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Abstract: Nur77 belongs to the NR4A subgroup of the nuclear receptor superfamily. Unlike other 
nuclear receptors, a natural ligand for Nur77 has not been identified yet. However, a few small 
molecules can interact with this receptor and induce a conformational change to mediate its activity. 
The expression and activation of Nur77 can be rapidly increased using various physiological and 
pathological stimuli. In vivo and in vitro studies have demonstrated its regulatory role in tissues and 
cells of multiple systems by means of participation in cell differentiation, apoptosis, metabolism, 
mitochondrial homeostasis, and other processes. Although research on Nur77 in the pathophysiol-
ogy of the central nervous system (CNS) is currently limited, the present data support the fact that 
Nur77 is involved in many neurological disorders such as stroke, multiple sclerosis, Parkinson’s 
disease. This indicates that activation of Nur77 has considerable potential in treating these diseases. 
This review summarizes the regulatory mechanisms of Nur77 in CNS diseases and presents avail-
able evidence for its potential as targeted therapy, especially for cerebrovascular and inflammation-
related CNS diseases. 
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1. INTRODUCTION 

 Nur77, a member of the nuclear receptor family, is found 
in a variety of tissues and cells. The regulation of its expres-
sion is both cell-dependent and time-dependent, resulting in 
different influences on gene expression and transcription, 
according to tissue requirements. For instance, the colocali-
zation and overexpression of Nur77 in the nucleus and cyto-
plasm of high grade serous ovarian cancers (HGSOC) cells 
was in accordance with significantly shorter survival time in 
ovarian cancer patients [1], while Nur77 in the cardiovascu-
lar system reduced the risk of atherosclerosis [2]. Odila et al. 
revealed that in the central nervous system (CNS), Nur77 
had a widespread expression throughout all regions of the 
cerebral cortex and selective expression in the limbic system 
and cerebellum, suggesting that it may have shared roles in 
the regulation of limbic-associated behavioral, cognitive, and 
motor function [3]. In recent years, several studies have fo-
cused on the relation between Nur77 and CNS. Therefore, 
this article reviews the functions of Nur77 in the CNS, its 
association with the diseases involved, and its potential as 
therapeutic targets. 

2. STRUCTURAL CHARACTERISTICS OF NUR77 
 Nur77 is a member of NR4A subgroup in the nuclear 
receptor family, also called human homologue testicular  
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receptor 3(TR3) [4] or rat homologue nerve growth factor 
inducible gene B (NGFI-B) [5]. Here, we refer to them col-
lectively as Nur77. Like other members of this orphan nu-
clear receptor, such as NR4A2 (Nur-related factor 1, Nurr1) 
and NR4A3 (Neuron-derived orphan receptor 1, NOR-1), 
Nur77 has a transcriptional domain with variable lengths of 
amino acids at the amino terminal, which contains (a) a 
ligand-independent activation function 1(AF-1) responsible 
for interacting with other transcription factors and regulating 
transcription activity, (b) a DNA-binding domain (DBD) in 
the middle which consists of two zinc-finger motifs that can 
interact specifically with DNA sequences, in which high 
homology amino acid sequences can recognize highly con-
served DNA regions, and (c) a ligand binding domain (LBD) 
at the carboxyl terminus containing a ligand-dependent acti-
vation function 1 (AF-2) which can specially connect with 
corresponding ligands to change molecular conformation to 
make Nur77 have transcriptional activity [3, 6-8]. 

3. BIOLOGICAL FUNCTIONS OF NUR77 

 There has been no identification of a natural ligand for 
Nur77 yet. It can be initially cloned as an immediate-early 
response gene when treated by growth factors [9], cytokines, 
peptide hormones, neurotransmitters [10] and stress [11], 
and it also interacts with multiple transcription factors, tran-
scription co-regulators, or kinases to form homodimers or 
heterodimers [12]. Hence, the activity and function of Nur77 
are regulated by its expression level, post-translational modi-
fication and subcellular location. It can also participate in the 
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control of various cellular events including proliferation, 
differentiation, apoptosis, metabolism, and inflammation. 

3.1. Cell Differentiation, Survival, and Apoptosis 

 Several studies have confirmed that Nur77 can regulate 
the activation of cells by changing the expression level, 
when exposed to extracellular stimuli, thereby affecting cell 
differentiation and phenotype. For example, Tomioka et al. 
reported that trichostatin A (TSA) can induce neurite out-
growth in PC12 cells and stimulate mRNA and protein ex-
pression of the Nur77 gene. The deletion of the Nur77 gene 
inhibited the growth of neurites induced by TSA. Moreover, 
the ectopic expression of Nur77 significantly induced the 
formation of neuronal projections in PC12 cells. Thus, 
Nur77 is crucial for TSA-induced neuronal differentiation 
[13]. Hanna et al. found that the deletion of the Nur77 gene 
from hematopoietic cells in Nur77 knockout mice resulted in 
the loss of monocytes, especially patrolling Ly6C- mono-
cytes. At the same time, the few remaining cells in the bone 
marrow still remained in the S phase of the cell cycle and 
underwent apoptosis, suggesting that Nur77 is the master 
regulator of the differentiation and survival of patrolling 
Ly6C- monocytes [14]. In contrast, Nur77 can affect macro-
phages or microglia to show two different phenotypes, namely 
type 1 (M1) and type 2 (M2) macrophages/microglia. The 
Nur77-deficient microglia were polarized to an enhanced 
type 1 (M1) and secreted pro-inflammatory cytokines such 
as TNF-ɑ, interferon (IFN)-γ, interleukin (IL)-12, IL-23, IL-
6, and iNOS [15]. T cells are another type of cells influenced 
by Nur77. While the proper expression of Nur77 can promote 
the development of Treg cells by stimulating Foxp3 expression 
in an experimental autoimmune encephalomyelitis (EAE) 
model [16], the abnormal regulation of Nur77 leads to 
changes in T cell subsets, which are manifested as increased 
Th1/Th17 cells and decreased Treg cells [15]. In general, 
Nur77-mediated signaling pathways may be a key target for 
the development of therapies that regulate cell differentiation 
and control inflammatory events in the early stages of the 
disease. 

