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There is a growing body of evidence of memory-enhancing effects of histone deacetylase (HDAC)
inhibitors in different species and models. Less clearly is understood whether the increased histone
acetylation is able to facilitate the remote fear memory. Thus, the aim of the current study was to
examine the ability of HDAC inhibitor sodium butyrate (SB) to ameliorate weakening of the remote
fear memory in rats. To assess the ability of HDAC inhibitor SB to improve remote fear memory we
compared the performance of two laboratory strains of rats, Wistar and Long-Evans, in context fear
conditioning task six months after training before and after the SB administration. We found that
the rats showed a strong fear response to the context 24 h after the end of conditioned fear training,
full absence of fear after 6 months, and high fear response after the SB administration without ad-
ditional learning. In control experiments, we found that time-dependent decrease in conditioned
fear response to the context was similar in rats under vehicle administration. Moreover, the data ob-
tained showed that both rats’ strains showed a similar decrease in freezing response over time, and
HDAC inhibition improved the weak remote fear memory in both of them. In addition, the de-
crease in freezing and memory reinstatement by males matched completely to the female rats’ per-
formance. These results indicate that HDAC inhibition appears to have the same “rescue” effects
on remote fear memory reinstatement regardless of the strain and gender of rats.
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INTRODUCTION

There is a growing body of evidence of memo-
ry-enhancing effects of increased histone acetyla-
tion in different species. Histone acetylation level
is determined by activity of two main enzymes:
histone acetyltransferase that acetylates the lysine
residues of histones to relax chromatin and in-
crease in the rate of gene transcription and his-
tone deacetylase (HDAC) that deletes acetyl
groups, suppressing gene expression (Peixoto,
Abel, 2013; Marmonstein, Zhou, 2014; Seto,
Yoshida, 2014). As gene transcription is necessary
for long-term memory, it is believed that histone
acetylation increase promotes the long-term
memory while histone deacetylation disturbs it.
One of the most common tools for the regulation
of histone acetylation is HDAC inhibitors.

Accumulating evidence suggests a critical role
for inhibiting HDAC activity in improving the

memory consolidation. It has been demonstrated
that systemic or intracerebral administration of
HDAC inhibitors enhances memory consolida-
tion in several paradigms, such as object recognition
(Stefanko et al., 2009; Roozendaal et al., 2010;
Hawk et al., 2011; Chen et al., 2018; Sartor et al.,
2019; Ramirez-Mejia et al., 2021), spatial memo-
ry consolidation (Guan et al., 2009; Villain et al.,
2016), contextual fear conditioning (Levenson et al.,
2004; Vecsey et al., 2007; McQuown et al., 2011;
Vinarskaya et al., 2021). Single studies investigat-
ed the role of HDAC inhibitors in memory en-
hancement during reconsolidation (Bredy,
Barad, 2008; Villain et al., 2016; Monsey et al.,
2020; Ameneiro et al., 2022) and strengthening of
impaired memory (Alarcon et al., 2004; Chenet al.,
2014; Ko et al., 2016; Zuzina et al., 2020; Vi-
narskaya et al., 2021). But all of them were fo-
cused exclusively on memories that were acquired
recently.
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It should be noted that neurophysiological
mechanisms of remote memory differ significant-
ly from those of recent memories (Albo, Graff,
2018; Lee et al., 2023; Terranova et al., 2023).
While initial stages of consolidation of contextual
fear memories involve hippocampus and amygda-
la (Choi et al., 2018; Kim, Cho, 2020), the latest
stages involve synaptic changes in neocortex
(Frankland, Bontempi, 2005; Albo, Graff, 2018).
These changes lead to progressive strengthening
of the role of engram neurons in the neocortex
(Lee et al., 2023) while memories become less
hippocampus-dependent (Kim, Fanselow, 1992).
For these reasons, it seemed to us important to
determine whether histone acetylation increase
rescues the remote fear memory.

