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Abstract: The endoplasmic reticulum (ER) is a principal subcellular organelle responsible for protein
quality control in the secretory pathway, preventing protein misfolding and aggregation. Failure
of protein quality control in the ER triggers several molecular mechanisms such as ER-associated
degradation (ERAD), the unfolded protein response (UPR) or reticulophagy, which are activated
upon ER stress (ERS) to re-establish protein homeostasis by transcriptionally and translationally
regulated complex signalling pathways. However, maintenance over time of ERS leads to apoptosis
if such stress cannot be alleviated. The presence of abnormal protein aggregates results in loss of
cardiomyocyte protein homeostasis, which in turn results in several cardiovascular diseases such
as dilated cardiomyopathy (DCM) or myocardial infarction (MI). The influence of a non-coding
genome in the maintenance of proper cardiomyocyte homeostasis has been widely proven. To date,
the impact of microRNAs in molecular mechanisms orchestrating ER stress response has been widely
described. However, the role of long noncoding RNAs (lncRNAs) and circular RNAs (circRNAs) is
just beginning to be addressed given the potential role of these RNA classes as therapeutic molecules.
Here, we provide a current state-of-the-art review of the roles of distinct lncRNAs and circRNAs in
the modulation of ERS and UPR and their impact in cardiovascular diseases.
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1. Introduction

The endoplasmic reticulum (ER) is the largest, multifunctional, membrane-like, cellular
organelle, composed of smooth and rough ER and forms an interconnected network of
space [1]. ER exerts a pivotal role in three physiological cellular processes: (1) modulation
of correct protein secretion, folding and translocation from ER lumen, (2) regulation of
intracellular Ca2+ uptake, storage and signalling and (3) production of several membrane
cellular lipids such as cholesterol, ceramides and/or glycerophospholipids [2,3].

A significant percentage of intracellular proteins are synthesised in ER lumen, wherein
its oxidative environment facilitates the formation of disulphide bonds on proteins by
different chaperones, foldases and cofactors. Generating disulphide bonds leads to proper
secretory and transmembrane protein folding [4,5]. Alteration of ER protein folding capac-
ity may cause an increased proportion of unfolded and misfolded proteins in ER lumen
which triggers loss of ER homeostasis and proteostasis and generates a detrimental cel-
lular environment [6–8]. Several molecular and biophysical mechanisms are triggered
to reverse and restore ER homeostasis such as (1) ER-associated degradation (ERAD),
which triggers the misfolded protein degradation from ER lumen; (2) Unfolded protein
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response (UPR) involving the restoration of ER proteostasis by activation of three trans-
duction signalling –IRE1, ATF6 and PERK branch-; and (3) Reticulophagy, the process of
ER remodelling by autophagy of membranes and associated proteins (see reviews [9–14]).
Pathophysiological factors occurring in cardiovascular diseases (CVDs) such as metabolic
derangement, hypoxia, hypertrophy or inflammation require an increased protein expres-
sion, thus enhancing the disruption of the cellular proteostasis [15–21]. As a consequence
of the increased requirement of protein synthesis, ER homeostasis is ruptured and different
subpopulations of cardiac cells suffer an unfolded and misfolded protein accumulation,
which in turn, induces ER stress [22–25]. Accumulation of deleterious proteins triggers
ER stress signalling which exerts a bivalent role both beneficial and/or harmful in cardio-
vascular function [26–33]. Furthermore, ER homeostasis is closely associated with normal
cardiovascular function, and ER stress is considered a cause and a consequence of an
extensive variety of CVDs such as ischaemic heart disease, hypertension, heart failure and
dilated cardiomyopathy [34–37]. Here, we address an exhaustive current state-of-the-art of
the impact of ncRNA in ERS-related cardiovascular diseases focusing on the role of distinct
lncRNAs and circRNAs, described to date, on the modulation of UPR signal and their
function in cardiovascular disease progression.

2. ERS and UPR Signalling

Since ER is crucial for the correct functioning of the cell, there are ER stress response
mechanisms that control the degradation of the unfolded or misfolded proteins aiming
to maintain ER homeostasis. The core mechanism of control is the activation of unfolded
protein response (UPR). The central function of UPR is the inhibition of protein synthesis
and the increase in the folding capacity of the ER. UPR may be activated by three different
signal transduction pathways, initiated by three proteins located in ER membrane: inositol
requiring protein 1 (IRE1), protein kinase RNA-like ER kinase (PERK) and activating
transcription factor 6 (ATF6). In basal conditions, these molecules are bound to a chaperone
named Bip (or GRP78) and remain attached to the ER membrane. However, when misfolded
or unfolded proteins are accumulated, they dissociate and trigger three different signalling
pathways induced by IRE1, PERK and ATF6 to resolve ER stress (Figure 1) [38,39].

IRE1 is the most conserved factor across evolution involved in the UPR pathway. IRE1
possess an endoribonuclease activity domain responsible for its molecular function and is
represented by two isoforms, IRE1α and IRE1β. IRE1 is activated by auto-phosphorylation
and homodimerisation under the loss of ER homeostasis. Activated IRE1 is delivered to
ER membrane and recognises a consensus region in the X-box binding protein 1 (XBP1)
mRNA, inducing alternative splicing by cleavage of a 26-nucleotide intron. Such a cleavage
results in a functional active protein XBP1 named, XBP1s. XBP1s exerts as a transcription
factor triggering expression of several UPR target genes such as ERAD components, ER
chaperones, ER-translocation and folding enzymes further reducing ER stress levels. How-
ever, maintenance of IRE1α results in increased apoptosis. IRE1α interacts with tumour
necrosis factor receptor-associated factor 2 (TRAF2) and adaptor protein tumour necrosis
factor (TNF) to form a complex [40]. This complex recruits mitogen-activated protein ki-
nase (MAPK), apoptosis signal-regulating kinase (ASK), and caspase-12 in order to trigger
apoptosis [41,42].

Like IRE1, activation of PERK occurs by autophosphorylation of its kinase domain.
Activated PERK modulates phosphorylation of eukaryotic translation initiation factor
2 alpha (Eif2α), which in turn, inhibits 80S ribosome assembly and thus protein synthesis,
inducing a reduction in the ERS. Furthermore, Eif2α enhances the translation of activating
transcription factor 4 (Atf4) mRNA. Atf4 induces the transcription of growth arrest and
DNA damage-inducible protein 34 (Gadd34) and c/EBP homologous protein (CHOP)
resulting in the activation of several proapoptotic signalling. CHOP induces apoptosis by
the induction of several caspases and proapoptotic factors. Curiously, Gadd34 regulates
the dephosphorylation of Eif2α when ER stress is solved, and it restores the normal protein
translation. Dephosphorylation of Eif2α is required to conduct prosurvival signalling.
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Figure 1. Schematic representation of UPR signalling pathways. Note that in homeostatic conditions,
IRE1, ATF6 and PERK remain attached to ER membrane, exerting a sensorial cellular function.
Loss of ER homeostasis by increased concentration of misfolded or unfolded proteins triggers the
delivery of IRE1, ATF6 and PERK proteins to ER membrane by Bip/GRP78 factor. Subsequently,
ATF6 is modified, acquiring transcriptional activity, while IRE1 and PERK activate ATF4 and XBP1s,
respectively, which in turn exerts a transcriptional function. Inside the nucleus, ATF6, ATF4 and
XBP1s initiate the expression of several genes that aim to restore cellular proteostasis. Arrows and
bar-headed lines represent activation and inhibition effects respectively.

Activation transcription factor 6 (ATF6) is an ER transmembrane protein belonging to
the leucine zipper transcription factor family. ATF6 acts as a core modulator of autophagy
and apoptosis in response to increased ER stress [43]. When the ER is stressed, ATF6 is
delivered from ER membrane by Bip and transported to the Golgi apparatus, where it is
cleaved by two different proteases, site-1 protease (S1P) and site-2 protease (S2P), generating
a 50 kDa amino-terminal cytoplasmic fragment and acquiring a transcriptional activation
function (ATF6f). ATF6f is capable to enter the nucleus and trigger the expression of ERAD
components, GRP78 and XBP1. Furthermore, ATF6 may bind to the endoplasmic reticulum
response element (ERSE) and thereby activating CHOP and inducing cell apoptosis in
several pathologies [44].

Early activation of UPR—named adaptive UPR—exerts a protective role against sev-
eral injuries promoting cell survival and improving cellular function. Furthermore, UPR is
required for different cellular processes such as differentiation and proliferation, pinpoint-
ing an important role in appropriate development and cellular physiology [45–48]. For
example, activation of three branches of UPR- IRE1, PERK and ATF6- is necessary for the
expression of several myogenic genes such as Mef2c or MyoD, the correct formation of my-
otubes and therefore proper embryonic myogenesis [49–52]. In addition, the regeneration
of skeletal muscle by activation of satellite cells requires the expression of PERK signalling
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and downstream genes suggesting a crucial role in the regenerative process [53]. Beneficial
and physiological effects observed by adaptive UPR are closely related to the maintenance
of calcium homeostasis, mitochondrial function and the regulation of homeostatic levels
of free radicals in the cell cytoplasm [54–56]. However, prolonged stimulation of the UPR
signalling pathway—known as maladaptive UPR—has a deleterious effect on cellular
homeostasis increasing cellular apoptosis, ROS generation and impaired cell function thus
displaying a detrimental role in several pathologies [57–61].

Complementary to the previously described mechanisms, there are also alternative
processes that resolve ER stress and support UPR protective function such as ER-associated
degradation (ERAD). ERAD is an evolutionarily and anciently conserved mechanism
which modulates the degradation of misfolded or unfolded proteins from ER resulting
in a subsequent reduction in the ERS. In this process, the misfolded or unfolded proteins
accumulated in the ER are translocated to the cytosol where they are ubiquitinated and
degraded by the proteasome.