 Many studies have suggested that Nur77 mediates apop-
tosis as a transcription factor when subjected to pathological 
stimulation or even under normal physiological conditions. 
We believe that Nur77 can lead to apoptosis in neurological 
diseases owing to many reasons. One reason is the specific-
ity of cell expression. Hao et al. found that Nur77- deleted 
N2a cells (a type of mouse neuroblastoma cells) after hy-
poxia–reoxygenation (HR) treatment, had decreased expres-
sion and activity of the apoptosis-related caspase-3, and 
caspase-9, when compared with the control group [17]. This 
study demonstrated that Nur77 is indispensable for the in-
duction of apoptosis. Interestingly, in an in vitro cerebral 
ischemia model, both overexpression and lack of Nur77 in-
fluenced the activity and apoptosis of primary neural cells. 
Increasing the expression of Nur77 even reduced caspase-9 
and cytochrome C (cyto C) to inhibit apoptosis [18]. In addi-
tion, as a nuclear transcription factor, Nur77 is located in the 
nucleus in the resting state. The earliest studies showed that 
apoptosis of cells, induced by cyto C release after activation 
of Nur77 localized to mitochondria, was the main form of 
apoptosis caused by Nur77 heterotopia [18]. It can be seen 

that changes in intracellular localization of Nur77 are neces-
sary for the pro-apoptotic activity of Nur77. Therefore, some 
studies have paid attention to factors affecting the subcellular 
localization of Nur77 [19]. Retinoid X receptor (RXR) is 
required for Nur77 to be transferred from the nucleus and 
targeted into the mitochondria. Studies have shown that 
IGFBP-3 (Insulin-like growth factor binding protein-3) can 
interact with Nur77 in the cytoplasm, resulting in rapid mito-
chondrial translocation of RXRɑ-Nur77 dimer, thereby in-
creasing mitochondrial membrane permeability. This leads 
to the leakage of cyto C from the mitochondrial matrix into 
the cytoplasm and activation of the caspase-9/caspase-3 
pathway, which in turn mediates apoptosis [20]. Previous 
studies have also claimed that various signaling pathways 
that cause Nur77 activation are involved in Nur77-regulated 
apoptosis, including NF-κB, MAPK, ERK/ JUK, PKC, 
PI3K-AKT, among others. Activation of MAPK and phos-
phorylation at different sites can affect the activity of Nur77 
[21]. NF-κB in the nucleus can bind to the promoter of 
Nur77 and upregulate its expression, participating in the 
downstream apoptosis pathway [22]. PKC and phosphoryla-
tion of JUK promote the cytoplasmic localization of Nur77 
from the nucleus [23, 24]. Nur77 then converts B cell lym-
phoma 2 (Bcl-2) from an anti-apoptotic molecule to a pro-
apoptotic molecule through its interaction with Bcl-2 on the 
mitochondria [19] and endoplasmic reticulum (ER) [25], 
thus triggering mitochondria dysfunction and caspase activa-
tion [19]. In general, Nur77 has a dual role in mediating cell 
apoptosis and survival/proliferation (Fig. 1), which can be 
the focus in future research, especially in the CNS. 

3.2. Autophagy 

 Autophagy is a catabolic process that maintains cell ho-
meostasis. Under physiological and pathological conditions, 
its effects are bidirectional. On the one hand, phagocytosis of 
misfolded proteins and clearance of functionally impaired 
macromolecules and organelles are crucial to maintaining 
cell survival [26]. For example, autophagy (mitophagy) can 
remove the damaged mitochondria, and thus alleviate in-
flammation when organelles such as mitochondria are prone 
to dysfunction due to inflammatory mediators. Since Nur77 
can translocate from the nucleus to the cytoplasm under 
stress and other conditions, some studies have demonstrated 
its participation in the regulation of autophagy through dif-
ferent mechanisms (Fig. 1). Hu et al. found that ubiquiti-
nated Nur77 can translocate from the nucleus to the mito-
chondria, causing mitochondria-associated apoptotic path-
ways, and making mitochondria more sensitive to autophagy 
at the same time. Mitochondria with ubiquitinated Nur77 
were more susceptible to interaction with lysosomal 
p62/SQSTM1 for autophagy, leading to the clearing of dys-
functional mitochondria in order to protect cells and alleviate 
inflammation [27]. Parkin on mitochondria may also initiate 
mitochondrial autophagy by interacting with Nur77. translo-
cated into the mitochondria, and then recruiting Pink1 [28]. 
On the other hand, the persistence of autophagy or activation 
of autophagy under abnormal conditions may lead to the 
transformation of the original pro-survival effect to a pro-death 
effect. Thus, studying autophagy is also of great significance, 
especially in some infections and inflammation of cancer and 
neurodegenerative-related diseases [26]. Previous studies 
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have also suggested that Nur77 can participate in caspase-
dependent cell death by regulating autophagy, making Nur77 
a mediator of programmed cell death, bridging apoptotic, 
and nonapoptotic pathways. Nur77 translocated to the mito-
chondria can interact with the mitochondrial outer membrane 
Nix, and then enter the mitochondrial inner membrane 
through the Tom40 and Tom70 channel proteins. The per-
meability transition pore complex ANT1-VDAC1 induces 
autophagy by dissipating the mitochondrial membrane po-
tential. This process leads to excessive mitochondrial clear-
ance and irreversible cell death [29]. Jimena et al. demon-
strated that mutations in the transcriptional domain of Nur77 
can prevent cell death by modulating NK1R/SP- or IGF1R-
mediated autophagy [30]. This suggests that Nur77 may af-
fect autophagic cell death in a protective or destructive role. 

3.3. Nur77 and Inflammation 

 Inflammation is the normal physiological process of 
stress in the body. In this process, various immune mediators 
are recruited to damaged tissues to eliminate toxins and other 
harmful substances produced by them, so as to promote the 
restoration of normal tissue structure and function. However, 
the persistence of the inflammatory process or the body’s 
inability to eliminate it normally leads to a pathological in-
flammatory response, which is manifested as an imbalance 
between pro-inflammatory and anti-inflammatory factors. 
Many diseases in the CNS have abnormal elimination or 
persistence of inflammatory response. Various studies have 
shown that Nur77 has the potential to alleviate inflammatory 
diseases, and its anti-inflammatory effect has been confirmed 

