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Purpose: The purpose of this study was to understand the double peaks or
broadening of P100 observed in some cases of optic neuritis by inducing conduction
delays in healthy eyes through stimulus luminance manipulation in analogy to the
perceptual Pulfrich effect.

Methods: Checkerboard pattern reversal visual evoked potentials (VEPs) with check
sizes of 0.8 degrees, 0.4 degrees, and 0.2 degrees were recorded in healthy partici-
pants using two experiment variants. Variant (1) involved binocular stimulation with
inter-ocular luminance difference achieved by a 1.8 neutral density (ND) filter, along
with monocular control conditions. Variant (2) included monocular stimulation with
hemifields having a luminance difference (half of monitor with ND filter), along with
single-hemifield control conditions. In both variants, VEP curves under mixed stimula-
tion were compared to synthesized VEPs computed from offline summation of curves
from the relevant control conditions, followed by assessing P100 characteristics.

Results: Despite considerable variability between participants, the binocular variant
demonstrated marked differences between VEPs from mixed recordings and synthe-
sized curves, whereas in the hemifield variant, agreement was strong. The anticipated
double peak or broadened deflection patternwas observed to varying extents in partic-
ipants, often contingent on check size, with nominal peak time frequently failing to
indicate partial conduction delays.

Conclusions: The present findings corroborate the hypothesis that nominal peak time
does not always reflect conduction delays if only a subset of fiber bundles is affected.
Peak shape might provide additional diagnostic evidence of a partial conduction delay.

Translational Relevance: Enhancing the understanding of VEP waveform changes
associated with partial conduction delays could offer diagnostic insights for optic
neuritis.

Introduction

The visual evoked potential (VEP) primarily repre-
sents the response of the visual cortex to stimuli
presented in the central visual field.1 VEPs thus depend
on functional integrity of central vision at all levels
of the visual pathway from the eye up to the occipi-
tal cortex.2 This makes the VEP a very useful tool for
understanding processes and assessing pathologies of
the visual pathway.

For this reason, a common clinical application of
VEPs is the diagnosis of optic neuritis,3–6 which is an
acute inflammation of the optic nerve. In this regard,
VEP to a pattern reversal checkerboard stimulus is
most used and it consists of a negative peak around
75 ms (N75), a positive component at approximately
100 ms (P100), and a later negative peak at around 135
ms (N135).2 Generally, axonal degeneration produces
a reduction in VEP amplitude and changes in the
morphology of the VEP responses. In contrast, the
demyelination of axons in optic neuritis, resulting from
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the inflammation of the optic nerve, produces conduc-
tion delays in the optic nervewhich commonlymanifest
in theVEP as a delayed P100.Notably, the delay in peak
time is not fixed and in some cases of optic neuritis the
delays are progressively shortened after the initial acute
phase until the peak time of the affected eye returns to
normal limits within 2 to 3 years.4 This is attributed to
remyelination of the optic nerve axons, although this
does not correspond to a return to normal function
of the initially affected axons.4 Nevertheless, demyeli-
nation diseases also lead to conduction block, where
there is complete signal transmission failure of some
or all axons; or temporal dispersion, where nerve fibers
conduct signals at different velocities.7,8 Both mecha-
nisms can lead to diminished amplitudes.7,8 In conduc-
tion block, this occurs because nerve fibers that are
blocked do not contribute to the VEP. In temporal
dispersion, this occurs because asynchronous signals
combine in a destructive manner due to phase cance-
lation.7,9

Observations of the VEP traces from a cohort of
acute optic neuritis cases (patients included in the
TONE clinical trial10,11 at the local study site) which
were followed up over a course of 2 years, showed the
emergence of a double peak or broadening of the P100
in some of the cases recorded at the initial measure-
ment (Fig. 1). This often persisted through the 3 and
6 month follow-up VEPs but disappeared in the 2-year
follow-up VEPs. This double peaking or broadening of
the P100 often confounded amplitude and peak time
measurement of the P100. We hypothesized that these
curve shape alterations originated from conduction
delays that affected only some of the fiber bundles of
the optic nerve. The emergence of the double peak may
reflect the asynchrony of signal transmission between
the healthy fibers and unhealthy fibers, and the subse-
quent disappearance of the double peak at later stages
may reflect re-synchronization due to an increase in
the proportion of recovered (remyelinated) fibers. Our
clinical experience suggests that double peaks predom-
inantly occur in patients with demyelinating diseases,
although there are occasionally cases with no apparent
underlying pathology.

Partial conduction delays in the visual system can be
simulated using neutral density filters.12–14 The effect
arises from the fact that dimming a stimulus with a
neutral density filter slows down retinal processing in
the eye with filter12 thereby increasing signal conduc-
tion time between that eye and the cortex.13–15

By simulating these delays (using dimming-induced
effects as an experimental tool without replicating
the actual pathophysiological processes associated with
optic neuritis), this study aimed to advance the under-
standing of the effect of conduction delays on the

Figure 1. VEP traces of a case of optic neuritis followed up for
2 years, with normal right eye and affected left eye. Left: VEP is almost
flat at day 0, double peaks appear at day 30, persist through day 182,
and disappear by day 758. Credit: Treatment of Optic Neuritis with
Erythropoietin Study.

waveform of the VEP and to potentially facilitate the
interpretation of VEP findings that involve double
peaks or peak broadening.

