoS ONE. (2013) 8:e61488. doi: 10.1371/journal.pone.0
061488

4. McGarvie LA, MacDougall HG, Halmagyi GM, Burgess AM, Weber KP,
Curthoys IS. The video head impulse test (VHIT) of semicircular canal
function - age-dependent normative values of VOR gain in healthy subjects.
Front Neurol. (2015) 6:154. doi: 10.3389/fneur.2015.00154

5. Halmagyi GM, Chen L, MacDougall HG, Weber KP, McGarvie LA,
Curthoys IS. The video head impulse test. Front Neurol. (2017) 8:258.
doi: 10.3389/fneur.2017.00258

6. Rambold HA. Economic management of vertigo/dizziness disease in a
county hospital: video-head-impulse test vs. caloric irrigation. Eur Arch
Otorhinolaryngol. (2015) 272:2621-8. doi: 10.1007/s00405-014-3205-1

7. van Esch BE Nobel-Hoft GEAJ, van Benthem PPG, van der Zaag-Loonen
HJ, Bruintjes TD. Determining vestibular hypofunction: start with the
video-head impulse test. Eur Arch Otorhinolaryngol. (2016) 273:3733-9.
doi: 10.1007/s00405-016-4055-9

8. Mantokoudis G, Tehrani AS, Wozniak A, Eibenberger K, Kattah JC, Guede
CI, et al. VOR gain by head impulse video-oculography differentiates
acute vestibular neuritis from stroke. Otol Neurotol. (2015) 36:457-65.
doi: 10.1097/MA0.0000000000000638

9. Newman-Toker DE, Tehrani ASS, Mantokoudis G, Pula JH, Guede CI, Kerber
KA, et al. Quantitative video-oculography to help diagnose stroke in acute
vertigo and dizziness: toward an ECG for the eyes. Stroke. (2013) 44:1158-61.
doi: 10.1161/STROKEAHA.111.000033

manuscript. All authors approved the submitted version of the
manuscript and are accountable for the accuracy and integrity of
the work.

FUNDING

The University of Manchester supported the collection of
experimental data by paying for participant’s travel expenses, and
funded the open access publication of this article.

ACKNOWLEDGMENTS

An ICS Impulse VHIT system was loaned to the principal
researcher (DJ) by GN Otometrics. Dr. Humza Tahir gave advice
in the early stages of the project and allowed use of the vision
sciences laboratory at Manchester University for data collection.
Dr. Catherine Fullwood provided advice on statistical analysis.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fneur.
2019.00328/full#supplementary-material

. Blodow A, Pannasch S, Walther LE. Detection of isolated covert saccades with
the video head impulse test in peripheral vestibular disorders. Auris Nasus
Larynx. (2013) 40:348-51. doi: 10.1016/j.anl.2012.11.002

. Mantokoudis G, Saber Tehrani AS, Wozniak A, Eibenberger K, Kattah
JC, Guede CI, et al. Impact of artifacts on VOR gain measures by video-
oculography in the acute vestibular syndrome. J Vestib Res Equilib Orientat.
(2016) 26:375-85. doi: 10.3233/VES-160587

. Rambold HA. Age-related refixating saccades in the three-dimensional
video-head-impulse test: source and dissociation from unilateral vestibular
failure. Otol Neurotol. (2016) 37:171-8. doi: 10.1097/MAO.00000000000
00947

. Batuecas-Caletrio A, S, A, Perez-
Fernandez N. The vestibulo-ocular reflex and subjective balance after

surgery. Laryngoscope. (2014) 124:1431-5.

