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Neural activity in the human 
anterior thalamus during natural 
vision
Marcin Leszczynski1,2*, Leila Chaieb3, Tobias Staudigl4, Simon Jonas Enkirch5, 
Juergen Fell3 & Charles E. Schroeder1,2

In natural vision humans and other primates explore environment by active sensing, using saccadic 
eye movements to relocate the fovea and sample different bits of information multiple times per 
second. Saccades induce a phase reset of ongoing neuronal oscillations in primary and higher-order 
visual cortices and in the medial temporal lobe. As a result, neuron ensembles are shifted to a common 
state at the time visual input propagates through the system (i.e., just after fixation). The extent of 
the brain’s circuitry that is modulated by saccades is not yet known. Here, we evaluate the possibility 
that saccadic phase reset impacts the anterior nuclei of the thalamus (ANT). Using recordings in 
the human thalamus of three surgical patients during natural vision, we found that  saccades and 
visual stimulus onset both modulate neural activity, but with distinct field potential morphologies. 
Specifically, we found that fixation-locked field potentials had a component that preceded saccade 
onset. It was followed by an early negativity around 50 ms after fixation onset which is significantly 
faster than any response to visual stimulus presentation. The timing of these events suggests that the 
ANT is predictively modulated before the saccadic eye movement. We also found oscillatory phase 
concentration, peaking at 3–4 Hz, coincident with suppression of Broadband High-frequency Activity 
(BHA; 80–180 Hz), both locked to fixation onset supporting the idea that neural oscillations in these 
nuclei are reorganized to a low excitability state right after fixation onset. These findings show that 
during real-world natural visual exploration neural dynamics in the human ANT is  influenced by visual 
and oculomotor events, which supports the idea that ANT, apart from their contribution to episodic 
memory, also play a role in natural vision.

Both human and non-human primates sample visual scenes actively by systematically shifting eye gaze several 
times per  second1,2. These eye movements modulate neural activity along the visual pathway from the lateral 
geniculate  nucleus3–7 through ascending stages of visual  cortex8–15 up to the medial temporal lobe (MTL) includ-
ing the hippocampus and entorhinal  cortex16–24 (for review  see25).

Earlier studies of the effects of saccades in the  dark3,5,6,9,26–29, and more recent studies that minimize saccade-
related visual input by various  means7,15 confirm the proposition that nonretinal “corollary discharge” (CD) 
signals generated in parallel to saccades, modulate the excitability of neurons in visual pathways  structures30. 
For example, Barczak et al. showed that nonretinal saccadic signals reset ongoing excitability fluctuations (oscil-
lations) in V1 neuron ensembles to a high excitability phase, and that this effect amplifies their response to 
visual inputs arriving immediately after the  saccade15 (i.e., at fixation onset). This phase modulation is primar-
ily observed in theta and alpha ranges—key physiological signatures of active  sensing25,31–33. Areas displaying 
saccade-dependent modulations of neural activity include higher order regions like the MTL suggesting that the 
network which is influenced by eye movements is broader than previously assumed. However, aside from the tec-
tal  nuclei30,34,35 and the lateral geniculate nucleus of the  thalamus3–7,28, the degree to which saccade-related signals 
impact other subcortical structures has not been systematically investigated. In particular, it is unknown whether 
non-visual nuclei of the thalamus are also synchronized to the rhythm of eye movements during natural active 
vision. Because saccadic eye movements influence neural activity in the hippocampus and the hippocampus  
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modulates activity in the ANT through both direct and indirect  connections36, we hypothesized that the ANT 
might also synchronize to the rhythm of saccadic exploration. Such synchronized activity could enhance both 
local neural processing but also network  interactions37 within the hippocampal-diencephalic system. Since the 
ANT has been suggested to play a role in  mnemonic38–40 rather the sensory processes, demonstrating that neural 
activity in the ANT is modulated during natural vision would add a new dimension to our thinking about the 
ANT function. To this end, we leveraged a unique dataset: intracranial electroencephalography (iEEG) recordings 
from ANT in patients implanted for deep brain stimulation treatment of  epilepsy41 (Fig. 1A).

Based on the interconnectivity of the ANT with other brain regions like the hippocampus and anterior 
cingulate  cortex42,43 as well as their apparent receipt of direct retinal  afferents44 we hypothesized that neuronal 
activity in the ANT might also synchronize to the rhythm of saccadic eye movements. We tested three specific 
predictions: (1) Saccades perturb ongoing field potentials  in the human ANT; (2) The phase of low frequency 
oscillations clusters at or just after fixation onset as measured by the inter-trial phase coherence (ITC); (3) BHA, 
a measure of neuronal processes correlated but separable from neuronal  spiking45–49, is systematically modulated 
by the saccade-fixation cycle—an increase would suggest reset to a high—while a decrease would suggest reset 
to a low-excitability phase. Our findings provide support for all three hypotheses. We observed that the neural 
activity in the human ANT is modulated by both visual and possibly also non-retinal elements. These findings  
advance our understanding of the ANT operations suggesting that apart from a role in episodic memory,  they 
also  play a role in  vision.

Results
Fixation-locked field potentials in human ANT. Using frontal scalp electroencephalographic (EEG) 
and electro-oculogram (EOG) electrodes we detected time points of saccade and fixation onset (Fig. 1B, C; see 
“Methods” section). This is possible because eye movements generate large magnitude electric field fluctuations 
(i.e., EOG) that are measurable at scalp EEG across multiple frontal  channels50. Combining simultaneous EEG 
and direct ANT recordings we could thus study the impact of eye movements (as detected from EEG/EOG) on 
neural activity in human anterior nuclei of the thalamus (Fig. 1).

Figure 1.  Electrode locations, example field potential trace and behavior. (A) Bilateral leads implanted into 
the anterior nuclei of the thalamus marked with blue (right ANT) and red (left ANT) in a single patient (4 
contacts per side). Inter-contact space of 3 mm (contact height of 1.5 mm with 1.5 mm spacing). Yellow 
contours depict boundaries of the thalamus. (B) Distribution of fixation (upper panel) and saccade (lower 
panel) durations for three patients. Box plots indicate 25th, median and 75th percentile, whiskers extend to 
extreme values not considered outliers while outliers are marked with crosses. Because we used the EOG signal 
to define time points of fixation and saccade onsets, it is possible that smaller eye movements were not detected 
(see Limitations). (C) An example of 3 s long recording trace with horizontal (EOGh; black trace) and vertical 
(EOGv; red trace) part of EOG signal (upper panel). Horizontal dashed lines indicate fixation onset time points. 
The same interval of 3 s field potentials from an example site in the ANT. Black trace presents raw signal; red 
trace shows signal filtered in 2–5 Hz (lower panel).
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As in our earlier  studies9,15,49, we focus on neural events related to the end of the saccade (fixation onset) as 
this is an event with clear perceptual relevance; i.e., the point at which retinal inflow begins in the ascending 
visual pathways. First, we tested whether fixation onset-related field potentials (FPs) are modulated relative to a 
surrogate distribution. The surrogates (N = 1000) were created by locking intact segments of ANT field poten-
tials to pseudo-fixations (i.e., random time points uniformly distributed across the entire recording session; see 
“Methods” section). We observed that the magnitude of FPs (averaged across all ANT contacts in 3 patients) 
departs from the surrogate distribution at multiple time points (permutation test; p < 0.05; FDR controlled for 
multiple comparisons; see “Methods” section). An initial positive deflection started 260 ms before fixation onset 
and peaked around 100 ms before fixation onset. It was followed by a negative deflection peaking at 40–50 ms 
after fixation onset and another positive deflection peaking around 160 ms after fixation onset (Fig. 2A). We 
also observed that FPs exceeded the surrogate distribution in each of the three participants (see Fig. 2E, I, M). 
The earliest ERP deflection substantially precedes saccadic eye movement, suggesting that activity in the ANT 
is influenced not only by motion stimulation of the retina, but also by non-retinal  signals. Next, we investi-
gated how the saccade-fixation cycle influences spectral phase and power in the ANT. To this end, we studied 
fixation-locked ITC, power spectra across a range of low frequencies (1–30 Hz) and BHA power (80–180 Hz; see 
“Methods” section). Overall, we found that ITC increased above the 95th surrogate percentile (corresponding 
to p < 0.05; FDR controlled for multiple comparisons) across multiple time and frequency points with strongest 
effects of phase clustering at 3–4 Hz around 120 ms after fixation onset (see Fig. 2B). This effect was evident in 
each of the three patients (see Fig. 2F, J, N). In contrast we detected weak modulations of power relative to their 
surrogate distributions (Fig. 2C, G, K, O). We found a small fixation-locked BHA decrease around 40–50 ms after 
fixation onset (Fig. 2D). While the effect of BHA did not exceed single subject surrogate distribution it showed a 
consistent direction with the dip in the BHA observed right after fixation onset for each of the patients (Fig. 2H, 
L, P). Note that while all three effects (i.e., BHA drop after fixation onset, increased ITC and ERP modulation) are 
consistent across subjects, polarity of the ERP is reversed in the patient’s 2 left electrode shaft. Careful inspection 
of single channel ERPs in this patient revealed that while all three bipolar channels on the right shaft showed a 
negative going deflection consistent with the group results, two deepest contacts on the left shaft (ANTL1 and 
ANTL2) showed a positive deflection of the ERP and the most superficial channel (i.e., bipolar ANTL3) had no 
detectable ERP around the time of fixation onset. This difference between left and right shaft in patient 2 might 
be explained by a more posterior and inferior placement of the left ANT electrode compared to that on the right 
side (see  also41). One possibility is that channels on the left side are picking up signals from another nuclei (e.g., 
medial dorsal nucleus).