This experimental approach is known from the
perceptual Pulfrich effect.13–15 This is a visual stereo
illusion where lateral motion is perceived as having a
depth component. It can be observed when a swing-
ing pendulum bob is viewed through a neutral density
filter in front of one eye. Although the bob is moving
in a fronto-parallel plane, the path seems elliptical
because of the interocular signal latency difference
between the filtered and unfiltered eye, which simulta-
neously establishes a seeming spatial disparity in which
the object appears to be in two different locations
with the image from the filtered eye appearing to lag
behind the image from the unfiltered eye.13,16,17 This
disparity cue stimulates disparity tuned neurons to give
rise to the perception of depth, that is, the elliptical
pathway Furthermore, a spontaneous Pulfrich effect is
a common symptom reported by people with unilat-
eral optic neuritis.13,16,17 To correct this, neutral density
filters of different strengths are placed in front of the
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unaffected eye until the effect is eliminated.13,17,18 The
forementioned cases together suggest that an interoc-
ular signal latency difference may, in itself, act as an
independent cue for depth perception.

Materials and Methods

Participants

VEPswere recorded from 18 visually healthy partici-
pants with best corrected visual acuity of -0.1 logMAR
or better. However, data for three participants were
excluded for the following reasons: incomplete data
due to fatigue and inability of the participant to
return to complete the recordings (n = 2) and exces-
sive artefacts due to excessive blinking (n = 1). The
study belonged to a series of experiments approved by
the local institutional review board and followed the
tenets of the Declaration of Helsinki. All participants
provided their written consent after receiving a partic-
ipant information sheet and having the opportunity to
ask questions.

Stimulation

Following the principles laid down in the respec-
tive International Society for Clinical Electrophysiol-
ogy of Vision (ISCEV) standards,19 pattern reversal
checkerboard stimuli with check sizes 0.8 degrees, 0.4
degrees, and 0.2 degrees, a contrast of 98% and a mean
luminance of 360 cd/m2 were used. Reversal rate was
2 reversals per second. The distance between the eye
and the monitor was 114 cm and the total extent of the
stimulus was 19 degrees× 15 degrees (length× height).

The VEP was recorded from the Oz position, refer-
enced to Fpz20 and with ground connected to one
ear lobe. Signals were band-passed at 1 to 100 Hz,
amplified 50,000-fold, and sampled at 1 kHz. Artifacts
were rejected based on a ± 130 μV threshold criterion.
Eighty artifact-free trials per check size were recorded
and averaged. For display and further analysis, a digital
non-causal 45-Hz low-pass filter was applied to the
traces. Participants wore their best spectacle correc-
tion with appropriate near addition and recordings
were done with natural pupils. To ensure subject alert-
ness, fixation, and accommodation, participants read
out numbers (1 to 9) which flashed in pseudo-random
order in the middle of the fixation target (diameter =
0.5 degrees).

Two variants of the experiments were conducted
(Fig. 2). The first variant, henceforth called the interoc-
ular variant, followed the classical induction of the
Pulfrich Effect (see Fig. 2A). This was used to validate

the approach in the context of VEP recordings. VEPs
were recorded with both eyes open but with a neutral
density (1.8 ND) filter in front of the right eye.
A control condition without the ND filter was also
recorded (i.e. both eyes open without the filter). VEPs
were then recorded monocularly from each eye to
provide the individual parts that were later summed up
offline to obtain synthesized binocular VEPs for the
test and control conditions of the interocular variant.
As such, VEPs were recorded monocularly from the
right eye (OD), left eye (OS), and right eye with 1.8 ND
(ODND).

In the second variant, henceforth called the inter-
hemifield variant, the above Pulfrich-like version was
modified for monocular induction. This more closely
resembled the situation when a subset of optic nerve
fibers is affected in unilateral optic neuritis. VEPs were
recorded from only the right eye, with a 1.8 ND cover-
ing the left half of the monitor (see Fig. 2B). The
control condition in this case was the same eye viewing
the full screen without any filters. Hemifield VEPs were
then recorded for the right eye and later summed up
offline to obtain synthesized the responses obtained
to stimulation of both hemifields. The hemifield VEPs
were recorded from the left hemifield (LH), right
hemifield (RH) and LH with 1.8 ND filter (LHND).
For each hemifield recording, the opposite hemifield
was occluded with an opaque card covering half
of the monitor. For six of the participants, pattern
electroretinograms (PERGs) were recorded simultane-
ously using DTL electrodes to assess retinal contribu-
tions to the effect. Left and right instead of upper and
lower hemifields were chosen to avoid effects of polar-
ity inversion in the VEP.21

Statistical Analysis

The amplitude of the N75 was measured from
baseline to the trough of the N75, P100 amplitude was
measured from the trough of the N75 to the peak of
the P100, and N135 amplitude was measured from the
peak of the P100 to the trough of N135. Peak time was
measured from stimulus onset to the trough or peak of
the various components. All peaks and troughs were
determined objectively using Microsoft Excel to find
the maximum or minimum voltage within a fixed time
window. A time window of 75 to 105 ms was used for
all conditions, except the ODND condition where a 90
to 130 ms window was used to account for the delays
in peak time.

Statistical comparisons (paired-sample t-tests) for
amplitudes and peak times were limited to the P100
component for simplicity. Comparisons between the
waveform shape of different test conditions were made
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Figure 2. Participant and stimulus set up for VEP recording. Two variants of the experimentwere recorded. (A) Interocular variant following
the classical induction of the Pulfrich effect and (B) inter-hemifield variant following amodified Pulfrich-like effect for monocular induction.
ND – neutral density filter; RE – right eye; LE – left eye; OU – VEP with both eyes open; OUND – VEP with both eyes open but with 1.8 ND in
front of right eye; OD – VEP from right eye only; OS – VEP from left eye only; ODND – VEP from right eye only but with 1.8 ND in front of it; Lscr
– Left half of screen; Rscr – right half of screen; FS – VEP from full screen (also the same as OD in panel A); FSND – VEP from full screen with
1.8 ND in front of left half of screen; LH – VEP from left hemifield; RH – VEP from right hemifield; LHND – VEP from left hemifield with 1.8 ND
covering it.

qualitatively and quantitatively. The qualitative assess-
ments were made by overlapping two traces of inter-
est and judging how closely they matched with each
other on a three-point scale of good, moderate, and
poor. Quantitative assessments were made by calculat-
ing a correlation coefficient (R2) for two traces within
a reference window. The start and end points of the
reference window were defined respectively by the peak
times of the N75 and N135 of the control condition.
The quantitative comparison was limited to the shape
of the P100.