in several experimental models. Therefore, the different ex-
pression of Nur77 in different cells, can regulate different 
processes in cytopathological pathogenesis to achieve anti-
inflammatory goals. Firstly, by regulating cell differentia-
tion, cells are transformed into anti-inflammatory pheno-
types. For example, Nur77 increased the anti-inflammatory 
phenotype of microglia or macrophages and reduced the 
production of pro-inflammatory factors such as IL-1β, IL-6, 
TNF-ɑ, and iNOS in a mouse model of sepsis [21]. The sec-
ond goal is to change the expression of key molecules in-
volved in the inflammatory pathways. In the lipopolysaccha-
ride (LPS) -stimulated inflammatory model, Nur77 can in-
hibit the binding of NF-κ B p65 with DNA and NF-κB activ-
ity, and antagonize the inflammatory response caused by the 
up-regulation of NF-κB expression [21]. The third goal is to 
regulate the metabolic state of cells involved in the inflam-
matory response. Liebmann et al. have proven that Nur77 
controls a complex metabolic network partly via interaction 
with the transcription factor ERRɑ mechanistically in T 
cells. Moreover, the loss of Nur77 expression in T cells in-
fluences the key processes of cell metabolism, such as mito-
chondrial respiration or glycolysis, which affect the recruit-
ment of T cells to the CNS, thereby facilitating the develop-
ment of T cell-mediated autoimmunity [31]. 

4. NUR77 AND CNS DISEASES 

 Several studies have reported the protective anti-
inflammatory role of Nur77 in multiple system diseases, but 
studies pertaining to its role in the CNS are still limited. 
Many CNS disease models in existing research show that 

 

Fig. (1). The mechanism of Nur77 regulating cell survival and apoptosis in CNS. Nur77 mediates cell apoptosis through caspase, endoplas-
mic reticulum stress, and mitochondrial autophagy, while the PI3K/AKT pathway is involved in Nur77-mediated cell survival. (A higher 
resolution / colour version of this figure is available in the electronic copy of the article). 
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lack of Nur77 leads to worsening of corresponding symp-
toms in mice and increases mortality, indicating that Nur77 
can play a protective role in neurological disease, and stress-
ing the need for further research into its corresponding 
mechanisms of regulation. 

4.1. Multiple Sclerosis (MS) 

 Multiple sclerosis (MS) is an autoimmune inflammatory 
disease that occurs in the CNS [32]. The EAE animal model 
of MS in humans is characterized by T cell-driven initiation 
of inflammation, which then migrates through the destructed 
blood-brain barrier (BBB) and infiltrates into the CNS pa-
renchyma. Infiltrated T cells can produce pro-inflammatory 
molecules that activate and chemoattract the CNS-resident 
microglia and peripheral macrophages, thus amplifying the 
CNS inflammatory response and leading to myelin destruc-
tion and axonal loss [32, 33]. Achiron et al. found that MS 
patients have reduced apoptosis of peripheral blood mono-
nuclear cells (PBMC), and further microarray results showed 
that the expression of Nur77 is down-regulated in peripheral 
blood mononuclear cells in the early stage of MS patients 
[34]. EAE rats with Nur77 deficiency produce more severe 
symptoms, and vitamin D3 treatment reduces the corre-
sponding symptoms by increasing the expression of Nur77 in 
the spleen and PBMC of EAE rats [35], suggesting that the 
occurrence of MS may be associated with abnormal regula-
tion of Nur77. 

 There are various regulatory mechanisms driven by 
Nur77 in the development of MS. It is well known that the 
key nodes of cell cycle and proliferation regulation are con-
trolled by cell metabolism [36]. Liebmann et al. experimen-
tally verified that Esrra promoter could directly bind to the 
Nur77 protein, significantly altering metabolic processes 
such as mitochondrial oxidative respiration of T cells and 
glycolysis. Nur77-deficient T cells can play a flexible trans-
formation in these two key energy pathways (mitochondrial 
respiration and glycolysis). Blocking these pathways using 
drugs and inhibiting Esrra expression can affect the prolif-
eration of T cells in mice with Nur77 deficiency, leading to 
the inhibition of the energy sources generated by the proc-
esses such as the change of T cell activation threshold and 
the production of pro-inflammatory factors caused by Nur77 
deficiency [31]. It can be seen that the role of Nur77 as the 
main regulatory gene in T cell metabolism is most likely in 
close interaction with other transcription factors. In addition, 
previous studies have suggested a link between the adrenal 
signaling system and the development of MS [37, 38]. 
Shaked et al. have further proven that the macrophages that 
produce norepinephrine (NE) are likely to be the link be-
tween the two [39]. At the early stage of EAE, monocytes 
and macrophages induced tyrosine hydroxylase (TH) and 
secreted NE. NE released by autocrine signaling caused a 
neuroinflammatory cascade, and produced IL-6 and other 
related chemokines, thus driving leukocytes to be raised in 
the CNS. Further experiments demonstrated that Nur77 ex-
pressed by monocyte-derived macrophages directly inhibited 
the transcription of the TH gene in macrophages by recruit-
ing the co-repressor CoREST complex to bind to the TH 
promoter. Furthermore, it restricted CNS inflammation 
caused by the passive transfer of brain-derived T cells. The 