ERAD substrates are recognised by different ligases and chaperones depending on
whether the misfolded or unfolded domain of the protein is located in the ER lumen,
within the ER membrane, or on the cytosolic side of the membrane (ERAD-L, ERAD-M and
ERAD-C, respectively). ERAD-L and ERAD-M are driven by Hrd1—RING-finger ligase—a
core ubiquitin ligase that forms a protein complex with other ligases such as Hrd3, Usa1 or
Der1. Whereas ERAD-C substrates are targeted by Doa10p ligase.

Hrd1 protein is formed by six transmembrane domains and a cytoplasmic tail in which
a catalytic RING finger is necessary for E3 ligase activity. Curiously, the transmembrane
regions of Hrd1 may form a retrotranslocation channel to export ER proteins. The RING
finger domain is located in the cytosol to serve at least two distinct purposes. First, Hrd1-
dependent autoubiquitination of the RING finger domain gates its own channel function.
This finding raises the possibility that deubiquitinases might counter the ubiquitination
reaction and control the retrotranslocation event as well. Whether autoubiquitination is a
general feature that regulates the channel activity of other E3 ubiquitin ligases dedicated to
ERAD is unclear at this point. Second, Hrd1 catalyses ubiquitination of the misfolded sub-
strates once exposed to the cytosol, which in turn are tagged for proteasomal degradation.
Recently another E3 ligase gp78 has been described acting downstream, or in parallel, to the
Hrd1-ligases complex, enhancing the solubility of the retrotranslocated protein substrates
by proper proteasomal degradation.

Another important mechanism to resolve ER stress is reticulophagy, a type of macro-
autophagy leading to the removal of excess unfolded and misfolded proteins from ER
lumen. This process consists of the creation of autophagosomes specifically from ER
membranes in order to remove excess deleterious proteins of ER. Several molecular mecha-
nisms of reticulophagy have been described [62–64]. Increased unfolded and misfolded
proteins trigger auto-ubiquitination of the E3 ubiquitin-protein ligase tripartite motif-
containing protein 13 (TRIM13) which recruits autophagy adaptor sequestosome 1 (p62).
The oligomerisation of both proteins is dependent on the binding of N-Degron to the ZZ
domain from p62. TRIM13-p62 protein complex oligomerisation is required to recruit LC3B
and other chaperones involved in reticulophagy. LC3B induces specific reticulophagy of
ER portions enriched in folding elements and chaperones involving lysosome-associated
membrane glycoprotein 1 (LAMP1), RAB7 (in ER- engulfing endolysosomes), charged
multivesicular body protein 4B (CHMP4B) and vacuolar protein sorting-associated protein
4A (VPS4A) [45,65–68]. Furthermore, the PERK-EIF2A pathway is responsible for the
activation of the ATG12-ATG16-ATG5 complex which in turn establishes a signature mark
into autophagy membranes by converting LC3-I into LC3-II [69]. Like ERAD or UPRs,
excessive removal of ER membranes could be translated into the disruption of autophagy
and increased apoptosis [70,71].
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3. Role of ERS and UPR in Cardiovascular Diseases

ERS and subsequent activation of UPR exhibit both beneficial and deleterious effects
in cardiovascular diseases, being thus considered both as a cause and consequence of them.
Cardiac pathologies increase the demand and requirements of the ER function since an
enhanced proportion of misfolded proteins triggers in many cases the loss of homeostasis
of this organelle. Furthermore, ERS exerts a pivotal role in the modulation of both Ca2+

homeostasis and mitochondrial function in cardiomyocytes. Prola et al. (2019) have
demonstrated that Tunicamycin (TM) treated cardiomyocytes display several changes in
their cytoplasm ultrastructure, such as enlarged cytosol, decreased mitochondrial number,
increased proportion of mitochondria-associated-membrane (MAM) fraction and expansion
and dislocation of the ER near to nucleus and thus away from the sarcomeres. Accordingly,
ERS reduced the mitochondrial number and function by downregulating several proteins
involved in mitochondrial biogenesis such as PGC1a, TFAM, NRF1 or CS and thus is
involved in the reduction of the mitochondrial capability to produce ATP [72]. Initially,
adaptive UPR activation is capable of restoring ER and mitochondrial function and thus
sustaining cardiac homeostasis. Curiously, the effects of molecular signalling pathways
triggered by ERS are different within distinct cardiovascular injuries such as atherosclerosis,
myocardial infarction, heart failure, cardiac hypertrophy or ischaemia and reperfusion (I/R)
injury among others. For example, in heart failure or hypertrophy cardiac response caused
by cardiac pressure overload, the PERK signalling pathway increases autophagy while it
reduces ROS levels and apoptosis ratio by upregulation of EIF2A and ATF4, which in turn
restores protein-folding capacity [31,73]. A sustained upregulation of the axis EIF2A-ATF4
will produce an increase in the cardiomyocyte apoptosis triggered by CHOP and these
processes can influence the progression of cardiac diseases. In addition, PERK restores
Ca2+ intracellular concentration by modulating Serca2a and Calreticulin, demonstrating
its requirement for a proper ER-dependent ion homeostasis [74]. Unlike PERK, ATF6 is
involved in the progression of cardiac hypertrophy and heart failure response thus exerting
a harmful role. However, a protective role of ATF6 has been described in I/R injury
suggesting a dependent and complex function of UPR based on the type of cardiac injury.

Effects of UPRs’ downstream pathways have been elucidated using several murine
models, which have highlighted the importance of ER stress and dependent molecular
mechanisms in cardiac homeostasis and pathology (Figure 2). Curiously, ATF6 deficient
mice display a worse cardiac function and recovery from infarction after (I/R) injury
and increased damage with respect to controls [26]. Furthermore, ATF6 gain-of-function
mice exhibits an alleviated myocardial infarction after I/R injury demonstrating that
ATF6 is required to protect the heart from damage and injury caused by myocardial
infarction [75]. Like ATF6, Xbp1s deficient mice display a worse recovery from heart
failure showing an increased infarct size while in vivo overexpression of this gene is
translated into reduced infarct size after I/R injury. Similar to that observed in ATF6 and
Xbp1s overexpression mouse models, in vivo gain-of-function of Ire1 results in preserved
cardiac function and reduced fibrosis after myocardial infarction [27,76]. Unlike IRE1 or
ATF6, PERK deficiency has a beneficial phenotype after heart failure displaying protection
against pressure overload myocardial infarction suggesting that while ATF6 and IRE1
exert a protective role against heart failure, PERK and its downstream pathways are
detrimental [74]. Furthermore, PERK is a key gene involved in the transcription activation
of CHOP, an essential factor to trigger ERS-associated apoptosis. CHOP-deficient mice are
resistant to cardiac hypertrophy, increased fibrosis and cardiac dysfunction pinpointing the
importance of apoptosis in deleterious processes related to cardiovascular diseases [77].
Furthermore, loss of function of enzymes related to ERAD signalling have been carried
out, reflecting the importance of this mechanism in cardiovascular diseases. For example,
Hrp1 deficient mice display an exacerbated cardiac dysfunction after myocardial infarction
demonstrating that loss of one mechanism either UPR signalling or ERAD components is
enough to impede recovery from cardiac injury [78].
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Figure 2. Murine models of gain and loss of function of key genes involved in UPR and ERAD
pathways. Note that the deficiency of ATF6, IRE1, CHOP and HRP1 promotes the progression of
CVDs, whereas low levels of PERK exert a protective role. Red arrows: downregulation, green
arrows: upregulation.

Accordingly, different murine models have proved that the three main pathways
involved in ER stress signalling—ATF6, IRE1 and PERK—may play crucial roles in the
progression of cardiovascular diseases exerting either protective roles such as in the case of
ATF6 or IRE1, or deleterious roles, in the case of PERK. In addition, cardiac dysfunction
related to Hrp1 double knockout (dKO) mutant mouse pinpoints the importance of ERAD
signalling in cardiac homeostasis.

4. Impact of LncRNAs and CircRNAs in ERS and UPR Response on
Cardiovascular Diseases

Regulation of ERS and UPR response is the result of crosstalk between several molecu-
lar pathways, including therein transcriptional and/or post-transcriptional modulators.
Over the last years, several authors have described a pivotal role of non-coding elements
in the modulation of UPR signalling pathways, repressing or enhancing it in distinct car-
diovascular diseases, particularly microRNAs. Although the role of microRNAs has been
widely described [79–84], the impact of lncRNAs and circRNAs in ERS regulation and UPR
in several cardiovascular diseases is just beginning to be addressed. To date, only seven
lncRNAs and one circRNA have been described as pivotal modulators in cardiovascular
diseases associated with increased ERS (Table 1). For example, in myocardial infarction
(MI), two lncRNAs have been described to exert opposite actions in the progression of this
disease namely MEG3—acting as a harmful regulator—and discrimination antagonising
non-protein coding RNA (DANCR), which modulates a protective pathway against mal-
adaptive UPR. In addition, an LncRNA—UCA1—and a circRNA—rcDLGAP4—have been
described to play important roles in the regulation of the apoptosis induced by blood flow
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restoration after MI. In the same way, in other cardiovascular pathologies such as atheroscle-
rosis, cardiac hypertrophy, heart failure and dilated or diabetic cardiomyopathy, lncRNAs
HypERlnc, NRB2, AC061961.2 and H19 exert different functions in the progression of
these diseases.

Table 1. Overview of lncRNAs and circRNAs involved in ERS-associated CVDs.

ncRNA CVD Effects Mechanisms Subjects and Size Study
Model

Type of the
Study Ref.

