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Abstract 

Electrophysiological recordings during ketamine anesthesia have revealed a slow alternating pattern of  high- and low-

frequency activity (a “gamma-burst” pattern) that develops along with the onset of  general anesthesia. We examine the 

role of  NMDA receptor antagonism in generating the gamma-burst pattern and the link between gamma-bursts and 

dissociative anesthesia by comparing the effects of  ketamine with those of  the highly selective NMDA receptor antagonist 

CGS 19755 on multi-site intracranial electrophysiology and behavior in rhesus macaques. The data show NMDA 

antagonism alone drives gamma-burst activity, and that it can do so without causing anesthesia.This underscores the 

involvement of  mechanisms other than NMDA antagonism in the anesthetic effects of  ketamine. 
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Introduction 

	 Research into ketamine's influence on neural activity and behavior dates back to the 1960s. A derivative of  

phencyclidine, ketamine was developed with hope that it could achieve similar levels of  anesthesia without the undesirable 

side-effects of  its parent drug. In higher doses, ketamine induces a state termed “dissociative anesthesia,” marked by a 

distinctive electrophysiological signature: while most general anesthetics induce a progressive dominance of  lower 

frequency EEG activity through theta (4-8 Hz) and then delta (0.5-4 Hz) frequency bands, ketamine anesthesia is 

associated with elevated theta-band power and beta activity 1 and a “gamma-burst” pattern of  slowly alternating low- and 

high-frequency activity that appears at the onset of  behaviorally-defined unconsciousness 2,3. These distinct patterns of  

ketamine anesthesia relative to GABA-ergic anesthetics are thought to arise from distinct molecular targets of  ketamine, 

which has only minor agonism of  GABA receptors. Many behavioral and electrophysiological effects of  phencyclidine and 

ketamine are also elicited through non-competitive NMDA receptor antagonist MK-801 and the competitive NMDA 

receptor antagonist CGS 19755 (cis-4-phosphonomethyl-2-piperidine-carboxylic acid) 4. This raises the possibility, 

highlighted by Akeju et al. (2016), that NMDA antagonism is the main driver of  gamma-burst activity during ketamine 

general anesthesia3. At the same time, there is a growing consensus that ketamine’s dissociative and anesthetic effects are 

mediated by targets besides NMDA receptors 5,6. Thus, it may be that NMDA antagonism alone is sufficient to drive 

gamma-burst activity strongly associated with ketamine-induced unconsciousness, but that this activity is not itself  a 

reliable indicator of  unconsciousness. 

	 In this study, we report gamma-burst activity caused by anesthetic doses of  ketamine anesthesia and by sub-

anesthetic doses of  the competitive and selective NMDA antagonist CGS 19755. This finding establishes NMDA 

antagonism as a driver of  gamma-burst activity that is not sufficient on its own to induce general anesthesia. 
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Results 

	 We collected multi-channel extracellular voltage recordings from rhesus macaques sitting head-fixed in a dark 

room before and after intramuscular injections of  either ketamine or the NMDA antagonist CGS 19755. Before each 

recording, six to eight electrodes were lowered into separate sites in cingulate and parietal cortex in both hemispheres (3-4 

in each hemisphere). In some sessions, recordings were also obtained from temporal, occipital and frontal cortex. Data 

were recorded from all electrodes simultaneously without interruption. Each recording session consisted of  a one- to two-

hour pre-injection period, a single intramuscular injection, and a two to five-hour post-injection period. Ketamine doses 

were either 3 mg/kg (sub-anesthetic) or 10 mg/kg (anesthetic), and CGS 19755 doses were either 3, 6 or 12 mg/kg (sub-

anesthetic). During recordings we monitored high- (500-4000 Hz) and low-pass (0.1-1.0 Hz) filtered local field potential 

(LFP) signals on all channels using a visual display resembling the top two rows of  Figs. 1A and C. 

	 Anesthetic doses of  ketamine in humans are known to drive a “gamma-burst” pattern of  EEG activity — 

relatively high-power gamma-band oscillations interrupted by slow-delta (0.1-4 Hz) oscillations, repeating at a frequency 

below 1 Hz 3. Fig. 1A shows such a pattern evoked by an intramuscular injection of  10 mg/kg ketamine. Multiunit 

spiking activity cycled between ~2 s of  high rates of  firing and ~2 s of  silence. LFP showed similar periodicity, with 

different effects at different frequencies. At low frequencies (0.1-1 Hz) the LFP voltage (see below for power) was low during 

the high-spike-rate periods and high during the low-spike-rate periods. Peak voltage occurred near the middle of  the low-

spike-rate period. At higher frequencies, the amplitude of  LFP oscillations was synchronized with changes in spiking 

activity. To capture this modulation we looked at narrow (band-passed) frequency ranges, first computing the envelope of  

the band-passed signal and then filtering that envelope to extract only power between 0.1-0.6 Hz, that is, the power 

associated with the gamma-burst pattern (Fig 1E). This analysis of  filtered band-limited power (BLP) showed that high 

frequencies of  LFP (30-100 Hz — gamma-band) were modulated in phase with spiking activity, low frequencies (2-5 Hz 

— delta- and low theta-band) were modulated in counter-phase with spiking activity, and intermediate frequencies (5-20 

Hz — high theta-, alpha- and beta-band) were unmodulated (Fig. 1A, spectrogram). 

	 Not only was this gamma-burst pattern present at all locations tested, but the bursts themselves were synchronized 

across simultaneously recorded channels sampling across cerebral cortex. An example of  this is shown in Fig. 1B. Five 

recording sites, in left posterior cingulate, right posterior cingulate, right occipital, and right temporal cortex, showed 

synchronized modulation of  spiking rate, low-pass LFP, gamma BLP, and delta BLP. Low-pass (0.1-0.6 Hz) LFP is 
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Figure 1.  The non-specific NMDA antagonist ketamine and the specific NMDA antagonist CGS 19755 have similar electrophysiological effects in the cortex, 

driving synchronized oscillations with a period of  several seconds. A. Ketamine evokes alternating periods of  2.5 s of  fast spiking followed by 2.5 s of  no spikes (right 

upper panel, extracellular voltage recording (LFP) filtered at 500-4000 Hz). No such periodicity occurs prior to the ketamine injection (left upper panel). Vertical gray 

lines are 1 s apart. Low-pass LFP amplitude (right middle panel, 0.1 - 1 Hz) shows a synchronized modulation, low during each burst of  spikes and then rising 

abruptly to peak at the start of  each quiet period. Synchronized oscillations are also seen in the low-pass (0.1 - 1 Hz) band-limited power of  the LFP, in particular at 

40-100 Hz and, in counter-phase, from 2-5 Hz (time-frequency spectrogram, bottom panel; see panel E for details). Intermediate frequencies are not modulated. 