Results

Participants were aged between 18 and 38 years
(mean = 25.3 ± 5.9 years). The results are presented
in two main sections. The first part presents the results
from the 15 participants and are limited to the VEPs

recorded with the 0.8 check size for brevity. The second
later section presents the results of the grand mean
traces of the VEPs from the three check sizes.

Section 1: Individual VEPs

There were considerable variations in the waveforms
between participants, which are exemplified by the
traces from 4 participants in Figures 3 and 4 for the
interocular and inter-hemifield variants, respectively.
However, waveforms between the right and left eyes of
each participant were very similar in amplitude, timing,
and shape (see Fig. 3, column 1). There was no statis-
tical difference between the right and left eyes with
regard to mean P100 amplitude (OD = 13.7 ± 5.0 μV
and OS = 12.8 ± 5.1 μV, P = 0.134), peak time (OD =
88.0 ± 4.5 ms and OS = 88.2 ± 3.9 ms, P = 0.745) and
shape (mean R2 = 0.945 ± 0.064).

Comparisons between the real and synthesized
binocular control VEP (OU; column 2), yielded a
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Figure 3. Example VEP traces of four participants for the interocular variant. First column shows the comparison of control VEP traces from
the right (OD, blue trace) and left (OS, orange trace) eyes. Second column compares the real control binocular VEP trace (OU-Real, black trace)
and its synthesized counterpart (OU-Sim, yellow dash trace). Third column shows the comparison between the VEP of the right eye with a
1.8 ND in front of it (ODND) and the unfiltered left eye (OS). Fourth column compares the binocular VEP recorded with both eyes open but
with a 1.8 ND in front of the right eye (OUND, red trace), and its synthesized counterpart (blue dash trace). The traces are arranged vertically
in order of increasing time difference between the P100 of the ODND and OS. The time differences are shown as numbers in the boxes in the
third column.

significant difference in the mean amplitude (real =
15.5 ± 5.8 μV and synthesized= 26.3 ± 9.9 μV, P <

0.001) but not in the peak time (real = 88.2 ± 5.5 ms
and synthesized = OU: 88.2 ± 4.1 ms, P = 0.841). The
waveform shapes were moderately similar (R2 = 0.761
± 0.271). Interocular differences in peak time between
the ODND and OS (represented by the numbers in the
boxes in column 3) did not correlate significantly with
the peak time of the OUND (Fig. 5). Again, a compar-
ison of the real and synthesized binocular test condi-
tions (OUND) showed a significant difference in the
amplitude (real = 9.0 ± 4.8 μV and synthesized = 15.0
± 5.8 μV, P < 0.001) and peak time (real = 87.3 ± 5.8
ms and synthesized= 100.5± 10.5 ms, P= 0.001). The
similarity between the waveformswas poor (R2 = 0.370
± 0.305).

In the recordings for inter-hemifield variant, VEPs
from the left (LH) and right (RH) hemifields were very
similar (see Fig. 4, column 1). There was no significant
difference between their mean amplitudes (RH= 7.4±
3.3 μV and LH= 7.7± 2.6 μV,P= 0.735) or peak times
(RH = 87.1 ± 4.6 ms and LH = 88.0 ± 4.7 ms, P =
0.237). Furthermore, the real and synthesized control

full screen (FS) VEP were very similar to each other.
There was no significant difference in their amplitudes
(real FS = 13.7 ± 5.0 μV and synthesized FS = 14.7 ±
5.2 μV, P = 0.735) or peak times (real FS = 88.0 ± 4.5
ms and synthesizedFS= 88.9± 5.0ms,P= 0.237). The
real and synthesized waveforms in the test conditions
(FSND) were also similar with no significant difference
in amplitude (real FSND = 7.9 ± 3.3 μV and synthe-
sized FSND = 9.1 ± 4.3 μV) or peak time (real FSND
= 94.7 ± 7.9 ms and synthesized FSND = 94.7 ± 8.9
ms). As was the case in the interocular variant, inter-
hemifield differences between the RH and the LHND
did not correlate significantly with the peak time of the
FSND (see Fig. 5).

Section 2: Grand Mean VEPs

The grand mean VEP and grand mean PERG
traces for the participants for the 3 check sizes are
shown in Figure 6. VEP traces are displayed in the
left half whereas the PERG traces are on the right.
The mean VEP amplitudes and peak times for all three
check sizes for the various components are shown in
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Figure 4. Example VEP traces of four participants for the inter-hemifield variant. Participants are the same as in Figure 3. First column shows
the comparisonof control traces from the right (RH, blue trace) and left (LH, orange trace) hemifields. Secondcolumn compares the real control
full screen VEP trace (FS-Real, black trace) and its synthesized counterpart (FS-Sim, yellow dash trace). Third column shows the comparison
between the VEP of the unfiltered right hemifield (RH) and the left 1.8 ND filtered hemifield (LHND). Fourth column compares full screen VEP
recorded with from the right eye but with a 1.8 ND in front of the left hemifield (FSND, red trace), to its synthesized counterpart (blue dash
trace). The traces are arranged vertically in order of increasing time difference between the P100 of the RH and LHND. The time differences
are shown as numbers in the boxes in the third column.