Thus, the aim of the current study was to ex-
amine the ability of HDAC inhibitor SB to ame-
liorate weakening of the remote fear memory in
rats. To assess the ability of HDAC inhibitor SB to
improve the remote fear memory, we compared
the performance of two laboratory strains of rats,
Wistar and Long-Evans, in context fear condi-
tioning task six months after one day fear condi-
tioning training before and after SB administra-
tion. We found that rats trained using convention-
al procedure showed a strong fear response to the
context 24 h after the end of conditioned fear
training, the absence of fear after 6 months, and
high fear responses after SB administration with-
out additional learning. In control experiments,
we found that time-dependent decrease of condi-
tioned fear response to the context was preserved
in rats under vehicle administration. Moreover,
the data obtained showed that both rats’ strains
showed a similar decrease in freezing response
over time, and HDAC inhibition improved weak
remote fear memory in both of them. In addition,
the decrease in freezing and memory reinstate-
ment by males matched completely to female rats’
performance. These results indicate that HDAC
inhibition appears to have the same “rescue” ef-
fects on remote fear memory reinstatement re-
gardless of the strain and gender of rats.

METHODS

Naive twenty-five male Long-Evans rats,
twenty-three female Long-Evans rats, twenty-
two male Wistar rats and nineteen female Wistar
rats obtained from the Animal Facility of the In-
stitute of Bioorganic Chemistry of the Russian
Academy of Sciences in Pushchino were used in
the experiment. The Long-Evans and Wistar
strains were specifically chosen as its performance
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in hippocampus-related tasks has been character-
ized as different (Harker, Wishaw, 2002).The rats
were 10—12 weeks old and were housed in groups
of five. Lights were maintained on a 12:12 hour
light/dark cycle. The temperature in vivarium was
22 + 2°C. The rats had free access to food and wa-
ter in their home cages. All experimental proce-
dures were conducted in accordance with Council
Directive 2010/63EU of the European Parlia-
ment of September 22, 2010 on the protection of
animals used for scientific purposes. The study
protocol was approved by the Ethics Committee
of the Institute of Higher Nervous Activity and
Neurophysiology of RAS. All efforts were made
to minimize the number of animals used and their
suffering.

Contextual fear conditioning

Animals were handled daily for 1 week before
the experiments. Then they were subjected to
contextual fear conditioning. Fear conditioning
experiments were performed using a Pan-
Lab/Harvard Apparatus chamber with a stainless
grid floor and equipped with a video recording
device. The fear conditioning chamber in which
the animals were placed for testing and training
procedures was located on four sensors. A special
program of PanlLab Harvard apparatus allowed in
real time to create a mechanogram using the am-
plitude thresholds. On day 1, rats were placed in
conditioned context and after a 120-s adaptation
period were given two foot shocks (1 s, 0.5 mA) at
30s intertrial intervals. Freezing was scored only
before the shock (baseline) at test session TO.
Thirty seconds after the last foot shock, the rats
were returned to their home cages. On day 2, 24 h
after conditioning, rats were returned to the con-
ditioning chamber for a 3 min test session (test
session T1). Then the freezing responses of these
animals were measured during the retrieval session 6
months after the conditioning (test session T2). Im-
mediately after T2 (memory reactivation), the
control groups received sham injections of saline
whereas experimental groups received injection of
SB. Freezing duration in all groups was assessed
in a subsequent test trial (T3) 24 h later. No shock
was delivered during the test sessions T1-—-T3
(Fig. 1). To control the specificity of the effect of
SB to memory reactivation, additional experi-
ments were performed using similar protocol ex-
cept that rats were tested for memory 24 h before
the SB administration (Fig. 2), thus omitting ef-
fect of memory reactivation. During the study
Ne 6
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Training TO —— > TestTl C——> TestT2 C—— > TestT3
24 h 6 months 24 h
SB/Veh

Fig. 1. Scheme of the contextual fear conditioning with SB injection right after Test 2. SB — sodium butyrate,

Veh — saline.