HypERlnc Atherosclerosis Inhibition of
maladaptive UPR

Decrease in mRNA/protein
levels of ATF6, IRE1α and
Bip

Human cardiac tissue
from patients with heart
failure (HF) and
pericytes exposed to
hypoxia

Human
Gain and loss
function assay ex
vivo and in vitro

[85]

MEG3 Myocardial
infarction

Activation of
ERS-mediated
apoptosis

Upregulation of
mRNA/protein levels of
GRP78, ATF4, PERK, eiF2α,
CHOP and caspase 3

Infarcted hearts and
hypoxic neonatal mice
ventricular myocytes

Mice Lost function
assay in vitro [86]

DANCR Myocardial
infarction

Inhibition of
ERS-mediated
apoptosis

Repression of GRP78, Beclin
1, p-IRE1α, p-IRE1α/IRE1α
and Xbp1s by sponging
miR-6324

H9C2
cardiomyocytes Rat

Gain and loss
function assay
in vitro

[87]

UCA1
Ischaemia and
reperfusion
injury

Reduction of ROS
production and
improvement of
mitochondrial function

Decrease in GRP78, ATF6
and PERK transcription

H9C2
cardiomyocytes Rat

Gain and loss
function assay
in vitro

[88]

circDLGAP4
Ischaemia and
reperfusion
injury

Repression of ATF6
signalling pathway

Sponge to miR-143 avoiding
to repression of HECTD1 Endothelial cells Mouse Gain function

assay in vitro [89]

NRB2
Heart
hypertrophy and
heart failure

Activation of
LKB1/AMPK/Sirt1
pathway.

Decrease in mRNA/protein
levels of PERK, IRE1, GRP78
and CHOP

Human cardiomyocytes
cell line Human Gain-of-function

assay in vitro [90]

AC061961.2 Dilated
cardiomyopathy

Reversion of apoptosis
by activating
Wnt/β-catenin
signalling

Decrease in mRNA/protein
levels of GRP78, CHOP and
caspase 3

Vitro and in vivo
Adriamycin-induced
DCM

Rat Gain-of-function
assay in vitro [91]

H19 Diabetic
cardiomyopathy

Repression of
cardiomyocyte
apoptosis

Decrease in mRNA/protein
levels of ATF6, PERK, CHOP
and IRE1α

Induced DM mice Mice Gain function
assay in vitro [92]

Curiously, all of the previously described ncRNAs exert their effect as regulators
of UPR response by either activating or repressing ATF6, PERK and IRE1 pathways at
different levels but no lncRNAs or circRNAs have been reported related to reticulophagy
or ERAD processes.

4.1. Atherosclerosis

Atherosclerosis is one of the main causes of cardiovascular diseases all over the
world. It may be defined as the accumulation of fibrous materials and/or fatty acid in the
deeper layer of the arteries, the intima layer, in addition to endothelial dysfunction and
inflammation. This accumulation can produce a structure named atheroma or atheroma
plaque whose growth can encroach the arterial lumen and hinder the blood flow [93].
Factors such as hyperlipidaemia, oxidative stress and calcium misbalance can alter ER
homeostasis, and trigger ER stress. This state can induce atherosclerosis through different
processes such as inflammation and apoptosis, among other factors [79]. The first report on
the importance of lncRNAs in cardiovascular disease was provided by Bischoff et al. (2017)
describing that HypERlnc, a previously unknown lncRNA annotated as ENSG00000262454,
represents a pivotal repressor of UPR by promoting the inhibition of ATF6, IRE1α and Bip
transcriptional activation on pericytes exposed to hypoxia. Expression of HypERlnc was
significantly downregulated in human cardiac tissue from patients with heart failure (HF).
Furthermore, HypERlnc expression was significantly correlated with pericyte markers
in human lungs derived from idiopathic pulmonary arterial hypertension patients. In
addition, the loss of function of HypERlnc demonstrated that this lncRNA is essential
for proper phenotype maintenance, proliferation and survival of pericytes [85]. However,
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the molecular mechanisms underlying the HypERlnc function have not been described
(Figures 3A and 4).
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Figure 3. Schematic representation of molecular mechanisms of ncRNAs associated with CVDs. Note
that while MEG3 (B) (and miR-62324 (C)) exerts a harmful role in ERS context, the rest of the lncRNAs
currently reported are acting as protective molecules against ERS-mediated apoptosis. HypERlnc,
UCA1, NRB2 and AC061961 are downregulated in pathological conditions such as atherosclerosis (A),
I/R injury (D), cardiac hypertrophy (F) and dilated cardiomyopathy (G), respectively. Particularly,
upregulation of NRB2 and AC061961 in vitro results in downregulation of ERS markers such as
PERK, IRE1, GRP78 and CHOP. In addition, H19 plays a protective role against diabetic cardiomy-
opathy by repressing ER stress (H). Downregulation of circDLGAP4 leads to reduced ERS through
miR-143-HECTD1 mediated inhibition of ATF6 branch (E). Red arrows: downregulation, green
arrows: upregulation.

4.2. Myocardial Infarction

Myocardial infarction is the main cause of disability or death in the world, may be
a cause of instant death or decline of the heart capacity and it is usually preceded by
atherosclerosis. Myocardial stroke results in cardiomyocyte cell death due to hypoxia or
ischemia caused by an unbalance between the oxygen deposition and requirement in the
heart. This ischemia may be caused by an occlusion of the coronary artery with consequent
cell death and inflammation [94–96].

In 2019, Li et al. analysed the possible relation between lncRNA MEG3 and myocardial
infarction pathology. Curiously, expression of MEG3 is increased in both infarcted hearts
and hypoxic neonatal mice ventricular myocytes suggesting a possible role in MI. The same
report showed that a decrease in MEG3 produces an improvement in cardiac function,
a higher fractional shortening, ejection fraction and a lower left ventricular end-systolic
and diastolic diameter. Like the MI model, hypoxic neonatal mice ventricular reduction of
MEG3 expression alleviates cytotoxicity in the cells and improves cell viability [86].
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Figure 4. Schematic representation of ERS-associated lncRNAs and circRNAs role modulating UPR
pathways in CVDs. Note that these LncRNAS and circRna play an inhibitor or enhancer role over
the different molecules involved in the UPR pathway. Particularly, ATF6 pathway is enhanced by
CircDLGAP4 and inhibited by UCA1, H19, HyperLnc and DANCR. Perk pathways are activated by
MEG3 and inhibited by NRB2, H19 and UCA1. Finally, HyperLinc, H19 and NRB2 are reported to
inhibit IRE1.

Mechanistically, knockout of MEG3 reverses apoptosis by repression of several ERS
markers such as GRP78, ATF4, PERK, eiF2α, CHOP and caspase 3. Transcriptional activa-
tion of genes involved in ERS-associated apoptosis is regulated by several transcription
factors such as p53 or NF-Kb. MEG3 is capable of recognising p53, facilitating the binding
of this transcription factor to genomic targets, and promoting the transcription of p53-
dependent genes such as NF-Kb, which in turn enhances the expression of ERS-apoptosis
genes. These results suggest that lncRNA MEG3 knockdown exerted cardioprotection by
reducing ERS-mediated apoptosis through targeting p53 post-MI [86] (Figures 3B and 4).

Unlike MEG3, DANCR lncRNA exerts a protective role against cardiomyocyte apop-
tosis in MI. Interestingly, the expression of DANCR is downregulated by tunicamycin
(TM) in a concentration-dependent manner, suggesting a possible function in ERS. TM
treatment induces ERS-associated apoptosis by increasing expression levels of Bax, cleaved
(c)-caspase-3/9, GRP78, IRE1α, Xbp1s, ATF6, ATF4 and Beclin 1. Functional assays demon-
strated that TM-treated H9C2 cells display a higher level of apoptosis and lower levels
of cell viability, proliferation and autophagy. Curiously, overexpression of DANCR is
capable of reversing the effects of TM treatment by reducing the expression of several
ERS markers such as GRP78, and Beclin 1, while increasing the expression of apoptotic
proteins Bcl-2. Furthermore, DANCR increases p-IRE1α, p-IRE1α/IRE1α and Xbp1s and
decreases Xbp1u expression levels, suggesting that DANCR selectively activates the IRE1α
pathway in the UPR, promoting autophagy and ERAD, and thus alleviating ERS. Mech-
anistically, DANCR acts as sponge lncRNA by recognising miR-6324, avoiding thus its
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binding to mRNA targets. miR-6324 is upregulated in MI and exerts a deleterious role in
the progression of this pathology. Additionally, the upregulation of miR-6324 is capable
of reversing the protective role of DANCR by increasing cardiomyocyte apoptosis and
inducing transcriptional activation of GRP78 or ATF6, thus suggesting an opposite role of
ERS-induced TM treatment [63] (Figures 3C and 4).

Related to the progression of MI, an important consequence of the restoration of the
blood flow is I/R injury, after a myocardial infarction it is necessary to salvage the ischemic
region from stroke. Unfortunately, reperfusion itself is also a major contributor to the
final tissue damage and cardiac apoptosis. Searching for drugs that prevent cell death and
cardiac tissue damage is a milestone for cardiovascular medicine. In addition, the protective
potential of several molecules of diverse nature, such as RNA or DNA-related drugs.
Further, the gain and loss of function of several lncRNAs have been proved both in vivo
and in vitro. As previously described above, myocardial I/R injury increases ERS and UPR
response and leads to increased cell apoptosis, caused by enhanced production of reactive
oxygen species (ROS), impaired calcium handling and mitochondrial dysfunction [97].
Chen et al. (2019) described the downregulation of lncRNA UCA1 in the I/R injury
model of H9C2 cardiomyocytes. Loss of function assays demonstrated that repression of
UCA1 results in the upregulation of pivotal factors involved in UPR signalling, such as
GRP78, ATF6 and PERK but not IRE1α. Enhanced expression of these factors reduced cell
survival and increased intracellular levels of ROS. To address the possible role of UCA1 as
a protective molecule against apoptosis, gain-of-function assays were performed showing
that upregulation of UCA1 was capable of blocking ERS-associated apoptosis by repressing
GRP78, ATF6 and PERK. In addition, overexpression of UCA1 reduces the production of
ROS and improves mitochondrial function suggesting a potential role of this lncRNA as a
possible protective factor in myocardial infarction and therefore heart failure. Regrettably,
in vivo assays have not fully addressed yet the feasibility of UCA1 as a drug to improve
cardiac recovery after HF [88] (Figures 3D and 4).

