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Long-lasting fear-related disorders depend on the excessive retention of traumatic fear memory. We previously showed that the
palmitoylation-dependent removal of synaptic α-amino-3-hydroxy-5-methyl-4-isoxazole propionate (AMPA) receptors prevents
hyperexcitation-based epileptic seizures and that AMPA receptor palmitoylation maintains neural network stability. In this study,
AMPA receptor subunit GluA1 C-terminal palmitoylation-deficient (GluA1C811S) mice were subjected to comprehensive behavioral
battery tests to further examine whether the mutation causes other neuropsychiatric disease-like symptoms. The behavioral
analyses revealed that palmitoylation-deficiency in GluA1 is responsible for characteristic prolonged contextual fear memory
formation, whereas GluA1C811S mice showed no impairment of anxiety-like behaviors at the basal state. In addition, fear
generalization gradually increased in these mutant mice without affecting their cued fear. Furthermore, fear extinction training by
repeated exposure of mice to conditioned stimuli had little effect on GluA1C811S mice, which is in line with augmentation of
synaptic transmission in pyramidal neurons in the basolateral amygdala. In contrast, locomotion, sociability, depression-related
behaviors, and spatial learning and memory were unaffected by the GluA1 non-palmitoylation mutation. These results indicate that
impairment of AMPA receptor palmitoylation specifically causes posttraumatic stress disorder (PTSD)-like symptoms.

Neuropsychopharmacology (2022) 47:2150–2159; https://doi.org/10.1038/s41386-022-01347-9

INTRODUCTION
While fear memory is effective in avoiding dangerous situations,
which promotes survival in complex and dynamically changing
environments, fear extinction processes need to occur in parallel
to suppress excessive fear and anxiety [1–3]. Posttraumatic stress
disorder (PTSD) is a mental and behavioral disorder that is
triggered by either experiencing or witnessing a traumatic event.
Recollection of terrifying fear usually occurs when patients are
exposed to incentives. Failure of appropriate fear reduction leads
to PTSD and afflicts a person throughout their life span.
Uncontrollable augmentation of synaptic transmission in neuronal
fear pathways has been hypothesized to be involved in anxiety-
related disorders including PTSD and impair the regulation of
excitatory synapses in fear-related amygdala regions; their
interactions with the hippocampus and prefrontal cortex (PFC)
may play a role in the pathophysiology of PTSD [4, 5].
Glutamate is the major excitatory neurotransmitter in the

mammalian central nervous system. The expression of postsynap-
tic α-amino-3-hydroxy-5-methyl-4-isoxazole propionate (AMPA)-
type ionotropic glutamate receptors (AMPA receptors) is closely
linked to excitatory synaptic strength [6, 7]. Therefore, the

quantitative control of synaptic AMPA receptor numbers is critical
for basal synaptic transmission, synaptic plasticity, and higher
brain function [7–10]. Among the four AMPA receptor subunits
(GluA1, 2, 3, and 4, also known as GluR1-4, GluRA-D, or GluRα1–4),
GluA1 has a dominant role during activity-dependent AMPA
receptor insertion into synapses [11]. AMPA receptor trafficking to
and from synapses is dynamically regulated by post-translational
protein modifications such as phosphorylation [11–13]. In these
processes, AMPA receptor phosphorylation reversibly modulates
the properties of AMPA receptor ion channels and membrane
trafficking of AMPA receptors to the postsynaptic membrane
[7, 14–16]. Previous studies have shown that phosphorylation of
AMPA receptors regulates various forms of fear memory [17, 18].
Another key modification of AMPA receptors is reversible S-

palmitoylation, the covalent attachment of palmitic acid to
intracellular cysteine residues via thioester bonds [19–22].
Generally, palmitoylation acts as a sticky tag that can direct
proteins, including many neuronal receptors and ion channels, to
specific regions on the plasma membrane or specific intracellular
membranes or vesicles [23–25]. We have previously reported that
palmitoylation regulates the synaptic expression of AMPA
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receptors [16, 26–30]. All mammalian AMPA receptor subunits,
GluA1-4, are palmitoylated at their C-terminal conserved region in
an activity-dependent manner [24, 26, 31, 32]. Palmitoylation
inhibits GluA1 interaction with the postsynaptic 4.1N protein,
which stabilizes synaptic AMPA receptor expression in long-term
potentiation (LTP) [26, 27, 33]. We recently generated mice
lacking the palmitoylation site of GluA1 at Cys811 by substituting
with Ser (GluA1C811S) and demonstrated that a deficiency in
GluA1 palmitoylation enhanced seizure susceptibility and robust
LTP-induced spine enlargement without affecting gross brain
structure and normal excitatory synaptic transmission [34, 35].
Furthermore, the mutation at the GluA1 palmitoylation site
induces hyperexcitation-based epileptic seizures, and the antic-
onvulsive effects of clinically used antiepileptic drugs were
reduced, which suppressed excess excitation [36]. Our findings
indicate that an abnormality in palmitoylation-dependent regula-
tion of the AMPA receptor may lead to hyperexcitability, which
weakens the maintenance of network stability throughout the
brain. In summary, palmitoylation appears uniquely suited to
create dynamic quantitative control of synaptic receptor numbers
and intracellular trafficking of AMPA receptors, which are
associated with complex neuronal events [37].
Here, we further analyzed GluA1C811S knock-in mice on a pure

C57BL/6N genetic background to examine whether the
palmitoylation-deficient mutation causes other neuropsychiatric
disease-like symptoms. The effects of palmitoylation site ablation
on behavior were examined using a comprehensive behavioral
test battery. The results revealed several characteristic features of
GluA1C811S mice, including prolonged fear memory, whereas
they showed no significant alteration of anxiety-like behaviors at
the basal state.