Values are Z-scored, that is, deviations from the average power in the baseline period are divided by the standard deviation of  power in the baseline — see scale bar at 

lower right. Data for all panels in A are from a sharp micro-electrode in cingulate cortex in the left hemisphere, recorded 10 minutes prior to a 10 mg/kg IM 

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594


particularly well-aligned across channels, with phase offsets of  less than ±4 deg (< ±50 ms). Spike rate shows some cycle-

by-cycle variation but when averaged across cycles, phase offsets in cumulative spike histograms are minimal (data not 

shown). Gamma BLP shows phase offsets of  up to ±20 deg. Delta BLP is well-synchronized across channels, though the 

activity patten itself  is more complex than what is seen in the other modalities, with a trough in power coincident with the 

midpoint of  the burst in spike activity and peaks at the start and end of  the burst. Blinks were synchronized with the end 

of  spike bursts. 

	 CGS 19755, a more selective NMDA antagonist, also produced gamma-burst activity, with many similarities and 

some differences from the pattern produced by ketamine. A 12 mg/kg CGS 19755 dose produced a gamma-burst pattern 

in spikes and LFP with high-spike-rate periods lasting ~1 s and low-spike-rate periods lasting ~1 s (Fig. 1C), about half  

the period of  the gamma-burst activity seen following a 10 mg/kg ketamine dose. Low-pass LFP voltage was synchronized 

with spiking activity similar to what was seen under ketamine, with a slightly earlier peak voltage coinciding with burst 

offset. LFP BLP was modulated in phase with spike rate for beta and gamma bands (20-100 Hz, strongest from 30-70 Hz), 

but modulation was poor or absent for lower bands including delta.  

	 Like ketamine, CGS 19755 induced this gamma-burst pattern at all locations tested. An example shows the 

patterns in posterior cingulate, temporal, and occipital cortex (Fig. 1D). Spiking was aligned across all five channels in 

[ ]6

ketamine injection (left) and 15 minutes after injection (right). B. Oscillations were not only synchronized across different electrophysiological measures (panel A), but 

also across locations in cortex. From top to second-from-bottom, multi-unit activity, low-pass LFP amplitude (0.1 - 1 Hz), low-pass gamma (24-60 Hz) LFP band-

limited power (see panel E) and low-pass delta (1-4 Hz) LFP band-limited power are not only synchronized with one another, but also across multiple cortical 

recording sites (area 31 [cingulate cortex] in the right hemisphere, visual area V4 on the R, visual area MST on the right, and two different area 31 sites on the left). 

See text for additional details. Blinks (pronounced negative excursions in bottom panel) were synchronized with the end of  the spike bursts. Recording times identical 

to panel A. Data in A are from the orange electrode. C. CGS 19755 evokes alternating periods of  1 sec of  fast spiking followed by 1 s of  no spikes (right upper panel). 

Low-pass LFP amplitude (right middle panel) shows a synchronized modulation, low during each burst of  spikes and then rising abruptly to peak at the start of  each 

quiet period. Synchronized oscillations are also seen in the low-pass (0.1 - 1 Hz) band-limited power of  the LFP, in particular from 30 to 100 Hz (time-frequency 

spectrogram, bottom panel; see also panel E). Data for all panels in C are from a sharp micro-electrode in visual area MST in the left hemisphere, recorded 10 

minutes prior to a 12 mg/kg IM CGS 19755 injection (left) and 15 minutes after injection (right). Format otherwise similar to panel A. D. Oscillations were not only 

synchronized across different electrophysiological measures (panel C), but also across locations in cortex. Recording sites are indicated at top left. Format is otherwise 

identical to panel B. E. The local field potential (LFP) can be processed in different ways. A band-limited signal (blue) is extracted by band-pass filtering the raw LFP 

amplitude, using both hardware filters (e.g., high-cut anti-aliasing and low-cut filters that limit the dynamic range of  the signal) and software (digital) filters. For 

example, we extract the low-pass LFP by band-limiting the LFP amplitude to 0.1 to 1 Hz. Higher frequencies are also commonly extracted in this way; for example, 

the gamma band-limited amplitude could be obtained by filtering the LFP from 30 to 100 Hz. The band-limited envelope (red) is obtained by measuring the amplitude of  

each successive cycle of  this “carrier” frequency. Squaring this signal produces band-limited power (BLP). In our example, this would be gamma BLP. One can apply 

this same process a second time, this time to the BLP, to produce an envelope of  modulation (green) of  the BLP. (For simplicity, we show the envelope of  modulation of  the 

amplitude, not the power.) The envelope of  modulation can contain frequencies from 0 to roughly half  the carrier signal. This envelope can be filtered a second time 

to further limit its frequency content. To compute the low-pass gamma BLP, for example, we filter the gamma BLP from 0.1 to 1 Hz.
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which unit activity was recorded. Three channels were clearly synchronized. Two continued spiking during the low-spikes 

phase of  some but not all intervals. Low-pass LFP showed clear oscillations, all at the same frequency, with phase offsets of  

±4 deg. Gamma BLP showed synchronization with offsets < ±20 deg. Delta BLP showed little modulation or 

synchronization. Similar patterns were seen at lower doses, with slightly more cross-channel phase offset in low-pass LFP 

and no clear synchronization of  delta BLP (Sup. Figs. 2-3). Blinks did not synchronize with neural activity at any dose of  

CGS 19755 administered in this study. 

	 While the gamma-burst patterns evoked by ketamine and CGS 19755 had many similarities, the time courses of  

the associated low-frequency signal modulations were quite different between drugs. Figure 2 A and B show the injection-

aligned average of  low-frequency (0.1 to 1 Hz) modulation power over time for spikes, LFP voltage, and LFP BLP. 

Modulation power in spikes and low-pass (0.1 to 1 Hz) LFP was quantified by measuring power in the 0.1 to 1 Hz range. 

Modulation power in BLP was quantified by measuring power in the low-pass envelope (0.1 to 1 Hz) of  delta and gamma 

BLP. Data for each signal were normalized using their pre-injection modulation intensity (see Methods), then averaged 

over recording sites (26 sites from 6 sessions for 10 mg/kg ketamine; 17 sites from 4 sessions for 12 mg/kg CGS 19755). 