Under I/R injury, endothelial cells respond by increasing the production of inflamma-
tory factors such as cytokines and chemokines, which in turn enhances the migration of
these cells and generates a proapoptotic environment. Similarly to UCA1, rcDLGAP4 dis-
plays reduced expression levels in the early phases of I/R recovery. Curiously, microRNA-
143 exhibits an opposite expression pattern to circDLGAP4 during I/R injury displaying a
peak expression in the advanced stages of injury. Functional assays showed that upregula-
tion of circDLGAP4 results in decreased expression of ATF6 and migration of endothelial
cells, but it does not modulate apoptosis signalling, suggesting that both processes are
dependent on different molecular pathways. Mechanistically, circDLGAP4 exerts as a
sponge of microRNA-143 impeding its binding to HECTD1, a pivotal ligase involved in
the modulation of ERS on endothelial cells. HECTD1 reduces protein levels of ATF6 and
its associated proapoptotic pathways. Furthermore, HECTD1 represses the migration of
endothelial cells. Thus, the circDLGAP4-microRNA 143 complex increases the translation
of HECTD1 protein which in turn leads to reduced ERS by blocking the ATF6 branch [89]
(Figures 3E and 4).

4.3. Cardiac Hypertrophy and Heart Failure

Heart hypertrophy requires cardiomyocyte growth resulting in increased protein
synthesis in a short time span, generating a loss of ER homeostasis [98]. One of the
core marks of heart hypertrophy and heart failure is metabolic derangement, which af-
fects different genes involved in metabolic hypertrophy response such as 5′-adenosine
monophosphate-activated protein kinase (AMPK), NAD-dependent deacetylase sirtuin-1
(Sirt1), NAD-dependent deacetylase (NADD) or Liver kinase B1 (LKB1). Zhu et al. (2022)
identified low plasma levels of NRB2 lncRNA in patients with left ventricular hypertrophy.
Induced hypertrophy by Angiotensin II (Ang II) administration in human cardiomyocytes
revealed the downregulation of NRB2 as well as an increased level of cardiac hypertrophy
markers such as ANF or BMP10. Upregulation of NRB2 on cardiac human cell lines results
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in severely reduced expression of cardiac hypertrophy markers and downregulation of
ERS markers such as PERK, IRE1, GRP78 and CHOP. Moreover, the upregulation of NRB2
increases the expression of LKB1, AMPK and Sirt1 suggesting that NRB2 may enhance the
activation of the LKB1/AMPK/Sirt1 pathway. A loss of function assay of LKB1 was per-
formed demonstrating that downregulation of LKB1 resulted in the weakened protective role
of NBR2 on cardiac hypertrophy and ER stress. Taken together, NRB2 reduces myocardial
hypertrophy by activating the LKB1/AMPK/Sirt1 pathway [90] (Figures 3F and 4).

4.4. Dilated Cardiomyopathy

Dilated cardiomyopathy (DCM) is one of the main causes of heart failure exhibiting a
prevalence of 7–10 million cases per year and approximately a 20% mortality rate. This car-
diomyopathy is characterised by a progressive increase in ventricular size and contraction
dysfunction of the left or both ventricles, without coronary artery diseases or changes in
the pressure or load volume [99]. This affection appears in the third or fourth decade of life,
displaying an incidence of 3:1 between man and woman suggesting a major prevalence in
males as observed in other cardiovascular pathologies [100,101]. DCM hearts display an
enhanced rate of cardiomyocyte apoptosis and intensive remodelling of the left ventricle
which in turn can lead to heart failure. Several reports have pinpointed the crucial role of
ERS in cardiomyocyte apoptosis associated with DCM. For example, Hamada et al. (2004)
demonstrated that mutation of the Lys-Asp-Glu-Leu (KDEL) receptor in vivo results in the
aggregation of misfolded proteins and increased cardiomyocyte apoptosis in mutant hearts
by upregulation of CHOP. Curiously, transcriptional activation of CHOP is not exclusive to
ATF6, IRE1 and PERK-related pathways [102]. Recently, Al-Yacoub et al. (2021) reported
that a mutation in the FBXO32 gene causes dilated cardiomyopathy by non-canonical
activation of CHOP. Furthermore, heart explants from DCM patients exhibit increased
expression of different ERS markers such as ATF6, GRP78 or XBP1 compared to controls
demonstrating the activation of ERS and UPR pathways in DCM patients [30].

Transcriptome analysis of DCM hearts showed an intensive downregulation of AC061961.2,
an unknown annotated lncRNA. Expression and functional analysis demonstrated that
in vitro and in vivo Adriamycin-induced DCM reduces the expression of AC061961.2
while it enhances ERS-associated apoptosis by upregulating GRP78, CHOP, caspase 3
and Bax. Furthermore, Adriamycin treatment reduces protein levels of β-catenin, Axin-2
and c-Myc suggesting a downregulation of Wnt/β-catenin signalling. Gain-of-function
assays of AC061961.2 reverses Adriamycin-induced apoptosis by activating Wnt/β-catenin
signalling, increasing Bcl-2 expression and repressing protein levels of GRP78, CHOP
and caspase 3 suggesting thus a role of AC061961 as a potential therapeutic drug against
maladaptive UPR response [91] (Figures 3G and 4).

4.5. Diabetic Cardiomyopathy

Diabetic cardiomyopathy is characterised by myocardial fibrosis, ER stress induc-
tion and cardiomyocyte cell death with the consequent cardiac dysfunction. Recently,
Wang et al. (2022) have described a protector role of H19 lncRNA in the progression of
this sickness by repression of ER stress. In a gain-of-function assay with H19 lncRNA
in mice, these authors showed a reduction in cardiac dysfunction and cardiac chamber
dilatation related to minor deposition of interstitial collagen and fibrosis. These effects
were explained by the effect of H19 lncRNA in the ERS and the subsequent apoptosis.
H19 induces the downregulation of ERS markers, such as ATF6, PERK, CHOP and IRE
1. These markers were upregulated in high glucose context and their presence induced
UPR response and modified ER function. If the pathological stimulus persists, cardiac cells
trigger an apoptotic program. The H19 effects previously detailed partially prevented cell
death and the consequent alterations in heart function. Additionally, H19 alleviates ROS
levels and indirectly reduces ROS-induced ERS [92]. Therefore, H19 exerts a key role in the
progression of diabetic cardiomyopathy by the reduction of ERS and thus in the subsequent
derived apoptosis (Figures 3H and 4).
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4.6. Limitations and Unresolved Issues

Although the studies discussed above demonstrate a pivotal role of both lncRNAs
and circRNAs in the modulation of ERS and UPR pathways and in the progression of the
associated CVDs, several limitations and unresolved issues should be pointed out. Firstly,
functional assays have been performed in vitro which urges the implementation of the
in vivo assays before confirming the therapeutic potential of these molecules in the CVD
context. Secondly, only functions of NRB2 and AC061961 have been evaluated in human
cardiomyocytes. This said, the role of the rest of the ncRNAs described above should
be examined in human cardiac models first in vitro in order to evaluate the functional
conservation between species and identify similar action on ERS and UPR modulation.
Third, more exhaustive studies have to be conducted to glimpse the specific molecular
mechanisms by which the described lncRNAs and circRNAs positively or negatively mod-
ulate the adaptive and maladaptive ERS responses. Furthermore, it would be interesting to
determine the role of these ncRNAs in the progression of the adaptive response (protective
role of UPR) towards the maladaptive response (harmful role of UPR). Taken together, the
current knowledge establishes an illuminating starting point to better understand the role
of the non-coding genome in ERS modulation and associated cardiovascular diseases.

5. Future Perspectives and Conclusions

Over the last few years, the impact of the non-coding genome has been widely proven
in all cellular processes such as specification, differentiation, proliferation or homeostasis.
The dysregulation of non-coding RNAs involved in several molecular pathways has been
described in a multitude of diseases such as tumorigenesis, immune system disorders,
or neurodegenerative and cardiovascular diseases. Likewise, the function of different
non-coding RNAs has been related to the proper function and morphology of different
cellular organelles, i.e., ER, cytoskeleton or mitochondria. Broadly, ER exerts a pivotal
role in cellular proteostasis modulating the correct protein folding. Increased requirement
of protein synthesis by different cellular or pathological injuries may result in disturbing
proteostasis, increasing ERS and therefore triggering cellular homeostasis loss. To solve it,
cells account for several protective complex molecular mechanisms such as UPR, ERAD
and reticulophagy, which restore cellular proteostasis.

Several reports have highlighted ERS as both cause and consequence of distinct cardio-
vascular pathologies such as myocardial infarction, dilated cardiomyopathy or atheroscle-
rosis. The regulatory potential of non-coding RNAs in ERS pathways has just begun to
be explored, demonstrating both a protective–repressing UPRs activators such as ATF6,
IRE1 or PERK or downstream genes related to apoptosis such as CHOP—and a harmful
role—increasing maladaptive UPR and associated gene function. Gain-of-function and/or
loss of function of the lncRNAs and circRNAs described above result in dramatic activation
or repression of ERS, and thus apoptosis, suggesting their potential role as therapeutic
targets and pinpointing to the complex molecular regulation of ERS. Nevertheless, most
studies depicting the role of these RNAs have been performed in vitro while in vivo ap-
proaches are still limited. Furthermore, it would be necessary to delve into the upstream
signal pathways regulating the transcriptional process of these lncRNAs and circRNAs
related to ERS in order to achieve a better knowledge about the molecular environment
orchestrating ERS response in distinct cardiovascular diseases.