Santacruz-Ruiz Munoz-Herrera
vestibular  schwannoma
doi: 10.1002/lary.24447

. Batuecas-Caletrio A, Rey-Martinez J, Trinidad-Ruiz G, Matino-Soler E, Cruz-
Ruiz SS, Munoz-Herrera A, et al. Vestibulo-ocular reflex stabilization after
vestibular schwannoma surgery: a story told by saccades. Front Neurol. (2017)
8:15. doi: 10.3389/fneur.2017.00015

. Hermann R, Pelisson D, Dumas O, Urquizar C, Truy E, Tilikete C. Are covert
saccade functionally relevant in vestibular hypofunction? Cerebellum. (2018)
17:300-7. doi: 10.1007/s12311-017-0907-0

. Janky KL, Patterson ], Shepard N, Thomas M, Barin K, Creutz T, et al.
Video head impulse test (VHIT): The role of corrective saccades in
identifying patients with vestibular loss. Otol Neurotol. (2018) 39:467-73.
doi: 10.1097/MA0.0000000000001751

. Korsager LEH, Schmidt JH, Faber C, Wanscher JH. Reliability and
comparison of gain values with occurrence of saccades in the EyeSeeCam
video head impulse test (VHIT). Eur Arch Oto-Rhino-Laryngol. (2016)
273:4273-9. doi: 10.1007/s00405-016-4183-2

. Cerchiai N, Navari E, Sellari-Franceschini S, Re C, Casani AP. Predicting
the outcome after acute unilateral vestibulopathy: analysis of vestibulo-
ocular reflex gain and catch-up saccades. Otolaryngol Head Neck Surg. (2018)
158:527-33. doi: 10.1177/0194599817740327

Frontiers in Neurology | www.frontiersin.org

11

April 2019 | Volume 10 | Article 328


https://www.frontiersin.org/articles/10.3389/fneur.2019.00328/full#supplementary-material
https://doi.org/10.1001/archneur.1988.00520310043015
https://doi.org/10.1212/WNL.0b013e3181bacf85
https://doi.org/10.1371/journal.pone.0061488
https://doi.org/10.3389/fneur.2015.00154
https://doi.org/10.3389/fneur.2017.00258
https://doi.org/10.1007/s00405-014-3205-1
https://doi.org/10.1007/s00405-016-4055-9
https://doi.org/10.1097/MAO.0000000000000638
https://doi.org/10.1161/STROKEAHA.111.000033
https://doi.org/10.1016/j.anl.2012.11.002
https://doi.org/10.3233/VES-160587
https://doi.org/10.1097/MAO.0000000000000947
https://doi.org/10.1002/lary.24447
https://doi.org/10.3389/fneur.2017.00015
https://doi.org/10.1007/s12311-017-0907-0
https://doi.org/10.1097/MAO.0000000000001751
https://doi.org/10.1007/s00405-016-4183-2
https://doi.org/10.1177/0194599817740327
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

Jay et al.

Jay Age Target Size VHIT

19. Weber KP, Aw ST, Todd MJ, McGarvie LA, Curthoys IS, Halmagyi 38. Beintema JA, van Loon EM, van den Berg A V. Manipulating saccadic
GM. Head impulse test in unilateral vestibular loss: vestibulo- decision-rate distributions in visual search. J Vis. (2005) 5:150-64.
ocular reflex and catch-up saccades. Neurology. (2008) 70:454-63. doi: 10.1167/5.3.1
doi: 10.1212/01.wnl.0000299117.48935.2¢ 39. Abel LA, Troost BT, Dell'Osso LF. The effects of age on normal saccadic

20. Matino-Soler E, Esteller-More E, Martin-Sanchez JC, Martinez-Sanchez JM, characteristics and their variability. Vision Res. (1983) 23:33-7.
Perez-Fernandez N. Normative data on angular vestibulo-ocular responses in 40. Mossman B, Mossman S, Purdie G, Schneider E. Age dependent
the yaw axis measured using the video head impulse test. Otol Neurotol. (2015) normal horizontal VOR gain of head impulse test as measured with
36:466-71. doi: 10.1097/MA0.0000000000000661 video-oculography. ] Otolaryngol Head Neck Surg. (2015) 44:29.