MATERIALS AND METHODS
Animals and design of behavioral experiments
GluA1C811S mutant mice were backcrossed into the C57BL/6N strain
(Charles River Laboratories Japan, Inc.) at least five times. The GluA1C811S
allele was identified by PCR, as previously described [34]. The intercross of
heterozygotes resulted in the production of wild-type (wt), heterozygous,
and homozygous offspring at the expected 1:2:1 Mendelian ratio. Only
male mice were used for the subsequent behavioral analyses.
We prepared two independent groups of mice for behavioral battery

testing. All behavioral tests were carried out with male mice that were
10–12 (first group) or 28–34 (second group) weeks old at the start of
testing. Dubious differences observed in the first group were double-
checked using the second group. Different age groups were used to
confirm that these behavioral changes were induced by GluA1 palmitoyla-
tion deficiency regardless of age. Male mice were housed in groups of four
(two pairs of wt and GluA1C811S knock-in mice) per standard animal cage
in a room under a 12-h light/dark cycle with access to standard laboratory
chow and water ad libitum. All experimental procedures, except
measurements of body weight and body temperature, were performed
in a soundproof room. Prior to all experiments, the mice were left
undisturbed in the testing room for at least 30 min to allow for acclimation.
The order of the tests is listed in Table 1. Our serial behavioral tests have
been designed from least to most invasive and from less to most burdened
with recovery time between tests to decrease the chance that behavioral
responses are influenced by prior test history [38–43]. Each behavioral test
was separated from the next one by at least 1 day. After each test, the
entire apparatus was cleaned with a diluted sodium hypochlorite solution
to prevent bias due to olfactory cues. All behavioral tests were conducted
as previously described [44–47]. Even a little suspicious phenotypes
observed in first group were reconfirmed by testing in second group.
All animal care procedures and experiments were performed in

accordance with the regulations and institutional guidelines of the
National Center of Neurology and Psychiatry (NCNP), National Institute
for Physiological Sciences (NIPS), and National Institute of Advanced
Industrial Science and Technology (AIST). The technical protocols for
animal experiments in this study were approved by the Animal Care and
Use Committees of NCNP, NIPS, and AIST. Raw data from the behavioral
tests, the date on which each experiment was performed, and the age of

each mouse at the time of the experiment are available from the Mouse
Phenotype Database (http://www.mouse-phenotype.org/). The detailed
protocols of the comprehensive behavioral battery tests are provided in
the Supplementary Information.

Electrophysiology
Preparation of basolateral amygdala (BLA) slices and whole-cell recordings
were performed as described previously with minor modifications [34, 35].
AMPA/NMDA ratios were calculated as the ratio of the peak AMPAR-
current at −70mV to the NMDAR-current 80ms after stimulus onset at
+40mV. The detailed protocols are provided in the Supplementary
Information.

Biochemical analysis
Palmitoylation of GluA1 protein was assessed using the acyl-biotinyl
exchange (ABE) method as described previously [34]. The detailed
protocols are provided in the Supplementary Information.

Statistical analysis
The analysis was conducted using StatView (SAS Institute, Cary, NC, USA) or
SPSS (IBM, Chicago, IL, USA). Data were analyzed by one-way ANOVA
followed by Tukey’s test, two-way repeated measures ANOVA followed by
Fisher’s LSD test, ANCOVA, MANOVA, Student’s t-tests, paired t-tests, Mann-
Whitney’s U test, or log-rank test. Statistical significance was set at p < 0.05.

RESULTS
Normal appearance of GluA1C811S mutant mice
We subjected homozygotes of GluA1C811S mice and their wt
littermates to a comprehensive battery of behavioral tests to
evaluate the behavioral effects of deficiency of C-terminal palmitoy-
lation of GluA1 (Table 1) [48]. As we previously reported [34],
GluA1C811S mice appeared healthy and showed no obvious
differences in their physical characteristics (Table 2). There were no
significant differences between the genotypes in body weight,
neuromuscular strength, startle response, prepulse inhibition, or pain
sensitivity (Table 2). Non-palmitoylation C811S mutation in GluA1 did
not seriously affect locomotor ability (Supplementary Fig. 1A, B), with
mild changes in bowlegged-walking habits in GluA1C811S mice
(Supplementary Fig. 1C). In accordance with our previous observa-
tion [34], there were also no significant differences between wt and
GluA1C811S mice at the basal level without intense shock.
Furthermore, GluA1C811S mice showed normal sociability (Supple-
mentary Fig. 3, see details below), normal spatial memory, and
normal pattern separation (Supplementary Fig. 5, see details below).

Unaffected anxiety-like behaviors in GluA1C811S mutant mice
We then performed a series of tests on anxiety-like behaviors at
the basal level [49, 50]. In the light/dark transition test, there were
no significant differences between the genotypes in distance
traveled (Fig. 1A1; F1, 34= 0.546, p= 0.4651), time spent in the
light chamber (Fig. 1A2; F1, 34= 0.019, p= 0.8914), number of
transitions between chambers (Fig. 1A3; F1, 34= 0.717, p= 0.4031),
and first latency to enter the light chamber (Fig. 1A4; F1, 34= 0.931,
p= 0.3413). Spontaneous locomotor activity was examined using
an open field test (Fig. 1B). No obvious differences were observed
between genotypes in horizontal activity (Fig. 1B1; F1, 38= 0.001,
p= 0.9781), time spent in the center area (Fig. 1B2; F1, 38= 1.107,
p= 0.2994), vertical activity (Supplementary Fig. 2A1; F1, 38=
0.169, p= 0.683), and stereotypic behaviors (Supplementary
Fig. 2A2; F1, 38= 0.137, p= 0.713). In the elevated plus maze test,
the GluA1C811S mice’s behavior was similar to that of their wt
littermates in number of entries into the arms (Fig. 1C1; F1, 38=
1.251, p= 0.2703), percentage of entries into the open arms
(Fig. 1C2; F1, 38= 2.000, p= 0.1655), distance traveled (Fig. 1C3;
F1, 38= 0.814, p= 0.3725), and percentage of time spent in the
open arms (Fig. 1C4; F1, 38= 0.736, p= 0.3964). In the novelty-
induced hypophagia test, the latency to begin drinking water in a
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Table 2. General physical characteristics and sensory and motor functions of wild-type and GluA1C811S mutant mice.

Test wild-type GluA1C811S p value

Physical characterization body weight (g) 43.6 ± 1.1 43.4 ± 0.9 0.91

rectal temperature (°C) 34.3 ± 0.2 34.1 ± 0.2 0.46

Neuromuscular strength grip strength (N) 0.68 ± 0.03 0.63 ± 0.03 0.26

wire hang (s) 4.84 ± 0.54 4.02 ± 1.04 0.50

Sensory function acoustic startle response (a.u.) 110 dB 0.76 ± 0.10 0.95 ± 0.13 0.50

120 dB 1.01 ± 0.12 1.05 ± 0.13

prepulse inhibition (%) 74–110 dB 41.0 ± 8.0 42.7 ± 6.6 0.83

78–110 dB 60.0 ± 5.3 61.5 ± 3.8

74–120 dB 31.4 ± 6.2 26.5 ± 7.9 0.51

78–120 dB 55.2 ± 4.8 49.9 ± 5.4

Hot plate latency to avoid (s) 7.24 ± 0.58 7.94 ± 0.64 0.43

The p values represent the genotype effect in the ANOVA. All values are represented as the mean ± SEM.