Author Contributions: Writing—original draft preparation, F.J.M.-A. and C.G.-P.; writing—review
and editing, D.F. and H.D.; visualization, D.F. and H.D.; supervision, D.F. and H.D. All authors have
read and agreed to the published version of the manuscript.

Funding: This research was funded by a grant from Junta de Andalucia CTS-446 and an international
cooperation grant from AECID.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.



Int. J. Mol. Sci. 2023, 24, 9888 13 of 17

Data Availability Statement: No new data were created or analyzed in this study. Data sharing is
not applicable to this article.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. English, A.R.; Zurek, N.; Voeltz, G.K. Peripheral ER Structure and Function. Curr. Opin. Cell Biol. 2009, 21, 596–602. [CrossRef]

[PubMed]
2. Schwarz, D.S.; Blower, M.D. The Endoplasmic Reticulum: Structure, Function and Response to Cellular Signaling. Cell. Mol. Life

Sci. 2015, 73, 79–94. [CrossRef] [PubMed]
3. Namba, T. Regulation of Endoplasmic Reticulum Functions. Aging 2015, 7, 901–902. [CrossRef] [PubMed]
4. Robinson, P.J.; Bulleid, N.J. Mechanisms of Disulfide Bond Formation in Nascent Polypeptides Entering the Secretory Pathway.

Cells 2020, 9, 1994. [CrossRef] [PubMed]
5. Bulleid, N.J. Disulfide Bond Formation in the Mammalian Endoplasmic Reticulum. Cold Spring Harb. Perspect. Biol. 2012,

4, a013219. [CrossRef]
6. Braakman, I.; Bulleid, N.J. Protein Folding and Modification in the Mammalian Endoplasmic Reticulum. Annu. Rev. Biochem.

2011, 80, 71–99. [CrossRef]
7. Schubert, U.; Antón, L.C.; Gibbs, J.; Norbury, C.C.; Yewdell, J.W.; Bennink, J.R. Rapid Degradation of a Large Fraction of Newly

Synthesized Proteins by Proteasomes. Nature 2000, 404, 770–774. [CrossRef]
8. Rao, R.V.; Bredesen, D.E. Misfolded Proteins, Endoplasmic Reticulum Stress and Neurodegeneration. Curr. Opin. Cell Biol. 2004,

16, 653–662. [CrossRef]
9. Gariballa, N.; Ali, B.R. Endoplasmic Reticulum Associated Protein Degradation (ERAD) in the Pathology of Diseases Related to

TGFβ Signaling Pathway: Future Therapeutic Perspectives. Front. Mol. Biosci. 2020, 7, 575608. [CrossRef]
10. Reggiori, F.; Molinari, M. ER-Phagy: Mechanisms, Regulation, and Diseases Connected to the Lysosomal Clearance of the

Endoplasmic Reticulum. Physiol. Rev. 2022, 102, 1393–1448. [CrossRef]
11. Bhardwaj, M.; Leli, N.M.; Koumenis, C.; Amaravadi, R.K. Regulation of Autophagy by Canonical and Non-Canonical ER Stress

Responses. Semin. Cancer Biol. 2020, 66, 116–128. [CrossRef] [PubMed]
12. Lopata, A.; Kniss, A.; Löhr, F.; Rogov, V.V.; Dötsch, V. Ubiquitination in the ERAD Process. Int. J. Mol. Sci. 2020, 21, 5369.

[CrossRef] [PubMed]
13. Ferro-Novick, S.; Reggiori, F.; Brodsky, J.L. ER-Phagy, ER Homeostasis, and ER Quality Control: Implications for Disease. Trends

Biochem. Sci. 2021, 46, 630–639. [CrossRef] [PubMed]
14. Cherubini, A.; Zito, E. ER Stress as a Trigger of UPR and ER-Phagy in Cancer Growth and Spread. Front. Oncol. 2022, 12, 997235.

[CrossRef] [PubMed]
15. Littlejohns, B.; Heesom, K.; Angelini, G.D.; Suleiman, M.S. The Effect of Disease on Human Cardiac Protein Expression Profiles in

Paired Samples from Right and Left Ventricles. Clin. Proteom. 2014, 11, 34. [CrossRef]
16. Ridker, P.M. C-Reactive Protein, Inflammation, and Cardiovascular Disease: Clinical Update. Texas Heart Inst. J. 2005, 32, 384–386.
17. Wu, L.; Li, H.; Li, X.; Chen, Y.; Zhang, Q.; Cheng, Z.; Fan, Y.; Song, G.; Qian, L. Peptidomic Analysis of Cultured Cardiomyocytes

Exposed to Acute Ischemic-Hypoxia. Cell. Physiol. Biochem. 2017, 41, 358–368. [CrossRef]
18. Vileigas, D.F.; Harman, V.M.; Freire, P.P.; Marciano, C.L.C.; Sant’Ana, P.G.; de Souza, S.L.B.; Mota, G.A.F.; da Silva, V.L.; Campos,

D.H.S.; Padovani, C.R.; et al. Landscape of Heart Proteome Changes in a Diet-Induced Obesity Model. Sci. Rep. 2019, 9, 18050.
[CrossRef]

19. Mi, S.; Jiang, H.; Zhang, L.; Xie, Z.; Zhou, J.; Sun, A.; Jin, H.; Ge, J. Regulation of Cardiac-Specific Proteins Expression by Moderate-
Intensity Aerobic Exercise Training in Mice With Myocardial Infarction Induced Heart Failure Using MS-Based Proteomics. Front.
Cardiovasc. Med. 2021, 8, 1100. [CrossRef]

20. de Carvalho, A.E.T.S.; Cordeiro, M.A.; Rodrigues, L.S.; Ortolani, D.; Spadari, R.C. Stress-Induced Differential Gene Expression in
Cardiac Tissue. Sci. Rep. 2021, 11, 9129. [CrossRef]

21. Cauwenberghs, N.; Sabovčik, F.; Magnus, A.; Haddad, F.; Kuznetsova, T. Proteomic Profiling for Detection of Early-Stage Heart
Failure in the Community. ESC Heart Fail. 2021, 8, 2928–2939. [CrossRef] [PubMed]

22. Rasmussen, T.L.; Ma, Y.; Park, C.Y.; Harriss, J.; Pierce, S.A.; Dekker, J.D.; Valenzuela, N.; Srivastava, D.; Schwartz, R.J.; Stewart,
M.D.; et al. Smyd1 Facilitates Heart Development by Antagonizing Oxidative and ER Stress Responses. PLoS ONE 2015, 10,
e0121765. [CrossRef] [PubMed]

23. Bozi, L.H.M.; Takano, A.P.C.; Campos, J.C.; Rolim, N.; Dourado, P.M.M.; Voltarelli, V.A.; Wisløff, U.; Ferreira, J.C.B.; Barreto-
Chaves, M.L.M.; Brum, P.C. Endoplasmic Reticulum Stress Impairs Cardiomyocyte Contractility through JNK-Dependent
Upregulation of BNIP3. Int. J. Cardiol. 2018, 272, 194–201. [CrossRef] [PubMed]

24. Burgeiro, A.; Fonseca, A.C.; Espinoza, D.; Carvalho, L.; Lourenço, N.; Antunes, M.; Carvalho, E. Proteostasis in Epicardial versus
Subcutaneous Adipose Tissue in Heart Failure Subjects with and without Diabetes. Biochim. Biophys. Acta Mol. Basis Dis. 2018,
1864 Pt A, 2183–2198. [CrossRef]

25. Shimizu, T.; Maruyama, K.; Kawamura, T.; Urade, Y.; Wada, Y. PERK Participates in Cardiac Valve Development via Fatty Acid
Oxidation and Endocardial-Mesenchymal Transformation. Sci. Rep. 2020, 10, 20094. [CrossRef]

https://doi.org/10.1016/j.ceb.2009.04.004
https://www.ncbi.nlm.nih.gov/pubmed/19447593
https://doi.org/10.1007/s00018-015-2052-6
https://www.ncbi.nlm.nih.gov/pubmed/26433683
https://doi.org/10.18632/aging.100851
https://www.ncbi.nlm.nih.gov/pubmed/26627053
https://doi.org/10.3390/cells9091994
https://www.ncbi.nlm.nih.gov/pubmed/32872499
https://doi.org/10.1101/cshperspect.a013219
https://doi.org/10.1146/annurev-biochem-062209-093836
https://doi.org/10.1038/35008096
https://doi.org/10.1016/j.ceb.2004.09.012
https://doi.org/10.3389/fmolb.2020.575608
https://doi.org/10.1152/physrev.00038.2021
https://doi.org/10.1016/j.semcancer.2019.11.007
https://www.ncbi.nlm.nih.gov/pubmed/31838023
https://doi.org/10.3390/ijms21155369
https://www.ncbi.nlm.nih.gov/pubmed/32731622
https://doi.org/10.1016/j.tibs.2020.12.013
https://www.ncbi.nlm.nih.gov/pubmed/33509650
https://doi.org/10.3389/fonc.2022.997235
https://www.ncbi.nlm.nih.gov/pubmed/36408145
https://doi.org/10.1186/1559-0275-11-34
https://doi.org/10.1159/000456282
https://doi.org/10.1038/s41598-019-54522-2
https://doi.org/10.3389/fcvm.2021.732076
https://doi.org/10.1038/s41598-021-88267-8
https://doi.org/10.1002/ehf2.13375
https://www.ncbi.nlm.nih.gov/pubmed/34050710
https://doi.org/10.1371/journal.pone.0121765
https://www.ncbi.nlm.nih.gov/pubmed/25803368
https://doi.org/10.1016/j.ijcard.2018.08.070
https://www.ncbi.nlm.nih.gov/pubmed/30173922
https://doi.org/10.1016/j.bbadis.2018.03.025
https://doi.org/10.1038/s41598-020-77199-4