Ketamine effects appeared within minutes of  injection, with rapid increases in modulation power for spikes, low-pass LFP 

and BLP. Delta BLP modulation power reached its peak value ~5 minutes after injection, followed by gamma BLP and 

low-pass LFP at ~15 minutes, and finally spikes at ~20 minutes. Low-pass LFP and delta BLP modulation power 

decreased gradually until ~50 minutes, beyond which point they fell off  rapidly and were suppressed below baseline for 

another ~60 minutes. Gamma BLP and spike modulation power remained near their peaks until ~40 minutes after 

injection and then decreased gradually, remaining elevated until at least 120 minutes after injection (when recordings 

stopped). 

	 Gamma-bursts were synchronized across all sites (Fig. 2B). To quantify the synchrony of  signal modulations, the 

coherence of  low-pass LFP and the low-pass (0.1-1 Hz) envelope of  delta and gamma BLP was computed between every 

pair of  simultaneously recorded sites. Data for each signal pair were normalized using their pre-injection modulation 

intensity, then averaged across all pairs (see Methods). The time course of  coherence matched the time course of  

modulation power (Fig. 2A). Coherence in the low-pass LFP and the low-pass envelopes of  delta and gamma BLP rose 

early and remained strong for 40-60 minutes. Low-pass LFP and delta BLP coherence then fell off  rapidly, with low-pass 
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LFP coherence dropping below pre-injection levels and remaining low until recording stopped ~120 minutes after 

injection. Though gamma BLP coherence also fell off  after 40-60 minutes, it remained moderately elevated for at least 2 
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Figure 2.  Ketamine and CGS 19755 induce a similar “gamma-burst” pattern including slow (> 1 s period) oscillations in various electrophysiological 

measures, but the time course of  modulation is markedly different for the two drugs. A. Slow oscillations are quantified as signal power from 0.1 to 1 Hz. 

Ketamine increases power in spike rate (black), low frequency LFP amplitude (“slow LFP”, red), low frequency band-limited LFP power (delta BLP: 2-5 Hz, 

yellow), and high frequency band-limited power (gamma BLP: 30-100 Hz, blue), each measured between 0.1 and 1 Hz (see Fig. 1E), by a factor of  10 to 100. 

This increase in low frequency power, which indexes the slow oscillations, begins almost instantaneously and peaks within 30 minutes. Oscillations in delta 

and gamma BLP are suppressed below baseline levels after 1 hour, while spike and gamma BLP oscillations drop from the early peak but remain above 

baseline for at least 2 hours. B. Slow oscillations are synchronized across recording sites in all of  these signals. Synchrony is quantified as changes in coherence 

between pairs of  electrodes, relative to baseline coherence. Coherence is plotted from 0.1 to 0.6 Hz as a function of  time. Peak coherence occurs from 0.2-0.5 

Hz. The time course of  coherence follows the time course of  power: when power is elevated, coherence is also elevated, and when power falls below baseline 

(>1 hour, slow LFP and delta BLP), coherence also falls below baseline. Changes in coherence are scaled to baseline coherence SD (scale bar, bottom right of  

panel D). C. Like ketamine, CGS 19755 increases the power of  multiple electrophysiological measures between 0.1 and 1 Hz, corresponding to slow 

oscillations in these signals. Unlike ketamine, the effect starts small and grows steadily over the next 2-3 hours. Slow oscillation power plateaus ~2.5 hours 

post-injection, and the plateau is maintained for at least another hour. Format similar to A. Note that despite the difference in time course, the order of  the 

traces is the same for the two drugs (compare panels A and C). D. Slow oscillations show increasing synchronization across recording sites as time elapses, 

with peak coherence at 0.4-0.5 Hz. Format similar to B. In panels A-D, plots start at 4 min rather than 0 to avoid alerting effects and movement artifacts 
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hours. 

	 CGS 19755 had similar effects 

on modulation power, but with a very 

different time course (Fig. 2C). In 

contrast to ketamine’s rapid onset, the 

effects of  CGS 19755 began to appear 

only ~20 minutes after injection, 

increased until 130-150 minutes, and 

persisted at high levels for at least 220 

minutes (when recordings were 

stopped). This difference in time courses likely reflects different rates of  crossing the blood-brain barrier, metabolism and 

excretion 7-11. The coherence of  signal modulations caused by CGS 19755 followed the time course of  modulation power 

for low-pass LFP and gamma BLP, but in contrast to ketamine this was not the case for delta BLP, which instead showed 

slightly reduced coherence compared to the pre-injection period (Fig 2D). For each drug, similar patterns were seen at 

lower doses (Sup. Figs. 4-6). 

	 Fig 1 shows a difference in the dominant frequency of  gamma-burst activity caused by 10 mg/kg ketamine (~0.25 

Hz) and 12 mg/kg CGS 19755 (~0.4 Hz). This difference may reflect a dependency of  the frequency of  modulation on 

the fraction of  NMDA receptors bound: while these doses contain similar numbers of  molecules (42 versus 54 mmol/kg, 

respectively), ketamine has substantially higher bioavailability 7-11. To test this hypothesis, we compared changes in the 

dominant frequency of  modulation for a ketamine dose of  10 mg/kg and CGS 19755 doses of  3, 6 and 10 mg/kg (Fig. 3 

and Sup. Fig. 9). We calculated the dominant frequency of  modulation over time by applying an autocorrelation-based 

approach to 5-minute windows of  data beginning after injection (see Methods). Data were then averaged across recording 

sites for each dose. While modulation power for each drug changed over time (Fig. 2 and Sup. Figs 4-6), the dominant 

frequency of  modulation was fairly stable over time. With increasing doses of  CGS 19755 the dominant frequency of  

modulation decreased, from ~0.55 Hz for 3 mg/kg to ~0.5 Hz for 6 mg/kg and ~0.4 Hz for 12 mg/kg. Signal 

modulations evoked by a ketamine dose of  10 mg/kg were at ~0.25 Hz. This decrease in modulation frequency is 
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Figure 3.  The dominant frequency of slow oscillations in 4 electrophysiological measures (see Fig. 
2) are similar but not identical for ketamine and CGS 19755. Dominant frequencies are computed 
in 5 minute sliding bins.  A. A 10 mg/kg dose of ketamine drives oscillations at just over 0.25 Hz for 
about 1 hour. The dominant frequency has a slight downward trend over this period. B. A 12 mg/kg 
dose of CGS 19755 drives oscillations at 0.4 to 0.5 Hz, starting just over an hour after injection and 
continuing for at least 4 hours. There is a downward trend in frequency over the first hour.
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consistent with an inverse relationship between the 

fraction of  NMDA receptors blocked and the frequency 

of  modulation. 