Nur77 deletion prevented the assembly of the CoREST com-
plex, resulting in increased TH gene expression and NE se-
cretion, following NE and pro-inflammatory IL-6 reactivated 
mononuclear cell-derived macrophages by ɑ1 adrenergic 
receptors and gp130 receptors respectively, resulting in an 
aggravated vicious cycle of the inflammatory response, pro-
moting the recruitment of inflammatory cells such as T cells 
to the CNS [39]. The above-mentioned experimental results 
suggest that Nur77 could act as a regulator of both inflam-
mation and sympathetic systems, especially in cases of neu-
roinflammation. It is known that microglia play an important 
role in the occurrence and resolution of MS. The resident 
microglia of the CNS are instructed and activated by im-
mune mediators, upregulation of the pattern recognition re-
ceptors, and costimulatory molecules. NO and other sub-
stances produced by microglia activation can produce neuro-
toxic effects in CNS, leading to the destruction of the BBB, 
the transport and activation of peripheral T cells, initiation 
and expansion of inflammation, and eventually, the occur-
rence of diseases [40, 41]. In contrast, the phagocytosis of 
microglia and the synaptic interaction with neurons or other 
cells can help remove apoptotic neurons in the later stage of 
inflammation, therefore promoting remyelination by clearing 
the myelin stasis [42, 43]. By measuring the expression of 
Nur77 in organs, it was found that Nur77 mRNA levels were 
the most abundant in the brain and spinal cord under the rest-
ing state. Further experiments through Nur77 knock out mice 
and in vitro experiments verified that Nur77 prevented ex-
cessive activation of microglia by regulating the activation 
threshold of microglia in the early stage of EAE, regulated 
the ability of microglia to recruit T cells into the CNS, and 
inhibited the production of chronic inflammation. It could 
also affect arginine metabolism and NO production by regu-
lating the expression of arginase-1 and iNOS. Thus, the neu-
rotoxic effect caused by microglia was eliminated and the 
ability of microglia to recruit T cells to enter CNS was inhib-
ited [44]. In this study, Nur77 had no positive effect on the 
differentiation of T cells themselves, probably because this 
study focused on the regulation of Nur77 in the early stages 
of inflammation. Many studies have confirmed that Nur77 
plays a complicated role in T cell-mediated CNS autoimmu-
nity. Wang et al. found enhanced clinical signs and patholo-
gies in Nur77-/- EAE mice, accompanied by a decrease in 
regulatory T cells, an increase in pro-inflammatory 
Th1/Th17 cells in the CNS, and Th1 cells in the spleen. IFN-
γ and IL-17 in splenocytes also increased in number. The 
data were collected at the peak of day 21 of EAE induction, 
hence Nur77-mediated immunomodulatory mechanism such 
as T cell apoptosis and Treg induction may not have oc-
curred at the early stage of T cell activation, but at the stage 
when the T cells are fully activated and differentiated [15]. 
Liebmann et al. crossed Nur77KO mice with 2D2 mice to 
generate Nur77KO-2D2 mice, which developed a higher 
cumulative EAE score and had an increased number of CD4+ 
T cells in the CNS in vivo. Accordingly, restimulation of 
CNS-derived CD4+ T cells showed that Nur77-deficient 
CD4+ T cells produced significantly more IFN-γ than Nur77-
competent counterparts. Along these lines, Nur77KO mice in 
the active MOG35–55–induced EAE model also showed con-
sistent results, whereas Treg frequencies remained unaf-
fected. It is worth noting that in this research, the increased 
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production of proinflammatory cytokines by MOG35–55–
activated CD4+ T cells was already evident before disease 
onset (i.e., on day 10) [31]. Therefore, Nur77 seems to limit 
T cell responses very early in the initiation of T cell-
mediated autoimmunity. To sum up, the correlation between 
Nur77 and T cell-related autoimmunity is definite, which 
provides a new research direction for the treatment of in-
flammatory diseases of the nervous system. Further evidence 
is needed to confirm the relationship between the influence 
of Nur77 on T cell activation and differentiation and the oc-
currence and development of the disease. In addition, the 
molecular pathways and transcriptional events involved in 
the Nur77-mediated microglia and T cells still need to be 
studied in detail. Decreased expression of transcriptional 
activators or increased expression of transcriptional inhibi-
tors may alter Nur77 to be implicated in the pathogenesis of 
autoimmunity. Moreover, in the absence of genetic changes 
in the Nur77 gene, functional changes in Nur77 such as 
phosphorylation may affect autoimmunity, suggesting that 
Nur77-related molecules may become a new treatment for 
MS as well as other autoimmune diseases. 

4.2. Cerebrovascular Diseases 
 Cerebrovascular diseases refer to a variety of brain vas-
cular diseases, including cerebral atherosclerosis, stroke, 
cerebral hemorrhage, cerebral artery injury, cerebral aneu-
rysm, arteriovenous malformation, cerebral arteriovenous 
fistula, cerebral arteritis and so on, most of which are com-
monly characterized by ischemic or hemorrhagic accidents in 
brain tissue. Arterial remodeling is considered to be a key 
process in vascular diseases such as aneurysm formation and 
atherosclerosis [45]. In atherosclerosis, outward or expansive 
remodelling can compensate for luminal narrowing, and is a 
process that is beneficial to preserve local blood flow, and is 
associated with plaque instability [46, 47]. Bonta et al. dem-
onstrated that Nur77-transgenic mice exposed to flow-
induced, left carotid artery outward remodeling, post contra-
lateral carotid artery ligation showed reduced macrophage 
accumulation and caused lower MMP1 and MMP9 mRNA 
levels when compared with DTA or wild-type mice, which 
may explain a substantial reduction in outward remodeling 
[45]. Yang et al. found that overexpression of Nur77 firmly 
increased the thrombomodulin expression, weakened the 
TNF-ɑ–induced prothrombotic states in endothelial cells 
(ECs), and suppressed arterial thrombus formation in vivo. 
Furthermore, Nur77 deficiency increased susceptibility to 
arterial thrombus formation greatly, which proves the essen-
tial roles of the NR4A receptor in maintaining vascular ho-
meostasis of ECs and suggests that Nur77 may be a potential 
therapeutic target for inflammatory and thrombotic diseases 
[48]. Since Nur77 has different roles in inducing apoptosis, 
mediating cell differentiation and vascular remodeling, 
whether it has a protective effect in cerebrovascular disease 
is still unclear. Ischemic stroke caused by cerebrovascular 
obstruction accounts for 80% of all types of stroke, and can 
reduce cerebral blood flow. The subsequent hypoglycemic 
and hypoxic processes increase brain injury and lead to per-
manent neurological loss, making it one of the important 
causes of death in middle-aged and elderly patients world-
wide. Nowadays, an increasing number of studies have con-
sidered Nur77 as an important factor in the regulation of the 