Int. J. Mol. Sci. 2023, 24, 9888 14 of 17

26. Blackwood, E.A.; Azizi, K.; Thuerauf, D.J.; Paxman, R.J.; Plate, L.; Kelly, J.W.; Wiseman, R.L.; Glembotski, C.C. Pharmacologic
ATF6 Activation Confers Global Protection in Widespread Disease Models by Reprograming Cellular Proteostasis. Nat. Commun.
2019, 10, 187. [CrossRef]

27. Steiger, D.; Yokota, T.; Li, J.; Ren, S.; Minamisawa, S.; Wang, Y. The Serine/Threonine-Protein Kinase/Endoribonuclease IRE1α
Protects the Heart against Pressure Overload-Induced Heart Failure. J. Biol. Chem. 2018, 293, 9652–9661. [CrossRef]

28. Shimizu, T.; Taguchi, A.; Higashijima, Y.; Takubo, N.; Kanki, Y.; Urade, Y.; Wada, Y. PERK-Mediated Suppression of MicroRNAs
by Sildenafil Improves Mitochondrial Dysfunction in Heart Failure. iScience 2020, 23, 101410. [CrossRef]

29. Glembotski, C.C.; Arrieta, A.; Blackwood, E.A.; Stauffer, W.T. ATF6 as a Nodal Regulator of Proteostasis in the Heart. Front.
Physiol. 2020, 11, 267. [CrossRef]

30. Al-Yacoub, N.; Colak, D.; Mahmoud, S.A.; Hammonds, M.; Muhammed, K.; Al-Harazi, O.; Assiri, A.M.; Al-Buraiki, J.; Al-Habeeb,
W.; Poizat, C. Mutation in FBXO32 Causes Dilated Cardiomyopathy through Up-Regulation of ER-Stress Mediated Apoptosis.
Commun. Biol. 2021, 4, 884. [CrossRef]

31. Yao, Y.; Lu, Q.; Hu, Z.; Yu, Y.; Chen, Q.; Wang, Q.K. A Non-Canonical Pathway Regulates ER Stress Signaling and Blocks ER
Stress-Induced Apoptosis and Heart Failure. Nat. Commun. 2017, 8, 133. [CrossRef] [PubMed]

32. Okada, K.I.; Minamino, T.; Tsukamoto, Y.; Liao, Y.; Tsukamoto, O.; Takashima, S.; Hirata, A.; Fujita, M.; Nagamachi, Y.;
Nakatani, T.; et al. Prolonged Endoplasmic Reticulum Stress in Hypertrophic and Failing Heart after Aortic Constriction:
Possible Contribution of Endoplasmic Reticulum Stress to Cardiac Myocyte Apoptosis. Circulation 2004, 110, 705–712. [CrossRef]
[PubMed]

33. Yamaguchi, O.; Higuchi, Y.; Hirotani, S.; Kashiwase, K.; Nakayama, H.; Hikoso, S.; Takeda, T.; Watanabe, T.; Asahi, M.; Taniike,
M.; et al. Targeted Deletion of Apoptosis Signal-Regulating Kinase 1 Attenuates Left Ventricular Remodeling. Proc. Natl. Acad.
Sci. USA 2003, 100, 15883–15888. [CrossRef]

34. Zhou, Y.; Murugan, D.D.; Khan, H.; Huang, Y.; Cheang, W.S. Roles and Therapeutic Implications of Endoplasmic Reticulum
Stress and Oxidative Stress in Cardiovascular Diseases. Antioxidants 2021, 10, 1167. [CrossRef] [PubMed]

35. Wang, S.; Binder, P.; Fang, Q.; Wang, Z.; Xiao, W.; Liu, W.; Wang, X. Endoplasmic Reticulum Stress in the Heart: Insights into
Mechanisms and Drug Targets. Br. J. Pharmacol. 2018, 175, 1293–1304. [CrossRef] [PubMed]

36. Minamino, T.; Kitakaze, M. ER Stress in Cardiovascular Disease. J. Mol. Cell. Cardiol. 2010, 48, 1105–1110. [CrossRef]
37. Ren, J.; Bi, Y.; Sowers, J.R.; Hetz, C.; Zhang, Y. Endoplasmic Reticulum Stress and Unfolded Protein Response in Cardiovascular

Diseases. Nat. Rev. Cardiol. 2021, 18, 499–521. [CrossRef]
38. Chipurupalli, S.; Samavedam, U.; Robinson, N. Crosstalk Between ER Stress, Autophagy and Inflammation. Front. Med. 2021,

8, 758311. [CrossRef]
39. Lemmer, I.L.; Willemsen, N.; Hilal, N.; Bartelt, A. A Guide to Understanding Endoplasmic Reticulum Stress in Metabolic

Disorders. Mol. Metab. 2021, 47, 101169. [CrossRef]
40. Urano, F.; Wang, X.; Bertolotti, A.; Zhang, Y.; Chung, P.; Harding, H.P.; Ron, D. Coupling of Stress in the ER to Activation of JNK

Protein Kinases by Transmembrane Protein Kinase IRE1. Science 2000, 287, 664–666. [CrossRef]
41. Nakagawa, H.; Umemura, A.; Taniguchi, K.; Font-Burgada, J.; Dhar, D.; Ogata, H.; Zhong, Z.; Valasek, M.A.; Seki, E.; Hidalgo,

J.; et al. ER Stress Cooperates with Hypernutrition to Trigger TNF-Dependent Spontaneous HCC Development. Cancer Cell 2014,
26, 331–343. [CrossRef] [PubMed]

42. Nishitoh, H.; Matsuzawa, A.; Tobiume, K.; Saegusa, K.; Takeda, K.; Inoue, K.; Hori, S.; Kakizuka, A.; Ichijo, H. ASK1 Is Essential
for Endoplasmic Reticulum Stress-Induced Neuronal Cell Death Triggered by Expanded Polyglutamine Repeats. Genes Dev. 2002,
16, 1345–1355. [CrossRef]

43. Hillary, R.F.; FitzGerald, U. A Lifetime of Stress: ATF6 in Development and Homeostasis. J. Biomed. Sci. 2018, 25, 48. [CrossRef]
[PubMed]

44. Park, S.-M.; Kang, T.-I.; So, J.-S. Roles of XBP1s in Transcriptional Regulation of Target Genes. Biomedicines 2021, 9, 791. [CrossRef]
[PubMed]

45. Yang, H.; Ni, H.-M.; Guo, F.; Ding, Y.; Shi, Y.-H.; Lahiri, P.; Fröhlich, L.F.; Rülicke, T.; Smole, C.; Schmidt, V.C.; et al. Sequestosome
1/P62 Protein Is Associated with Autophagic Removal of Excess Hepatic Endoplasmic Reticulum in Mice. J. Biol. Chem. 2016, 291,
18663–18674. [CrossRef] [PubMed]

46. Snyder, J.T.; Darko, C.; Sharma, R.B.; Alonso, L.C. Endoplasmic Reticulum Stress Induced Proliferation Remains Intact in Aging
Mouse β-Cells. Front. Endocrinol. 2021, 12, 734079. [CrossRef] [PubMed]

47. Legg, K. Defective UPR Linked to β-Cell Dedifferentiation. Nat. Rev. Endocrinol. 2022, 18, 716. [CrossRef] [PubMed]
48. Turishcheva, E.; Vildanova, M.; Onishchenko, G.; Smirnova, E. The Role of Endoplasmic Reticulum Stress in Differentiation of

Cells of Mesenchymal Origin. Biochemistry 2022, 87, 916–931. [CrossRef]
49. Nakanishi, K.; Sudo, T.; Morishima, N. Endoplasmic Reticulum Stress Signaling Transmitted by ATF6 Mediates Apoptosis during

Muscle Development. J. Cell Biol. 2005, 169, 555–560. [CrossRef]
50. Gallot, Y.S.; Bohnert, K.R.; Straughn, A.R.; Xiong, G.; Hindi, S.M.; Kumar, A. PERK Regulates Skeletal Muscle Mass and Contractile

Function in Adult Mice. FASEB J. 2019, 33, 1946–1962. [CrossRef]
51. Tokutake, Y.; Yamada, K.; Hayashi, S.; Arai, W.; Watanabe, T.; Yonekura, S. IRE1-XBP1 Pathway of the Unfolded Protein Response