Table 1. Comprehensive behavioral test battery for GluA1C811S mutant mice.

1st group (wild-type, n= 20; GluA1C811S, n= 20) 2nd group (wild-type, n= 17; GluA1C811S, n= 19)

Test Age (weeks old) Days Results Test Age (weeks old) Days Results

GHNS 10–12 1–2 GHNS 28–34 1–2 Table 2

LD 10–12 3 LD 28–34 3 Fig. 1A

OF 11–13 7 Fig. 1B
Supplementary Fig. 2A

HP 28–34 4 Table 2

EP 11–13 8 Fig. 1C RR 28–35 8 Supplementary Fig. 1A

HP 11–13 9 PPI 29–36 14 Table 2

SI 11–13 10 Supplementary Fig. 3A PS 29–36 15–16 Supplementary Fig. 4A

RR 12–14 15

CSI 13–15 21 Supplementary Fig. 3B

PS 13–15 24

GA 14–16 30 Supplementary Fig. 1C

HP (2nd) 14–16 31

BM 16–23 46–88 Supplementary Fig. 5A

NIH 23–25 102 Fig. 1D

BT 24–26 110 Supplementary Fig. 1B

TM-SA 25–27 117 Supplementary Fig. 5B

PaS 26–28 122 Supplementary Fig. 5C

TS 26–28 123 Supplementary Fig. 4B

Obj Res 27–29 128

Obj Rec 28–30 133

PPI 28–30 134–135

FZ 28–35 136–170 Fig. 2AB

FE 35–51 186–275 Fig. 2CD Supplementary Fig. 6

OF (2nd) 38–40 196

HCSI 38–41 199–207 Supplementary Fig. 3C

The order of tests was as follows: first group (wild-type, n= 20; GluA1C811S, n= 20): general health and neurological screen (GH), neuromuscular strength
examination (NS), light/dark transition test (LD), open field test (OF), elevated plus maze test (EP), hot plate test (HP), social interaction test in a novel
environment (SI), rotarod test (RR), Crawley’s sociability and preference for social novelty (three-chamber) test (CSI), Porsolt forced swim test (PS), gait analysis
(GA), 2nd hot plate test (HP), Barnes maze test (BM), Novelty-induced hypophagia test (NIH), beam test (BT), T-maze spontaneous alteration test (TM-SA),
pattern separation test (PaS), tail suspension test (TS), object reaction response test (Obj Res), object recognition and object recency test (Obj Rec), startle
response/prepulse inhibition test (PPI), contextual and cued fear conditioning test (FZ), fear erase test (FE), 2nd open field test (OF), and social interaction in
home cage (HCSI); second group (wild-type, n= 17; GluA1C811S, n= 19): general health and neurological screen (GH), neuromuscular strength examination
(NS), light/dark transition test (LD), hot plate test (HP), rotarod test (RR), startle response/prepulse inhibition test (PPI), and Porsolt forced swim test (PS).
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novel cage was greater than that in the home cage in both
genotypes (Fig. 1D1; control: p= 0.0346, mutant: p= 0.0054), and
the fold change in consumption was larger in GluA1C811S mice
than in wt mice (Fig. 1D2; p= 0.00156 and Fig. 1D3; p= 0.0235,

log-rank test). Consumption in the novel cage was lower than that
in the home cage in both genotypes (Fig. 1D4; control: p= 0.0001,
mutant: p < 0.0001), but no significant difference was observed in
the fold change of consumption (Fig. 1D5; p= 0.5967). These

Fig. 1 Normal anxiety-like behaviors in GluA1C811S mutant mice. A Light/dark transition test: distance traveled in the light and dark box
(A1), time spent in the light chamber (s) (A2), number of transitions between the light and dark box (A3), and latency time before the first
entry into the light box (s) (A4). B Open field test: total locomotion distance traveled (cm) (B1) and time spent in the center (s) (B2). C Elevated
plus maze: number of entries into the center crossing between the open and closed arms (C1), percentage of entries into the open arms (C2),
total distance traveled (cm) (C3), and percentage of time spent on the open arms (C4). D Novelty-induced hypophagia test: latency to begin
drinking in the home (white) and novel (black) cage (D1), difference in latency between novel and home cage environments (D2, D3),
consumption in the home (white) and novel (black) cage (D4), and difference in consumption between novel and home cage environments
(D5). All data are expressed as mean ± SEM. The p values indicate genotype effects.
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results suggest that anxiety-like behavior is not affected by Cys to
Ser non-palmitoylation mutation in GluA1 in daily activities.

Normal social behaviors in GluA1C811S mutant mice
In the social interaction test conducted in a novel environment,
the total duration of contacts (Supplementary Fig. 3A1; F1, 18=
0.246, p= 0.6261), number of contacts (Supplementary Fig. 3A2;
F1, 18= 0.002, p= 0.962), total duration of active contacts
(Supplementary Fig. 3A3; F1, 18= 0.005, p= 0.9417), mean
duration per contact (Supplementary Fig. 3A4; F1, 18= 0.991,
p= 0.3327), and distance traveled (Supplementary Fig. 3A5;
F1, 18= 0.112, p= 0.7415) did not differ between genotypes. In
Crawley’s sociability and preference for social novelty test
(three-chamber test), we did not find any differences between
the genotypes in the sociability indices (Supplementary Fig. 3B1
left: ratio of stay time; F1, 38= 0.045, p= 0.8339, right: distance
traveled; F1, 38= 0.872, p= 0.3563), and the social novelty
preference test (Supplementary Fig. 3B2 left: ratio of stay time;
F1, 38= 0.026, p= 0.8718, right: distance traveled; F1, 38= 0.021,
p= 0.886). We also monitored social interactions in the home
cage under familiar conditions over a 7-day period. In the social
interaction test in the home cage, time spent separated usually
increases when mice are active and decreases when mice are
sleeping. There were no significant differences between the
genotypes in the mean number of detected particles (Supple-
mentary Fig. 3C1 top; night period: F1, 15= 0.565, p= 0.464, day
period: F1, 15= 0.02, p= 0.8897, total: F1, 15= 0.234, p= 0.6359),
indicating that GluA1C811S mice displayed normal social
interaction behavior in their home cages. Locomotor activity
in the home cage did also not differ between the genotypes
(Supplementary Fig. 3C1 bottom; night period: F1, 15= 0.009,
p= 0.9274; day period: F1, 15= 0.033, p= 0.8573, total: F1, 15=
0.017, p= 0.8967). The average 3-day moving pattern (days 3–5),
is depicted in Supplementary Fig. 3C2. There were no significant
differences between the genotypes in the mean number of
particles (Supplementary Fig. 3C2 top; night period: F1, 15=
1.181, p= 0.2943, day period: F1, 15= 0.154, p= 0.7003, total:
F1, 15= 0.189, p= 0.6698) or locomotor activity in the home
cage (Supplementary Fig. 3C2 bottom; night period: F1, 15= 0.11,
p= 0. 7444; day period: F1, 15= 0.308, p= 0.5869, total: F1, 15=
0.004, p= 0.951).