pathological process of cerebrovascular disease. A few stud-
ies have proven that local cerebral ischemia can induce the 
expression of immediate early genes such as Nur77 mRNA 
and protein in the ischemic areas and in the ipsilateral cortex, 
and delayed expression of Nur77 in areas remote from the 
injury, prompting that Nur77 can participate in the regulation 
of late response gene expression and may affect the forma-
tion of neuronal remodeling, ischemia tolerance, and neuro-
psychosis after ischemia [11]. Further in vitro simulated 
cerebral ischemia experiments confirmed that up-regulated 
expression of Nur77 decreased apoptosis and apoptotic re-
lated protein expression. Therefore, active regulation of 
Nur77 protein expression or transcriptional activity may 
have beneficial effects on nerve self-protection [18]. The 
expression of Nur77 is also increased in hemorrhagic stroke; 
however, it is accompanied by an increase in the correspond-
ing apoptotic proteins including Bcl-2, cyto C, and caspase-
3. After using the Cyclosporin A (CsA), Nur77 localization 
was found to be restricted to the nucleus by immunohisto-
chemical analysis, and the expression and phosphorylation 
level of Nur77 were reduced. Thus, CsA can inhibit the 
transfer of Nur77 from the nucleus to the mitochondria-
mediated apoptosis pathway. It is suggested that the neuro-
protective effect of CsA may be related to the inhibition of 
the Nur77-dependent apoptotic pathway [49]. In another 
study in rats which were experimentally induced with suba-
rachnoid hemorrhage (SAH), researchers also found that 
after induction of SAH and injection of Cytosporone B (Csn-
B), an agonist for Nur77, Nur77 could promote cerebral cell 
apoptosis by mediating early brain injury and stimulating a 
conformational change in Bcl-2, leading to cyto C release 
[50]. Therefore, the effect of Nur77-mediated apoptosis on 
the prognosis of a stroke may be influenced by the type of 
stroke. Increased expression of Nur77 in ischemic stroke 
tends to reduce apoptosis while increased apoptosis is in-
duced in hemorrhagic stroke. Cerebral ischemia-reperfusion 
(IR) markedly augments mitochondrial stress, resulting in 
oxidative stress and ATP depletion [51, 52]. Zhao et al. con-
firmed the existence of mitochondrial fragmentation with up-
regulated Nur77 and INF2 under IR injury in in vitro and in 
vivo experiments. They provided evidence that Nur77 activa-
tion influenced the activity of the Wnt pathway via the pro-
motion of β-catenin phosphorylation and INF2 activation, 
finally leading to an imbalance between mitochondrial fis-
sion and fusion. Mitochondrial dysfunction led to the pro-
duction of ROS and the downstream antioxidants GPX, 
SOD, and GSH, the release of cyto C, as well as the in-
creased expression and activity of caspase-3 and 9. Never-
theless, the loss of Nur77 could reverse the outcomes above. 
This finding indicates that a reduction in Nur77 could im-
prove brain resistance to reperfusion-mediated damage via 
regulating mitochondrial homeostasis and neuron viability 
[17]. A latest experimental study found that Nur77 deficient 
mice showed a lighter neurobehavioral disorder than normal 
mice after the occurrence of stroke, suggesting that the 
knockdown of Nur77 reduced microglia activation after the 
infarction. The expression of M1 microglia in the peri-infarct 
area was reduced. Further experiments found that Nur77 was 
colocalized with p65 of NF-κB directly, and the deletion of 
Nur77 also markedly reduced the MCAO-induced p65 acti-
vation around the infarction area. Inhibition of NF-κB/p65 
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activation reversed the increasing expression level of Nur77 
induced in OGD/R microglia cells, accompanied by de-
creased M1 polarization, chemokine expression and in-
creased anti-inflammatory gene expression [53]. This result 
was the first to conclude that Nur77 activates microglia cells 
to differentiate them into the M1 phenotype through co-
localization with NF-κB /p65 in an acute cerebral ischemia 
model, which is a strong contradiction to many studies sug-
gesting Nur77 to be a protective transcription factor. Future 
investigation is necessary to clarify the obvious discrepancy 
between the studies mentioned. One plausible explanation is 
that the influence of Nur77 on the balance between physiol-
ogy and pathology, apoptosis and necrosis, inflammation and 
anti-inflammatory functions of cells is complex. The physio-
logical and pathological changes of different cells and corre-
sponding organelles such as mitochondria, also lead to dif-
ferent directions of disease development, which may be re-
lated to the inflammatory state after a stroke at that time. 

4.3. Alzheimer’s Disease (AD) 

 Alzheimer’s disease (AD) is characterized by the forma-
tion of senile plaques and neurofibrillary tangles composed 
of tau amyloid fibrils, accompanied by progressive memory 
loss that eventually leads to dementia [54]. The expression of 
Nur77 is essential for the normal maintenance of cognitive 
function, and inhibition of its transcriptional activity will 
lead to severe impairment of long-term memory [55]. In a 
simulated AD model constructed from the amyloid precursor 
protein and presenilin-1 (APP+PS1) transgenic mouse, 
Dickey et al. found that the expression of the Nur77 gene 
was only decreased in the APP region. On the contrary, the 
mRNA expression level of presynaptic markers (synaptic 
vesicle proteins, synaptic fusion proteins, and so on) was 
relatively stable, suggesting that the synaptic structure re-
mained unchanged, further suggesting that Nur77 may regu-
late the generation of cognitive dysfunction before the de-
generation of synapses and neurons [56]. Their subsequent 
experiments further explored the relationship between the 
expression of immediate early genes (IEG - Nur77, Arc, and 
Zif268) and amyloid deposition. The results showed that the 
progressive deposition of amyloid resulted in significant 
under-expression of Nur77, Arc and Zif268 at mRNA and 
protein expression levels, which are essential for neuronal 
plasticity and memory function. It turns out that the hypothe-
sis that amyloid itself impairs the induction of the IEGs, 
therefore resulting in further gliosis and onset of memory 
loss, is validated [57]. In terms of gene expression in the 
NR4A family in peripheral blood of AD patients, only Nur77 
gene expression was significantly down-regulated [58]. 
However, in another early study of the brains of AD patients, 
Nur77 levels were elevated, and its expression was limited to 
vertebral neurons and dentate granule cells in the cortex and 
hippocampus. Since obvious regional neurodegeneration in 
AD patients exists, it suggests that a Nur77-mediated path-
way may be involved with neuronal loss [59]. In a nutshell, 
Nur77 participates in the pathological process of the brains 
in AD patients, and the normal expression of its transcrip-
tional activity is conducive to protect the normal function of 
brain neurons. A study using a genome-wide scan for 
NBREs in human promoter regions has found that SerpinA3 
(ɑ1-antichymotrypsin), a major constituent of the plaque that 

interacts with neurotoxic amyloid peptide Aβ in the genera-
tion of AD, could be identified as a novel Nur77-regulated 
gene [60]. These results shed light on possible mechanisms 
of Nur77 gene regulation. Further research is needed to in-
vestigate the mechanism by which Nur77 regulates cognitive 
function and mediates AD. Moreover, the confirmation of an 
apoptotic role of Nur77 in AD may trigger more interesting 
therapeutic interventions, like 9-cis retinoic acid (9cRA), 
which can inhibit the RXRɑ/Nur77 nuclear export induced 
by Aβ25-35 and decrease the apoptotic rate of N2a cells 
through mediation in Bcl-2 and Bcl-2 associated X (Bax) 
expression [61]. 