	 We next asked how the state of  consciousness 

relates to electrophysiological patterns. Akeju et al. (2016) 

and Rosen and Hagerdal (1976) have reported that 

gamma-burst activity appears as patients transition into a  

behaviorally-defined general-anesthetic state under 

ketamine 2,3. Prior to receiving ketamine, animals left 

undisturbed and head-fixed in a dark room are typically 

drowsy, fully closing their eyes from 1/3 to 2/3 of  the 

time, and making saccades and blinks at a rate of  0.2 - 0.4 

/ sec when their eyes are not fully shut (Sup. Figs 

11-12). Within minutes of  receiving 10 mg/kg of  

ketamine, animals become lightly anesthetized and are 

unresponsive to all but very intense stimuli for 40-50 minutes 12,13. During this period we observed (in a limited number of  

sessions for which eye tracking data were collected) that the eyes were partially closed and gaze was fixed in place, with 

blinks occurring periodically. These blinks were synchronized to the electrophysiological gamma-burst pattern (as seen in 

Fig. 1B, bottom row). Following this period, the eyes opened nearly 100% of  the time, and in place of  saccades there were 

brief  excursions from center fixation immediately followed by a rapid damped return to central gaze, as if  the animals 

were attempting to saccade but the oculomotor integrator was entirely off-line. This suggests that while transient bursts of  

activity may reach the oculomotor muscles, they are not followed by any change in the tonic firing rate, that is, it suggests a 

complete pulse-step mismatch (Sup. Fig 11E). Mettens et al. (1990) report the same effect of  ketamine in cats. Similar 

though milder effects were seen after 3 mg/kg (Sup. Fig. 13) 14. The overall behavioral effect was quite obvious. Even an 

untrained observer can rapidly identify an animal given either dose, and animals trained in oculomotor tasks fail to initiate 

even a single trial. 
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blinded to treatment.
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	 Despite eliciting a similar electrophysiological response, CGS 19755 produces very different behavior. Animals 

appear bright, alert and responsive to stimuli following 3 and 6 mg/kg doses. Even observers who work with the animals 

every day were unable to differentiate between animals given 6 mg/kg of  CGS 19755 versus a control injection (saline). 

Several hours after 12 mg/kg doses, animals were slightly slower than usual climbing into their home cage. They also 

ignored fruit, or put it in their mouths and did not eat it. Normal movement and appetite returned within 12 hours. Like 

ketamine, CGS 19755 made animals less likely to shut their eyes and increased their blink rate, though these effects were 

delayed by ~2 hours (Sup. Fig. 14). Unlike ketamine, CGS 19755 had variable effects on saccade frequency. 

	 Animals who received 6 mg/kg of  CGS 19755 were able to perform a challenging delayed non-match to sample 

visually guided saccade task nearly as well as after control injections (Fig. 4, Sup. Fig. 10). Meanwhile, animals who 

received a dose of  ketamine with far subtler neural effects (3 mg/kg) did not complete a single trial of  the task, and in fact 

failed to even perform the initial fixation required to initiate a trial. 
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Discussion 

	 We compared the effects of  systemic injections of  ketamine and the highly selective NMDA receptor antagonist 

CGS 19755 on intracortical electrophysiological activity and behavior in rhesus macaques. Changes in cortical 

electrophysiology following sub-anesthetic doses of  CGS 19755 (12 mg/kg) somewhat resemble those caused by anesthetic 

doses of  ketamine (10 mg/kg) in most respects, while their behavioral effects differ considerably. This suggests that the 

most obvious changes in cortical activity that occur during ketamine anesthesia are not themselves sufficient to cause 

anesthesia. 

	 The behavioral and electrophysiological effects of  ketamine anesthesia we report are in line with previous findings. 

Ketamine’s behavioral effects are well established, as intramuscular (IM) injections are commonly used to immobilize 

monkeys for short veterinary procedures and to induce anesthesia prior to the application of  an inhaled anesthetic 12,13. A 

10 mg/kg dose reliably leads to 40 to 50 minutes of  light anesthesia, during which time animals are unresponsive to all but 

the most intense stimuli 12. Our eye tracking data show a complete elimination of  saccades lasting 40 to 50 minutes 

following injection (Sup. Fig. 11, 12), indicating that animals were successfully anesthetized by the 10 mg/kg ketamine 

injections used in our experiments. 

	 Cortical activity changes dramatically with induction of  ketamine general anesthesia. Within five to ten minutes of  

injection, multiunit spiking activity, low-pass filtered (0.1 to 1 Hz) local field potential (LFP) voltage, and the low-pass 

filtered envelope of  LFP band-limited power (BLP) all exhibit a repeating two-phase cycle of  modulation that is 

synchronized across all sites recorded in this study (Figs. 1A-B, 2A-B). During the “high spiking” phase, spiking activity 

and the envelope of  gamma BLP (24 to 60 Hz) are high while low-pass filtered LFP and the envelope of  delta BLP (1 to 4 

Hz) are low. During the “low spiking” phase the reverse is true, with little to no spiking activity and a low envelope of  

gamma BLP, while low-pass filtered LFP and the envelope of  delta BLP are high. Each phase of  the cycle lasts ~2s, giving 

the full cycle of  modulation a period of  ~0.25 Hz. These findings align with previous studies of  ketamine anesthesia in 

humans 2,3, monkeys 15, rodents 16, and cats 15,17-19. In particular, Akeju et al. (2016) demonstrate that ketamine anesthesia 

in humans induces “gamma-burst” EEG activity, a cycle of  alternating slow-delta (~0.1–4 Hz) and gamma (~27–40 Hz) 

oscillations with a period between 0.1 and 0.2 Hz (Fig. 6 of  Akeju et al. 2016). The gamma-burst EEG pattern is 

specifically associated with a behavioral state of  unconsciousness under ketamine anesthesia (lack of  response to 
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commands or painful stimuli), while sub-anesthetic ketamine doses cause sustained gamma oscillation uninterrupted by 

slow-delta oscillations 3. 

	 The biological processes underlying ketamine-induced gamma-burst activity and their relationship to the loss of  

consciousness remain unclear. One possibility is that gamma-burst activity is the result of  NMDA receptor antagonism. 