21. Yang CJ, Lee JY, Kang BC, Lee HS, Yoo MH, Park HJ. Quantitative doi: 10.1186/s40463-015-0081-7
analysis of gains and catch-up saccades of video-head impulse testing by 41. Dvorak J, Antinnes JA, Panjabi M, Loustalot D, Bonomo M. Age and gender
age in normal subjects. Clin Otolaryngol. (2015) 41:532-8. doi: 10.1111/coa. related normal motion of the cervical spine. Spine. (1992) 17(10 Suppl):S393-
12558 $398. doi: 10.1097/00007632-199210001-00009

22. Anson ER, Bigelow RT, Carey JP, Xue QL, Studenski S, Schubert MC, et al. 42. Castro WH, Sautmann A, Schilgen M, Sautmann M. Noninvasive three-
Aging increases compensatory saccade amplitude in the video head impulse dimensional analysis of cervical spine motion in normal subjects in relation
test. Front Neurol. (2016) 7:1-7. doi: 10.3389/fneur.2016.00113 to age and sex. an experimental examination. Spine. (2000) 25:443-9.

23. Anson ER, Bigelow RT, Carey JP, Xue Q-L, Studenski S, Schubert doi: 10.1097/00007632-200002150-00009
MC, et al. VOR gain is related to compensatory saccades in healthy ~ 43. Quade D. Rank analysis of covariance. ] Am Stat Assoc. (1967) 62:1187-200.
older adults. Front Aging Neurosci. (2016) 8:150. doi: 10.3389/fnagi.2016. doi: 10.1080/01621459.1967.10500925
00150 44. Suh M-W, Park JH, Kang S II, Lim JH, Park MK, Kwon SK. Effect of goggle

24. Korsager LEH, Faber CE, Schmidt JH, Wanscher JH. Refixation saccades slippage on the video head impulse test outcome and its mechanisms.
with normal gain values: a diagnostic problem in the video head impulse Otol  Neurotol.  (2017)  38:102-9. doi: 10.1097/MAO.00000000000
test: a case report. Front Neurol. (2017) 8:81. doi: 10.3389/fneur.2017. 01233
00081 45. Li C, Layman AJ, Geary R, Anson E, Carey JP, Ferrucci L, et al

25. Perez-Fernandez N, Eza-Nunez P. Normal gain of VOR with refixation Epidemiology of vestibulo-ocular reflex function: data from the
saccades in patients with unilateral vestibulopathy. J Int Adv Otol. (2015) baltimore longitudinal study of aging. Otol Neurotol. (2015) 36:267-72.
11:133-7. doi: 10.5152/ia0.2015.1087 doi: 10.1097/MAO.0000000000000610

26. Xie Y, Anson ER, Simonsick EM, Studenski SA, Agrawal Y. Compensatory 46. Paige GD. Senescence of human visual-vestibular interactions. 1. vestibulo-
saccades are associated with physical performance in older adults: data from ocular reflex and adaptive plasticity with aging. ] Vestib Res. (1992) 2:133-51.
the baltimore longitudinal study of aging. Otol Neurotol. (2017) 38:373-8. 47. Agrawal Y, Zuniga MG, Davalos-Bichara M, Schubert MC, Walston JD,
doi: 10.1097/MA0.0000000000001301 Hughes ], et al. Decline in semicircular canal and otolith function

27. Fischer B, Ramsperger E. Human express saccades: extremely short reaction with age. Otol Neurotol. (2012) 33:832-9. doi: 10.1097/MAO.0b013e31825
times of goal directed eye movements. Exp brain Res. (1984) 57:191-5. 45061
doi: 10.1007/BF00231145 48. Gottlob LR, Fillmore MT, Abroms BD. Age-group differences in

28. Darrien JH, Herd K, Starling L-J, Rosenberg JR, Morrison JD. An inhibiting an oculomotor response. Neuropsychol Dev Cogn B Aging
analysis of the dependence of saccadic latency on target position and Neuropsychol ~ Cogn. (2007) 14:586-93. doi: 10.1080/138255806008
target characteristics in human subjects. BMC Neurosci. (2001) 2:13. 78752
doi: 10.1186/1471-2202-2-13 49. Ridderinkhof KR, Wijnen JG. More than meets the eye: age differences in the

29. Leigh R], Zee DS. The Neurology of Eye Movements. 4th edition. Oxford: capture and suppression of oculomotor action. Front Psychol. (2011) 2:267.
Oxford University Press (2006). doi: 10.3389/fpsyg.2011.00267