4.4. Parkinson’s Disease (PD) 

 Parkinson’ s disease (PD) is a neurodegenerative disease 
characterized by degeneration of dopamine (DA) neurons in 
the substantia nigra pars compacta (SNc) region of the brain. 
The causes of PD are complex and not yet fully understood. 
DA precursor Levodopa (L-Dopa) and DA agonists can sig-
nificantly improve the symptoms of PD, whereas long-term 
use of these pharmacological approaches is inevitably asso-
ciated with the side effects including motor fluctuations like 
L-Dopa-induced dyskinesia (LID) and other non-motor 
symptoms [62]. Observations made from the peripheral 
blood of individuals who suffered from PD indicated that 
expression levels of Nur77, Nurr1 and NR4A3 were signifi-
cantly down-regulated [58]. In recent years, research has 
thrown light on an important role of Nur77 in DA neuro-
transmission in the developing and mature CNS. Striatal 
Nur77 expression is strongly modulated after perturbation of 
DA neurotransmission, such as unilateral DA denervation 
and subsequent L-Dopa treatment [63, 64]. Denervation re-
duced Nur77 mRNA levels, while chronic L-Dopa treatment 
strongly induced Nur77 transcription, suggesting that Nur77 
might be involved in the movement disorders in rodent mod-
els of PD [65]. In an experimental PD mouse model, Nur77 
deficiency after MPTP treatment regulated by the calpain-
CDK5-MEF2 pathway could induce hypersensitization of 
dopaminergic neurons to exogenous stress and degeneration, 
and this sensitivity was reversed by ectopic Nur77 re-
expression [66]. Rouillard et al. also observed a rapid Nur77 
ectopic expression in the SNc after 6-hydroxydopamine 
(OHDA) exposition in rats, whereas genetic disruption of 
Nur77 reduced dopamine cell loss and the development of 
LID, suggesting that striatal Nur77 expression is associated 
with the production of LID in experimental PD [67]. It is 
consistent with the finding that Nur77 expression has a sig-
nificant inverse correlation with dyskinesia score [65]. Since 
excessive microglia and astrocyte activation in the SNc are 
associated with damage to neurons and pathogenesis of PD 
[68-70], Nur77 has been further proven to protect dopa-
minergic neurons from inflammation-induced death by at-
tenuating both microglia and astrocytes activation [69, 70]. 
In the PD model constructed by 6-OHDA-lesioned PC12 
cells or SH-SY5Y cells, cytosolic Nur77 and translocation 
from the nucleus to the cytoplasm were increased together 
with formation of the subcellular co-localization of 
Nur77/cyto C/HSP60. Mitochondrial autophagy and ER 
stress were then aggravated, suggesting that Nur77 can be a 
crucial modulator in mediating mitochondrial impairment 
and cellular death in the pathogenesis of PD [28, 71, 72]. 
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Table 1. Summary of potential functions of Nur77 in different cells in the CNS. 

Associated 
Diseases 

Models and  
Cells Studied 

Functions of Active 
Nur77 Expression 

Key Molecules or  
Effector Signaling Pathways 

Refs. 

Human brain and tonsil tissue Involved in AD-associated neuronal loss - [59] 
Alzheimer’s 
disease (AD) Mouse N2a neuroblastoma 

cells Induces AD-associated neuronal loss 
Co-translocates with RXRɑ 

Decreases Bcl-2 and increases Bax expression [61] 

Mouse astrocytes 
Inhibits inflammatory gene expression 

Inhibits inflammation 
Inhibits the transcriptional activity of NF-κB [69] 

Mouse microglial cells 
Inhibits inflammation 

Inhibits dopaminergic neurotoxicity of 
microglia 

Suppresses the LPS-induced NF-κB activation, 
which is partly dependent on p38 MAPK 

activity 
[70] 

Rat/Mice DA neurons 
Decreases dopamine cell loss and L-

Dopa-induced dyskinesia 
- [67] 

Increases mitochondrial impairment 
Induces neurodegeneration 

Induces co-localization of  
cyto C/HSP60/Nur77 

Upregulated by ERK/JNK inhibitors 
[72] 

Parkinson’s 
disease (PD) 

PC12 cells Exacerbates neuronal cellular death 
Increases ER Stress 

Induces autophagy and mitochondrial 
impairment 

Regulates the Bcl-2/cyto C/cleaved caspase-3 
pathway 

Aggravates intracellular Ca2+, ROS levels, 
regulates the PI3K/AKT viability pathway, 

CHOP, and ATF3 
Mediates up-regulation of PINK1/Beclin-
1/LC-3 and downregulation of p62/Parkin 

[28] 

Mouse microglial cells 
Exacerbates inflammation 

Mediates microglia polarization 
Interacts with NF-κB/p65 [53] 

Rat cerebellar granule  
neurons 

Increases neuron apoptosis Forms heterodimerization with RXR [73] 

PC12 cells WG32 cells  
(superoxide dismutase over-

expressed PC12 cells) 
Induces neuronal toxicity 

Regulates phosphorylation of MAP kinase 
including ERK1/2, p38, and JNK 

[74] 

Rat neural cells Decreases neural apoptosis Induces survivin after OGD [18] 

Stroke 

Mouse N2a neuroblastoma 
cells 

Increases mitochondrial fragmentation 
Increases neuron apoptosis 

Upregulates INF2 via the Wnt/β-catenin sig-
naling pathway 

[17] 

Rat brain tissues Increases cell apoptosis Regulates the Bcl-2/cyto C/ caspase-3 pathway [49] 

Induces cell apoptosis Regulates the Bcl-2/cyto C pathway [50] 
Subarachnoid 
hemorrhage 

(SAH) Rat cerebral cells 
Induces cell apoptosis Activates JNK signaling pathway [75] 

Traumatic brain 
injury (TBI) 

PC12 cells 
rat nerve cell 

Induces cell apoptosis Regulates the Bcl-2/cyto C/ caspase-3 pathway [76] 

Mouse microglial cells 
Promotes microglia activation and polari-

zation 
Inhibits inflammation 

Downregulates arginase-1 expression and 
upregulates NO expression [44] 

Mouse macrophages 
Mouse microglia 

Mouse T lymphocytes 

Regulates polarization of macro-
phages/microglia 

Decreases Th1/Th17 cell differentiation 
Inhibits inflammation 

Regulates cytokines expression [15] 
Multiple sclero-

sis 
(MS) 

RAW 264. 7 cells 
Mouse myeloid cells 

Inhibits microglia activation and immune 
cell infiltration 

Inhibits expression of norepinephrine in 
macrophages Inhibits inflammation 

Suppresses transcription by recruiting the 
CoREST complex [39] 

(Table 1) contd…. 
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Associated 
Diseases 

Models and  
Cells Studied 

Functions of Active 
Nur77 Expression 

Key Molecules or  
Effector Signaling Pathways 

Refs. 