These results show that during natural vision the ANT field potentials are synchronized to the rhythm of 
eye movements. There are several processes which might contribute to these effects. At each fixation a volley of 
visual input is initiated in the retina and this information is then processed by a succession of neural ensembles 
in areas staged along the brain’s visual pathway. It is possible that the observed ANT modulations simply reflect 
propagating retinal signals. It is also possible that ANT modulations reflect extraretinally-mediated signals or a 
combination of both retinal and extraretinal signals as predicted by the active sensing  model25. The early onset 
of fixation-locked modulation can be clearly distinguished from a visual evoked potential elicited by a visual 
stimulus. Specifically, we observed a positivity that began 260 ms and peaked 100 ms before fixation onset. 
Because median saccade duration which we observed was 27 ms, the onset of this ERP component is at least 
233 ms before saccade onset, indicating that the ERP is not evoked by retinal movement  due to saccades. This 
is also the case even if we consider some of the longest saccade durations (i.e., 80 ms).

Furthermore, the pre fixation ERP is followed by a negativity with the strongest deflection around 40 ms after 
fixation onset (i.e., around the time of BHA decrease). This is considerably faster than previously observed 
ANT responses to a visual stimulation. Štillová et al., observed that stimulus elicited evoked potentials started 
at about 100–150 ms with the strongest modulations detected about 250–300 and 700 ms after stimulus  onset51. 
To further compare the time course of fixation- and stimulus-locked responses, we investigated modulations of 
field potentials locked to the onset of visual stimuli. This comparison was possible in one of the participants who 
viewed 480 images in a visual search task (160 unique pictures presented full screen and repeated 3 times). Based 
on prior studies, we hypothesized a later onset latency for stimulus-locked ERP. Directly comparing ERPs locked 
to fixation onset and stimulus onset, we note that although the overall morphology of the late ERP components 
was similar between fixation and stimulus locked responses, the pre-fixation positive and early negativity (N50) 
components were absent in the stimulus locked ERP. Also, ERP amplitude was greater in the stimulus-locked than 
in the fixation-locked condition. These observations dovetail with ITC and amplitude measures both of which 
show earlier response in fixation-locked condition, but overall greater amplitude in stimulus-locked condition 
(Fig. S1). Finally, we found that BHA increased steadily to peak around 400–500 ms after stimulus onset. Alto-
gether, our results show that the neural activity in the ANT is modulated in different ways during free viewing 
and during passive visual stimulation.

Distinct modulation of the ANT field potentials by different oculomotor events. We have 
shown above that neural activity in the ANT is modulated by both fixation (Fig. 1) and visual stimulus (Fig. S1) 
onset—each with a distinct time course. This finding adds a new dimension to our thinking about the role of 
ANT in cognition. These nuclei are usually considered in terms of their possible role in mnemonic rather the 
sensory or sensorimotor  processes38–40. To further evaluate a possible ANT contribution to natural vision, we 
studied the influence of eye blinks on field potentials. The most imminent consequence of an eye blink is a tem-
porary loss of visual input. Eye blinks differ from saccades in many ways (e.g., longer movement duration, lack 
of retinal input during movement and more variable movement duration), however like saccades, eye blinks are 
associated with extraretinal signals that modulate visual  sensitivity52–54.
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Figure 2.  Fixation-locked neural activity in human ANT. (A) Grand average fixation-locked field potentials 
(N = 18 ANT channels, 3 patients). Vertical lines show the point of fixation onset. Markers above indicate 
significant time points (p < 0.05; permutation test). (B) Color map shows ITC (time on x-axis, frequency 
on y-axis). Contours depict significant time–frequency points (permutation test p < 0.05). Vertical black 
line indicates fixation onset. Line plots on the right side indicate ITC change from pre- (− 300: − 100 ms) 
to post-fixation (0:100 ms) time window separately for each channel. (C) Color map shows fixation locked 
power relative to trial average (time on x-axis, frequency on y-axis). Contours present change from surrogate 
distribution (permutation test p < 0.05). (D) Fixation-locked BHA (80–180 Hz). Vertical black line indicates 
fixation onset. Markers above indicate significant time points (permutation test p < 0.05). (E) Fixation-locked 
field potentials (patient 1) from channels on the right ANT (blue) and left ANT (red). Vertical black lines 
show the point of fixation onset. Markers above indicate significant time points (permutation test p < 0.05). (F) 
Same as B but for data from patient 1. (G) Same as C but for data from patient 1. (H) Fixation-locked BHA 
(patient 1) from channels on the right ANT (blue) and left ANT (red). Vertical black lines show the point of 
fixation onset. Data from patient 2 (I–L) and patient 3 (M–P) plotted with the same convention as (E–H). 
Note that the reversed polarity in patient 2 left channels might be explained by a more posterior and dorsal 
trajectory of the left electrode shaft. Furthermore, patient 3 had the right side electrode placed deep with ventral 
channels showing no signal (note only R2 and R3 are presented; see “Methods” section for more details). All 
results are controlled for multiple comparisons with Benjamini and Hochberg/Yekutieli false discovery rate 
procedure. Shading reflects standard error of the mean (SEM).
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Studying the blink-offset field potentials, we observed a negative ERP deflection during the eye blink which 
peaked about 50–60 ms before the blink offset. It was followed by a positive deflection peaking about 100–140 ms 
after blink offset. We also found ITC exceeding the surrogate distribution across multiple time and frequency 
points with the strongest effects visible in frequencies below 10 Hz. Power modulation was weak to undetect-
able. Finally, the BHA showed a weak decrease during the blink which did not survive correction for multiple 
comparisons and a rebound that peaked about 200 ms after the blink offset which is similar to previous findings 
on the BHA modulations by the eye blinks observed in the  cortex53.

Fixation-onset as well as visual stimulus-onset and blink-offset all reflect time points when the volley of 
retinal inputs is initiated in the retina and then processed by a succession of neural ensembles in areas staged 
along the brain’s visual pathway. There are important differences between ANT field potentials locked to these 
three events. First, ERPs locked to fixation-onset, stimulus-onset and blink-offset show different morphology. 
Eye blink offset-locked ERPs are transient and return to baseline right after the blink offset. This is in contrast 
to both fixation-and stimulus-locked ERPs both of which appear to oscillate. The ITC shows similar spectral 
content but distinct temporal profiles. The blink offset-locked ITC is more uniformly distributed before and 
after the eye event, while fixation- and stimulus-locked ITC are both strongest after the event. Finally, blink-
offset locked BHA shows an increase peaking about 200 ms after the event which is similar to a previous study 
on blink-related  potentials53. This is different from fixation-locked BHA, which shows a transient decrease right 
after fixation onset. Altogether, our results show that the ANT are engaged during natural vision and are dif-
ferentially modulated by distinct visual and oculomotor events suggesting their possible role in natural vision.

Discussion
To evaluate a possible role of the anterior nuclei of the thalamus (ANT) in natural vision, we studied neural 
dynamics surrounding fixations, visual stimulus onset and eye blinks during unconstrained free viewing, in 
three epilepsy patients implanted with ANT electrodes for clinical purposes. Comparing pre- and post-fixation 
measures to surrogate distributions, we found significant modulation of fixation-related  field potential  and 
related phase concentration (ITC), albeit with weak to undetectable concomitant changes in low frequency power. 
Fixation-related BHA, a measure of processes related to neuronal  excitability45–49, showed a decrease from the 
surrogate distribution within the first 50 ms after fixation onset. This suggests that local neuronal excitability is 
weakly suppressed in the ANT right after fixation onset. Fixation-locked ERP displayed pre-fixation positivity 
that started 260 ms and peaked about 100 ms before fixation onset. It was followed by an early negative deflection 
beginning near fixation onset and peaking about 40–50 ms post-fixation followed by another positive deflection 
about 200 ms and another negativity at about 300 ms after fixation onset. Consistent with a previous  report51, 
stimulus-locked ERP had an onset latency of 100–150 ms post-stimulus, followed by a negative deflection around 
300 ms and late positivity around 600 ms after stimulus onset. Thus, the time course of fixation-locked ERP 
was  different from the time course of stimulus-locked ERP. Overall our results of pre-fixation modulations of 
field potentials in the ANT are unlikely to be explained by fluctuation of retinal input due to the saccade. This 
is consistent with the view that in addition to their role in mnemonic processes, the ANT may play a role in 
natural vision.