Puc. 1. I[porokon akcniepuMeHTa ¢ BBeAeHMEM OyTupaTa HaTpusi cpa3y nocie tecta T2. SB — 6yrupat HaTpus,

Veh — ¢pusnonornyeckuii pacTBop.

Training TO ——_—> Test T] —— > Test T2 —— > SBinjection —— > TestT3

24 h 6 months

24 h 24 h

Fig. 2. Scheme of the contextual fear conditioning with 24 h between the Test T2 and SB injection. SB — sodium

butyrate.

Puc. 2. [IpoTokos aKkcrepuMeHTa ¢ BBeieHrueM OyTupara Hatpus yepe3 24 4 riociie tecta T2. SB — Gyrupar Ha-

TpUs.

both strains were presented with identical training
procedures.

Drugs and injections

The histone deacetylase inhibitor sodium bu-
tyrate (SB) (Sigma, St. Louis, USA) was freshly
dissolved in saline (0.9% wt/vol) and injected in-
traperitoneally in a volume of 0.4 ml per 100 g
body weight and a dose of 1.2 g/kg. The drug dose
was chosen on the basis of the results of other be-
havioral studies (Blank et al., 2015; Vinarskaya
et al., 2021). Control animals received an intra-
peritoneal injection of the same volume of vehicle
(sterile saline). SB/ vehicle were administered
immediately after test session T2. A double-blind
procedure was used throughout the experiments.
During this study both strains were presented with
identical protocol of drug administration.

Data collection and statistical analysis

The freezing scores were obtained on-line us-
ing the inbuilt platform sensors and software for
the Startle and Fear Combined System (Panlab).
All scores for each rat were additionally checked
for possible mistakes off-line using the video re-
cordings. In our experiments, the adjustments to
the initial data were negligible (less that 2%) since
the platform sensors were set to a certain weight of
the animals and all necessary thresholds were set.
We evaluated fear responses by measuring the du-
ration of freezing, defined as the percentage of time
of the total observation period without any move-
ment except for breathing (converted to a percentage
[(duration of freezing/total duration) X 100]) —
when presented with the conditioned context.

XYPHAJI BBICIIIEM HEPBHOM JEATEIBHOCTU

TOM 73

The data was analyzed using two-way ANOVA
with one repeated measure (test), followed by
post-hoc comparisons using the Bonferroni test.
All data are presented as the means = S.E.M. Sig-
nificance was set at p < 0.05.

RESULTS

Reinstatement of impaired context fear memory
under histone deacetylase inhibitor sodium butyrate
in Long-Evans rats

In the first series of experiments, we decided to
check the ability of SB to ameliorate weakening of
the remote fear memory in Long-Evans rats. In
these series of experiments rats were divided in
four groups (G1, female SB, n = 7; G2, male SB,
n = 10; G3, female veh, n = 10; G4, male veh, n =
= 10). All groups of rats showed similar low freez-
ing response at pre-conditioning test TO (Fig. 3,
T0, G1, 8.3 £ 2.0%, G2, 8.5 £ 2.1%, G3, 11.8
+2.4% and G4, 11.0 = 1.5%). At 24 h post-con-
ditioning (test session T1), the two-way ANOVA
(with test session and group as factors) revealed
significant main effects of test session (F(1, 33) =
= 231.44, p <0.0001). Bonferroni’s multiple com-
parisons test revealed that both male and female
groups showed significantly higher freezing behavior
during the test session T1 (Fig. 3, T1, G1, 51.1 =
+4.4%,G2,55.9+59%,G3,56.5+4.2% and G4,
56.6 + 3.7%) as compared to test TO. When tested
6 months after training, all animals showed sig-
nificantly less freezing behavior (Fig. 3, T2, G1,
259 £ 5.0%, G2,23.1 £4.0%, G3, 30.2 £ 2.8%
and G4, 28.9 + 4.0%): the main effects of the test
(F(1, 33) = 88.36, p < 0.0001) was significant.
Post-hoc analysis of the interaction revealed that
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Fig. 3. Effects of a single sodium butyrate (SB) injection on weak remote fear memory in male and female Long-
Evans rats. Impaired memory was reinstated under the SB administration (groups female SB (G1) and male SB
(G2)), however, there was no reinstatement in the absence of SB (groups female veh (G3) and male veh (G4)). Data

are expressed as mean = SEM.