Human Peripheral blood 
mononuclear cells (PBMC) 

from MS patients 

Induces PBMC apoptosis 
Inhibits inflammation 

Upregulates the VDR /calpain/ROS/ 
caspase dependent apoptosis [35] 

 

Mouse T lymphocytes 

Restricts proliferation and activation of T cells 
Restricts T Cell-Mediated CNS autoimmunity 
Limits cell cycle progression and metabolic 

activity of activated CD4+ T cells 
Regulates metabolic gene expression in acti-

vated T cells 

Regulates ERRɑ inhibition [31] 

Sciatic Nerve 
Injury 

Rat Schwann cells 
PC12 cells 

Involved in Schwann cell differentiation in 
vitro, SC myelinization and axonal regenera-

tion in vivo 
- [77] 

Activates the PKC signaling pathway via 
AP-1 motifs in the Nur77 promoter 

[23] 
Human GBM cells DBTRG-

05MG and GBM 8401 Increases tumor cell apoptosis 
Activates the JNK pathway via AP-1 mo-

tifs in the Nur77 promoter 
[24] Glioblastoma 

multiform 
(GBM) 

Human neuroblastoma  
SK-N-SH cells 

Increases apoptosis 
Induces ER stress 

Induces mitochondrial stress 

Initiates an early release of Ca2+ from ER 
and activate caspase 4 

Activates the Bcl-2/cyto C/ caspase-9 
pathway 

[25] 

Mouse microglial cells Murine 
BV-2 microglial cells 

Inhibits inflammation 
Downregulates NF-κB transcriptional 

efficiency by inhibiting p65 phosphoryla-
tion and acetylation 

[78] 

PC12 cells 
Promotes neurite outgrowth after treatment of 

TSA 
Associated with acetylation of Lys14 on 

histone H3 [13] 
LPS-induced 
inflammation 

Mouse monocytes 
Regulates differentiation and survival of  

‘patrolling’ Ly6C− monocytes 
Decreases NF-κB activation Increases 

expression of CX3CR1 and CCR2 
[39] 

 

The above reactions can be significantly altered by interfer-
ing Nur77 expression with microRNA and memantine treat-
ment [72], which means that regulating Nur77 expression 
may have a similar effect to anti-Parkinson drugs. These 
studies suggest that Nur77 is expected to be a new therapeu-
tic target for PD. 

4.5. Brain Tumors 

 Several studies have shown that Nur77 may have a role 
in mediating apoptosis of brain tumor cells [23-25]. After 
treating human neuroblastoma SK-N-SH cells with the reti-
noid-related molecule CD437, mitochondrial stress and 
caspase-9 activation were observed after the transfer of 
Nur77 from the nucleus to mitochondria. In addition, the 
transfer of Nur77 to the endoplasmic reticulum was also con-
firmed. Nur77 then interacted with ER-targeting Bcl-2 on the 
ER, and initiated early release of calcium ions from the ER 
to induce ER stress and subsequent activation of caspase-4, 
thereby promoting apoptosis of neuroblastoma cells [25], 
which suggests that Nur77 can also regulate ER homeostasis 
and affect tumor cell survival. Some drugs such as n-
butylidenephthalide (BP) or one derivative of BP (PCH4) 
treating glioblastoma multiform (GBM) cells activated the 
PKC or JNK pathway and regulated Nur77 activity via AP-1 
motifs in the Nur77 promoter region to increase tumor cell 

apoptosis. This shows that blocking the Nur77 promoter can 
reduce apoptosis induced by these drugs [23, 24]. This also 
suggests that Nur77 can be used as the target gene in drug 
research to treat brain tumors. 

CONCLUSION AND PERSPECTIVES 

We have summarized the current knowledge of Nur77 in 
national and international studies, including its regulatory 
functions and possible mechanisms in a variety of CNS  
diseases, as listed in (Table 1). Evidence regarding the  
therapeutic potential of Nur77-targeting molecules in these 
diseases has also been discussed. 

Although the regulatory effect of Nur77 in CNS diseases 
has been proven in many in vivo and in vitro experiments, its 
mechanism of action still needs to be studied in further de-
tail. What factors affect the balance of Nur77 in cell survival 
and death, anti-inflammatory, pro-inflammatory, and other 
cellular events should be the focus of future research. Sub-
cellular localization, cell types, the cellular environment, 
other signaling molecules that have cross-talks with Nur77, 
as well as the types of stimuli that regulate their expression 
and activity are all factors that need to be considered. Nur77 
acts as a bridge connecting mitochondria-mediated apoptosis 
and autophagy in CNS-related inflammatory and metabolic 
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diseases, perhaps, depending on whether Nur77 is localized 
to the mitochondrial outer or the inner membrane. Therefore, 
any factors that can affect the translocation of Nur77 from 
the nucleus to the mitochondria and its mitochondrial local-
ization should be investigated. In addition, it is essential to 
know how the genomic and non-genomic functions of Nur77 
are influenced by specific or different conditions. Looking 
into the potential influence of Nur77 in other NR4A mem-
bers and the functional consequences thereof, may also 
prove meaningful, providing more alternatives for the devel-
opment of corresponding drugs. 

Above all, Nur77 has great therapeutic potential to treat 
CNS diseases and should be considered while carrying out 
future research on drugs that work on the CNS. 

LIST OF ABBREVIATIONS 

BRE = Brain and Reproductive Organ-Expressed 
Protein 

ERK = Extracellular Signal-Regulated Kinase 

iNOS = Inducible Nitric Oxide Synthase 

JNK = Jun N-terminal Kinases 

MCAO = Middle Cerebral Artery Occlusion 

MPTP = 1-methyl-4-phenyl-1, 2, 3, 6-
tetrahydropyridine 

NBREs = Nerve Growth Factor-Responsive  
Elements 

NF-κB = Nuclear Factor-κB 

NR4A = Orphan Nuclear Receptor 4A Protein 

p38 MAPK = p38 Mitogen-Activated Protein Kinase 

ROS = Reactive Oxygen Species 

SOD = Superoxide Dismutase 

Th17 = T-helper 17 Cells 

TNF-ɑ = Tumor Necrosis Factor-ɑ 

Treg = CD4+CD25+ Regulatory T Cells 

CONSENT FOR PUBLICATION 

 Not applicable. 