Fixation-related phase concentration was strongest around the rate of saccades (3–4 Hz), peaking about 
120 ms after fixation onset. The impact of saccades on oscillatory phase clustering in the ANT is consistent with 
findings from the  MTL16–24 and the visual  system8–15. However, the dynamics of fixation-related excitability 
modulation in the ANT, with a decrease in BHA around fixation onset, appears distinct from those reported for 
 V19,11,15. For example, Rajkai et al., observed the strongest suppression of neuronal firing just before and during 
saccades, but before the onset of  fixation9, and essentially the same was observed by Barczak and  colleagues15. 
Interestingly, dynamics similar to those in the ANT have been noted in higher order visual areas. For exam-
ple, Zanos et al. observed a bimodal temporal distribution of suppression in V4 neurons, with suppression 
being strongest after fixation  onset14. The decrease in BHA immediately after fixation onset coupled with strong 
increase in phase coherence suggests that the ANT may be reorganized to a low-excitability state immediately 
after saccades.

What role might the ANT play in visual active sensing? The anatomical connections of the ANT provide some 
suggestions. The ANT receive descending inputs from the subiculum and ascending inputs from the mammillary 
bodies forming a central component of the extended hippocampal–diencephalic system for episodic  memory40. 
The ANT also have dense reciprocal connections to cingulate areas including the anterior cingulate cortex, which 
are implicated in top-down cognitive control (for review  see42). Studies in nonhuman primates as well as tree 
shrews and  rats55,56 have also identified direct input pathways from the retina and  pretectum57 to the anterodorsal 
thalamus. Studies in nonhuman  primates43 demonstrate that anterior thalamic nuclei have reciprocal connec-
tions to frontal and prefrontal areas, and through their intrathalamic connections, indirect access to posterior 
visual areas, placing the ANT within the circuits that could mediate top-down modulation due to attention and/
or saccadic corollary signals. The combination of these diverse inputs from higher order brain regions suggest 
a possible  role of the ANT in  guidance and top-down control of sensing activities.

Functional properties of ANT neurons are also consistent with a role of ANT in the organization  of sensing 
activities. In rodents, neurons in the ANT fire as a function of the animal’s head  direction36,58,59, providing crucial 
input during spatial navigation by encoding animal’s perceived directional heading relative to its  environment60. 
This is important to the present discussion, as rodents tend to favor head movements over saccades in active sens-
ing. Although vestibular inputs are critical for generating head direction firing, the directional signal appears to 
also involve the motor  system60. Taube and Burton showed that preferred direction firing is stable as the animal 
“actively” moves from one environment to  another61. However, “passive” transportation of an animal between 
two environments distorts directional firing and this distortion seems to be independent of the visual  input60,62. 
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Overall, the interconnectivity patterns of the ANT together with the functional properties of ANT neurons sug-
gest that the ANT contributes more to top-down control, than to bottom-up input processing in active sensing.

How does mediation of control during natural vision fit with other functions that have been attributed to 
the ANT? The ANT have been proposed to contribute to a range of cognitive functions including learning and 
 memory38–40 as well as  attention63–65. Damage to the ANT or its inputs from the mammillary bodies leads to 
episodic memory deficit observed in Wernicke-Korsakoff and thalamic stroke  patients66. Interestingly, along with 
other cognitive deficits, both Wernicke-Korsakoff and thalamic stroke patients have difficulty in motor sequence 
 programming67,68. This last may be a key observation, because overt active sensing depends on motor sampling 
routines—sequences of movements by the eyes, whiskers, head, hands and breathing musculature. In an active 
sensing framework, these motor sequences imbue individual’s sampling strategy with momentary predictions 
and allow transcription of the sensory world into a set of neural representations that the brain can use to generate 
perception and to guide further adaptive behavioral  routines25,31–33,69.

What other thalamic regions might contribute to the signals recorded within the ANT and what do we know 
about their functions? For the analysis in this study we re-referenced our recordings forming bipolar montages. 
The bipolar derivation increases spatial specificity of field potentials by subtracting signals shared across neigh-
boring channels. Because the ANT is relatively  small70 even with the bipolar montage we might be measuring 
signals over an area exceeding a single nucleus which is a possible explanation for a reversed polarity on the left 
shaft in patient 2. The neighboring nuclei that might have contributed to our recordings include mediodorsal 
nucleus (MD) and internal medullary  lamina41. The MD with its reciprocal connections with the frontal lobe 
including prefrontal cortex and anterior cingulate cortex has been shown to play a role in multiple cognitive 
functions (for review  see71) including both  episodic38 and working  memory72,73. The MD is an important node in 
an ascending pathway from the superior colliculus to the frontal eye field that conveys corollary discharge signal 
including information on upcoming eye  movement30,74. Research in nonhuman primates showed that inactivating 
MD impairs motor tasks that require monitoring of eye movements consistent with loss of corollary  discharge74. 
Studies in humans with lesions to the MD showed impairments to both motor and visual  updating75,76. While 
less is known about the role of internal medullary lamina (IML), previous research in cats suggest that parts of 
the IML are involved in the mechanism of gaze  orientation77.

There are several reasons why it is unlikely that the current results reflect extraocular muscle or facial muscle 
artifacts rather than genuine neural modulations of the ANT. First, in the fixation-locked field potential, the 
strongest effects we found were those that follow fixation onset, while eye movement artifacts should be strong-
est during the  saccade78,79. Second, typical extraocular muscle artifacts manifest as a broadband power increase 
across  spectrum78,79 centered at the movement onset with distinct spectral properties resulting from different 
sources. This is opposite to what we have found—weak to undetected power in low frequencies (< 30 Hz), with 
concomitant increase in the ITC and BHA amplitude decrease. Third, like extraocular muscle artifacts, face 
muscle activity may also contaminate intracranial recordings and manifest as an increase in broadband ampli-
tude (see a case  report80). As noted above, we observed weak to undetectable change in low frequency power 
(< 30 Hz) and a decrease in BHA which is an opposite pattern to that expected from facial and extraocular muscle 
 activity80. For all these reasons, it is unlikely that the current results reflect extraocular or facial muscle artifacts.

The current study cannot identify the precise circuits underlying the early fixation-locked field potential 
modulations. The connectivity profile of the ANT which receives both retinal afferents and inputs from higher 
order cortices is consistent with the idea that fixation-related modulation reflects contributions from both early 
non-retinal signals and later retinal inputs. To experimentally separate retinal and non-retinal signals one would 
need to record ANT activity in the dark or match visual input in passive and active visual search. While we 
were unable to implement these tests in the patients reported here, the fact that the earliest deflection in the 
fixation-locked ERPs precede the saccade onset timing by at least 200 ms argues that the ANT receive substantial 
modulation from saccade-related signals that are nonretinal in origin. This finding suggests that in addition to 
their functions in episodic memory, the ANT likely play a role in natural active vision.

Potential limitations of this study. We analyzed data from only three patients. However, this in itself is 
not a critical limitation, as we have a large number of repeated measures within the individual patients (fixations: 
N = 1019, 820, 637) and our results are visible at multiple ANT channels and reproduced in each participant. A 
more obvious limitation is that while EOG-based eye movement detection provides great temporal precision 
and high accuracy in detecting large saccades comparable with modern eye  tracking50,81, it is less sensitive to 
small eye movements. It is therefore possible that the current study underestimates the contribution of shorter 
saccades (and microsaccades) and over-estimates fixation durations. To ensure that our results are robust across 
fixation durations, we performed control analyses in which we limited maximum duration of fixation to 600 
and 800 ms resulting in distributions with median durations centered at 300 ms or 500 ms (comparable to those 
known in real life visual exploration; e.g.,82). Both of these control analyses showed similar results—significant 
ERP deflection, increased ITC, decreased BHA and weak to undetected effects on power. The EOG-based eye 
tracking provides little information about the direction of gaze. Thus, while reporting saccadic modulation of 
ANT activity, our study leaves open the question of whether gaze direction and foveal content are systematically 
reflected in the field potentials of ANT activity. We used Fp1 referenced to linked mastoids for detecting vertical 
part of EOG in patients 1–3 and bipolar EOG 2–EOG1 in patients 1 and 3 and F7–F8 in patient 2 for detecting 
horizontal EOG. EOG signals have been shown to spread across all these channels with varying  magnitude50. 
Despite these slight differences in electrode placement, we find consistent effects and similar eye movement 
distributions across all three patients, confirming that our results are robust across these variations in electrode 
position. Overall, there is no reason to think these limitations have a major influence on our main conclusions.
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Previous studies recorded eye movements in the dark to separate stimulus evoked and saccade related sig-
nals. Although our findings do not identify precise origins of these signals they rule out retinal causes for the 
early modulation components; i.e., those that precede saccade onset. The earliest ERP component we found was 
detectable about 260 ms before fixation onset. Given a median saccade duration of 27 ms, this time point is at 
least 233 ms before saccade onset. Because the modulation starts during the preceding fixation, it is unlikely 
to be solely explained by saccade induced changes in retinal input. Altogether, the current findings that the 
neural activity in the ANT is modulated by extra-retinal influence represents a significant contribution to our 
understanding of the ANT functions. In addition to their role in episodic memory, the current results suggest 
that the ANT play a role in guiding or regulating saccadic sampling of the environment during natural vision.