Is Required during Early Differentiation of C2C12 Myoblasts. Int. J. Mol. Sci. 2019, 21, 182. [CrossRef] [PubMed]

https://doi.org/10.1038/s41467-018-08129-2
https://doi.org/10.1074/jbc.RA118.003448
https://doi.org/10.1016/j.isci.2020.101410
https://doi.org/10.3389/fphys.2020.00267
https://doi.org/10.1038/s42003-021-02391-9
https://doi.org/10.1038/s41467-017-00171-w
https://www.ncbi.nlm.nih.gov/pubmed/28743963
https://doi.org/10.1161/01.CIR.0000137836.95625.D4
https://www.ncbi.nlm.nih.gov/pubmed/15289376
https://doi.org/10.1073/pnas.2136717100
https://doi.org/10.3390/antiox10081167
https://www.ncbi.nlm.nih.gov/pubmed/34439415
https://doi.org/10.1111/bph.13888
https://www.ncbi.nlm.nih.gov/pubmed/28548229
https://doi.org/10.1016/j.yjmcc.2009.10.026
https://doi.org/10.1038/s41569-021-00511-w
https://doi.org/10.3389/fmed.2021.758311
https://doi.org/10.1016/j.molmet.2021.101169
https://doi.org/10.1126/science.287.5453.664
https://doi.org/10.1016/j.ccr.2014.07.001
https://www.ncbi.nlm.nih.gov/pubmed/25132496
https://doi.org/10.1101/gad.992302
https://doi.org/10.1186/s12929-018-0453-1
https://www.ncbi.nlm.nih.gov/pubmed/29801500
https://doi.org/10.3390/biomedicines9070791
https://www.ncbi.nlm.nih.gov/pubmed/34356855
https://doi.org/10.1074/jbc.M116.739821
https://www.ncbi.nlm.nih.gov/pubmed/27325701
https://doi.org/10.3389/fendo.2021.734079
https://www.ncbi.nlm.nih.gov/pubmed/34531828
https://doi.org/10.1038/s41574-022-00766-4
https://www.ncbi.nlm.nih.gov/pubmed/36229677
https://doi.org/10.1134/S000629792209005X
https://doi.org/10.1083/jcb.200412024
https://doi.org/10.1096/fj.201800683RR
https://doi.org/10.3390/ijms21010182
https://www.ncbi.nlm.nih.gov/pubmed/31888027


Int. J. Mol. Sci. 2023, 24, 9888 15 of 17

52. Roy, A.; Tomaz da Silva, M.; Bhat, R.; Bohnert, K.R.; Iwawaki, T.; Kumar, A. The IRE1/XBP1 Signaling Axis Promotes Skeletal
Muscle Regeneration through a Cell Non-Autonomous Mechanism. Elife 2021, 10, e73215. [CrossRef] [PubMed]

53. Xiong, G.; Hindi, S.M.; Mann, A.K.; Gallot, Y.S.; Bohnert, K.R.; Cavener, D.R.; Whittemore, S.R.; Kumar, A. The PERK Arm of the
Unfolded Protein Response Regulates Satellite Cell-Mediated Skeletal Muscle Regeneration. Elife 2017, 6, e22871. [CrossRef]
[PubMed]

54. Mesbah Moosavi, Z.S.; Hood, D.A. The Unfolded Protein Response in Relation to Mitochondrial Biogenesis in Skeletal Muscle
Cells. Am. J. Physiol. Cell Physiol. 2017, 312, C583–C594. [CrossRef]

55. Bhattarai, K.R.; Riaz, T.A.; Kim, H.-R.; Chae, H.-J. The Aftermath of the Interplay between the Endoplasmic Reticulum Stress
Response and Redox Signaling. Exp. Mol. Med. 2021, 53, 151–167. [CrossRef]

56. Daverkausen-Fischer, L.; Pröls, F. Regulation of Calcium Homeostasis and Flux between the Endoplasmic Reticulum and the
Cytosol. J. Biol. Chem. 2022, 298, 102061. [CrossRef]

57. Madden, E.; Logue, S.E.; Healy, S.J.; Manie, S.; Samali, A. The Role of the Unfolded Protein Response in Cancer Progression: From
Oncogenesis to Chemoresistance. Biol. Cell 2019, 111, 1–17. [CrossRef]

58. Aghaei, M.; Dastghaib, S.; Aftabi, S.; Aghanoori, M.-R.; Alizadeh, J.; Mokarram, P.; Mehrbod, P.; Ashrafizadeh, M.; Zarrabi, A.;
McAlinden, K.D.; et al. The ER Stress/UPR Axis in Chronic Obstructive Pulmonary Disease and Idiopathic Pulmonary Fibrosis.
Life 2020, 11, 1. [CrossRef]

59. Mokarram, P.; Albokashy, M.; Zarghooni, M.; Moosavi, M.A.; Sepehri, Z.; Chen, Q.M.; Hudecki, A.; Sargazi, A.; Alizadeh, J.;
Moghadam, A.R.; et al. New Frontiers in the Treatment of Colorectal Cancer: Autophagy and the Unfolded Protein Response as
Promising Targets. Autophagy 2017, 13, 781–819. [CrossRef]

60. Ajoolabady, A.; Lindholm, D.; Ren, J.; Pratico, D. ER Stress and UPR in Alzheimer’s Disease: Mechanisms, Pathogenesis,
Treatments. Cell Death Dis. 2022, 13, 706. [CrossRef]

61. Steinberger, A.E.; Tecos, M.E.; Phelps, H.M.; Rubin, D.C.; Davidson, N.O.; Guo, J.; Warner, B.W. A Novel Maladaptive Unfolded
Protein Response as a Mechanism for Small Bowel Resection-Induced Liver Injury. Am. J. Physiol. Gastrointest. Liver Physiol. 2022,
323, G165–G176. [CrossRef] [PubMed]

62. Kimura, T.; Jain, A.; Choi, S.W.; Mandell, M.A.; Schroder, K.; Johansen, T.; Deretic, V. TRIM-Mediated Precision Autophagy
Targets Cytoplasmic Regulators of Innate Immunity. J. Cell Biol. 2015, 210, 973–989. [CrossRef] [PubMed]

63. Li, J.; Xie, J.; Wang, Y.-Z.; Gan, Y.-R.; Wei, L.; Ding, G.-W.; Ding, Y.-H.; Xie, D.-X. Overexpression of LncRNA Dancr Inhibits
Apoptosis and Enhances Autophagy to Protect Cardiomyocytes from Endoplasmic Reticulum Stress Injury via Sponging
MicroRNA-6324. Mol. Med. Rep. 2021, 23, 116. [CrossRef] [PubMed]

64. Mochida, K.; Nakatogawa, H. ER-Phagy: Selective Autophagy of the Endoplasmic Reticulum. EMBO Rep. 2022, 23, e55192.
[CrossRef]

65. Tschurtschenthaler, M.; Adolph, T.E.; Ashcroft, J.W.; Niederreiter, L.; Bharti, R.; Saveljeva, S.; Bhattacharyya, J.; Flak, M.B.; Shih,
D.Q.; Fuhler, G.M.; et al. Defective ATG16L1-Mediated Removal of IRE1α Drives Crohn’s Disease-like Ileitis. J. Exp. Med. 2017,
214, 401–422. [CrossRef]

66. Ji, C.H.; Kim, H.Y.; Heo, A.J.; Lee, S.H.; Lee, M.J.; Kim, S.B.; Srinivasrao, G.; Mun, S.R.; Cha-Molstad, H.; Ciechanover, A.; et al.
The N-Degron Pathway Mediates ER-Phagy. Mol. Cell 2019, 75, 1058–1072.e9. [CrossRef]

67. Kraft, C.; Deplazes, A.; Sohrmann, M.; Peter, M. Mature Ribosomes Are Selectively Degraded upon Starvation by an Autophagy
Pathway Requiring the Ubp3p/Bre5p Ubiquitin Protease. Nat. Cell Biol. 2008, 10, 602–610. [CrossRef]

68. Ossareh-Nazari, B.; Bonizec, M.; Cohen, M.; Dokudovskaya, S.; Delalande, F.; Schaeffer, C.; Van Dorsselaer, A.; Dargemont, C.
Cdc48 and Ufd3, New Partners of the Ubiquitin Protease Ubp3, Are Required for Ribophagy. EMBO Rep. 2010, 11, 548–554.
[CrossRef]

69. Zheng, W.; Xie, W.; Yin, D.; Luo, R.; Liu, M.; Guo, F. ATG5 and ATG7 Induced Autophagy Interplays with UPR via PERK
Signaling. Cell Commun. Signal. 2019, 17, 42. [CrossRef]

70. Liao, Y.; Duan, B.; Zhang, Y.; Zhang, X.; Xia, B. Excessive ER-Phagy Mediated by the Autophagy Receptor FAM134B Results in ER
Stress, the Unfolded Protein Response, and Cell Death in HeLa Cells. J. Biol. Chem. 2019, 294, 20009–20023. [CrossRef]

71. Li, S.; Li, H.; Yang, D.; Yu, X.; Irwin, D.M.; Niu, G.; Tan, H. Excessive Autophagy Activation and Increased Apoptosis Are
Associated with Palmitic Acid-Induced Cardiomyocyte Insulin Resistance. J. Diabetes Res. 2017, 2017, 2376893. [CrossRef]
[PubMed]

72. Prola, A.; Nichtova, Z.; Pires Da Silva, J.; Piquereau, J.; Monceaux, K.; Guilbert, A.; Gressette, M.; Ventura-Clapier, R.; Garnier,
A.; Zahradnik, I.; et al. Endoplasmic Reticulum Stress Induces Cardiac Dysfunction through Architectural Modifications and
Alteration of Mitochondrial Function in Cardiomyocytes. Cardiovasc. Res. 2019, 115, 328–342. [CrossRef] [PubMed]

73. Nie, J.; Duan, Q.; He, M.; Li, X.; Wang, B.; Zhou, C.; Wu, L.; Wen, Z.; Chen, C.; Wang, D.W.; et al. Ranolazine Prevents Pressure
Overload-Induced Cardiac Hypertrophy and Heart Failure by Restoring Aberrant Na(+) and Ca(2+) Handling. J. Cell. Physiol.
2019, 234, 11587–11601. [CrossRef] [PubMed]