Unaffected depression-related behaviors in GluA1C811S
mutant mice
Two types of experiments related to depression-related behaviors
were conducted. GluA1C811S mice showed immobility similar to
wt mice in inescapable stressful environments (Supplementary
Fig. 4). In the Porsolt forced swim test, there were no significant
differences between the genotypes in immobility (Supplementary
Fig. 4A, top: F1, 34= 0.121, p= 0.7299 on the first day; F1, 34=
1.791, p= 0.1896 on the second day) or distance traveled
(Supplementary Fig. 4A, bottom; F1, 34= 0.927, p= 0.3424 on
the first day; F1, 34= 0.731, p= 0.3984 on the second day). In the
tail suspension test, GluA1C811S mice showed immobility results
that were similar to those of their wt littermates (Supplementary
Fig. 4B; F1, 37= 0.788, p= 0.3805).

Normal spatial learning and memory in GluA1C811S mutant
mice
Concerning learning and memory, we first examined spatial
reference memory using the Barnes maze test and spatial working
memory using the T-maze test (Supplementary Fig. 5A, B). In the
Barnes circular maze, there was no significant effect of genotype
on the number of search errors made during acquisition
(Supplementary Fig. 5A1 left; F1, 38= 2.004, p= 0.1651) or the
latency to find the target hole (Supplementary Fig. 5A1 right;
F1, 38= 0.13, p= 0.7208), indicating normal acquisition of spatial
reference memory in GluA1C811S mice. Probe trials in which the

escape box was removed were performed 1 day (1st test) and
30 days (2nd test) after the last day of training. During the probe
trial, both genotypes showed a significant effect of hole location
both in the 1st and 2nd tests, indicating that both genotypes
recalled the location of the target. There were no significant
differences between the genotypes in the time spent around the
target during the 1st (Supplementary Fig. 5A2; F1, 38= 4.27, p=
0.0457) and 2nd tests (Supplementary Fig. 5A3; F1, 38= 2.738, p=
0.1062). The results of the probe trials suggest that GluA1C811S
mice have intact consolidation or retention of spatial reference
memory.
We then examined behavioral flexibility using reversal tasks.

The mice were trained for an additional 4 days after the 2nd probe
test. The target was then moved to the opposite site. During the
reversal training, there was no significant difference in the number
of errors (Supplementary Fig. 5A4 left; F1, 38= 0.339, p= 0.5636),
whereas the latency to find the target hole was slightly larger in
GluA1C811S mice than in wt mice (Supplementary Fig. 5A4 right;
F1, 38= 1.909, p= 0.1752). In the probe test after the reversal
training, both wt and GluA1C811S mice spent a similar time
around the target hole (Supplementary Fig. 5A5; p= 0.1468, one-
way ANOVA). Thus, GluA1C811S mice exhibited comparable
behavioral flexibility to wt mice.
In the T-maze spontaneous alternation task, both wt and

GluA1C811S mice showed a similar performance (Supplementary
Fig. 5B; F1, 38= 0.416, p= 0.5229).
Pattern separation ability was also examined using the non-

associative place-learning test. Both genotypes showed signifi-
cantly reduced motility in the combination of the pattern
(Supplementary Fig. 5C; F3, 36= 10.458, p < 0.0001 for wt,
F3, 36= 6.439, p= 0.0005 for GluA1C811S), while there was no
significant reduction in the different-combination groups (Sup-
plementary Fig. 5C; p= 0.1116 for wt, p= 0.1353 for GluA1C811S).
The results suggest that both genotypes can similarly distinguish
pattern differences.

Enhanced acquisition of contextual, but not cued, fear
memory long-lasting in GluA1C811S mutant mice
Finally, we examined the fear memory of GluA1C811S mice using
contextual and cued fear conditioning tests. During the con-
ditioning period, freezing behavior before the first presentation of
cue-shock pairings was minimal and did not differ between wt
and GluA1C811S mice. After footshocks, freezing responses of
both genotypes were similarly increased (genotype effect, F1, 38=
1.835, p= 0.1836; genotype × time effect, F7, 266= 2.528, p=
0.0156) (Fig. 2A, left). Correspondingly, both genotypes showed
similar moving patterns after each shock (Fig. 2B) and comparable
pain sensitivity (Table 2, hot plate test). One day after condition-
ing, the freezing level of GluA1C811S mice was significantly higher
than that exhibited by wt mice in the contextual test (Fig. 2A,
middle; genotype effect, F1, 38= 5.532, p= 0.024). In contrast,
there were no differences between genotypes in cue (tone)-
dependent (auditory) fear conditioning (Fig. 2A, right; genotype
effect, F1, 38= 0.052, p= 0.8213, 1–3min; genotype effect, F1, 38=
0.54, p= 0.4668, 4–6min).
Thirty-five or 49 days after conditioning, contextual fear