Methods
Participants. Depth field potentials along with the surface EEG were recorded from 3 pharmacoresistant 
epilepsy patients (age range from 22 to 52, 2 males and 1 female) implanted with electrodes targeted to the 
anterior nuclei of the thalamus for treatment of epilepsy. Recordings were performed at the Department of Epi-
leptology, University of Bonn, Germany. The study was approved by the Ethics Committee of the University of 
Bonn Medical Center. The study was performed in accordance with the relevant guidelines and regulations and 
all patients gave written informed consent.
Electrophysiological recordings. The data were recorded using bilaterally implanted multi-contact (4 
channels per shaft) depth electrodes and simultaneous scalp surface EEG electrodes (Fp1, Fp2, F3, F4, C3, C4, 
’P3, P4, O1, O2, F7, F8, T3, T4, T5, T6, Cz, Fz, Pz, T1, T2, Cb1, Cb2) in patient 2 and additionally EOG1, EOG2 
in patients 1 and 3. Surface electrodes were placed according to the 10–20 system. Note that in the current 
study we only used surface electrodes to detect EOG signal. To that end, we considered channels closest to the 
eye orbits. Other electrodes were recorded for research unrelated to the subject of this manuscript. The depth 
electrodes’ contacts (Medtronic 3387) were of 1.5 mm height with an inter-contact center-to-center spacing of 
3 mm. All data were sampled at 1 kHz, on-line band pass filtered between 0.01 Hz (6 dB/octave) and 300 Hz 
(6 dB/octave), off-line down-sampled to 500 Hz. The ANT depth channels were re-referenced to its neighbor 
using bipolar montage to increase local specificity of the  signal83. This results in 3 bipolar pairs per subject per 
side. In total we analyzed 18 bipolar pairs (3 pairs on shaft × 2 sides × 3 subjects). The data consist of continuous 
1 h long unconstrained recordings during which participants performed various cognitive tasks involving pres-
entation of visual stimuli on a laptop computer, interacted with experimentators and members of the hospital 
staff.

Electrode localization. Surgical procedures followed these described  previously41. Briefly, the locations 
of contacts were estimated relative to midcommissural point (MCP) using the AC-PC coordinate system and 
relative to visible landmarks such as mamillothalamic tract (MTT) ANT junction (MTT/ANT junction). The 
procedure utilizes both visible anatomical landmarks in individual patient MRIs and stereotactic atlas informa-
tion. The most relevant anatomical landmark is the MTT that joins ANT nucleus at its inferior border slightly 
anterior to the midpoint of ANT in the anterior–posterior axis.

Preoperative navigation sequences were acquired with a 3.0-T MR imaging unit (Achieva, Philips Healthcare, 
Best, the Netherlands) and included high-spatial-resolution three-dimensional T1-weighted sequences pre- 
and postcontrast (isotropic three-dimensional gradient echo; voxel size, 1.0 × 1.0 × 1.0 mm; echo time, 3.48 ms; 
repetition time, 7.53 ms). Correct electrode placement was verified by postoperative high-spatial-resolution CT 
(Brilliance 16, Philips Healthcare, Best, the Netherlands; voxel size, 0.8 × 0.8 × 0.8 mm).

The electrodes were first mapped onto brain using co-registration by  iELVis84 followed by electrode identifi-
cation on post-implantation CT co-registered to pre-implantation T1 image. To obtain the anatomical location 
labels presented in Fig. 1, we used Freesurfer’s automated  segmentation85.

In the current study patient 3 had the right side electrode placed deep with ventral channels showing no 
signal (note only R2 and R3 are presented in Figs. 2 and 3). Furthermore, careful inspection of ERPs on the left 
and right ANT shaft show that while right side ERPs in patient 2 are consistent with other patients,  the ERPs 
recorded from the left shaft show reversed ERP polarity (see Fig. 2).

Data analyses. All data were processed offline using MATLAB (MathWorks). Pre-processing was per-
formed at single electrode level. Continuous data were down-sampled to 500 Hz. To remove line noise, we used 
a butterworth filter (4th order) at 50 Hz, 100 Hz, 150 Hz. Next, we created bipolar montage to maximize spatial 
specificity of the signal and also to decrease common noise and contributions from distant sources through vol-
ume conduction. To this end, we subtracted signals from neighboring contacts on the electrode (i.e., ANTR0–
ANTR1, ANTR1–ANTR2, ANTR2–ANTR3 for right side contacts and ANTL0–ANTL1, ANTL1–ANTL2, 
ANTL2–ANTL3 for left side contacts, respectively). ANTR0 is the deepest contact on the right shaft. Low fre-
quency complex-valued activity (1–30 Hz) was extracted from continuous data with 3 cycles wavelets. The phase 
and power was extracted from this complex-valued signal (for similar approach  see86–90).

Broadband high frequency activity (BHA) was calculated for frequencies 80–180 Hz in 5 Hz steps using slid-
ing Hanning tapered window (150 ms) with 6 Hz spectral smoothing. The complex-valued signal was rectified 
and squared to extract power and averaged across frequencies to create a single vector of BHA fluctuations (for 
similar approach  see49,91–93).

Next, we used scalp channels to create continuous signal maximizing vertical and horizontal components 
of the Electrooculogram (EOG). The EOG is a technique for measuring corneo-retinal standing potential that 
exists between the front and the back of the human eye. Several previous reports established the feasibility of 
measuring eye movements with this method. We acknowledge the limited spatial specificity of the EOG-based 
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eye tacking in the limitations section and withhold from any statements regarding gaze location or direction of 
movement. At the same time EOG has excellent (i.e., comparable to modern eye tracking temporal resolution 
which makes it suitable for the purpose of detecting time points of fixations, saccades and eye blinks (e.g.,50,81). 
This is important because despite the rich and naturalistic environment in which the study was conducted, it 

Figure 3.  Blink offset-locked neural activity in human ANT. (A) Grand average for blink offset-locked field 
potentials (N = 18 ANT channels, 3 patients). Vertical lines show the point of blink offset (i.e., onset of visual 
input). Markers above indicate significant time points (permutation test p < 0.05). (B) Color map shows ITC 
(time on x-axis, frequency on y-axis). Contours depict significant time–frequency points (permutation test 
p < 0.05). Vertical black line indicates blink offset (i.e., the beginning of visual input). Line plots on the right 
side indicate ITC change from pre- (− 300: − 100 ms) to post- blink offset (0:100 ms) time window separately for 
each channel. (C) Color map shows blink offset locked power relative to trial average (time on x-axis, frequency 
on y-axis). No change from surrogate distribution (permutation test p < 0.05). (D) Blink offset locked BHA 
(80–180 Hz). Vertical black line indicates blink offset (i.e., beginning of visual input). Markers above indicate 
significant time points (permutation test p < 0.05). (E) Blink offset-locked field potentials (patient 1) from 
channels on the right ANT (blue) and left ANT (red).  Vertical black lines show the point of blink offset (i.e., 
beginning of visual input). Markers above indicate significant time points (permutation test p < 0.05). (F) Same 
as B but data from patient 1. (G) Same as C but data from patient 1. Contours present change from surrogate 
distribution (permutation test p < 0.05) (H) Blink offset-locked BHA (patient 1) on the right ANT (blue) and left 
ANT (red).  Vertical black lines show the point of blink offset. Data from patient 2 (I–L) and patient 3 (M–P) 
plotted with the same convention as (E–H). All results are controlled for multiple comparisons with Benjamini 
and Hochberg/Yekutieli false discovery rate procedure. Shading reflects standard error of the mean (SEM).
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allowed us to precisely control the critical condition in the current study (i.e., the time points of fixations and eye 
blinks). It enabled us to anchor our analyses to the end points of eye movements and compute fixation-locked 
neural signals, a method that is well established by previous  studies9,11,13–15,23,49,94.

Here, we used an Fp1 channel (referenced to linked mastoids) for the vertical component in all three patients 
and bipolar EOG2-EOG1 for patients 1 and 3 as well as F7-F8 for patient 2. Selection was based on channel 
availability per patient and known scalp distribution of the EOG  gradient50. To define fixation onsets, we used a 
probabilistic algorithm for detection of EOG  events81 which has been shown to achieve very high sensitivity and 
precision for detecting saccades and fixations—over 96% for saccade larger than 4.3 degrees of visual angle and 
over 90% for saccades larger or than 2.9 degrees of the visual angle. We used an initial 20% of data (i.e., 12 min) 
for an unsupervised training period which is required by the algorithm. The eye events were then detected in 
the remaining 80% of data (48 min) which entered further analyses. We detected 1959, 1868 and 1635 number 
of saccades for patients 1–3, respectively.

To sort blinks from saccades, we used a probabilistic algorithm for detecting blinks, saccades, and  fixations81. 
Briefly, there are two features of the EOG signal which are used by the classifier developed by Toivanen et al. to 
tell apart these three eye events. First, for fixations, the derivative of the filtered horizontal and vertical EOG is 
close to zero as produced by a steady signal. In turn, during saccades and eye blinks the value of the derivative is 
high. This feature is useful for separating fixations from blinks and saccades. To further separate fixations from 
eye blinks the algorithm considers a second feature which is based only on the derivative of the vertical EOG 
signal. The feature is defined as the difference between successive maxima and minima of the derivative, sub-
tracted with the absolute value of the sum of these: Dv = max − min − |max + min|. The reason for this feature is 
that a blink produces a distinctively symmetrical pattern in the derivative of the vertical signal and should thus 
have a higher value for Dv than a saccade (for more details see Toivanen et al., 2015).