Puc. 3. BausiHue omHOKpaTHOM MHBEKIIMKU OyTupaTa HaTpusi (SB) Ha ciabyio oTcTaBlIeHHYIO TTaMsITh O CTpaxe y
caM1uoB 1 caMokK Kpwic Long-Evans. [1amaTe BoccTtaHaBiauBanach npu BBeaeHnu SB (rpymmer camxu SB (I'l) n
camupl SB (I'2)), omHako B oTcyTcTBre SB BoccTtaHOBIeHUSI He mpoucxonuiio (rpynnbl camku veh (I'3) u camiisr

veh (I'4)). JanHble npeacTaBieHbl Kak cpeqHee + SEM.

G1—-G4 groups did not differ in test session T2.
Interestingly, we discovered significant difference
between the pre-training scores and those in test
session T2 (F(1, 33) = 70.05, p <0.0001). Imme-
diately after T2 (protocol see Fig.1), the rats were
intraperitoneally injected with SB (groups G1 and
G2) or vehicle (sterile saline, groups G3 and G4).
24 hours later (Fig. 3, T3), SB-treated groups
showed significantly increased levels of freezing
(G1, 53.3 £ 4.0%, G2, 48.8 &+ 3.6%) in contrast to
the rats receiving vehicle (G3, 28.7 £ 4.2%, G4,
24.6 £ 4.6%) (the main effect of the group:
F(3, 33) = 3.76, p < 0.05; the main effect of the
test: F(1, 33) = 37.62, p < 0.0005). Post hoc anal-
ysis revealed that the SB-treated male and female
rats did not differ from one another (G1 vs. G2,
p > 0.05), similar to the vehicle-treated rats (G3
vs. G4, p > 0.05), but the vehicle-treated rats had
a significantly lower freezing response than did
the SB-treated rats (G1 vs. G3, p < 0.005; G2 vs.
G4, p <0.001). Thus, it appears that SB facilitates
the remote weak conditioned fear memory in
Long-Evans rats.
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Reinstatement of impaired context fear memory
under histone deacetylase inhibitor sodium butyrate
in Wistar rats

To evaluate whether the HDAC inhibitor SB
would also affect weak contextual memory in
male and female Wistar rats, four groups of ani-
mals (G1, female SB, n = 6; G2, male SB, n = §;
G3, female veh, n = 7; G4, male veh, n = 8) were
trained using the same procedure as in the Long-
Evans strain. As illustrated in Fig. 4, all groups of
rats showed similar low freezing response at pre-
conditioning test TO (fig. 4, TO, G1, 12.8 £ 2.5%,
G2,7.8 £1.5%, G3,11.1 £ 1.7% and G4, 6.9 =
+ 1.4%). All groups acquired a strong condi-
tioned freezing response to the conditioning con-
text after training (test session T1): the two-way
ANOVA (with test session and group as factors)
revealed significant main effects of test session
(F(1, 25) = 427.73, p <0.0001). Bonferroni’s
multiple comparisons test revealed that both male
and female groups showed significantly higher
freezing behavior during the test session T1 (Fig. 4,
T1, G1, 63.5 £ 8.0%, G2, 58.0 + 3.0%, G3,
64.1 £2.2% and G4, 67.0 £ 6.5%) as compared to
test TO. The fear responses measured 6 months
Ne 6
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Fig. 4. Effect of a single sodium butyrate (SB) injection on a weak remote fear memory in male and female Wistar
rats. Impaired memory was reinstated under SB administration (groups female SB (G1) and male SB (G2)), how-
ever, there was no reinstatement in the absence of SB (groups female veh (G3) and male veh (G4)). Data are ex-

pressed as mean = SEM.