memory scores were still significantly higher in GluA1C811S mice
than in wt mice (genotype effect, F1, 38= 13.644, p= 0.0007 at
35 days, F1, 38= 30.952, p < 0.0001 at 49 days). The contextual fear
enhancement in GluA1C811S mice was still observed 4 months
later, even after standard fear extinction re-exposure training
(genotype effect, F1, 38= 18.872, p= 0.0001 at 125 days) (Fig. 2C).
Concerning cued fear memory, GluA1C811S mice showed an
enhancement of freezing responses at 35 days, just induced by
transferring them from the home cage, even though fear
acquisition was not influenced by GluA1 C-terminal palmitoyla-
tion. Interestingly, this generalized fear response sustained for
140 days, even after fear extinction training (Fig. 2D and
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Fig. 2 Enhanced acquisition of contextual, but not cued, fear memory in GluA1C811S mutant mice. A Freezing ratios in fear conditioning
(left) and contextual test (middle) or cued test with altered context (right) 1 day after conditioning. B Shock distances after each shock.
C Contextual fear memory at 1, 35, 49, or 125 days after conditioning. D Cured fear memory at 1, 35, 48, or 140 days after conditioning. Bold
lines and arrows represent tone and footshock, respectively. All data are expressed as mean ± SEM. The p values indicate genotype effects.
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Fig. 3 Impaired extinction of fear memory in GluA1C811S mutant mice. A Contextual fear memory was erased by repeated exposure for
10min to the conditioned stimulus at 24, 48, or 72 h after fear conditioning (wt: n= 17 mice, C811S: n= 13 mice). B Contextual fear memory was
erased by repeated exposure for 10min to the conditioned stimulus at 24 or 48 h after fear conditioning (wt: n= 8 mice, C811S: n= 5 mice).
C AMPA/NMDA ratio. Basolateral amygdala (BLA) pyramidal neurons were held at either −70mV or +40mV, and EPSCs evoked by the stimulation
were recorded (left). White and black arrowheads indicate AMPA receptor- and NMDA receptor-mediated currents used for calculation of AMPA/
NMDA ratio, respectively. AMPA/NMDA ratios were shown (right) (wt: n= 16 cells from 4 mice, C811S: n= 18 cells from four mice). All data are
expressed as mean ± SEM. Two-way ANOVA was conducted, followed by Bonferroni test (A, B). The p values indicate genotype effects.
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Supplementary Fig. 6). These results demonstrate the strong
formation of fear generalization in GluA1C811S mice [51, 52].

Impaired extinction and elevated excitation in the BLA of
GluA1C811S mutant mice
After a comprehensive battery of behavioral tests, we further
investigated the basis of the poor extinction of contextual fear
memory in GluA1C811S mice [53–55]. Repeated exposure of wt
mice to the conditioned chamber for 10 min at 24, 48, and 72 h
after the footshock gradually decreased freezing rates, but these
extinction procedures had less effect on GluA1C811S mice
(Fig. 3A). The differences were remarkable during the first 5 min.
Shorter exposure to the conditioned chamber for 3 min had little
effect on either genotype (Fig. 3B).
As for the contextual fear memory-related neural circuit, the

C811S non-palmitoylation mutation in GluA1 led to increase the
ratio of AMPA receptor- to NMDA receptor-mediated synaptic
currents in BLA pyramidal neurons (Fig. 3C). We then biochemi-
cally confirmed the mutation of the palmitoylation site by an acyl-
biotinyl exchange (ABE) assay using anti-GluA1 antibodies.
Decreased levels of GluA1 palmitoylation were found in the
amygdala slices from GluA1C811S mice (42.2 ± 11.4%, compared
to wt control, n= 3, respectively; p < 0.01; t-test; Supplementary
Fig. 7A). The residual signals likely represented the palmitoylation
at another site, Cys585 on transmembrane domain (TMD) 2, which
regulates the AMPA receptor localization in the Golgi apparatus,
not synaptic membrane trafficking, and is intact in GluA1C811S
mice [26, 31]. Along with that, GluA1 expression in postsynaptic
density (PSD) fraction was enhanced in the amygdala of
GluA1C811S mice (148.0 ± 6.1%, compared to wt control, n= 4,
respectively; p < 0.01; t test; Supplementary Fig. 7B), whereas total
GluA1 protein amount showed similar level with wt mice
(Supplementary Fig. 7B).

DISCUSSION
Although the AMPA receptor GluA1 subunit is widely expressed in
excitatory synapses throughout the brain, we found the influence
of its C811S non-palmitoylation mutation on behavior after
intense shock to be quite limited. Our comprehensive behavioral
battery tests show that general health, sensitivity, locomotion,
sociability related to autism spectrum disorder, depression-related
behaviors, and spatial learning and memory are unaffected by the
C811S mutation in GluA1. On the other hand, increased formation
(Fig. 2A) and poor extinction (Fig. 2C) of contextual fear and
enhancement of fear generalization (Fig. 2D) were observed in
GluA1C811S mice despite their normal anxiety-like behaviors at
the basal level (Fig. 1). In contrast to contextual fear, cued fear was
not influenced by GluA1 palmitoylation (Fig. 2A, D). Previous
behavioral study revealed that both contextual and auditory cued
fear conditioning are especially resistant to test order [38].
Decreased palmitoylation of GluA1 in the amygdala of
GluA1C811S mice corresponds exactly to our behavioral results
(Supplementary Fig. 7A). Enormous cellular heterogeneity is
known in complicated structure of amygdala, which comprises
13 or more subnuclei including the basal and lateral subregions,
known as the BLA [56–58]. In addition to amygdala, fear memory
is regulated by its excitatory and inhibitory connections among
PFC, hippocampus, and thalamus [53, 59–61]. In the current study,
we performed slice patch-clamp recordings from BLA pyramidal
neurons and found hyperexcitability of glutamatergic synapses in
the BLA of GluA1C811S mice (Fig. 3C). The BLA is mainly involved
in the fear extinction pathway that originates from the infralimbic
cortex in the medial PFC [62–65]. These augmentations suggest
that contextual fear extinction is notably regulated by GluA1
palmitoylation in the postsynapses in BLA [56]. In contrast, we
have previously shown that there is no significant difference in the

ratio of AMPA receptor- to NMDA receptor-mediated synaptic
currents in hippocampal CA1 pyramidal neurons between wt and
GluA1C811S mice [34]. Our results revealed a specific role of the
AMPA receptor palmitoylation-mediated reduction of contextual
fear in BLA. Moreover, biochemical results of reduced GluA1
palmitoylation and increased synaptic expression of GluA1 in PSD
of the amygdala (Supplementary Fig. 7A, B), which should
enhance AMPA receptor synaptic retention as well as synaptic
plasticity [26, 27, 32, 34], explain behavioral alterations well. Cue
(tone)-dependent (auditory) fear conditioning is mediated by the
potentiation of glutamatergic synaptic transmission in the lateral
amygdala [66, 67]. Fear generalization is mediated by coordinated
actions of the PFC, hippocampus, amygdala, and thalamus [52].
Freezing response was increased in palmitoylation-deficient
GluA1C811S mice even by transferring from home cage to
extraordinary chamber without being affected by tone cue. This
phenomenon suggests that mice choose safer way to avoid
potential threats in AMPA receptor palmitoylation-dependent
manner, which seems to be related to primate fear generalization
based on negative experience [51].
PTSD is triggered by brief re-exposure to sights, sounds, smells,