Continuous BHA, complex-valued time–frequency signal and raw field potentials were segmented into 400 ms 
long non-overlapping windows relative to each fixation with 200 ms before and 200 ms after each event. For 
further analyses we only considered fixations that were not preceded or followed by another fixation within 
the +/− 200 ms window of interest. Based on previous studies we further constrained fixation durations to last 
below 800  ms82. We reasoned that longer fixations were likely spurious due to intervening small saccades that 
were undetected with the current setup. This resulted in 1019, 820, 637 epochs per patient 1–3, respectively. We 
defined epochs containing artifacts as those with gradient of field potential exceeded 5 standard deviation of the 
trial mean. On average (across patients) this criterion marked about 3% of epochs as containing artifacts. These 
segments were removed from further analyses. We calculated ITC, based on fixation-locked complex-valued 
signal using previously described  formula95 with the following Matlab implementation:

We tested whether fixation-locked field potentials, BHA, ITC or power in frequencies 1–30 Hz differed from 
what would be expected by chance. To test this, we created surrogate distributions (N = 1000 permutations) for 
each of the signals of interest (i.e., ERP, BHA. ITC, power). The surrogate distributions  were created by locking 
intact segments of ANT signals to pseudo-events (i.e., random time points uniformly distributed across the 
entire recording session). For each permutation we randomly selected “pseudo-events”—these were random time 
points from our 1-h long recording session which matched the number of eye events. Next, we created surrogate 
data segments by extracting 400 ms time epochs around each “pseudo-event”. We used the same procedure of 
artifact rejection to remove artifacts from our surrogate distribution as we did from our empirical data. Next, 
each empirical signal (fixation-onset locked ERP, ITC, BHA, power) was tested against its surrogate distribution 
with significance threshold set to 5th and 95th percentile (corresponding to p < 0.05). We used False Discovery 
Rate (FDR) correction for multiple  comparisons96 across time (ERP, BHA) and time–frequency (ITC).

We reasoned that to test whether observed modulations to our signals of interest (i.e., saccade-/blink offset-
locked spectral ITC, power, ERP and BHA) are stronger than chance, it is sufficient to disrupt the relation between 
field potentials and eye movements (by locking our surrogate analyses to randomly selected time points). This 
should break any synchronization between eye movements and spectral ITC, power, ERP and BHA.

While breaking this relation constitutes a sufficient test, surrogates, unlike our empirical event-locked data, 
might possibly contain saccades before and/or after the pseudo-event. Because there is no systematic relation of 
the eye movement across measurements in our surrogate data, this should not bias our surrogate distribution. 
However, we directly tested this posibility with a control analysis (Fig. S2) in which we ensured there is no eye 
movement or blink either before or after a “pseudo-event” similarly to our empirical data. Briefly, with these 
alternative surrogate distributions, we reproduced all our results—(1) increased ITC; (2) ERP modulation as 
well as (3) decrease in the BHA (see Fig. S2). While the effects of power differ between surrogates, we noted 
above that power modulations appeared largely unreliable across individual channels and at best showed weak 
to undetected effects.

Stimulus-locked analyses. To study the time course of neural response elicited by visual stimuli (Fig. S1), 
we analyzed field potentials locked to stimulus onset. The precise timing of stimulus onset was only available 
for one subject (patient 1). Briefly, the patient performed a visual search task. The total of 480 images were 
presented (i.e., 160 unique images each presented three times). Each picture was displayed until response for 
the maximum duration of 3 s followed by a uniformly gray screen presented for the random duration ranging 
from 100 to 500 ms with the median duration of 250 ms. The task was to search for a yellow mark (with about 
50% transparency to increase difficulty) hidden in the image. The participant indicated whether the mark was 
displayed on the right or left side of an image. Unlike our main analyses, here we anchored field potentials to 
the stimulus onset. Based on a previous  study51, we expected that the earliest latency of visual evoked potential 

ITC = abs
(

mean
(

exp
(

1i ∗ angle
(

complex - valued signal
))



10

Vol:.(1234567890)

Scientific Reports |        (2021) 11:17480  | https://doi.org/10.1038/s41598-021-96588-x

www.nature.com/scientificreports/

should be about 115–150 ms with the maximum response amplitude around 300 ms after stimulus onset. We 
used the same approach to extract BHA, ITC and power as described above. Because the time point of stimulus 
onset was preceded by a clearly defined baseline interval during which a gray screen was presented we quanti-
fied responses relative to the baseline period. To this end, we compared the magnitude of post-stimulus signal 
intensity (ERP, BHA, power) to the baseline using the Wilcoxon sign rank test. We also used Rayleigh test for 
non-uniformity of circular data to quantify phase clustering. We used False Discovery Rate (FDR) correction for 
multiple  comparisons96 across time (ERP, BHA) and time–frequency (ITC, power).

Received: 7 August 2020; Accepted: 11 August 2021

References
 1. Yarbus, A. L. & Yarbus, A. L. Eye movements during perception of complex objects. Eye Mov. Vis. https:// doi. org/ 10. 1007/ 978-1- 

4899- 5379-7_8 (1967).
 2. Gilchrist, I. D., Brown, V. & Findlay, J. M. Saccades without eye movements. Nature https:// doi. org/ 10. 1038/ 36478 (1997).
 3. Lee, D. & Malpeli, J. G. Effects of saccades on the activity of neurons in the cat lateral geniculate nucleus. J. Neurophysiol. https:// 

doi. org/ 10. 1152/ jn. 1998. 79.2. 922 (1998).
 4. Reppas, J. B., Usrey, W. M. & Reid, R. C. Saccadic eye movements modulate visual responses in the lateral geniculate nucleus. 

Neuron https:// doi. org/ 10. 1016/ S0896- 6273(02) 00823-1 (2002).
 5. Sylvester, R., Haynes, J. D. & Rees, G. Saccades differentially modulate human LGN and V1 responses in the presence and absence 

of visual stimulation. Curr. Biol. https:// doi. org/ 10. 1016/j. cub. 2004. 12. 061 (2005).
 6. Sylvester, R. & Rees, G. Extraretinal saccadic signals in human LGN and early retinotopic cortex. Neuroimage https:// doi. org/ 10. 

1016/j. neuro image. 2005. 09. 014 (2006).
 7. McFarland, J. M., Bondy, A. G., Saunders, R. C., Cumming, B. G. & Butts, D. A. Saccadic modulation of stimulus processing in 

primary visual cortex. Nat. Commun. https:// doi. org/ 10. 1038/ ncomm s9110 (2015).
 8. Purpura, K. P., Kalik, S. F. & Schiff, N. D. Analysis of perisaccadic field potentials in the occipitotemporal pathway during active 

vision. J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 00011. 2003 (2003).
 9. Rajkai, C. et al. Transient cortical excitation at the onset of visual fixation. Cereb. Cortex https:// doi. org/ 10. 1093/ cercor/ bhm046 

(2008).
 10. Bartlett, A. M., Ovaysikia, S., Logothetis, N. K. & Hoffman, K. L. Saccades during object viewing modulate oscillatory phase in 

the superior temporal sulcus. J. Neurosci. https:// doi. org/ 10. 1523/ JNEUR OSCI. 4102- 11. 2011 (2011).
 11. Ito, J., Maldonado, P., Singer, W. & Grün, S. Saccade-related modulations of neuronal excitability support synchrony of visually 

elicited spikes. Cereb. Cortex https:// doi. org/ 10. 1093/ cercor/ bhr020 (2011).
 12. Hamamé, C. M. et al. Functional selectivity in the human occipitotemporal cortex during natural vision: Evidence from combined 

intracranial EEG and eye-tracking. Neuroimage https:// doi. org/ 10. 1016/j. neuro image. 2014. 03. 025 (2014).
 13. Zanos, T. P., Mineault, P. J., Nasiotis, K. T., Guitton, D. & Pack, C. C. A sensorimotor role for traveling waves in primate visual 

cortex. Neuron https:// doi. org/ 10. 1016/j. neuron. 2014. 12. 043 (2015).
 14. Zanos, T. P., Mineault, P. J., Guitton, D. & Pack, C. C. Mechanisms of saccadic suppression in primate cortical area V4. J. Neurosci. 

https:// doi. org/ 10. 1523/ JNEUR OSCI. 1015- 16. 2016 (2016).
 15. Barczak, A. et al. Dynamic modulation of cortical excitability during visual active sensing. Cell Rep. https:// doi. org/ 10. 1016/j. 

celrep. 2019. 05. 072 (2019).
 16. Killian, N. J., Jutras, M. J. & Buffalo, E. A. A map of visual space in the primate entorhinal cortex. Nature https:// doi. org/ 10. 1038/ 

natur e11587 (2012).
 17. Hoffman, K. L. et al. Saccades during visual exploration align hippocampal 3–8 Hz rhythms in human and non-human primates. 

Front. Syst. Neurosci. https:// doi. org/ 10. 3389/ fnsys. 2013. 00043 (2013).
 18. Jutras, M. J., Fries, P. & Buffalo, E. A. Oscillatory activity in the monkey hippocampus during visual exploration and memory 

formation. Proc. Natl. Acad. Sci. U. S. A. https:// doi. org/ 10. 1073/ pnas. 13023 51110 (2013).
 19. Killian, N. J., Potter, S. M. & Buffalo, E. A. Saccade direction encoding in the primate entorhinal cortex during visual exploration. 