Puc. 4. Bmussnue omHOKpaTHO mHBeKIIMU OyTrpara Hatpus (SB) Ha cimabyro oTcTaBiIeHHYIO IAMSTh O CTpaxe y
caM1IOB U caMoK Kpbic Wistar. [lamsTh BoccTaHaBIMBajaach npu BBeaeHuun SB (rpynmsl camku SB (I'l) u camiibl
SB (I'2)), onHako B orcyTcTBUE SB BoccTaHOBIIeHMST He poucxoauio (rpymmbl camku veh (I'3) u camubi veh (I'4)).

JlaHHBIe TIpencTaBiIeHbI Kak cpenqHee = SEM.

after fear conditioning decreased significantly in
all groups (Fig. 4, T2, G1, 29.3 +£ 4.8%, G2,
28.1 £ 3.8%, G3, 26.7 £ 42% and G4, 24.5 +
+2.7%): the main effect of the test (F(1, 25) =
= 226.14, p < 0.0001) was significant. Post-hoc
analysis revealed that there were no significant
differences in the test session T2 of conditioned
freezing among all groups. Interestingly, we discov-
ered significant difference between the pre-training
scores and those in test session T2 (F(1, 25) =
= 88.78, p <0.0001). Immediately after T2, rats
were intraperitoneally injected with SB (groups
G1 and G2) or vehicle (sterile saline, groups G3
and G4). 24 hours later (Fig. 4, T3), the SB-treat-
ed groups showed significantly increased levels of
freezing (G1, 60.3 + 3.6%, G2, 54.5 £ 6.4%) in
contrast to the rats receiving vehicle (G3, 23.3 £
+2.8%, G4, 27.8 = 4.0%) (the main effect of the
group: F(3, 25) =9.28, p < 0.001; the main effect
ofthe test: F(1, 25) = 28.27, p <0.0001). Post hoc
analysis revealed that the SB-treated male and fe-
male rats did not differ from one another (G1 vs.
G2, p > 0.05), similar to the vehicle-treated rats
(G3vs. G4, p > 0.05), but the vehicle-treated rats
had a significantly lower freezing response than
did the SB-treated rats (G1 vs. G3, p < 0.0001; G2
vs. G4, p < 0.0005). Thus, there was a significant
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fear memory reinstatement in the SB groups of
Wistar rats.

Histone deacetylase inhibitor sodium butyrate does
not rescue the impaired remote context fear
memory without reminding

In these series, groups of animals received the
same training protocol as in the previous ones but
the SB administration was not combined with re-
exposure session to the training context and was
delivered 24 h later (protocol see Fig. 2). Asshown in
fig. 5, all groups of rats showed similar low freezing
response at pre-conditioning test TO (Fig. 5, TO,
G1, female Long-Evans, n =7, 8.3 £ 2.2%, G2,
male Long-Evans, n =6, 6.5 + 1.8%, G3, female
Wistar, n = 6, 8.0 £ 2.1% and G4, male Wistar,
n=17,99 * 3.4%). All groups acquired a strong
conditioned freezing response to the conditioning
context after training (test session T1): the two-
way ANOVA (with test session and group as fac-
tors) revealed significant main effects of test ses-
sion (F(1, 22) = 753.57, p <0.0001). Bonferroni’s
multiple comparisons test revealed that both male
and female groups showed significantly higher
freezing behavior during the test session T1
(Fig. 5, T1, G1, 79.7 £ 51%, G2, 72.0 £ 5.1%,
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Fig. 5. Effect of a single sodium butyrate (SB) injection on weak remote fear memory in male and female Long-Ev-
ans and Wistar rats without memory reactivation. Impaired memory was not reinstated under the SB administration

without reminding. Data are expressed as mean = SEM.