30. Steinman RM. Effect of target size, luminance, and color on monocular 50. Peng GCY, Minor LB, Zee DS. Gaze position corrective eye
fixation. J Opt Soc Am. (1965) 55:1158-64. doi: 10.1364/JOSA.55. movements in normal subjects and in patients with vestibular deficits.
001158 Ann N Y Acad Sci. (2005) 1039:337-48. doi: 10.1196/annals.13

31. McCamy MB, Najafian Jazi A, Otero-Millan J, Macknik SL, Martinez-Conde 25.032
S. The effects of fixation target size and luminance on microsaccades and 51. Tian J, Crane BT, Demer JL. Vestibular catch-up saccades in labyrinthine
square-wave jerks. Peer]. (2013) 1:9. doi: 10.7717/peerj.9 deficiency. Exp Brain Res. (2000) 131:448-57. doi: 10.1007/s0022199

32. Judge PD, Rodriguez AL Barin K, Janky KL. Impact of target distance, target 00320
size, and visual acuity on the video head impulse test. Otolaryngol Head Neck 52. Schubert MC, Migliaccio AA, Della Santina CC. Modification of
Surg. (2018) 159:739-42. doi: 10.1177/0194599818779908. compensatory saccades after aVOR gain recovery. J Vestib Res. (2006) 16:285-

33. Mordi JA, Ciuffreda K]J. Static aspects of accommodation: age and 91. Available online at: https://www.ncbi.nlm.nih.gov/pmc/articles/
presbyopia. Vision Res. (1998) 38:1643-53. doi: 10.1016/S0042-6989(97) PMC3033044/

00336-2 53. Spooner JW, Sakala SM, Baloh RW. Effect of aging on eye tracking. Arch

34. Curthoys IS, MacDougall HG, McGarvie LA, Weber KP, Szmulewicz D, Neurol. (1980) 37:575-6. doi: 10.1001/archneur.1980.00500580071012
Manzari L, et al. The video head impulse test (vVHIT). In: Jacobson GP, Shepard 54. Potvin AR, Syndulko K, Tourtellotte WW, Lemmon JA, Potvin JH. Human
N, editors. Balance Function Assessment and Management. (San Diego, CA: neurologic function and the aging process. ] Am Geriatr Soc. (1980) 28:1-9.
Plural Publishing), 2008. doi: 10.1111/j.1532-5415.1980.tb00115.x

35. Rey-Martinez ], Batuecas-Caletrio A, Matifio E, Perez Fernandez N. 55. Lee SH, Newman-Toker DE, Zee DS, Schubert MC. Compensatory saccade
HITCal: a software tool for analysis of video head impulse test responses. differences between outward versus inward head impulses in chronic
Acta  Otolaryngol. (2015) 135:886-94. doi: 10.3109/00016489.2015.10 unilateral vestibular hypofunction. J Clin Neurosci. (2014) 21:1744-9.
35401 doi: 10.1016/j.jocn.2014.01.024

36. Mantokoudis G, Saber Tehrani AS, Kattah JC, Eibenberger K, Guede CI, Zee 56. Mantokoudis G, Schubert MC, Tehrani AS, Wong AL, Agrawal Y.
DS, et al. Quantifying the vestibulo-ocular reflex with video-oculography: Early adaptation and compensation of clinical vestibular responses after
nature and frequency of artifacts. Audiol Neurootol. (2015) 20:39-50. unilateral vestibular deafferentation surgery. Otol Neurotol. (2014) 35:148-54.
doi: 10.1159/000362780 doi: 10.1097/MAO.0b013e3182956196

37. van der Steen J, Bruno P. Unequal amplitude saccades produced by 57. Bahill AT, Clark MR, Stark L. The main sequence, a tool for
aniseikonic patterns: effects of viewing distance. Vision Res. (1995) studying human eye movements. Math Biosci. (1975) 24:191-204.
35:3459-71. doi: 10.1016/0042-6989(95)00138-5 doi: 10.1016/0025-5564(75)90075-9