Proc. Natl. Acad. Sci. U. S. A. https:// doi. org/ 10. 1073/ pnas. 14170 59112 (2015).
 20. Staudigl, T., Hartl, E., Noachtar, S., Doeller, C. F. & Jensen, O. Saccades are phase-locked to alpha oscillations in the occipital and 

medial temporal lobe during successful memory encoding. PLoS Biol. https:// doi. org/ 10. 1371/ journ al. pbio. 20034 04 (2017).
 21. Meister, M. L. R. & Buffalo, E. A. Neurons in primate entorhinal cortex represent gaze position in multiple spatial reference frames. 

J. Neurosci. https:// doi. org/ 10. 1523/ JNEUR OSCI. 2432- 17. 2018 (2018).
 22. Staudigl, T. et al. Hexadirectional modulation of high-frequency electrophysiological activity in the human anterior medial tem-

poral lobe maps visual space. Curr. Biol. https:// doi. org/ 10. 1016/j. cub. 2018. 09. 035 (2018).
 23. Katz, C. N. et al. Differential generation of saccade, fixation, and image-onset event-related potentials in the human mesial temporal 

lobe. Cereb. Cortex https:// doi. org/ 10. 1093/ cercor/ bhaa1 32 (2020).
 24. Doucet, G., Gulli, R. A., Corrigan, B. W., Duong, L. R. & Martinez-Trujillo, J. C. Modulation of local field potentials and neuronal 

activity in primate hippocampus during saccades. Hippocampus https:// doi. org/ 10. 1002/ hipo. 23140 (2020).
 25. Leszczynski, M. & Schroeder, C. E. The role of neuronal oscillations in visual active sensing. Front. Integr. Neurosci. https:// doi. 

org/ 10. 3389/ fnint. 2019. 00032 (2019).
 26. Ringo, J. L., Sobotka, S., Diltz, M. D. & Bunce, C. M. Eye movements modulate activity in hippocampal, parahippocampal, and 

inferotemporal neurons. J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 1994. 71.3. 1285 (1994).
 27. Sobotka, S. & Ringo, J. L. Saccadic eye movements, even in darkness, generate event-related potentials recorded in medial septum 

and medial temporal cortex. Brain Res. https:// doi. org/ 10. 1016/ S0006- 8993(97) 00145-5 (1997).
 28. Royal, D. W., Sáry, G., Schall, J. D. & Casagrande, V. A. Correlates of motor planning and postsaccadic fixation in the macaque 

monkey lateral geniculate nucleus. Exp. Brain Res. https:// doi. org/ 10. 1007/ s00221- 005- 0093-z (2006).
 29. Nakamura, K. & Colby, C. L. Visual, saccade-related, and cognitive activation of single neurons in monkey extrastriate area V3A. 

J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 2000. 84.2. 677 (2000).
 30. Sommer, M. A. & Wurtz, R. H. Brain circuits for the internal monitoring of movements. Annu. Rev. Neurosci. https:// doi. org/ 10. 

1146/ annur ev. neuro. 31. 060407. 125627 (2008).
 31. Ahissar, E. & Arieli, A. Figuring space by time. Neuron https:// doi. org/ 10. 1016/ S0896- 6273(01) 00466-4 (2001).
 32. Szwed, M., Bagdasarian, K. & Ahissar, E. Encoding of vibrissal active touch. Neuron https:// doi. org/ 10. 1016/ S0896- 6273(03) 

00671-8 (2003).
 33. Kleinfeld, D., Ahissar, E. & Diamond, M. E. Active sensation: Insights from the rodent vibrissa sensorimotor system. Curr. Opin. 

Neurobiol. https:// doi. org/ 10. 1016/j. conb. 2006. 06. 009 (2006).

https://doi.org/10.1007/978-1-4899-5379-7_8
https://doi.org/10.1007/978-1-4899-5379-7_8
https://doi.org/10.1038/36478
https://doi.org/10.1152/jn.1998.79.2.922
https://doi.org/10.1152/jn.1998.79.2.922
https://doi.org/10.1016/S0896-6273(02)00823-1
https://doi.org/10.1016/j.cub.2004.12.061
https://doi.org/10.1016/j.neuroimage.2005.09.014
https://doi.org/10.1016/j.neuroimage.2005.09.014
https://doi.org/10.1038/ncomms9110
https://doi.org/10.1152/jn.00011.2003
https://doi.org/10.1093/cercor/bhm046
https://doi.org/10.1523/JNEUROSCI.4102-11.2011
https://doi.org/10.1093/cercor/bhr020
https://doi.org/10.1016/j.neuroimage.2014.03.025
https://doi.org/10.1016/j.neuron.2014.12.043
https://doi.org/10.1523/JNEUROSCI.1015-16.2016
https://doi.org/10.1016/j.celrep.2019.05.072
https://doi.org/10.1016/j.celrep.2019.05.072
https://doi.org/10.1038/nature11587
https://doi.org/10.1038/nature11587
https://doi.org/10.3389/fnsys.2013.00043
https://doi.org/10.1073/pnas.1302351110
https://doi.org/10.1073/pnas.1417059112
https://doi.org/10.1371/journal.pbio.2003404
https://doi.org/10.1523/JNEUROSCI.2432-17.2018
https://doi.org/10.1016/j.cub.2018.09.035
https://doi.org/10.1093/cercor/bhaa132
https://doi.org/10.1002/hipo.23140
https://doi.org/10.3389/fnint.2019.00032
https://doi.org/10.3389/fnint.2019.00032
https://doi.org/10.1152/jn.1994.71.3.1285
https://doi.org/10.1016/S0006-8993(97)00145-5
https://doi.org/10.1007/s00221-005-0093-z
https://doi.org/10.1152/jn.2000.84.2.677
https://doi.org/10.1146/annurev.neuro.31.060407.125627
https://doi.org/10.1146/annurev.neuro.31.060407.125627
https://doi.org/10.1016/S0896-6273(01)00466-4
https://doi.org/10.1016/S0896-6273(03)00671-8
https://doi.org/10.1016/S0896-6273(03)00671-8
https://doi.org/10.1016/j.conb.2006.06.009


11

Vol.:(0123456789)

Scientific Reports |        (2021) 11:17480  | https://doi.org/10.1038/s41598-021-96588-x

www.nature.com/scientificreports/

 34. Lee, C., Rohrer, W. H. & Sparks, D. L. Population coding of saccadic eye movements by neurons in the superior colliculus. Nature 
https:// doi. org/ 10. 1038/ 33235 7a0 (1988).

 35. Munoz, D. P. & Wurtz, R. H. Saccade-related activity in monkey superior colliculus I. Characteristics of burst and buildup cells. 
J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 1995. 73.6. 2313 (1995).

 36. Tsanov, M. et al. Differential regulation of synaptic plasticity of the hippocampal and the hypothalamic inputs to the anterior 
thalamus. Hippocampus https:// doi. org/ 10. 1002/ hipo. 20749 (2011).

 37. Fell, J. & Axmacher, N. The role of phase synchronization in memory processes. Nat. Rev. Neurosci. https:// doi. org/ 10. 1038/ nrn29 
79 (2011).

 38. Aggleton, J. P. & Brown, M. W. Episodic memory, amnesia, and the hippocampal-anterior thalamic axis. Behav. Brain Sci. https:// 
doi. org/ 10. 1017/ S0140 525X9 90020 34 (1999).

 39. Warburton, E. C., Baird, A., Morgan, A., Muir, J. L. & Aggleton, J. P. The conjoint importance of the hippocampus and anterior 
thalamic nuclei for allocentric spatial learning: Evidence from a disconnection study in the rat. J. Neurosci. https:// doi. org/ 10. 
1523/ jneur osci. 21- 18- 07323. 2001 (2001).

 40. Vann, S. D. & Aggleton, J. P. The mammillary bodies: Two memory systems in one?. Nat. Rev. Neurosci. https:// doi. org/ 10. 1038/ 
nrn12 99 (2004).

 41. Lehtimäki, K. et al. The surgical approach to the anterior nucleus of thalamus in patients with refractory epilepsy: Experience from 
the International Multicenter Registry (MORE). Clin. Neurosurg. https:// doi. org/ 10. 1093/ neuros/ nyy023 (2019).

 42. Bubb, E. J., Kinnavane, L. & Aggleton, J. P. Hippocampal–diencephalic–cingulate networks for memory and emotion: An anatomi-
cal guide. Brain Neurosci. Adv. https:// doi. org/ 10. 1177/ 23982 12817 723443 (2017).

 43. Zikopoulos, B. & Barbas, H. Prefrontal projections to the thalamic reticular nucleus form a unique circuit for attentional mecha-
nisms. J. Neurosci. https:// doi. org/ 10. 1523/ JNEUR OSCI. 5511- 05. 2006 (2006).

 44. Itaya, S. K., Van Hoesen, G. W. & Benevento, L. A. Direct retinal pathways to the limbic thalamus of the monkey. Exp. Brain Res. 
https:// doi. org/ 10. 1007/ BF002 37587 (1986).