Homayoun et al. (2007) demonstrate that, in cortex, ketamine preferentially inhibits NMDA receptor activity in 

GABAergic interneurons, suppressing local negative feedback loops 20. This has been proposed as an explanation for the 

increase in gamma BLP and spiking activity under sub-anesthetic doses of  ketamine, and during the high-gamma phase of  

gamma-bursts under ketamine anesthesia 3,20,21. Akeju et al. (2016) hypothesize that the slow-delta (0.1 to 4 Hz) oscillations 

arise due to a reduction of  thalamocortical excitatory input to cortex caused by a blockade of  NMDA-mediated excitation 

of  the thalamus by the brainstem. Taken together with the alignment between gamma-burst onset and loss of  

consciousness, this NMDA-dependent explanation of  gamma-bursts is surprising. Ketamine’s dissociative and anesthetic 

effects are mediated by a variety of  molecular targets. These include, but are not limited to, opioid receptors 22, 

monoamine transporters 23, hyperpolarization-activated cyclic-nucleotide-gated potassium channel 1 pacemakers 6, and 

muscarinic acetylcholine receptors 24. If  NMDA antagonism mediates gamma-burst activity, while ketamine general 

anesthesia depends on activity at one or more of  targets besides NMDA, then the close association between gamma-bursts 

and the loss of  consciousness under ketamine may either be coincidental or indicative of  an interaction between NMDA 

antagonism and ketamine’s other targets. Moreover, it should be possible to observe gamma bursts in a conscious animal 

using only a selective NMDA antagonist. 

	 We show that a 12 mg/kg dose of  the selective NMDA receptor antagonist CGS 19755 causes a gamma-burst 

pattern of  activity that is very similar to that seen under ketamine anesthesia. However, CGS 19755 does not produce 

anesthesia at this dose. The gamma-bursts caused by CGS 19755 occur at ~0.4 Hz (Fig. 3) (compared to ~0.25 Hz under 

ketamine, Fig. 2). In addition to the high-spikes/high-gamma phase there is also a low-spikes/low-gamma phase during 

which voltage in the slow LFP range (.1 to 1 Hz) is increased (Figs. 1C-D, 2C-D). Critically, the 12 mg/kg dose of  CGS 

19755 results in an “interruption” of  gamma oscillations and spiking activity by increased low-frequency LFP (0.1 to 1 

Hz), but not delta BLP (1 to 4 Hz). This raises the possibility that modulation of  0.1 to 1 Hz LFP and 1 to 4 Hz BLP 

during NMDA-antagonist-induced gamma-burst activity have separate origins. It also suggests that, while interruption of  
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gamma oscillations and spiking activity by delta-band oscillations may reflect an effect of  ketamine sufficient to cause 

anesthesia, interruption by activity in the 0.1 to 1 Hz range does not. The other clear difference in gamma-burst activity 

with 12 mg/kg CGS 19755 versus 10 mg/kg ketamine is the time to gamma-burst onset (1-2 hours versus 5-10 minutes, 

respectively). These differences in the electrophysiological effects of  CGS 19755 compared to ketamine may either cause, 

be caused by, or be unrelated to ketamine’s anesthetic effects. 

	 While our findings support the view that delta BLP modulation synchronized with the low-spikes phase of  

gamma-burst activity sets ketamine anesthesia apart from sub-anesthetic ketamine-induced states (Fig. 1A and C, 2A and 

C, Supp. Figs. 1 and 2), they do not support the view that delta oscillations arise from local circuit dynamics in the context 

of  reduced thalamocortical excitation. During the low-spikes phase, spiking activity is extremely low - in most cases nearly 

or completely absent (Fig. 1). It is unclear what local circuit dynamics could drive delta oscillations in the absence of  the 

spiking activity on which those dynamics are thought to depend. A more likely explanation is that these delta oscillations 

reflect afferent activity originating outside of  cortex, possibly in the thalamus. This is consistent with the report by 

Miyasaka et al. (1968) of  ketamine-induced thalamic delta oscillations in decorticated cats 17. However, the thalamic delta 

oscillations they observed in decorticated preparations did not have the clear burst-forms observed in their intact brain 

preparations (periods of  high power, similar to what is seen in the monkey cortex during the low-spikes phases in Fig. 1). 

Together, these findings suggest that the gamma-burst-related modulation of  delta BLP may depend on activity originating 

from cortex 17. But if  this is true, it is unclear why we do not see synchronous delta BLP modulation under CGS 19755, 

which clearly causes low-frequency modulation of  cortical spiking and gamma BLP similar to that seen with ketamine 

anesthesia. 

	 Simultaneous recordings in this study were limited to posterior cortical regions, which constrains our ability to 

address the possible interactions between activity in these regions and in frontal cortex or subcortical regions including the 

thalamus. Future studies recording simultaneously from cortex and thalamus may clarify the interaction between slow 

modulation of  spikes, gamma BLP and low-pass LFP in cortex, and modulation of  delta BLP in thalamus and cortex. We 

avoided higher doses of  CGS 19755 due to their prolonged effects and potential neurotoxicity in macaques 25, which 

prevents us from directly addressing the possibility that the full signature of  ketamine anesthesia, as identified by Akeju et 

al. (2016), may be the result of  NMDA receptor antagonism alone 3. Future experiments could address this by using high 
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doses of  CGS 19755 in a lower animal model, or using another selective NMDA antagonist in primates. Because our 

injections were systemic, we cannot draw definitive conclusions about the mechanisms underlying changes in gamma BLP 

and spiking activity under ketamine and CGS 19755, although there is reason to believe they arise from inhibition of  

NMDA receptors on cortical GABAergic interneurons. This might be more clearly addressed using small intracranial 

injections at individual recording sites. 

	 Akeju et al. (2016) demonstrate that gamma-burst EEG activity occurs with anesthetic doses of  ketamine, but not 

with sub-anesthetic doses. In this report, we have shown that gamma-burst activity can be explained by NMDA 

antagonism alone, save for the slow (0.1 to 1 Hz) synchronized modulation of  delta BLP. Critically, we also show that 

prolonged NMDA-antagonist-induced gamma-burst activity can occur without anesthesia, and is therefore not sufficient to 

cause the anesthetic effects of  ketamine. 
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Materials & Methods 

Animals and behavior 
	 Three macaques served as subjects in this study (here labeled monkeys E, G and I). Animals were cared for and 

handled in accordance with the Guide for the Care and Use of  Laboratory Animals, and all procedures were approved by 

the Washington University IACUC. During recording, macaques were fully hydrated and sat head-fixed in a dark room. 

Behavior was unconstrained, and the animals had no expectation of  a task or reward. Halfway through each recording, 

animals were given a systemic injection of  ketamine (1, 3 or 10 mg/kg) or CGS 19755 (3, 6 or 12 mg/kg). 