Puc. 5. BnusiHue omHOKpaTHOI HEe COYeTaHHOM ¢ HalTOMMHAHUEM UHBbeKIIMU OyTupaTta Hatpus (SB) Ha ciabyro
OTCTaBJICHHYIO ITaMSITh O CTpaxe y caMiIoB 1 caMOK Kpbic Long-Evans 1 Wistar. B orcyTcTBre HaltToMHAHMS BOCCTa-
HOBJIEHMSI ITaMSITU IIpY BBeIeHUM OyTUpaTa HaTpus He mporcxoauio. JlaHHbIe IpeAacTaBieHbl Kak cpeaHee = SEM.

G3,66.6 £2.2% and G4, 66.9 + 5.2%) as compared
to the test TO. Six months after the fear conditioning
procedure, the fear responses decreased significant-
ly in all groups (Fig. 5, T2, G1, 54.4 £ 4.5%, G2,
56.5 £ 1.8%, G3, 55.7 £ 2.8% and G4, 60.4 =
+ 3.5%): the main effects of the test (F(1, 22) =
=163.21, p < 0.0001) was significant. The Post-
hoc analysis revealed that there were no signifi-
cant differences between groups. 24 h after T2, the
rats were intraperitoneally injected with SB with-
out reminding. 24 hours later all groups demon-
strated low freezing response (Fig. 5, T3, Gl,
20.0 £ 4.6%, G2, 23.2 £ 4.6%, G3, 21.5 £ 3.5%
and G4, 18.1 £ 2.9%); no differences were found
between testing session T3 and T2. Thus, there
was not fear memory reinstatement in animals of
the SB groups without reminding.

DISCUSSION

To date most studies were aimed at studying
the influence of histone acetylation on recent
memories. Present study investigated the remote
(6 months) fear memories and effects of the in-
creased histone acetylation on them. A number of
studies have documented the existence of sex (Dav-
enport et al., 1970; Beatty, 1984; Williams et al.,
1990; Williams, Meck, 1991; Roof, Havens, 1992;
Roof, Havens, 1993; Roof, Stein, 1999; Colon,
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Poulos, 2020; Trott et al., 2022) and strain differ-
ences (Harker, Wishaw, 2002; Besnard et al.,
2012; Besnard et al., 2013; Gokcek-Sarag et al.,
2015) for hippocampus-dependent tasks in ro-
dents. Therefore, in the current study we included
male and female rats of two different strains.

In the current study, we analyzed memory re-
covery under the SB administration over a long
time intervals. Following training procedure, all
animals showed an increased freezing behavior in
the conditioned context, which indicated that an-
imals have formed a contextual fear memory
(Fig. 3, 4, T1). Six months after the fear condi-
tioning we observed a strong decrease in freezing
performance in all groups, but still a significant dif-
ference from the pre-training scores (Fig. 3, 4, T2).
Then, 24 h after the SB administration immedi-
ately after the Test 2, the SB-treated animals
showed a significant level of freezing behavior in
the conditioned context. In contrast to the SB-
treated rats, vehicle-treated rats did not express
facilitated memory (Fig. 3, 4, T3).

Thus, injection of SB restored a weak remote
fear memory in the SB-treated animals. These
findings are fully consistent with previous studies
that demonstrated that HDAC inhibition led to res-
toration of impaired or weak memory (Chen et al.,
2014; Ko et al., 2016; Zuzina et al., 2019, 2020;
Ne 6
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Vinarskaya et al., 2021). It should be noted that
this freezing increase was shown to depend both
on memory reactivation (triggering the reconsol-
idation process) and SB administration (Fig. 5),
which suggests involvement of a reconsolidation
process behind the reactivation + SB administra-
tion-induced memory strengthening effect.