or thoughts which remind patient of the traumatic event. Previous
studies showed that PTSD involves an impairment of fear
extinction [4, 68]. Actual or imaginal prolonged exposure to
traumatic cues is employed to induce habituation in the
psychotherapy for PTSD, known as exposure therapy and
cognitive behavioral therapy [69–71]. Epidemiological investiga-
tions show that females are more likely to be affected by PTSD
than males [72–74]. Influence of AMPA receptor palmitoylation
deficiency on long-lasting fear, which was experimentally
observed even in palmitoylation-deficient male mice as men-
tioned above, may be more serious in female. The sexual
differences in AMPA receptor palmitoylation-related fear should
be further investigated in the future. Even though GluA1C811S
mice were repeatedly re-exposed to the contextual environments,
such extinction training had little effect on contextual fear in the
case of late-start intervention (Fig. 2C). These results indicate that
palmitoylation of the AMPA receptor is indispensable to reduce
contextual fear at a very early stage. Extinction training just after
fear memory formation is thought to be crucial for effective
treatment of human PTSD [70, 71]. In the current study, similar
decreases in freezing rates were observed only in wt, not in
GluA1C811S, mice after long exposure every day (Fig. 3A).
Consistent with human therapeutic accumulations and our
previous reports [54, 55], shorter exposure had little effect (Fig. 3B).
Taken together, appropriate regulation of GluA1 palmitoylation in
pyramidal neurons in the BLA soon after initial traumatic event is
necessary to suppress long-term excessive fear, which may play an
important role in preventing PTSD.

REFERENCES
1. Johansen JP, Cain CK, Ostroff LE, LeDoux JE. Molecular mechanisms of fear

learning and memory. Cell. 2011;147:509–24.
2. Maren S, Phan KL, Liberzon I. The contextual brain: implications for fear con-

ditioning, extinction and psychopathology. Nat Rev Neurosci. 2013;14:417–28.
3. Izquierdo I, Furini CR, Myskiw JC. Fear memory. Physiol Rev. 2016;96:695–750.
4. Rauch SL, Shin LM, Phelps EA. Neurocircuitry models of posttraumatic stress

disorder and extinction: human neuroimaging research-past, present, and future.
Biol Psychiatry. 2006;60:376–82.

5. Johnson LR, McGuire J, Lazarus R, Palmer AA. Pavlovian fear memory circuits and
phenotype models of PTSD. Neuropharmacology. 2012;62:638–46.

6. Heine M, Thoumine O, Mondin M, Tessier B, Giannone G, Choquet D. Activity-
independent and subunit-specific recruitment of functional AMPA receptors at
neurexin/neuroligin contacts. Proc Natl Acad Sci USA. 2008;105:20947–52.

7. Shepherd JD, Huganir RL. The cell biology of synaptic plasticity: AMPA receptor
trafficking. Annu Rev Cell Dev Biol. 2007;23:613–43.

8. Collingridge GL, Isaac JT, Wang YT. Receptor trafficking and synaptic plasticity.
Nat Rev Neurosci. 2004;5:952–62.

A. Oota-Ishigaki et al.

2157

Neuropsychopharmacology (2022) 47:2150 – 2159



9. Huganir RL, Nicoll RA. AMPARs and synaptic plasticity: the last 25 years. Neuron.
2013;80:704–17.

10. Kessels HW, Malinow R. Synaptic AMPA receptor plasticity and behavior. Neuron.
2009;61:340–50.

11. Anggono V, Huganir RL. Regulation of AMPA receptor trafficking and synaptic
plasticity. Curr Opin Neurobiol. 2012;22:461–9.

12. Jiang J, Suppiramaniam V, Wooten MW. Posttranslational modifications and
receptor-associated proteins in AMPA receptor trafficking and synaptic plasticity.
Neurosignals. 2006;15:266–82.

13. Lussier MP, Sanz-Clemente A, Roche KW. Dynamic regulation of N-Methyl-D-
aspartate (NMDA) and alpha-Amino-3-hydroxy-5-methyl-4-isoxazolepropionic
acid (AMPA) receptors by posttranslational modifications. J Biol Chem.
2015;290:28596–603.

14. Derkach VA, Oh MC, Guire ES, Soderling TR. Regulatory mechanisms of AMPA
receptors in synaptic plasticity. Nat Rev Neurosci. 2007;8:101–13.

15. Malinow R, Malenka RC. AMPA receptor trafficking and synaptic plasticity. Annu
Rev Neurosci. 2002;25:103–26.

16. Diering GH, Huganir RL. The AMPA Receptor code of synaptic plasticity. Neuron.
2018;100:314–29.

17. Clem RL, Huganir RL. Calcium-permeable AMPA receptor dynamics mediate fear
memory erasure. Science. 2010;330:1108–12.

18. Rao-Ruiz P, Rotaru DC, van der Loo RJ, Mansvelder HD, Stiedl O, Smit AB, et al.
Retrieval-specific endocytosis of GluA2-AMPARs underlies adaptive reconsolida-
tion of contextual fear. Nat Neurosci. 2011;14:1302–8.

19. Fukata Y, Fukata M. Protein palmitoylation in neuronal development and synaptic
plasticity. Nat Rev Neurosci. 2010;11:161–75.

20. Linder ME, Deschenes RJ. Palmitoylation: policing protein stability and traffic. Nat
Rev Mol Cell Biol. 2007;8:74–84.

21. Resh MD. Palmitoylation of ligands, receptors, and intracellular signaling mole-
cules. Sci STKE. 2006;2006:re14.

22. Matt L, Kim K, Chowdhury D, Hell JW. Role of palmitoylation of postsynaptic
proteins in promoting synaptic plasticity. Front Mol Neurosci. 2019;12:8.

23. Borroni MV, Valles AS, Barrantes FJ. The lipid habitats of neurotransmitter
receptors in brain. Biochim Biophys Acta. 2016;1858:2662–70.

24. Kang R, Wan J, Arstikaitis P, Takahashi H, Huang K, Bailey AO, et al. Neural
palmitoyl-proteomics reveals dynamic synaptic palmitoylation. Nature.
2008;456:904–9.

25. Shipston MJ. Ion channel regulation by protein palmitoylation. J Biol Chem.
2011;286:8709–16.

26. Hayashi T, Rumbaugh G, Huganir RL. Differential regulation of AMPA receptor
subunit trafficking by palmitoylation of two distinct sites. Neuron.
2005;47:709–23.

27. Lin DT, Makino Y, Sharma K, Hayashi T, Neve R, Takamiya K, et al. Regulation of
AMPA receptor extrasynaptic insertion by 4.1N, phosphorylation and palmitoy-
lation. Nat Neurosci. 2009;12:879–87.