Recording 
	 A total of  29 sessions were recorded with an average duration of  4.6 hours: 7 from monkey E, 17 from monkey G, 

and 5 from monkey I. Intracranial electrophysiological signals were recorded simultaneously from three to eight locations 

in each hemisphere. Recordings were collected from the Lateral Intraparietal area (LIP), the Medial Superior Temporal 

area (MST), and areas 31, 23B, V4, 7A, V3D, and V3A. Results were generally similar for the three monkeys, and thus the 

data were combined. 

	 Electrodes were targeted to each area of  interest using anatomical MRI images 26. Briefly, each animal’s brain was 

accessed via bilateral 15 mm (internal diameter) chronic custom recording chambers. T1 weighted MRI images 

(MPRAGE; .5 mm isotropic voxels) were obtained using a custom phantom in the chamber that provides visualization of  

the chamber and allows for the virtual projection of  a chamber-based coordinate system down into the brain.  A 3D atlas 

of  the macaque brain based on the Saleem and Logothetis D99 macaque atlas was nonlinearly aligned to each animal’s 

T1 image, allowing us to map positions in the chamber-based coordinate system to atlas-defined anatomical regions and 

vice versa 27-30. In one monkey, a postmortem T1 was collected with recording electrodes still in the brain to validate 

targeting accuracy by comparing their expected locations to their actual locations in the MRI image. 

	 Extracellular voltage signals (local field potential, LFP) were collected using tungsten microelectrodes (Alpha 

Omega LTD) attached to motorized drives (NAN). LFP signals were recorded by a digitizing amplifier (Intan), and an 

Open Ephys acquisition system 31. The amplifier sampled each signal at 30 kHz, and was configured with a 0.02 Hz 1-pole 

high-pass analog filter. In a limited number of  sessions, pupil position (horizontal and vertical) and pupil diameter (vertical) 

were collected using an infrared camera system (EyeLink), and recorded as three separate analog inputs through the same 

Open Ephys acquisition board used to collect LFP data. 
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Behavioral Task 
	 Two additional monkeys (H and F) were asked to perform a challenging 2-target spatial memory task under the 

influence of  Ketamine, CGS-19755, or a control injection of  saline. In this task, two targets were presented, disappearing 

after a certain period and re-emerging along with a novel target. The animals were rewarded when they made a saccade 

towards the novel target. The delay period between target disappearance and reappearance was carefully adjusted to 

maintain the monkeys' performance within the 60-70% accuracy range, typically extending from 1.5 to 3.5 seconds. For all 

behavioral sessions, animals were given one injection at two hours and one injection fifteen minutes before being asked to 

engage in the task. In non-control sessions, only one of  the injections would contain a drug. In total, ten sessions were 

conducted: six sessions with monkey H and four sessions with monkey F. Among these, four sessions (three for monkey H 

and one for monkey F) were control conditions. Two sessions for each monkey were conducted under the influence of  

CGS 19755 (6 mg/kg at -2 hours) and one session for each monkey was performed under the effect of  ketamine (3 mg/kg 

at -15 minutes). All trials were interleaved, and the person administering the injections was blind to the treatments. 

Analysis 
	 Analyses were performed with custom software written in Julia 32, Python, and Matlab (MathWorks). 

Electrophysiological signals were processed separately offline to extract single- and multi-unit spiking activity. First, each 

signal was bandpass filtered between 500-3000 Hz, and points where the filtered signals value crossed a threshold of  ±4 

standard deviations were set aside as potential spikes. These were divided into groups using the “masked EM” clustering 

algorithm implemented in KlustaKwik 33, and these groups were manually reviewed to reject artifacts and clusters that 

appeared or disappeared at any point during the recording window, especially around the time of  drug injections. Spike 

times were converted into spike rate estimates by convolving their time-binned representation with a gaussian kernel (s.d. = 

84ms, doubling or halving kernel width does not effect outcomes of  downstream analyses). For all other analyses, LFP 

signals were first decimated to 250 Hz and notch filtered at 60 Hz to remove power line noise. 

	 The spectrograms in Fig. 1A,C were calculated using the filter-Hilbert method. All filters were noncausal 5-pole 

Chebyshev Type-II filters with 20 dB stopband ripple. A total of  40 filters were used, with center frequencies 

logarithmically spaced from 2-100 Hz (inclusive) and bandwidth for each filter set at 30% of  its center frequency. To 

emphasize low-frequency changes in power, the power timecourse for each band was then band-pass filtered from 0.1-1 
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Hz with a 9-pole Chebyshev Type-II filter with 40 dB stopband ripple, and normalized via Z-transform using its pre-

injection mean and standard deviation. For analyses using canonical frequency bands, LFP was band-pass filtered to 

obtain gamma (30-60 Hz), delta (1.5-4 Hz) and “slow” (0.1-1 Hz) LFP using 9-pole Chebyshev Type-II filters with 40 dB 

stopband ripple. Gamma and delta band-limited power (BLP) timecourses were obtained by applying the Hilbert 

transform to gamma and delta LFP, then band-pass filtered from 0.1-1 Hz to emphasize low-frequency changes in power 

as described above. For Fig 1B,D gamma BLP and delta BLP were Z-transformed using pre-injection mean and standard 

deviation. 

	 The intensity of  low-frequency signal modulation (Fig. 2A,C) was quantified by taking the power of  each signal 

between 0.1 and 1 Hz. Signals (spike rate, slow LFP, gamma BLP and delta BLP) were decimated to 4 Hz then filtered 

using a 9-pole Chebyshev Type-II filter with 40 dB stopband ripple, followed by the Hilbert transform. The resulting low-

frequency power time series were normalized with a Z-transform using pre-injection mean and standard deviation, aligned 

by injection time, and averaged across subjects and sessions separately for each drug condition. 

	 The windowed intra-modal coherence between simultaneously recorded low-pass LFP and low-passed (0.1-1 Hz) 

BLP envelope (Fig. 2B,D) was obtained by decimating each signal to 4 Hz, applying a 0.1-1 Hz filter (in the case of  the 

BLP signals but not the already filtered low-pass LFP signal), then calculating coherence in 60-second non-overlapping 

windows aligned to the time of  injection (mt_coherence() from DSP.jl) 34. The Fisher z-transformation was applied to the 

resulting time-frequency data, which were then normalized by subtracting the pre-injection mean and dividing by the pre-

injection standard deviation separately for each frequency. Data were then averaged across subjects and sessions separately 

for each drug condition. 