74. Liu, X.; Kwak, D.; Lu, Z.; Xu, X.; Fassett, J.; Wang, H.; Wei, Y.; Cavener, D.R.; Hu, X.; Hall, J.; et al. Endoplasmic Reticulum Stress
Sensor Protein Kinase R-like Endoplasmic Reticulum Kinase (PERK) Protects against Pressure Overload-Induced Heart Failure
and Lung Remodeling. Hypertension 2014, 64, 738–744. [CrossRef]

https://doi.org/10.7554/eLife.73215
https://www.ncbi.nlm.nih.gov/pubmed/34812145
https://doi.org/10.7554/eLife.22871
https://www.ncbi.nlm.nih.gov/pubmed/28332979
https://doi.org/10.1152/ajpcell.00320.2016
https://doi.org/10.1038/s12276-021-00560-8
https://doi.org/10.1016/j.jbc.2022.102061
https://doi.org/10.1111/boc.201800050
https://doi.org/10.3390/life11010001
https://doi.org/10.1080/15548627.2017.1290751
https://doi.org/10.1038/s41419-022-05153-5
https://doi.org/10.1152/ajpgi.00302.2021
https://www.ncbi.nlm.nih.gov/pubmed/35727920
https://doi.org/10.1083/jcb.201503023
https://www.ncbi.nlm.nih.gov/pubmed/26347139
https://doi.org/10.3892/mmr.2020.11755
https://www.ncbi.nlm.nih.gov/pubmed/33300079
https://doi.org/10.15252/embr.202255192
https://doi.org/10.1084/jem.20160791
https://doi.org/10.1016/j.molcel.2019.06.028
https://doi.org/10.1038/ncb1723
https://doi.org/10.1038/embor.2010.74
https://doi.org/10.1186/s12964-019-0353-3
https://doi.org/10.1074/jbc.RA119.008709
https://doi.org/10.1155/2017/2376893
https://www.ncbi.nlm.nih.gov/pubmed/29318158
https://doi.org/10.1093/cvr/cvy197
https://www.ncbi.nlm.nih.gov/pubmed/30084984
https://doi.org/10.1002/jcp.27791
https://www.ncbi.nlm.nih.gov/pubmed/30488495
https://doi.org/10.1161/HYPERTENSIONAHA.114.03811


Int. J. Mol. Sci. 2023, 24, 9888 16 of 17

75. Jin, J.-K.; Blackwood, E.A.; Azizi, K.; Thuerauf, D.J.; Fahem, A.G.; Hofmann, C.; Kaufman, R.J.; Doroudgar, S.; Glembotski, C.C.
ATF6 Decreases Myocardial Ischemia/Reperfusion Damage and Links ER Stress and Oxidative Stress Signaling Pathways in the
Heart. Circ. Res. 2017, 120, 862–875. [CrossRef] [PubMed]

76. Wang, Z.V.; Deng, Y.; Gao, N.; Pedrozo, Z.; Li, D.L.; Morales, C.R.; Criollo, A.; Luo, X.; Tan, W.; Jiang, N.; et al. Spliced X-Box
Binding Protein 1 Couples the Unfolded Protein Response to Hexosamine Biosynthetic Pathway. Cell 2014, 156, 1179–1192.
[CrossRef] [PubMed]

77. Fu, H.Y.; Okada, K.; Liao, Y.; Tsukamoto, O.; Isomura, T.; Asai, M.; Sawada, T.; Okuda, K.; Asano, Y.; Sanada, S.; et al. Ablation
of C/EBP Homologous Protein Attenuates Endoplasmic Reticulum-Mediated Apoptosis and Cardiac Dysfunction Induced by
Pressure Overload. Circulation 2010, 122, 361–369. [CrossRef] [PubMed]

78. Doroudgar, S.; Völkers, M.; Thuerauf, D.J.; Khan, M.; Mohsin, S.; Respress, J.L.; Wang, W.; Gude, N.; Müller, O.J.; Wehrens,
X.H.T.; et al. Hrd1 and ER-Associated Protein Degradation, ERAD, Are Critical Elements of the Adaptive ER Stress Response in
Cardiac Myocytes. Circ. Res. 2015, 117, 536–546. [CrossRef] [PubMed]

79. Yang, S.; Wu, M.; Li, X.; Zhao, R.; Zhao, Y.; Liu, L.; Wang, S. Role of Endoplasmic Reticulum Stress in Atherosclerosis and Its
Potential as a Therapeutic Target. Oxid. Med. Cell. Longev. 2020, 2020, 9270107. [CrossRef]

80. Hu, J.; Huang, C.-X.; Rao, P.-P.; Cao, G.-Q.; Zhang, Y.; Zhou, J.-P.; Zhu, L.-Y.; Liu, M.-X.; Zhang, G.-G. MicroRNA-155 Inhibition
Attenuates Endoplasmic Reticulum Stress-Induced Cardiomyocyte Apoptosis Following Myocardial Infarction via Reducing
Macrophage Inflammation. Eur. J. Pharmacol. 2019, 857, 172449. [CrossRef]

81. Toro, R.; Pérez-Serra, A.; Mangas, A.; Campuzano, O.; Sarquella-Brugada, G.; Quezada-Feijoo, M.; Ramos, M.; Alcalá, M.;
Carrera, E.; García-Padilla, C.; et al. MiR-16-5p Suppression Protects Human Cardiomyocytes against Endoplasmic Reticulum
and Oxidative Stress-Induced Injury. Int. J. Mol. Sci. 2022, 23, 1036. [CrossRef] [PubMed]

82. Alonso-Villa, E.; Bonet, F.; Hernandez-Torres, F.; Campuzano, Ó.; Sarquella-Brugada, G.; Quezada-Feijoo, M.; Ramos, M.; Mangas,
A.; Toro, R. The Role of MicroRNAs in Dilated Cardiomyopathy: New Insights for an Old Entity. Int. J. Mol. Sci. 2022, 23, 3573.
[CrossRef] [PubMed]

83. Demirel-Yalciner, T.; Sozen, E.; Ozer, N.K. Endoplasmic Reticulum Stress and MiRNA Impairment in Aging and Age-Related
Diseases. Front. Aging 2021, 2, 790702. [CrossRef] [PubMed]

84. Zhao, L.; Jiang, S.; Wu, N.; Shi, E.; Yang, L.; Li, Q. MiR-17-5p-Mediated Endoplasmic Reticulum Stress Promotes Acute Myocardial
Ischemia Injury through Targeting Tsg101. Cell Stress Chaperones 2021, 26, 77–90. [CrossRef] [PubMed]

85. Bischoff, F.C.; Werner, A.; John, D.; Boeckel, J.-N.; Melissari, M.-T.; Grote, P.; Glaser, S.F.; Demolli, S.; Uchida, S.; Michalik,
K.M.; et al. Identification and Functional Characterization of Hypoxia-Induced Endoplasmic Reticulum Stress Regulating
LncRNA (HypERlnc) in Pericytes. Circ. Res. 2017, 121, 368–375. [CrossRef]

86. Li, X.; Zhao, J.; Geng, J.; Chen, F.; Wei, Z.; Liu, C.; Zhang, X.; Li, Q.; Zhang, J.; Gao, L.; et al. Long Non-Coding RNA MEG3
Knockdown Attenuates Endoplasmic Reticulum Stress-Mediated Apoptosis by Targeting P53 Following Myocardial Infarction.
J. Cell. Mol. Med. 2019, 23, 8369–8380. [CrossRef]

87. Li, W.; He, P.; Huang, Y.; Li, Y.-F.; Lu, J.; Li, M.; Kurihara, H.; Luo, Z.; Meng, T.; Onishi, M.; et al. Selective Autophagy of
Intracellular Organelles: Recent Research Advances. Theranostics 2021, 11, 222–256. [CrossRef]

88. Chen, J.; Hu, Q.; Zhang, B.-F.; Liu, X.-P.; Yang, S.; Jiang, H. Long Noncoding RNA UCA1 Inhibits Ischaemia/Reperfusion
Injury Induced Cardiomyocytes Apoptosis via Suppression of Endoplasmic Reticulum Stress. Genes Genom. 2019, 41, 803–810.
[CrossRef]

89. Bai, Y.; Zhang, Y.; Han, B.; Yang, L.; Chen, X.; Huang, R.; Wu, F.; Chao, J.; Liu, P.; Hu, G.; et al. Circular RNA DLGAP4 Ameliorates
Ischemic Stroke Outcomes by Targeting MiR-143 to Regulate Endothelial-Mesenchymal Transition Associated with Blood-Brain
Barrier Integrity. J. Neurosci. 2018, 38, 32–50. [CrossRef]

90. Zhu, C.; Wang, M.; Yu, X.; Shui, X.; Tang, L.; Chen, Z.; Xiong, Z. LncRNA NBR2 Attenuates Angiotensin II-Induced Myocardial
Hypertrophy through Repressing ER Stress via Activating LKB1/AMPK/Sirt1 Pathway. Bioengineered 2022, 13, 13667–13679.
[CrossRef]

91. Qiu, Z.; Chen, W.; Liu, Y.; Jiang, B.; Yin, L.; Chen, X. LncRNA AC061961.2 Overexpression Inhibited Endoplasmic Reticulum
Stress Induced Apoptosis in Dilated Cardiomyopathy Rats and Cardiomyocytes via Activating Wnt/β-Catenin Pathway. J. Recept.
Signal Transduct. Res. 2021, 41, 494–503. [CrossRef] [PubMed]

92. Wang, S.; Duan, J.; Liao, J.; Wang, Y.; Xiao, X.; Li, L.; Liu, Y.; Gu, H.; Yang, P.; Fu, D.; et al. LncRNA H19 Inhibits ER Stress Induced
Apoptosis and Improves Diabetic Cardiomyopathy by Regulating PI3K/AKT/MTOR Axis. Aging 2022, 14, 6809–6828. [CrossRef]
[PubMed]

93. Libby, P.; Buring, J.E.; Badimon, L.; Hansson, G.K.; Deanfield, J.; Bittencourt, M.S.; Tokgözoğlu, L.; Lewis, E.F. Atherosclerosis.
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