 45. Mukamel, R. et al. Coupling between neuronal firing, field potentials, and FMRI in human auditory cortex. Science 309(5736), 
951–954 (2005).

 46. Niessing, J. et al. Hemodynamic signals correlate tightly with synchronized gamma oscillations. Science 309(5736), 948–951 (2005).
 47. Nir, Y. et al. Coupling between neuronal firing rate, gamma LFP, and BOLD fMRI is related to interneuronal correlations. Curr. 

Biol. https:// doi. org/ 10. 1016/j. cub. 2007. 06. 066 (2007).
 48. Ray, S., Niebur, E., Hsiao, S. S., Sinai, A. & Crone, N. E. High-frequency gamma activity (80–150 Hz) is increased in human cortex 

during selective attention. Clin. Neurophysiol. 119, 116–133 (2008).
 49. Leszczyński, M. et al. Dissociation of broadband high-frequency activity and neuronal firing in the neocortex. Sci. Adv. https:// 

doi. org/ 10. 1126/ sciadv. abb09 77 (2020).
 50. Lins, O. G., Picton, T. W., Berg, P. & Scherg, M. Ocular artifacts in EEG and event-related potentials I: Scalp topography. Brain 

Topogr. https:// doi. org/ 10. 1007/ BF012 34127 (1993).
 51. Štillová, K. et al. The role of anterior nuclei of the thalamus: A subcortical gate in memory processing: An intracerebral recording 

study. PLoS ONE https:// doi. org/ 10. 1371/ journ al. pone. 01407 78 (2015).
 52. Nakano, T., Kato, M., Morito, Y., Itoi, S. & Kitazawa, S. Blink-related momentary activation of the default mode network while 

viewing videos. Proc. Natl. Acad. Sci. U. S. A. https:// doi. org/ 10. 1073/ pnas. 12148 04110 (2013).
 53. Golan, T. et al. Human intracranial recordings link suppressed transients rather than ‘filling-in’ to perceptual continuity across 

blinks. Elife https:// doi. org/ 10. 7554/ eLife. 17243 (2016).
 54. Hoppe, D., Helfmann, S. & Rothkopf, C. A. Humans quickly learn to blink strategically in response to environmental task demands. 

Proc. Natl. Acad. Sci. U. S. A. https:// doi. org/ 10. 1073/ pnas. 17142 20115 (2018).
 55. Conrad, C. D. & Stumpf, W. E. Direct visual input to the limbic system: Crossed retinal projections to the nucleus anterodorsalis 

thalami in the tree shrew. Exp. Brain Res. https:// doi. org/ 10. 1007/ BF002 35456 (1975).
 56. Itaya, S. K., Van Hoesen, G. W. & Jenq, C. B. Direct retinal input to the limbic system of the rat. Brain Res. https:// doi. org/ 10. 1016/ 

0006- 8993(81) 91081-7 (1981).
 57. Sikes, R. W. & Vogt, B. A. Afferent connections of anterior thalamus in rats: Sources and association with muscarinic acetylcholine 

receptors. J. Comp. Neurol. https:// doi. org/ 10. 1002/ cne. 90256 0406 (1987).
 58. Taube, J. S. Head direction cells recorded in the anterior thalamic nuclei of freely moving rats. J. Neurosci. https:// doi. org/ 10. 1523/ 

jneur osci. 15- 01- 00070. 1995 (1995).
 59. Jankowski, M. M. et al. The anterior thalamus provides a subcortical circuit supporting memory and spatial navigation. Front. 

Syst. Neurosci. https:// doi. org/ 10. 3389/ fnsys. 2013. 00045 (2013).
 60. Taube, J. S. The head direction signal: Origins and sensory-motor integration. Annu. Rev. Neurosci. https:// doi. org/ 10. 1146/ annur 

ev. neuro. 29. 051605. 112854 (2007).
 61. Taube, J. S. & Burton, H. L. Head direction cell activity monitored in a novel environment and during a cue conflict situation. J. 

Neurophysiol. 74(5), 1953–1971 (1995).
 62. Stackman, R. W., Golob, E. J., Bassett, J. P. & Taube, J. S. Passive transport disrupts directional path integration by rat head direction 

cells. J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 00346. 2003 (2003).
 63. De Bourbon-Teles, J. et al. Thalamic control of human attention driven by memory and learning. Curr. Biol. https:// doi. org/ 10. 

1016/j. cub. 2014. 03. 024 (2014).
 64. Wright, N. F., Vann, S. D., Aggleton, J. P. & Nelson, A. J. D. A critical role for the anterior thalamus in directing attention to task-

relevant stimuli. J. Neurosci. https:// doi. org/ 10. 1523/ JNEUR OSCI. 4945- 14. 2015 (2015).
 65. Leszczyński, M. & Staudigl, T. Memory-guided attention in the anterior thalamus. Neurosci. Biobehav. Rev. https:// doi. org/ 10. 

1016/j. neubi orev. 2016. 04. 015 (2016).
 66. Child, N. D. & Benarroch, E. E. Anterior nucleus of the thalamus: Functional organization and clinical implications. Neurology 

81(21), 1869–1876 (2013).
 67. Ghika-Schmid, F. & Bogousslavsky, J. The acute behavioral syndrome of anterior thalamic infarction: A prospective study of 12 

cases. Ann. Neurol. https:// doi. org/ 10. 1002/ 1531- 8249(200008) 48:2% 3c220:: AID- ANA12% 3e3.0. CO;2-M (2000).
 68. Carrera, E. & Bogousslavsky, J. The thalamus and behavior: Effects of anatomically distinct strokes. Neurology https:// doi. org/ 10. 

1212/ 01. wnl. 00002 19679. 95223. 4c (2006).
 69. Schroeder, C. E., Wilson, D. A., Radman, T., Scharfman, H. & Lakatos, P. Dynamics of active sensing and perceptual selection. 

Curr. Opin. Neurobiol. https:// doi. org/ 10. 1016/j. conb. 2010. 02. 010 (2010).
 70. Young, K. A., Manaye, K. F., Liang, C. L., Hicks, P. B. & German, D. C. Reduced number of mediodorsal and anterior thalamic 

neurons in schizophrenia. Biol. Psychiatr. https:// doi. org/ 10. 1016/ S0006- 3223(00) 00826-X (2000).
 71. Pergola, G. et al. The regulatory role of the human mediodorsal thalamus. Trends Cogn. Sci. https:// doi. org/ 10. 1016/j. tics. 2018. 08. 

006 (2018).
 72. Bolkan, S. S. et al. Thalamic projections sustain prefrontal activity during working memory maintenance. Nat. Neurosci. https:// 

doi. org/ 10. 1038/ nn. 4568 (2017).
 73. Parnaudeau, S., Bolkan, S. S. & Kellendonk, C. The mediodorsal thalamus: An essential partner of the prefrontal cortex for cogni-

tion. Biol. Psychiatr. https:// doi. org/ 10. 1016/j. biops ych. 2017. 11. 008 (2018).

https://doi.org/10.1038/332357a0
https://doi.org/10.1152/jn.1995.73.6.2313
https://doi.org/10.1002/hipo.20749
https://doi.org/10.1038/nrn2979
https://doi.org/10.1038/nrn2979
https://doi.org/10.1017/S0140525X99002034
https://doi.org/10.1017/S0140525X99002034
https://doi.org/10.1523/jneurosci.21-18-07323.2001
https://doi.org/10.1523/jneurosci.21-18-07323.2001
https://doi.org/10.1038/nrn1299
https://doi.org/10.1038/nrn1299
https://doi.org/10.1093/neuros/nyy023
https://doi.org/10.1177/2398212817723443
https://doi.org/10.1523/JNEUROSCI.5511-05.2006
https://doi.org/10.1007/BF00237587
https://doi.org/10.1016/j.cub.2007.06.066
https://doi.org/10.1126/sciadv.abb0977
https://doi.org/10.1126/sciadv.abb0977
https://doi.org/10.1007/BF01234127
https://doi.org/10.1371/journal.pone.0140778
https://doi.org/10.1073/pnas.1214804110
https://doi.org/10.7554/eLife.17243
https://doi.org/10.1073/pnas.1714220115
https://doi.org/10.1007/BF00235456
https://doi.org/10.1016/0006-8993(81)91081-7
https://doi.org/10.1016/0006-8993(81)91081-7
https://doi.org/10.1002/cne.902560406
https://doi.org/10.1523/jneurosci.15-01-00070.1995
https://doi.org/10.1523/jneurosci.15-01-00070.1995
https://doi.org/10.3389/fnsys.2013.00045
https://doi.org/10.1146/annurev.neuro.29.051605.112854
https://doi.org/10.1146/annurev.neuro.29.051605.112854
https://doi.org/10.1152/jn.00346.2003
https://doi.org/10.1016/j.cub.2014.03.024
https://doi.org/10.1016/j.cub.2014.03.024
https://doi.org/10.1523/JNEUROSCI.4945-14.2015
https://doi.org/10.1016/j.neubiorev.2016.04.015
https://doi.org/10.1016/j.neubiorev.2016.04.015
https://doi.org/10.1002/1531-8249(200008)48:2%3c220::AID-ANA12%3e3.0.CO;2-M
https://doi.org/10.1212/01.wnl.0000219679.95223.4c
https://doi.org/10.1212/01.wnl.0000219679.95223.4c
https://doi.org/10.1016/j.conb.2010.02.010
https://doi.org/10.1016/S0006-3223(00)00826-X
https://doi.org/10.1016/j.tics.2018.08.006
https://doi.org/10.1016/j.tics.2018.08.006
https://doi.org/10.1038/nn.4568
https://doi.org/10.1038/nn.4568
https://doi.org/10.1016/j.biopsych.2017.11.008


12

Vol:.(1234567890)

Scientific Reports |        (2021) 11:17480  | https://doi.org/10.1038/s41598-021-96588-x

www.nature.com/scientificreports/

 74. Sommer, M. A. & Wurtz, R. H. A pathway in primate brain for internal monitoring of movements. Science (80-.) https:// doi. org/ 
10. 1126/ scien ce. 10695 90 (2002).