	 To calculate the dominant frequency of  modulation over time (Fig. 3), we first calculated the autocorrelation of  

each signal within 5-minute windows beginning after injection, then took the reciprocal of  the mean period of  the tallest 

peaks for each window to obtain a dominant frequency for each signal for each window. Data were then averaged across 

subjects and sessions separately for each drug condition, and timepoints before and after the drug’s peak effect were 

manually excluded for display purposes. 

[ ]18

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594


Bibliography 

1.	 Vlisides, P.E., Bel-Bahar, T., Lee, U., Li, D., Kim, H., Janke, E., Tarnal, V., Pichurko, A.B., McKinney, A.M., Kunkler, 
B.S., et al. (2017). Neurophysiologic Correlates of  Ketamine Sedation and Anesthesia: A High-density 
Electroencephalography Study in Healthy Volunteers. Anesthesiology 127, 58-69. 10.1097/ALN.0000000000001671. 

2.	 Rosen, I., and Hagerdal, M. (1976). Electroencephalographic study of  children during ketamine anesthesia. Acta 
Anaesthesiol Scand 20, 32-39. 10.1111/j.1399-6576.1976.tb05006.x. 

3.	 Akeju, O., Song, A.H., Hamilos, A.E., Pavone, K.J., Flores, F.J., Brown, E.N., and Purdon, P.L. (2016). 
Electroencephalogram signatures of  ketamine anesthesia-induced unconsciousness. Clin Neurophysiol 127, 
2414-2422. 10.1016/j.clinph.2016.03.005. 

4.	 Sagratella, S., Pezzola, A., Popoli, P., and Decarolis, A.S. (1992). DIFFERENT CAPABILITY OF N-METHYL-D-
ASPARTATE ANTAGONISTS TO ELICIT EEG AND BEHAVIORAL PHENCYCLIDINE-LIKE EFFECTS IN 
RATS. Psychopharmacology 109, 277-282. 10.1007/bf02245874. 

5.	 Chen, X., Shu, S., and Bayliss, D.A. (2009). HCN1 channel subunits are a molecular substrate for hypnotic actions of  
ketamine. Journal of  Neuroscience 29, 600-609. 10.1523/JNEUROSCI.3481-08.2009. 

6.	 Vesuna, S., Kauvar, I.V., Richman, E., Gore, F., Oskotsky, T., Sava-Segal, C., Luo, L., Malenka, R.C., Henderson, 
J.M., Nuyujukian, P., et al. (2020). Deep posteromedial cortical rhythm in dissociation. Nature 586, 87-94. 10.1038/
s41586-020-2731-9. 

7.	 Hogan, M.J., Gjedde, A., and Hakim, A.M. (1992). INVIVO DISTRIBUTION OF CGS-19755 WITHIN BRAIN 
IN A MODEL OF FOCAL CEREBRAL-ISCHEMIA. J. Neurochem. 58, 186-191. 10.1111/
j.1471-4159.1992.tb09294.x. 

8.	 Grotta, J., Clark, W., Coull, B., Pettigrew, L.C., Mackay, B., Goldstein, L.B., Meissner, I., Murphy, D., and LaRue, L. 
(1995). Safety and tolerability of  the glutamate antagonist CGS 19755 (Selfotel) in patients with acute ischemic stroke. 
Results of  a phase IIa randomized trial. Stroke 26, 602-605. 10.1161/01.str.26.4.602. 

9.	 Perezpinzon, M.A., Maier, C.M., Yoon, E.J., Sun, G.H., Giffard, R.G., and Steinberg, G.K. (1995). Correlation of  
Cgs-19755 Neuroprotection against in-Vitro Excitotoxicity and Focal Cerebral-Ischemia. J Cerebr Blood F Met 15, 
865-876. DOI 10.1038/jcbfm.1995.108. 

10.	Perez-Pinzon, M.A., and Steinberg, G.K. (1996). CGS 19755 (Selfotel): A Novel Neuroprotective Agent Against CNS 
Injury. CNS Drug Rev 2, 257-268. 10.1111/j.1527-3458.1996.tb00301.x. 

11.	Zanos, P., Moaddel, R., Morris, P.J., Riggs, L.M., Highland, J.N., Georgiou, P., Pereira, E.F.R., Albuquerque, E.X., 
Thomas, C.J., Zarate, C.A., Jr., and Gould, T.D. (2018). Ketamine and Ketamine Metabolite Pharmacology: Insights 
into Therapeutic Mechanisms. Pharmacol Rev 70, 621-660. 10.1124/pr.117.015198. 

12.	Murphy, K.L., Baxter, M.G., and Flecknell, P.A. (2012). Anesthesia and Analgesia in Nonhuman Primates. In 
Nonhuman Primates in Biomedical Research (Second Edition), C.R. Abee, K. Mansfield, S. Tardif, and T. Morris, 
eds. (Academic Press), pp. 403-435. https://doi.org/10.1016/B978-0-12-381365-7.00017-0. 

13.	Tardif, S.D., Coleman, K., Hobbs, T.R., and Lutz, C. (2013). IACUC review of  nonhuman primate research. ILAR J 
54, 234-245. 10.1093/ilar/ilt040. 

14.	Mettens, P., Godaux, E., and Cheron, G. (1990). Effects of  ketamine on ocular movements of  the cat. J Vestib Res 1, 
325-338. 

15.	Celesia, G.G., and Chen, R.C. (1974). Effects of  ketamine on EEG activity in cats and monkeys. Electroencephalogr 
Clin Neurophysiol 37, 354-353. 10.1016/0013-4694(74)90110-2. 

16.	Brys, I., Barrientos, S.A., Ward, J.E., Wallander, J., Petersson, P., and Halje, P. (2023). 5-HT2AR and NMDAR 
psychedelics induce similar hyper-synchronous states in the rat cognitive-limbic cortex-basal ganglia system. Commun 
Biol 6, 737. 10.1038/s42003-023-05093-6. 

17.	Miyasaka, M., and Domino, E.F. (1968). Neural mechanisms of  ketamine-induced anesthesia. Int J Neuropharmacol 
7, 557-573. 10.1016/0028-3908(68)90067-1. 

18.	Mori, K., Kawamata, M., Mitani, H., Yamazaki, Y., and Fujita, M. (1971). A neurophysiologic study of  ketamine 
anesthesia in the cat. Anesthesiology 35, 373-383. 10.1097/00000542-197110000-00012. 

[ ]19

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594


19.	Kayama, Y., and Iwama, K. (1972). The EEG, evoked potentials, and single-unit activity during ketamine anesthesia 
in cats. Anesthesiology 36, 316-328. 10.1097/00000542-197204000-00004. 