Supplementary Table S1 for the interocular variant and
Supplementary Table S2 for the inter-hemifield variant.
Similar data for the PERG are shown in Supplemen-
tary Tables S3 and S4.

In summary, VEPs from the right and left eye in the
interocular variant were very similar to each other for
all three check sizes (column 1). This was also true for
the VEPs from the right and left hemifield (RH versus
LH) of the inter-hemifield variant. VEPs from the
filtered eye (ODND, interocular comparison) and the
filtered hemifield (LHND, inter-hemifield variant) were
reduced in amplitude and delayed in time in compari-
son with their respective control non-filtered counter-
part (column 2).

The binocular test condition (OUND) of the interoc-
ular variant had a similar waveform to its counterpart
binocular control condition (OU) for the various check
sizes (column 3). The main observable differences were
the reductions in the N75 and P100 amplitudes of
the OUND in comparison with the OU. Data for the
P100 are highlighted in Figure 7 (left column). There
were statistical differences in mean amplitude between
OU and OUND for all check sizes (P values < 0.001
for all check sizes). However, there were no statisti-

cal differences in the mean peak time between the OU
and OUND (P values for 0.8 degrees, 0.4 degrees, and
0.2 degrees were for 0.902, 0.540, and 0.451, respec-
tively). The comparison between the synthesized binoc-
ular VEPs for the test and control conditions (column
4) showed differences in the waveforms which were
different to those observed in the comparison of the
real binocular VEPs.

For the inter-hemifield variant, the waveform of the
real monocular test condition (FSND) was different to
its control counterpart (FS) and the differences were
most observable in the VEP for the 0.2 degrees check
size. Notably the P100 peak of the FSND was broader,
while the N135 was shallower and delayed in compari-
son with the FS. These are highlighted in Figure 7 for
the P100 (right column). There were statistical differ-
ences in mean amplitude between FS and FSND for
all check sizes (P < 0.001 for all check sizes). There
were also statistical differences in the mean peak time
between the FS and FSND for the 0.8 degrees (P =
0.005) and 0.4 degrees (P = 0.002) check sizes but not
for the 0.2 degrees check size (P = 0.051). Further-
more, there was a larger intersubject variability in
the FSND data compared to the FS data leading to
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Figure 5. Left column: correlation between the interocular difference (IOD) in amplitude (between filtered [ODND] and unfiltered [OD] eye)
and the amplitude of test binocular VEP (OUND), as well as the correlation between the IOD in implicit time and the implicit time of the OUND.
Right column: Correlation between the inter-hemifield difference (IHD) in amplitude (between filtered [LHND] and unfiltered [LH] hemifield0
and the amplitude of test monocular VEP (FSND) as well as correlation between the IHD in implicit time and the implicit time of the FSND.

considerable overlaps in the data especially for the 0.8
degrees and 0.2 degrees check sizes (see Fig. 7, bottom
right). The comparison of the synthesized FSND and
FS waveforms had similar features to those seen in the
comparison of the real VEPs.

The PERG data (available for 6 participants),
followed a similar pattern to the VEP with a few
exceptions. For example, the PERG showed reduced
amplitudes of the P50 and N95 components across
the various check sizes for both interocular and inter-
hemifield variants as seen in the VEPs. However,
the amplitude reductions in the PERG were more
pronounced than those in the VEP. The average
percentage reduction in the P50 amplitude of the
filtered eye in comparison with the unfiltered eye
was 78%, 72%, and 70% for the 0.8 degrees, 0.4
degrees, and 0.2 degrees check sizes, respectively. The
reduction in the N95 amplitude was 74%, 82%, and
79% for the 0.8 degrees, 0.4 degrees, and 0.2 degrees

check sizes, respectively. Comparatively, the average
percentage reduction of the P100 in the interocu-
lar comparison was 18%, 19%, and 21%, respec-
tively, for the 0.8 degrees, 0.4 degrees, and 0.2 degrees
checks.

The average delay in the P50 of the PERG of the
filtered eye for the 0.8 degrees, 0.4 degrees, and 0.2
degrees check sizes were 22.5 ± 2.8 ms, 19.1 ± 8.2
ms, and 16.7 ± 8.0 ms, respectively; that for the N95
was 17.7 ± 6.9 ms, 13.0 ± 9.6 ms, and 10.4 ± 5.3 ms,
respectively. These were comparatively lower than the
average delays for the VEPs of the same six partici-
pants (i.e. 27.8 ± 5.8 ms, 26.8 ± 4.3 ms, and 30.2 ± 6.9
ms for 0.8 degrees, 0.4 degrees, and 0.2 degrees checks,
respectively). For the inter-hemifield comparisons, the
average delays in P50 of the filtered hemifield (LHND)
the 0.8 degrees, 0.4 degrees, and 0.2 degrees were 14 ±
7 ms, 9.7 ± 8.1 ms, and 15.7 ± 11.1 ms, respectively,
whereas that for the N95 were 15 ± 9 ms, 13.0 ± 1.7
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Figure 6. Grand mean traces for the various control and test conditions for three check sizes. The VEP traces are shown on the left half are
composed of data from all the 15 participants whereas the PERG traces in the right half are composed of data from six participants.

ms, and 29.0 ± 8.6 ms, respectively. These were compa-
rable to the average VEP data of 19.5 ± 4.5 ms, 23.3 ±
4.7 ms, and 24.6 ± 7.7 ms for 0.8 degrees, 0.4 degrees,
and 0.2 degrees checks, respectively. In spite of these
delays seen in the averaged VEP and PERG data, there
were no statistical correlations when individual data
were compared.