 75. Ostendorf, F., Liebermann, D. & Ploner, C. J. Human thalamus contributes to perceptual stability across eye movements. Proc. 
Natl. Acad. Sci. U. S. A. https:// doi. org/ 10. 1073/ pnas. 09107 42107 (2010).

 76. Zimmermann, E. et al. Separate and overlapping functional roles for efference copies in the human thalamus. Neuropsychologia 
https:// doi. org/ 10. 1016/j. neuro psych ologia. 2020. 107558 (2020).

 77. Schlag, J., Lehtinen, I. & Schlag Rey, M. Neuronal activity before and during eye movements in thalamic internal medullary lamina 
of the cat. J. Neurophysiol. https:// doi. org/ 10. 1152/ jn. 1974. 37.5. 982 (1974).

 78. Jerbi, K. et al. Saccade related gamma-band activity in intracerebral EEG: Dissociating neural from ocular muscle activity. Brain 
Topogr. https:// doi. org/ 10. 1007/ s10548- 009- 0078-5 (2009).

 79. Kovach, C. K. et al. Manifestation of ocular-muscle EMG contamination in human intracranial recordings. Neuroimage https:// 
doi. org/ 10. 1016/j. neuro image. 2010. 08. 002 (2011).

 80. Otsubo, H. et al. High-frequency oscillations of ictal muscle activity and epileptogenic discharges on intracranial EEG in a temporal 
lobe epilepsy patient. Clin. Neurophysiol. https:// doi. org/ 10. 1016/j. clinph. 2007. 12. 014 (2008).

 81. Toivanen, M., Pettersson, K. & Lukander, K. A probabilistic real-time algorithm for detecting blinks, saccades, and fixations from 
EOG data. J. Eye Mov. Res. https:// doi. org/ 10. 16910/ jemr.8. 2.1 (2015).

 82. Hayhoe, M. M., Shrivastava, A., Mruczek, R. & Pelz, J. B. Visual memory and motor planning in a natural task. J. Vis. https:// doi. 
org/ 10. 1167/3. 1.6 (2003).

 83. Li, G. et al. Optimal referencing for stereo-electroencephalographic (SEEG) recordings. Neuroimage https:// doi. org/ 10. 1016/j. 
neuro image. 2018. 08. 020 (2018).

 84. Groppe, D. M. et al. iELVis: An open source MATLAB toolbox for localizing and visualizing human intracranial electrode data. 
J. Neurosci. Methods https:// doi. org/ 10. 1016/j. jneum eth. 2017. 01. 022 (2017).

 85. Fischl, B. et al. Whole brain segmentation: Automated labeling of neuroanatomical structures in the human brain. Neuron https:// 
doi. org/ 10. 1016/ S0896- 6273(02) 00569-X (2002).

 86. Tallon-Baudry, C., Bertrand, O., Delpuech, C. & Pernier, J. Oscillatory γ-band (30–70 Hz) activity induced by a visual search task 
in humans. J. Neurosci. https:// doi. org/ 10. 1523/ jneur osci. 17- 02- 00722. 1997 (1997).

 87. Le Van Quyen, M. et al. Comparison of Hilbert transform and wavelet methods for the analysis of neuronal synchrony. J. Neurosci. 
Methods https:// doi. org/ 10. 1016/ S0165- 0270(01) 00372-7 (2001).

 88. Mormann, F. et al. Phase/amplitude reset and theta-gamma interaction in the human medial temporal lobe during a continuous 
word recognition memory task. Hippocampus https:// doi. org/ 10. 1002/ hipo. 20117 (2005).

 89. Leszczyński, M., Fell, J. & Axmacher, N. Rhythmic working memory activation in the human hippocampus. Cell Rep. https:// doi. 
org/ 10. 1016/j. celrep. 2015. 09. 081 (2015).

 90. Leszczynski, M., Fell, J., Jensen, O. & Axmacher, N. Alpha activity in the ventral and dorsal visual stream controls information 
flow during working memory. bioRxiv https:// doi. org/ 10. 1101/ 180166 (2017).

 91. Crone, N. E., Miglioretti, D. L., Gordon, B. & Lesser, R. P. Functional mapping of human sensorimotor cortex with electrocortico-
graphic spectral analysis: II. Event-related synchronization in the gamma band. Brain https:// doi. org/ 10. 1093/ brain/ 121. 12. 2301 
(1998).

 92. Canolty, R. T. et al. High gamma power is phase-locked to theta oscillations in human neocortex. Science (80-.) https:// doi. org/ 
10. 1126/ scien ce. 11281 15 (2006).

 93. Helfrich, R. F. et al. Neural mechanisms of sustained attention are rhythmic. Neuron https:// doi. org/ 10. 1016/j. neuron. 2018. 07. 032 
(2018).

 94. Hoffman, K. L. et al. Saccades during visual exploration align hippocampal 3–8 Hz rhythms in human and non-human primates. 
Front. Syst. Neurosci. 7, 1–10 (2013).

 95. Lachaux, J. P., Rodriguez, E., Martinerie, J. & Varela, F. J. Measuring phase synchrony in brain signals. Hum. Brain Mapp. 8, 194–208 
(1999).

 96. Benjamini, Y. & Yekutieli, D. The control of the false discovery rate in multiple testing under dependency. Ann. Stat. 29, 1165–1188 
(2001).

Acknowledgements
ML and CES supported by a Silvio O. Conte Center Grant P50 MH109429, and by R01 MH111429. TS research 
is funded by the European Research Council (https:// erc. europa. eu/, Starting Grant 802681).

Author contributions
M.L. and C.E.S. designed the study. M.L. and L.C. collected the data. M.L. performed analyses. M.L. and C.E.S. 
wrote the manuscript. All authors contributed to the discussion and interpretation of findings, and edited the 
manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https:// doi. org/ 
10. 1038/ s41598- 021- 96588-x.

Correspondence and requests for materials should be addressed to M.L.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

https://doi.org/10.1126/science.1069590
https://doi.org/10.1126/science.1069590
https://doi.org/10.1073/pnas.0910742107
https://doi.org/10.1016/j.neuropsychologia.2020.107558
https://doi.org/10.1152/jn.1974.37.5.982
https://doi.org/10.1007/s10548-009-0078-5
https://doi.org/10.1016/j.neuroimage.2010.08.002
https://doi.org/10.1016/j.neuroimage.2010.08.002
https://doi.org/10.1016/j.clinph.2007.12.014
https://doi.org/10.16910/jemr.8.2.1
https://doi.org/10.1167/3.1.6
https://doi.org/10.1167/3.1.6
https://doi.org/10.1016/j.neuroimage.2018.08.020
https://doi.org/10.1016/j.neuroimage.2018.08.020
https://doi.org/10.1016/j.jneumeth.2017.01.022
https://doi.org/10.1016/S0896-6273(02)00569-X
https://doi.org/10.1016/S0896-6273(02)00569-X
https://doi.org/10.1523/jneurosci.17-02-00722.1997
https://doi.org/10.1016/S0165-0270(01)00372-7
https://doi.org/10.1002/hipo.20117
https://doi.org/10.1016/j.celrep.2015.09.081
https://doi.org/10.1016/j.celrep.2015.09.081
https://doi.org/10.1101/180166
https://doi.org/10.1093/brain/121.12.2301
https://doi.org/10.1126/science.1128115
https://doi.org/10.1126/science.1128115
https://doi.org/10.1016/j.neuron.2018.07.032
https://erc.europa.eu/
https://doi.org/10.1038/s41598-021-96588-x
https://doi.org/10.1038/s41598-021-96588-x
www.nature.com/reprints


13

Vol.:(0123456789)

Scientific Reports |        (2021) 11:17480  | https://doi.org/10.1038/s41598-021-96588-x

www.nature.com/scientificreports/

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

© The Author(s) 2021

http://creativecommons.org/licenses/by/4.0/

	Neural activity in the human anterior thalamus during natural vision
	Results
	Fixation-locked field potentials in human ANT. 
	Distinct modulation of the ANT field potentials by different oculomotor events. 

	Discussion
	Potential limitations of this study. 

	Methods
	Participants. 
	Electrophysiological recordings. 
	Electrode localization. 
	Data analyses. 
	Stimulus-locked analyses. 

	References
	Acknowledgements