28. Thomas GM, Hayashi T. Smarter neuronal signaling complexes from existing
components: how regulatory modifications were acquired during animal evolu-
tion: evolution of palmitoylation-dependent regulation of AMPA-type ionotropic
glutamate receptors. Bioessays. 2013;35:929–39.

29. Thomas GM, Hayashi T, Chiu SL, Chen CM, Huganir RL. Palmitoylation by DHHC5/
8 targets GRIP1 to dendritic endosomes to regulate AMPA-R trafficking. Neuron.
2012;73:482–96.

30. Thomas GM, Hayashi T, Huganir RL, Linden DJ. DHHC8-dependent PICK1 palmi-
toylation is required for induction of cerebellar long-term synaptic depression. J
Neurosci. 2013;33:15401–7.

31. Hayashi T. Evolutionarily conserved palmitoylation-dependent regulation of
ionotropic glutamate receptors in vertebrates. Neurotransmitter. 2014;1:e388.

32. Hayashi T. Evolutionarily established palmitoylation-dependent regulatory
mechanisms of the vertebrate glutamatergic synapse and diseases caused by
their disruption. Front Mol Neurosci. 2021;14:796912.

33. Shen L, Liang F, Walensky LD, Huganir RL. Regulation of AMPA receptor
GluR1 subunit surface expression by a 4. 1N-linked actin cytoskeletal association.
J Neurosci. 2000;20:7932–40.

34. Itoh M, Yamashita M, Kaneko M, Okuno H, Abe M, Yamazaki M, et al. Deficiency of
AMPA receptor-palmitoylation aggravates seizure susceptibility. J Neurosci.
2018;38:10220–35.

35. Itoh M, Okuno H, Yamada D, Yamashita M, Abe M, Natsume R, et al. Perturbed
expression pattern of the immediate early gene Arc in the dentate gyrus of GluA1
C-terminal palmitoylation-deficient mice. Neuropsychopharmacol Rep.
2019;39:61–66.

36. Iizumi M, Oota-Ishigaki A, Yamashita M, Hayashi T. Reduced effect of antic-
onvulsants on AMPA receptor palmitoylation-deficient mice. Front Pharmacol.
2021;12:711737.

37. Hayashi T. Post-translational palmitoylation of ionotropic glutamate receptors in
excitatory synaptic functions. Br J Pharmacol. 2021;178:784–97.

38. McIlwain KL, Merriweather MY, Yuva-Paylor LA, Paylor R. The use of behavioral
test batteries: effects of training history. Physiol Behav. 2001;73:705–17.

39. Takao K, Miyakawa T. Investigating gene-to-behavior pathways in psychiatric
disorders: the use of a comprehensive behavioral test battery on genetically
engineered mice. Ann N Y Acad Sci. 2006;1086:144–59.

40. Mandillo S, Tucci V, Holter SM, Meziane H, Banchaabouchi MA, Kallnik M, et al.
Reliability, robustness, and reproducibility in mouse behavioral phenotyping: a
cross-laboratory study. Physiol Genomics. 2008;34:243–55.

41. Takao K, Miyakawa T. Intrauterine environment-genome interaction and chil-
dren’s development (4): Brain-behavior phenotypying of genetically-engineered
mice using a comprehensive behavioral test battery on research of neu-
ropsychiatric disorders. J Toxicol Sci. 2009;34(Suppl 2):SP293–305.

42. Lad HV, Liu L, Paya-Cano JL, Parsons MJ, Kember R, Fernandes C, et al. Beha-
vioural battery testing: evaluation and behavioural outcomes in 8 inbred mouse
strains. Physiol Behav. 2010;99:301–16.

43. Sare RM, Lemons A, Smith CB. Behavior testing in rodents: highlighting potential
confounds affecting variability and reproducibility. Brain Sci. 2021;11:522.

44. Arron JR, Winslow MM, Polleri A, Chang CP, Wu H, Gao X, et al. NFAT dysregu-
lation by increased dosage of DSCR1 and DYRK1A on chromosome 21. Nature.
2006;441:595–600.

45. Ihara M, Yamasaki N, Hagiwara A, Tanigaki A, Kitano A, Hikawa R, et al. Sept4, a
component of presynaptic scaffold and Lewy bodies, is required for the sup-
pression of alpha-synuclein neurotoxicity. Neuron. 2007;53:519–33.

46. Miyakawa T, Yamada M, Duttaroy A, Wess J. Hyperactivity and intact
hippocampus-dependent learning in mice lacking the M1 muscarinic acet-
ylcholine receptor. J Neurosci. 2001;21:5239–50.

47. Miyakawa T, Yared E, Pak JH, Huang FL, Huang KP, Crawley JN. Neurogranin null
mutant mice display performance deficits on spatial learning tasks with anxiety
related components. Hippocampus. 2001;11:763–75.

48. Takao K, Yamasaki N, Miyakawa T. Impact of brain-behavior phenotypying of
genetically-engineered mice on research of neuropsychiatric disorders. Neurosci
Res. 2007;58:124–32.

49. Pellow S, Chopin P, File SE, Briley M. Validation of open:closed arm entries in an
elevated plus-maze as a measure of anxiety in the rat. J Neurosci Methods.
1985;14:149–67.

50. Fernandes C, File SE. The influence of open arm ledges and maze experience in
the elevated plus-maze. Pharm Biochem Behav. 1996;54:31–40.

51. Resnik J, Paz R. Fear generalization in the primate amygdala. Nat Neurosci.
2015;18:188–90.

52. Asok A, Kandel ER, Rayman JB. The neurobiology of fear generalization. Front
Behav Neurosci. 2018;12:329.

53. Quirk GJ, Mueller D. Neural mechanisms of extinction learning and retrieval.
Neuropsychopharmacology. 2008;33:56–72.

54. Yamada D, Wada K, Sekiguchi M. Facilitating actions of an AMPA receptor
potentiator upon extinction of contextually conditioned fear response in stressed
mice. Neurosci Lett. 2011;488:242–6.

55. Yamada D, Zushida K, Wada K, Sekiguchi M. Pharmacological discrimination of
extinction and reconsolidation of contextual fear memory by a potentiator of
AMPA receptors. Neuropsychopharmacology. 2009;34:2574–84.

56. Sah P, Faber ES, Lopez De Armentia M, Power J. The amygdaloid complex:
anatomy and physiology. Physiol Rev. 2003;83:803–34.