Discussion

This study examined the effect of conduction delays
on the binocular and monocular pattern reversal
VEP. The conduction delays were simulated in healthy
individuals by creating a luminance difference between
the two eyes (interocular variant) for the binocular
VEP and creating a luminance difference between two
hemifields (inter-hemifield) for the monocular VEP.
Both test conditions were designed to produce a delay
in approximately half of the signals arriving at the
visual cortex.

The P100 is a prominent peak that shows relatively
little variation between healthy subjects (<15 ms),5,6
minimal within-subject interocular difference (<12

ms),22,23 andminimal variation with repeated measure-
ments over time (slows about 1 ms per decade from
5 to 60 years).24,25 In this study, the control VEPs
from the right and left eyes, as well as from the
right and left hemifields were very similar to each
other (see Fig. 3) and were consistent with findings in
previous studies.22–24,26–29 The 1.8 ND filter used in
this study adequately altered the VEP of the filtered
eye as it produced a 20% to 30% reduction in the
P100 amplitude and a 20 to 30 ms delay between
the filtered and unfiltered eye or hemifield. In the
subset of participant in which PERG was recorded,
the 1.8 ND filter reduced both the P50 and the
N95 substantially (at least 70%). These are typical
findings in optic neuritis4,29 and in other studies which
have used similar neutral density filters of similar
strength.16,30

For practical reasons, the present experiments were
performed without dilation of the pupils. Although
the reduction in retinal illuminance induced by the
ND filter triggers a counteracting increase in pupil
diameter, there is a net decrease in retinal illumi-
nance as evident from the known Pulfrich effect and
other sources,31 as well as from the fact that we see
an effect in our data. However, we cannot exclude
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Figure 7. Comparison of P100 amplitude (top row) and implicit time (bottom row) between control (solid colors) and test (hatched colors)
conditions for interocular (left) and inter-hemifield (right) conditions. Outlier data were values greater than 3 times the interquartile range
above the third quartile (upper outliers) or below the first quartile (lower outliers) and are circled.

that some of the interindividual variability in our
study originates from differences in iris pigmentation,
which affects the dependence of overall retinal illumi-
nance on pupil diameter,32 and retinal image contrast.33
This was not systematically assessed in the present
study.

Inter-Ocular Variant: Binocular VEP Produced
by Luminance Difference Between the Eyes

The concept of this VEP experiment resembles
that used to elicit the classical Pulfrich effect. Consis-
tent with the assumption of a conduction delay
underlying the Pulfrich effect,13 we found that reduc-
ing the luminance increased the peak time of the
P100. With respect to the second experiment, this
provided corroboration of our general experimental
approach.

In the comparison between real VEPs of the test
condition (OUND) and its control (OU), the most
noticeable differences were the reduction in the ampli-
tudes of the N75 and P100 (see Fig. 6). Except for

the reduction in the N75 and P100 amplitudes, the
waveform shapes were very similar and there were no
significant differences in the peak times of the three
major components between the OU and OUND. This
occurred despite the significant delay in the timings of
the N75, P100, and N135 of the filtered eye (ODND) in
comparison with the left eye (OS). This was consistent
across all three check sizes (see Fig. 6). This indicated
that the binocular VEPs, OU, and OUND, were not the
arithmetic sum of their respective component monoc-
ular VEPs, which is line with other studies.22,26,27,34,35
This was further seen in the discrepancy between
the real VEPs and the synthesized counterparts (see
Fig. 3).

The mechanism for this discrepancy is not fully
understood, however, some authors suggest that there
are separate cortical generators for the monocular and
binocular VEPs,34,36 whereas others suggest nonlin-
ear interactions between monocular cortical cells that
would result in the activation under binocular condi-
tions being reduced relative to the sum of monocular
activations.35
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Inter-Hemifield Variant: Monocular VEP From
Luminance Difference Between the
Hemifields

In the comparison between real VEPs of the test
condition (FSND) and its control (FS), there were
significant reductions in the amplitudes of all three
major components across the three check sizes (see
Fig. 6). In addition, there was a significant delay in
N135 and a less pointy peak of the P100 which altered
thewaveform shape. This wasmost noticeable in the 0.2
degrees check size. Overall, the combination of ampli-
tude reduction and prolonged peak time approximates
the situation in moderate to severe acute optic neuritis,
before recovery of the VEP amplitude.4

Despite the significant inter-hemifield delays
between the RH and the LHND, double peaks were not
consistently observed in the FSND test condition of
participants. Furthermore, the inter-hemifield differ-
ences between the RH and LHND peak time did not
correlate with peak time of the FS for participants
(see Fig. 4). Nevertheless, there was an observable
tendency of an increasingly broadening P100 peak
of the FSND with increasing inter-hemifield peak
time differences. As noted in the introduction, this
may be due to temporal dispersion.7,8 A related
reasonable explanation is that conduction delays
needed to occur in more than half of the axons to
compensate for the effect of amplitude reduction
that is normally present in the delayed component
that produces double peaks in the VEP P100 in optic
neuritis. It is also plausible that an increase in the
inter-hemifield peak time beyond what was observed
in this study (i.e. 29 ms) could have produced a double
peak.