Frontiers in Neurology | www.frontiersin.org 12 April 2019 | Volume 10 | Article 328


https://doi.org/10.1212/01.wnl.0000299117.48935.2e
https://doi.org/10.1097/MAO.0000000000000661
https://doi.org/10.1111/coa.12558
https://doi.org/10.3389/fneur.2016.00113
https://doi.org/10.3389/fnagi.2016.00150
https://doi.org/10.3389/fneur.2017.00081
https://doi.org/10.5152/iao.2015.1087
https://doi.org/10.1097/MAO.0000000000001301
https://doi.org/10.1007/BF00231145
https://doi.org/10.1186/1471-2202-2-13
https://doi.org/10.1364/JOSA.55.001158
https://doi.org/10.7717/peerj.9
https://doi.org/10.1177/0194599818779908.
https://doi.org/10.1016/S0042-6989(97)00336-2
https://doi.org/10.3109/00016489.2015.1035401
https://doi.org/10.1159/000362780
https://doi.org/10.1016/0042-6989(95)00138-5
https://doi.org/10.1167/5.3.1
https://doi.org/10.1186/s40463-015-0081-7
https://doi.org/10.1097/00007632-199210001-00009
https://doi.org/10.1097/00007632-200002150-00009
https://doi.org/10.1080/01621459.1967.10500925
https://doi.org/10.1097/MAO.0000000000001233
https://doi.org/10.1097/MAO.0000000000000610
https://doi.org/10.1097/MAO.0b013e3182545061
https://doi.org/10.1080/13825580600878752
https://doi.org/10.3389/fpsyg.2011.00267
https://doi.org/10.1196/annals.1325.032
https://doi.org/10.1007/s002219900320
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3033044/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3033044/
https://doi.org/10.1001/archneur.1980.00500580071012
https://doi.org/10.1111/j.1532-5415.1980.tb00115.x
https://doi.org/10.1016/j.jocn.2014.01.024
https://doi.org/10.1097/MAO.0b013e3182956196
https://doi.org/10.1016/0025-5564(75)90075-9
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

Jay et al.

Jay Age Target Size VHIT

58.

59.

60.

61.

Kosnik W, Fikre J, Sekuler R. Visual fixation stability in older adults. Invest
Ophthalmol Vis Sci. (1986) 27:1720-5.

Timberlake GT, Wyman D, Skavenski AA, Steinman RM. The
oculomotor error signal in the fovea. Vision Res. (1972) 12:1059-64.
doi: 10.1016/0042-6989(72)90027-2

Putnam NM, Hofer HJ, Doble N, Chen L, Carroll J, Williams DR. The locus of
fixation and the foveal cone mosaic. J Vis. (2005) 5:632-9. doi: 10.1167/5.7.3
Rossi EA, Roorda A. The relationship between visual resolution and
cone spacing in the human fovea. Nat Neurosci. (2010) 13:156-7.
doi: 10.1038/nn.2465

Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

Copyright © 2019 Jay, Cane and Howe. This is an open-access article distributed
under the terms of the Creative Commons Attribution License (CC BY). The use,
distribution or reproduction in other forums is permitted, provided the original
author(s) and the copyright owner(s) are credited and that the original publication
in this journal is cited, in accordance with accepted academic practice. No use,
distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Neurology | www.frontiersin.org

13

April 2019 | Volume 10 | Article 328


https://doi.org/10.1016/0042-6989(72)90027-2
https://doi.org/10.1167/5.7.3
https://doi.org/10.1038/nn.2465
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

	Age Is a Greater Influence on Small Saccades Than Target Size in Normal Subjects on the Horizontal Video Head Impulse Test
	Introduction
	Materials and Methods
	Participants
	Equipment
	Experimental Protocol
	Saccade Analysis
	Statistical Methods

	Results
	Gain and Head Velocity: Standard Target Size Only
	Saccade Metrics: Standard Target Size Only
	Analysis of all Target Sizes

	Discussion
	Saccade Metrics
	Age
	Size Effects

	Limitations
	Conclusions
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References