57. Reppucci CJ, Petrovich GD. Organization of connections between the amygdala,
medial prefrontal cortex, and lateral hypothalamus: a single and double retro-
grade tracing study in rats. Brain Struct Funct. 2016;221:2937–62.

58. Aerts T, Seuntjens E. Novel perspectives on the development of the amygdala in
rodents. Front Neuroanat. 2021;15:786679.

59. Likhtik E, Popa D, Apergis-Schoute J, Fidacaro GA, Pare D. Amygdala intercalated
neurons are required for expression of fear extinction. Nature. 2008;454:642–5.

60. Lee S, Kim SJ, Kwon OB, Lee JH, Kim JH. Inhibitory networks of the amygdala for
emotional memory. Front Neural Circuits. 2013;7:129.

61. Zhang WH, Zhang JY, Holmes A, Pan BX. Amygdala circuit substrates for stress
adaptation and adversity. Biol Psychiatry. 2021;89:847–56.

62. Cho JH, Deisseroth K, Bolshakov VY. Synaptic encoding of fear extinction in
mPFC-amygdala circuits. Neuron. 2013;80:1491–507.

63. Gass JT, Chandler LJ. The plasticity of extinction: contribution of the prefrontal
cortex in treating addiction through inhibitory learning. Front Psychiatry.
2013;4:46.

64. Marek R, Jin J, Goode TD, Giustino TF, Wang Q, Acca GM, et al. Hippocampus-
driven feed-forward inhibition of the prefrontal cortex mediates relapse of
extinguished fear. Nat Neurosci. 2018;21:384–92.

65. Marek R, Xu L, Sullivan RKP, Sah P. Excitatory connections between the prelimbic
and infralimbic medial prefrontal cortex show a role for the prelimbic cortex in
fear extinction. Nat Neurosci. 2018;21:654–8.

66. McKernan MG, Shinnick-Gallagher P. Fear conditioning induces a lasting poten-
tiation of synaptic currents in vitro. Nature. 1997;390:607–11.

A. Oota-Ishigaki et al.

2158

Neuropsychopharmacology (2022) 47:2150 – 2159



67. Rogan MT, Staubli UV, LeDoux JE. Fear conditioning induces associative long-
term potentiation in the amygdala. Nature. 1997;390:604–7.

68. Milad MR, Rauch SL, Pitman RK, Quirk GJ. Fear extinction in rats: implications for
human brain imaging and anxiety disorders. Biol Psychol. 2006;73:61–71.

69. Paunovic N, Ost LG. Cognitive-behavior therapy vs exposure therapy in the
treatment of PTSD in refugees. Behav Res Ther. 2001;39:1183–97.

70. Kaczkurkin AN, Foa EB. Cognitive-behavioral therapy for anxiety disorders: an
update on the empirical evidence. Dialogues Clin Neurosci. 2015;17:337–46.

71. Cooper AA, Clifton EG, Feeny NC. An empirical review of potential mediators and
mechanisms of prolonged exposure therapy. Clin Psychol Rev. 2017;56:106–21.

72. Kessler RC, Berglund P, Demler O, Jin R, Merikangas KR, Walters EE. Lifetime
prevalence and age-of-onset distributions of DSM-IV disorders in the national
comorbidity survey replication. Arch Gen Psychiatry. 2005;62:593–602.

73. Harpaz-Rotem I, Rosenheck RA, Mohamed S, Desai RA. Pharmacologic treatment
of posttraumatic stress disorder among privately insured Americans. Psychiatr
Serv. 2008;59:1184–90.

74. Christiansen DM, Berke ET. Gender- and sex-based contributors to sex differences
in PTSD. Curr Psychiatry Rep. 2020;22:19.

ACKNOWLEDGEMENTS
We are grateful to Ms. K. Takamatsu, S. Furukawa, M. Hyodo, and A. Hayashi for
excellent administrative and technical assistance in NIPS and thank colleagues in
NCNP and AIST, Dr. K. Yamamoto and Ms. M. Date for animal care, Ms. A. Takayama, J.
Sakawa, A. Tsuzuki, A. Yanai and N. Kawakami for excellent administrative assistance.

AUTHOR CONTRIBUTIONS
KT, MS, HO, TM, and TH designed research and experiments; AI, DY, MI, YK, MA, RN,
MK, TA, TK, NS, and TH performed experiments and analyzed data; KT, MS, HO, TM,
and TH wrote the manuscript with contributions from all of the other authors. KS, KW,
and MM were involved with project conceptualization.

FUNDING
This work was supported in part by the Grants-in-Aid from the Ministry of Education,
Culture, Sports, Science and Technology of Japan (MEXT)/Japan Society for the
Promotion of Science (JSPS) (Grant numbers 16K07078 to TH; 16H06276 Platform of
Advanced Animal Model Support (AdAMS) to TM and KT; 15K06730, 17K10286 to MS;

15H04258, 18H05127, 19H03328, 20H05068 to HO), RRIME and FORCE from Japan
Agency for Medical Research and Development (AMED) (Grant number
JP18gm5910009, JP20gm4010004 to TH), the Takeda Science Foundation (TH), the
Mitsubishi Foundation (TH), the Brain Science Foundation (TH), and the Astellas
Foundation for Research on Metabolic Disorders (TH).

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/s41386-022-01347-9.

Correspondence and requests for materials should be addressed to Takashi Hayashi.

Reprints and permission information is available at http://www.nature.com/reprints

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

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license 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 license, visit http://creativecommons.
org/licenses/by/4.0/.

© The Author(s) 2022

A. Oota-Ishigaki et al.

2159

Neuropsychopharmacology (2022) 47:2150 – 2159

https://doi.org/10.1038/s41386-022-01347-9
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Prolonged contextual fear memory in AMPA receptor palmitoylation-deficient mice
	Introduction
	Materials and methods
	Animals and design of behavioral experiments
	Electrophysiology
	Biochemical analysis
	Statistical analysis

	Results
	Normal appearance of GluA1C811S mutant mice
	Unaffected anxiety-like behaviors in GluA1C811S mutant mice
	Normal social behaviors in GluA1C811S mutant mice
	Unaffected depression-related behaviors in GluA1C811S mutant mice
	Normal spatial learning and memory in GluA1C811S mutant mice
	Enhanced acquisition of contextual, but not cued, fear memory long-lasting in GluA1C811S mutant mice
	Impaired extinction and elevated excitation in the BLA of GluA1C811S mutant mice

	Discussion
	Acknowledgements
	Author contributions
	Funding
	Competing interests
	ADDITIONAL INFORMATION