To further examine these observations from the
inter-hemifield variant, the effects of combining two
hypothetical waves with different amplitudes and/or
different time delays were modelled and are illustrated
in Figure 8. When the two component waves are in
alignment (0 ms delay), the resultant waves are simply
the arithmetic sums of the component waves; equiva-
lent to the complete summation described by Apkarian
and colleagues.34 Apkarian and colleagues provided
the following definitions for binocular interactions: full
summation in binocular VEPs results if the amplitude
of the binocular VEP (BVEP) is equal to twice the
mean of themonocular responses (2*MVEP). If BVEP
> 2*MVEP, this is known as facilitation, whereas if
MVEP < BVEP < 2MVEP, then it is a partial summa-
tion. If BVEP < 1, then it is known as inhibition.
Another situation which may result is suppression, in
which BVEP is equal to the amplitude of the VEP with
the higher amplitude.

Figure 8. Interaction of hypothetical waves. The first column shows
the results of combining two identical waves (A and B; top row) with
increasing time differences in implicit time from 0 m to 40 ms in 10
ms steps (rows 2 to 5). The second column shows the casewhenwave
A is twice the size of wave B and the final column shows the case
when wave A is half the size of wave B. In all three cases, wave A is
fixed in time, whereas wave B is shifted in time to the right.

When the time difference was increased to 10ms and
then to 20 ms, the amplitudes of the resultant waves
showed partial summation and the peak time of the
P100 increased. However, at a time difference of 30 ms
and 40 ms, double P100 peaks emerged and there were
ambiguities in which peak to consider for measuring
the peak time of the P100. The observations from these
hypothetical scenarios in Figure 8 gave credence to the
assumption that double P100 peaks were more likely to
occur when the inter-hemifield difference was 30 ms or
more. Furthermore, they showed that the peak time of
the resultant waves did not increasemonotonically with
an increase in the difference between the peak times of
the component waves.

Our findings also showed that the sum of the
hemifield VEPs (synthesized VEPs) for the test and
control conditions closely matched their real counter-
parts. This corresponds to earlier studies which showed
that the monocular VEP, which represents central
retina activity, is the sum of VEPs from different parts
of the central retina from which the monocular VEP
was recorded.37,38 This is compatible with the idea that
signal losses in the monocular VEP are proportional
to the area of retinal loss within the central retina.
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However, the amount of signal loss per unit area may
depend on the retinal location from which the signal
was lost, as evidenced by the different check size depen-
dence of the loss (see Fig. 7, top right graph). Further-
more, as the VEP primarily reflects the response to
stimulation of the central visual field1 it is unclear from
the present data whether spatial additivity generalizes
to higher eccentricities.

In practical terms, the present data suggests that a
comprehensive assessment of VEP recordings needs to
include an evaluation of curve morphology in addition
to simple peak time and amplitude readings, to avoid
missing evidence of disease. Future studies will have to
demonstrate how this can be achieved in a systematic,
unambiguous, manner.

The small number of observations for the PERG (n
= 6) precluded robust comparisons between the PERG
and VEP data. Nevertheless, the amplitude reduction
and peak time delay of the PERG in the filtered eye
(ODND) and hemifield (LHND) were similar to obser-
vations made in the PERG in previous studies after
luminance attenuation.39 This suggests that a sizeable
fraction of the VEP peak time changes observed in the
present study using a dimming technique originated in
the retina. This contrasts with actual optic neuritis, in
which the primary locus is the optic nerve, although
effects on the PERG are sometimes observed in acute
or severe cases.29,40–42

Conclusions

The present findings corroborate the hypothesis that
nominal peak time does not always reflect conduction
delays if only a subset of fiber bundles is affected.
P100 morphology is the result of interactions between
changes in amplitude and peak time and can, for
instance, remain completely unremarkable, be broad-
ened, or shifted in time, exhibit a shoulder, or show a
double peak. This implies that the rating of a VEP as
“normal” (i.e. nonindicative of a disease such as optic
neuritis) should not solely be based on the timing of
the maximum of the largest peak.

Acknowledgments

Supported by the Alexander von Humboldt
Foundation and the Deutsche Forschungsgemein-
schaft (project# 435838478).

Disclosure:E.K.A.Morny, None; J. Haldina, None;
S.P. Heinrich, None

References

1. Fahle M, Bach M. Origin of the visual evoked
potential. In: Heckenlively J, Arden G, eds. Prin-
ciples and Practice of Clinical Electrophysiology
of Vision. Cambridge, MA: MIT Press; 2006:207–
234.

2. Odom JV, Bach M, Brigell M, et al. ISCEV
standard for clinical visual evoked potentials:
(2016 update). Documenta Ophthalmologica.
2016;133(1):1–9, doi:10.1007/s10633-016-9553-y.

3. Matthews WB, Small DG, Small M, Pountney E.
Pattern reversal evoked visual potential in the diag-
nosis of multiple sclerosis. J Neurol Neurosurg Psy-
chiatry. 1977;40(10):1009–1014, doi:10.1136/jnnp.
40.10.1009.

4. Jones SJ, Brusa A. Neurophysiological evidence
for long-term repair of MS lesions: implications
for axon protection. JNeurol Sci. 2003;206(2):193–
198, doi:10.1016/S0022-510X(02)00428-8.

5. Halliday AM, McDonald WI, Mushin J. Visual
evoked response in diagnosis of multiple sclero-
sis. BMJ. 1973;4(5893):661–664, doi:10.1136/bmj.
4.5893.661.

6. Halliday AM, McDonald WI, Mushin J. Delayed
visual evoked response in optic neuritis. Lancet.
1972;299(7758):982–985, doi:10.1016/S0140-6736
(72)91155-5.

7. Elzenheimer E, Laufs H, Schulte-Mattler W,
Schmidt G. Signal modeling and simulation
of temporal dispersion and conduction block
in motor nerves. IEEE Trans Biomed Eng.
2020;67(7):2094–2102, doi:10.1109/TBME.2019.
2954592.