20.	Homayoun, H., and Moghaddam, B. (2007). NMDA receptor hypofunction produces opposite effects on prefrontal 
cortex interneurons and pyramidal neurons. J Neurosci 27, 11496-11500. 10.1523/JNEUROSCI.2213-07.2007. 

21.	Seamans, J. (2008). Losing inhibition with ketamine. Nat Chem Biol 4, 91-93. 10.1038/nchembio0208-91. 
22.	Hirota, K., and Lambert, D.G. (1996). Ketamine: its mechanism(s) of  action and unusual clinical uses. Br J Anaesth 

77, 441-444. 10.1093/bja/77.4.441. 
23.	Nishimura, M., Sato, K., Okada, T., Yoshiya, I., Schloss, P., Shimada, S., and Tohyama, M. (1998). Ketamine inhibits 

monoamine transporters expressed in human embryonic kidney 293 cells. Anesthesiology 88, 768-774. 
10.1097/00000542-199803000-00029. 

24.	Durieux, M.E. (1995). Inhibition by ketamine of  muscarinic acetylcholine receptor function. Anesth Analg 81, 57-62. 
10.1097/00000539-199507000-00012. 

25.	Davis, S.M., Lees, K.R., Albers, G.W., Diener, H.C., Markabi, S., Karlsson, G., and Norris, J. (2000). Selfotel in acute 
ischemic stroke : possible neurotoxic effects of  an NMDA antagonist. Stroke 31, 347-354. 10.1161/01.str.31.2.347. 

26.	Bentley, W.J., Li, J.M., Snyder, A.Z., Raichle, M.E., and Snyder, L.H. (2016). Oxygen Level and LFP in Task-Positive 
and Task-Negative Areas: Bridging BOLD fMRI and Electrophysiology. Cereb Cortex 26, 346-357. 10.1093/cercor/
bhu260. 

27.	Saleem, K.S., and Logothetis, N. (2007). A combined MRI and histology atlas of  the rhesus monkey brain in 
stereotaxic coordinates (Academic). 

28.	Gorgolewski, K., Burns, C.D., Madison, C., Clark, D., Halchenko, Y.O., Waskom, M.L., and Ghosh, S.S. (2011). 
Nipype: a flexible, lightweight and extensible neuroimaging data processing framework in python. Front Neuroinform 
5, 13. 10.3389/fninf.2011.00013. 

29.	 Jenkinson, M., Beckmann, C.F., Behrens, T.E., Woolrich, M.W., and Smith, S.M. (2012). Fsl. Neuroimage 62, 
782-790. 10.1016/j.neuroimage.2011.09.015. 

30.	Reveley, C., Gruslys, A., Ye, F.Q., Glen, D., Samaha, J., B, E.R., Saad, Z., A, K.S., Leopold, D.A., and Saleem, K.S. 
(2017). Three-Dimensional Digital Template Atlas of  the Macaque Brain. Cereb Cortex 27, 4463-4477. 10.1093/
cercor/bhw248. 

31.	Siegle, J.H., Lopez, A.C., Patel, Y.A., Abramov, K., Ohayon, S., and Voigts, J. (2017). Open Ephys: an open-source, 
plugin-based platform for multichannel electrophysiology. J Neural Eng 14, 045003. 10.1088/1741-2552/aa5eea. 

32.	Bezanson, J., Edelman, A., Karpinski, S., and Shah, V.B. (2017). Julia: A Fresh Approach to Numerical Computing. 
Siam Rev 59, 65-98. 10.1137/141000671. 

33.	Rossant, C., Kadir, S.N., Goodman, D.F.M., Schulman, J., Hunter, M.L.D., Saleem, A.B., Grosmark, A., Belluscio, 
M., Denfield, G.H., Ecker, A.S., et al. (2016). Spike sorting for large, dense electrode arrays. Nature Neuroscience 19, 
634-+. 10.1038/nn.4268. 

34.	Kornblith, S., Lynch, G., Holters, M., Santos, J.F., Russell, S., Kickliter, J., Bezanson, J., Adalsteinsson, G., Arslan, A., 
Yamamoto, R., et al. (2022). JuliaDSP/DSP.jl. 

35.	Corssen, G., and Domino, E.F. (1966). Dissociative anesthesia: further pharmacologic studies and first clinical 
experience with the phencyclidine derivative CI-581. Anesth Analg 45, 29-40. 

[ ]20

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594


Data Availability 

The data that support the findings of  this study are available from the corresponding author upon reasonable request. 

Code Availability 

The code that analyzed the neural data of  this study are available from the corresponding author upon reasonable request. 

Acknowledgements 

This work was supported by the National Institute of  Mental Health at the National Institutes of  Health (grant numbers 

R34NS118618, R01MH128286); the National Institute of  General Medical Sciences at the National Institutes of  Health 

(grant number T32GM008151); the National Eye Institute at the National Institutes of  Health (grant number 

R01EY012135) and the McDonnell Center for Cellular and Molecular Neurobiology (grant number 3930-26275F). 

Author Information 

Affiliations 
Department of  Neuroscience, Washington University School of  Medicine, St Louis, MO, 63110, USA 

	 Benjamin T. Acland, Lawrence H. Snyder 

Department of  Anesthesiology, Washington University School of  Medicine, St Louis, MO, 63110, USA. 

	 Ben Julian A. Palanca 

Department of  Psychiatry, Washington University School of  Medicine, St Louis, MO, 63110, USA. 

	 Ben Julian A. Palanca 

Department of  Radiology, Washington University School of  Medicine, St Louis, MO, 63110, United States 

	 Janine Bijsterbosch 

Department of  Biomedical Engineering, Washington University, St Louis, MO, 63130, USA 

	 Lawrence H. Snyder 

Contributions 
B.T.A. and L.H.S. designed research and analyzed data; B.T.A. performed research; and B.T.A., B.J.A.P., J.B. and L.H.S. 

wrote the paper. 

Competing Interests 

[ ]21

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594


The authors declare no competing interests. 

Corresponding Author 
Correspondence to Lawrence H. Snyder

[ ]22

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted January 17, 2025. ; https://doi.org/10.1101/2023.09.26.559594doi: bioRxiv preprint 

https://doi.org/10.1101/2023.09.26.559594

	Abstract
	Keywords
	Introduction
	Results
	Discussion
	Materials & Methods
	Animals and behavior
	Recording
	Behavioral Task
	Analysis

	Bibliography
	Data Availability
	Code Availability
	Acknowledgements
	Author Information
	Affiliations
	Contributions
	Competing Interests
	Corresponding Author