We can assume that memory weakening ob-
served 6 months after fear conditioning (the low
freezing response in test session T2) could be due
to a retrieval deficit. In this case the initial mem-
ory trace (Parvez et al., 2005, 2006; Chen et al.,
2014; Pearce et al., 2017) is preserved but destabi-
lized and/or some mechanisms required for the
normal memory retrieval are impaired over time.
For instance, Lee with colleagues demonstrated
that remote memory expression could be im-
paired as the result of disruption of the enhanced
synaptic connectivity between neurons of engram
(Lee et al., 2023). After reminding, when memo-
ries due to a start of the reconsolidation process
became open to alterations, the SB administra-
tion known to improve the histone hyperacetyla-
tion (Marks et al., 2004; Marks, Dokmanovic,
2005; Federman et al., 2009; Villain et al., 2016),
re-starts the memory consolidation process in-
cluding an increase of the memory-related genes
expression (Brownell, Allis, 1996; Levenson,
Sweatt, 2005; Vecsey et al., 2007; Graff et al.,
2014; Penney, Tsai, 2014) and restabilisation of
the mnemonic trace and/or mechanisms that
make it available for further retrieval.

To assess the effects of HDAC inhibitor SB on
memory deficit in this study, we used the phenome-
non of memory reconsolidation (Misanin et al.,
1968; Nader et al., 2000). It was demonstrated
that one of the boundary conditions for memory
reconsolidation is the age of the memory (Bustos
et al., 2009; Costanzi et al., 2011; Besnard et al.,
2012; Besnard et al., 2013; Graffetal., 2014; Anetal.,
2019). According to our data, the memories, in-
dependently of their age, remain open to rein-
statement during retrieval in combination with
HDAC inhibition. It should be noted that neuro-
physiological mechanisms of remote memory dif-
fer significantly from those of recent memories
(Albo, Graff, 2018; Lee et al., 2023; Terranovaet al.,
2023). According to the conventional consolida-
tion theory, the information initially stored in the
hippocampus is “transferred” to cortical net-
works over time for its long-term storage (Zola-
Morgan, Squire, 1990; Kim, Fanselow, 1992;
Frankland et al., 2004; Frankland, Bontempi
2005). Despite the differences in recent and re-
mote memory storage mechanisms, the HDAC
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inhibitor SB does the same for recent and remote
memories: it acts as a cognitive enhancer for weak
memories regardless of whether it is recent (Vi-
narskaya et al., 2021) or remote (the results of the
current study).

The second aspect that was highlighted in
these experiments concerns the strain differences
in memory acquisition and storage, effects of the
HDAC inhibition on retention of fear responses.
The data obtained showed that both rats’ strains
display a similar trajectory in the expression of
freezing (memory): decrease in freezing responses
over time (Fig. 3, 4, test session T2 vs. T1) and im-
provement of the remote fear memory under the
HDAC inhibition (Fig. 3, 4, test session T3 vs. T2).

The third and final aspect that was highlighted
in the work is whether sex affects the effects of
HDAC inhibition on retention of fear responses
in animals. A number of studies have documented
the existence of gender differences for hippocam-
pus-dependent tasks (Davenport et al., 1970; Be-
atty, 1984; Williams et al., 1990; Williams, Meck,
1991; Roof, Havens, 1992; Roof, Havens, 1993).
However, in the current study no gender differ-
ences were observed. The percentage of freezing
in male and female rats in a context fear condi-
tioning task changed similarly. After the training
procedure, male and female rats demonstrated
similar increased freezing behavior (Fig. 2, 3).
Then, 6 months after the training, male and fe-
male rats showed a similar reduced freezing, sim-
ilar reinstatement under the SB injections. Thus,
the data obtained demonstrated that the decrease
in freezing and memory reinstatement in males
matched completely to female rats performance
(Fig. 3, 4).