8. Waxman SG. Conduction in myelinated, unmyeli-
nated, and demyelinated fibers. Arch Neurol.
1977;34(10):585–589, doi:10.1001/archneur.1977.
00500220019003.

9. Schulte-MattlerWJ. Chapter 18Conduction veloc-
ity distribution. Clin Neurophysiol. 2006;7:405–
419, doi:10.1016/S1567-4231(09)70079-6.

10. Küchlin S, Ihorst G, Grotejohann B, et al. Treat-
ment with erythropoietin for patients with optic
neuritis long-term follow-up. Published online
2023, doi:10.1212/NXI.0000000000200067.

11. Lagrèze WA, Küchlin S, Ihorst G, et al. Safety
and efficacy of erythropoietin for the treat-
ment of patients with optic neuritis (TONE): a
randomised, double-blind, multicentre, placebo-
controlled study. Lancet Neurol. 2021;20(12):991–
1000, doi:10.1016/S1474-4422(21)00322-7.

12. Cigánek L. Binocular addition of the visually
evoked response with different stimulus intensities

Downloaded from hwmaint.iovs.org on 04/24/2024

http://doi.org/10.1007/s10633-016-9553-y
http://doi.org/10.1136/jnnp.40.10.1009
http://doi.org/10.1016/S0022-510X(02)00428-8
http://doi.org/10.1136/bmj.4.5893.661
http://doi.org/10.1016/S0140-6736(72)91155-5
http://doi.org/10.1109/TBME.2019.2954592
http://doi.org/10.1001/archneur.1977.00500220019003
http://doi.org/10.1016/S1567-4231(09)70079-6
http://doi.org/10.1212/NXI.0000000000200067
http://doi.org/10.1016/S1474-4422(21)00322-7


Partial Conduction Delays in the VEP TVST | February 2024 | Vol. 13 | No. 2 | Article 18 | 12

in man. Vision Res. 1970;10(6):479–487, doi:10.
1016/0042-6989(70)90004-0.

13. O’Doherty M, Flitcroft DI. An unusual presen-
tation of optic neuritis and the Pulfrich phe-
nomenon. J Neurol Neurosurg Psychiatry. 2007;
78(8):906–907, doi:10.1136/JNNP.2006.094771.

14. Pulfrich C. Die Stereoskopie im Dienste der
isochromen und heterochromen Photometrie.
Naturwissenschaften. 1922;10:553–564.

15. Fimreite V, Ciuffreda KJ, Yadav NK. Effect
of luminance on the visually-evoked poten-
tial in visually-normal individuals and in
mTBI/concussion. Brain Inj. 2015;29(10):1199–
1210, doi:10.3109/02699052.2015.1035329.

16. Heron G, McQuaid M, Morrice E. The Pulfrich
effect in optometric practice. Ophthalmic Physiol
Opt. 1995;15(5):425–429, doi:10.1046/j.1475-1313.
1995.9500054h.x.

17. Heng S, Dutton GN. The Pulfrich effect in the
clinic. Graefes Arch Clin Exp Ophthalmol. 2011;
249(6):801–808, doi:10.1007/s00417-011-1689-6.

18. Heron G, Thompson KJ, Dutton GN. The symp-
tomatic Pulfrich phenomenon can be successfully
managed with a coloured lens in front of the
good eye - a long-term follow-up study. Eye. 2007;
21(12):1469–1472, doi:10.1038/sj.eye.6702459.

19. Odom JV, Bach M, Brigell M, et al. ISCEV stan-
dard for clinical visual evoked potentials: (2016
update).Doc Ophthalmol. 2016;133(1):1–9, doi:10.
1007/s10633-016-9553-y.

20. Acharya JN, Hani A, Cheek J, Thirumala P,
Tsuchida TN. American Clinical Neurophysiol-
ogy Society Guideline 2: guidelines for stan-
dard electrode position nomenclature. J Clin Neu-
rophysiol. 2016;33(4):308–311, doi:10.1097/WNP.
0000000000000316.

21. Kessler R, Heinrich SP, Kessler R, Heinrich SP.
Temporal frequency dependence of the polarity
inversion between upper and lower visual field in
the pattern-onset steady-state visual evoked poten-
tial.DocOphthalmol. 2023;146:53–63, doi:10.1007/
s10633-022-09904-9.

22. McCulloch DL, Skarf B. Development of the
human visual system: monocular and binoc-
ular pattern VEP latency. Invest Ophthalmol
Vis Sci. 1991;32(8):2372–2381. Accessed May
4, 2023, https://iovs.arvojournals.org/article.aspx?
articleid=2160672.

23. Dotto P de F, Berezovsky A, Sacai PY, Rocha
DM, Salomão SR. Gender-based normative val-
ues for pattern-reversal and flash visually evoked
potentials under binocular and monocular stim-
ulation in healthy adults. Doc Ophthalmol. 2017;
135(1):53–67, doi:10.1007/s10633-017-9594-x.

24. Emmerson-Hanover R, Shearer DE, Creel DJ,
Dustman RE. Pattern reversal evoked poten-
tials: gender differences and age-related changes
in amplitude and latency. Electroencephalogr Clin
Neurophysiol. 1994;92:93.

25. Creel DJ. Visually evoked potentials. In: Hand-
book of Clinical Neurology. New York, NY:
Elsevier; Vol 160. 2019:501–522, doi:10.1016/
B978-0-444-64032-1.00034-5.

26. Sutija VG, Ficarra AP, Paley RT, Zhang H,
Ssolanss HA, Wurst SA. Age and binocular
advantage: a VEP assessment. Optom Vis Sci.
1990;67(2):111–116.

27. Di Summa A, Polo A, Tinazzi M, et al. Binoc-
ular interaction in normal vision studied by
pattern-reversal visual evoked potentials (PR-
VEPS). Ital J Neurol Sci. 1997;18(2):81–86, doi:10.
1007/BF01999567.

28. Halliday AM, McDonald WI, Mushin J. Visual
evoked response in diagnosis of multiple sclero-
sis. Br Med J. 1973;4(5893):661, doi:10.1136/bmj.
4.5893.661.

29. Berninger TA, Heider W. Pattern electroretino-
grams in optic neuritis during the acute stage
and after remission. Arch Clin Exp Ophthalmol.
1990;228:410–424.

30. Morgan MJ, Thompson P. Apparent motion and
the Pulfrich effect. Perception. 1975;4(1):3–18,
doi:10.1068/p040003.

31. Watson AB, Yellott JI. A unified formula for light-
adapted pupil size. J Vis. 2012;12(10):12, doi:10.
1167/12.10.12.

32. Kardon RH, Hong S, Kawasaki A. Entrance pupil
size predicts retinal illumination in darkly pig-
mented eyes, but not lightly pigmented eyes. Invest
Ophthalmol Vis Sci. 2013;54(8):5559–5567, doi:10.
1167/IOVS.13-12319.

33. Nischler C, Michael R, Wintersteller C, et al.
Iris color and visual functions. Graefes Arch
Clin Exp Ophthalmol. 2013;251(1):195–202,
doi:10.1007/s00417-012-2006-8.

34. Apkarian PA, Nakayama K, Tyler CW. Binoc-
ularity in the human visual evoked potential:
facilitation, summation and suppression. Elec-
troencephalogr Clin Neurophysiol. 1981;51(1):32–
48, doi:10.1016/0013-4694(81)91507-8.

35. Shea SL, Aslin RN, McCulloch D. Binocular
VEP summation in infants and adults with abnor-
mal binocular histories. Invest Ophthalmol Vis Sci.
1987;28(2):356–365.

36. Barlow HB, Blakemore C, Pettigrew JD. The neu-
ral mechanism of binocular depth discrimina-
tion. J Physiol. 1967;193(2):327–342, doi:10.1113/
JPHYSIOL.1967.SP008360.

Downloaded from hwmaint.iovs.org on 04/24/2024

http://doi.org/10.1016/0042-6989(70)90004-0
http://doi.org/10.1136/JNNP.2006.094771
http://doi.org/10.3109/02699052.2015.1035329
http://doi.org/10.1046/j.1475-1313.1995.9500054h.x
http://doi.org/10.1007/s00417-011-1689-6
http://doi.org/10.1038/sj.eye.6702459
http://doi.org/10.1007/s10633-016-9553-y
http://doi.org/10.1097/WNP.0000000000000316
http://doi.org/10.1007/s10633-022-09904-9
https://iovs.arvojournals.org/article.aspx?articleid102160672
http://doi.org/10.1007/s10633-017-9594-x
http://doi.org/10.1016/B978-0-444-64032-1.00034-5
http://doi.org/10.1007/BF01999567
http://doi.org/10.1136/bmj.4.5893.661
http://doi.org/10.1068/p040003
http://doi.org/10.1167/12.10.12
http://doi.org/10.1167/IOVS.13-12319
http://doi.org/10.1007/s00417-012-2006-8
http://doi.org/10.1016/0013-4694(81)91507-8
http://doi.org/10.1113/JPHYSIOL.1967.SP008360


Partial Conduction Delays in the VEP TVST | February 2024 | Vol. 13 | No. 2 | Article 18 | 13

37. Blumhardt LD, Barrett G, Halliday AM, Kriss
A. The effect of experimental ‘scotomata’ on
the ipsilateral and contralateral responses to
pattern-reversal in one half-field. Electroen-
cephalogr Clin Neurophysiol. 1978;45(3):376–392,
doi:10.1016/0013-4694(78)90189-X.

38. Abe Y, Kuroiwa Y. Amplitude asymmetry of
hemifield pattern reversal VEPs in healthy sub-
jects. Electroencephalogr Clin Neurophysiol. 1990;
77(2):81–85, doi:10.1016/0168-5597(90)90020-E.

39. Leipert KP, Gottlob I. Pattern electroretinogram:
Effects of miosis, accommodation, and defocus.
Doc Ophthalmol. 1988;67:335–346.

40. Holder GE. Electrophysiological assessment of
optic nerve disease. Eye. 2004;18(11):1133–1143,
doi:10.1038/sj.eye.6701573.

41. Holder GE. The pattern electroretinogram in ante-
rior visual pathway dysfunction and its relation-
ship to the pattern visual evoked potential: a per-
sonal clinical review of 743 eyes. Eye. 1997;11(6):
924–934. http://dx.doi.org/10.1038/eye.1997.231.

42. Kleerekooper I, Del Porto L, Dell’arti L, et al.
Pattern ERGs suggest a possible retinal contribu-
tion to the visual acuity loss in acute optic neuritis.
Doc Ophthalmol. 2022;145:185–195, doi:10.1007/
s10633-022-09896-6.

Downloaded from hwmaint.iovs.org on 04/24/2024

http://doi.org/10.1016/0013-4694(78)90189-X
http://doi.org/10.1016/0168-5597(90)90020-E
http://doi.org/10.1038/sj.eye.6701573
http://dx.doi.org/10.1038/eye.1997.231
http://doi.org/10.1007/s10633-022-09896-6