Taken together, our study suggests that remote
memories fading with time could be effectively
rescued by a presumed increased histone acetyla-
tion levels due to the HDAC inhibitor SB admin-
istration. Another important result is that the res-
cue effect of HDAC inhibition on weak remote
memories was common across rats of different
strains and gender.
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YBEINYEHUE AHETUJINPOBAHUA ITMCTOHOB CIITOCOBCTBYET
BOCCTAHOBJIEHUIO CJABON OTCTABJIEHHO! IIAMATHU Y KPBIC

A. X. Bunapckas', I1. M. Bana6an', A. B. 3103unal- #

! Dedepanvioe eocydapcmeennoe 6100xcemroe yupexcoenue nayku Hucmumym evicuieil HepeHoii desmensHocmu
u Hetipogpuzuonoeuu PAH, Mockea, Poccus

#e-mail: lucky-a89@mail.ru

CormracHO COBpEMEHHEBIM IIPencTaBIeHUSIM MHrnouTopsl ructoHacanermias (IJIALL) criocoOHBI
YIIy4IlIaTh ITaMSTh Y Pa3JIMYHBIX BUAOB XKMBOTHBIX. OTHAKO 10 CUX ITOP HE SICHO, MOXKET JIX IIOBBI-
IIIEHHOE allETUJINPOBaHUE TMCTOHOB CIIOCOOCTBOBATH YJIYUIIIEHUIO C1a00ii OTCTaBJICHHOM mamsi-
TH y KpbIC. TaKUM 00pa3oM, LIEJIbI0 HACTOSIIETO MCCIeA0BaHUSI ObUIO M3ydeHHE CITOCOOHOCTU
uHruouropa I'/IALl 6yruparta Hatpusi (bH) yayuiiaTs ciabyto oTCTaBJI€HHYIO MTaMsITh O CTpaxe y
KpbIC. YTOOBI oIeHUTH crtocoOHOoCTh mHruouropa I'JIALL BH yiydiaTe oTcTaBiIeHHYIO ITaMSTh,
MBI CpaBHWJIM IIOBEIEHUE OBYX JIaOopaTOpHBIX JuHUI Kpbic, Wistar u Long-Evans, B 3agaue
YCJIOBHO-PeGhIEKTOPHOIO CTpaxa yepe3 IIECTh MecsLeB Tocjie 00yuyeHUsl 10 U Mocje BBEAECHUS
BH. Mb1 06HapyXuJiu, YTO (KUBOTHbBIE IEMOHCTPUPOBAIN XOPOIITyI0 0OCTAaHOBOYHYIO ITaMSITh Ue-
pe3 24 4 nocjie OKOHYaHUST 00y4YeHMsI, TTIOJTHOE OTCYTCTBHE MaMSITH Yyepe3 6 MecC. U YIy4IlIeHHYIO
YCJIOBHO-pe(dIeKTOPHYIO MaMsTh nocie BBeaeHus1 bH 6e3 nonoiHuTensHoro odoyyeHus. bosee
TOTO, TTOJIydYEHHBIE JaHHBIE IPOAEMOHCTPUPOBAJIM, YTO 00€ JIMHUU KPHIC ITOKA3aId OOAUHAKOBOE
CHIZKEHME peaKIIny 3aMUpaHus ¢ TeueHreM BpeMeHu, a muHruouposanue I'JIALL yaydmano cia-
Oy10 ImaMsITh y 00enx anHuii. Kpome Toro, ociabiaeHre 1 BOCCTAaHOBJICHNE ITAMSITH Y CAMIIOB IOJIHO-
CThIO COOTBETCTBOBAJIO U3MEHEHUSIM MaMSITU Y CaMOK KPbIC. DTU pe3yJIbTaThl II0Ka3bIBAIOT, YTO WH-
ruoupoBanue I'TTALl oka3pIiBacT OMMHAKOBBIN “BoccTaHaBIMBaromuii” 3¢p¢peKT Ha ¢cj1abyio OTCTaB-
JICHHYIO YCJIOBHO-PE(IEKTOPHYIO MaMSITh O CTpaxe, HE3aBUCUMO OT JIMHUU U T10J1a KPbIC.

Karouesvie cnoesa: 6YTI/I])aT HaTpusda, auCTUJIMPOBAaHUEC TMCTOHOB, JIIUMICHCTUKA, OTCTAaBJICHHAasA
naMATb, BOCCTAHOBJICHUE MMaMATU, pCKOHCOJIMAalA
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