FUNDING	
  
 None.	
  

CONFLICT OF INTEREST 

 The authors declare no conflict of interest, financial or 
otherwise. 

ACKNOWLEDGEMENTS 

 Declared none. 

REFERENCES 
[1] Delgado, E.; Boisen, M.M.; Laskey, R.; Chen, R.; Song, C.; Sallit, 

J.; Yochum, Z.A.; Andersen, C.L.; Sikora, M.J.; Wagner, J.; Safe, 

S.; Elishaev, E.; Lee, A.; Edwards, R.P.; Haluska, P.; Tseng, G.; 
Schurdak, M.; Oesterreich, S. High expression of orphan nuclear 
receptor NR4A1 in a subset of ovarian tumors with worse outcome. 
Gynecol. Oncol., 2016, 141(2), 348-356. 

 http://dx.doi.org/10.1016/j.ygyno.2016.02.030 PMID: 26946093 
[2] Hanna, R.N.; Shaked, I.; Hubbeling, H.G.; Punt, J.A.; Wu, R.; 

Herrley, E.; Zaugg, C.; Pei, H.; Geissmann, F.; Ley, K.; Hedrick, 
C.C. NR4A1 (Nur77) deletion polarizes macrophages toward an in-
flammatory phenotype and increases atherosclerosis. Circ. Res., 
2012, 110(3), 416-427. 

 http://dx.doi.org/10.1161/CIRCRESAHA.111.253377 PMID: 
22194622 

[3] Saucedo-Cardenas, O.; Conneely, O. M. Comparative distribution 
of NURR1 and NUR77 nuclear receptors in the mouse central 
nervous system J. Mol. Neurosci., 1996, 7(1), 51-53. 

 http://dx.doi.org/10.1007/BF02736848 
[4] Chang, C.; Kokontis, J.; Liao, S.S.; Chang, Y. Isolation and charac-

terization of human TR3 receptor: a member of steroid receptor su-
perfamily. J. Steroid Biochem., 1989, 34(1-6), 391-395. 

 http://dx.doi.org/10.1016/0022-4731(89)90114-3 PMID: 2626032 
[5] Milbrandt, J. Nerve growth factor induces a gene homologous to 

the glucocorticoid receptor gene. Neuron, 1988, 1(3), 183-188. 
 http://dx.doi.org/10.1016/0896-6273(88)90138-9 PMID: 3272167 
[6] Kumar, R.; Thompson, E.B. The structure of the nuclear hormone 

receptors. Steroids, 1999, 64(5), 310-319. 
 http://dx.doi.org/10.1016/S0039-128X(99)00014-8 PMID: 

10406480 
[7] Medzikovic, L.; de Vries, C.J.M.; de Waard, V. NR4A nuclear 

receptors in cardiac remodeling and neurohormonal regulation. 
Trends Cardiovasc. Med., 2018. 

 PMID: 30553703 
[8] Wu, L.; Chen, L. Characteristics of Nur77 and its ligands as poten-

tial anticancer compounds (Review). Mol. Med. Rep., 2018, 18(6), 
4793-4801.  

 http://dx.doi.org/10.3892/mmr.2018.9515 PMID: 30272297 
[9] Lau, L.F.; Nathans, D. Expression of a set of growth-related imme-

diate early genes in BALB/c 3T3 cells: coordinate regulation with 
c-fos or c-myc. Proc. Natl. Acad. Sci. USA, 1987, 84(5), 1182-
1186. 

 http://dx.doi.org/10.1073/pnas.84.5.1182 PMID: 3469660 
[10] Bing, G.Y.; Filer, D.; Miller, J.C.; Stone, E.A. Noradrenergic acti-

vation of immediate early genes in rat cerebral cortex. Brain Res. 
Mol. Brain Res., 1991, 11(1), 43-46. 

 http://dx.doi.org/10.1016/0169-328X(91)90019-T PMID: 1662744 
[11] Johansson, I.M.; Wester, P.; Háková, M.; Gu, W.; Seckl, J.R.; 

Olsson, T. Early and delayed induction of immediate early gene 
expression in a novel focal cerebral ischemia model in the rat. Eur. 
J. Neurosci., 2000, 12(10), 3615-3625. 

 http://dx.doi.org/10.1046/j.1460-9568.2000.00252.x PMID: 
11029632 

[12] Kurakula, K.; Koenis, D.S.; van Tiel, C.M.; de Vries, C.J. NR4A 
nuclear receptors are orphans but not lonesome. Biochim. Biophys. 
Acta, 2014, 1843(11), 2543-2555. 

 http://dx.doi.org/10.1016/j.bbamcr.2014.06.010 PMID: 24975497 
[13] Tomioka, T.; Maruoka, H.; Kawa, H.; Yamazoe, R.; Fujiki, D.; 

Shimoke, K.; Ikeuchi, T. The histone deacetylase inhibitor 
trichostatin A induces neurite outgrowth in PC12 cells via the epi-
genetically regulated expression of the nur77 gene. Neurosci. Res., 
2014, 88, 39-48. 

 http://dx.doi.org/10.1016/j.neures.2014.07.009 PMID: 25128386 
[14] Hanna, R.N.; Carlin, L.M.; Hubbeling, H.G.; Nackiewicz, D.; 

Green, A.M.; Punt, J.A.; Geissmann, F.; Hedrick, C.C. The tran-
scription factor NR4A1 (Nur77) controls bone marrow differentia-
tion and the survival of Ly6C- monocytes. Nat. Immunol., 2011, 
12(8), 778-785. 

 http://dx.doi.org/10.1038/ni.2063 PMID: 21725321 
[15] Wang, L.M.; Zhang, Y.; Li, X.; Zhang, M.L.; Zhu, L.; Zhang, 

G.X.; Xu, Y.M. Nr4a1 plays a crucial modulatory role in Th1/Th17 
cell responses and CNS autoimmunity. Brain Behav. Immun., 2018, 
68, 44-55. 

 http://dx.doi.org/10.1016/j.bbi.2017.09.015 PMID: 28962999 
[16] Won, H.Y.; Hwang, E.S. Transcriptional modulation of regulatory 

T cell development by novel regulators NR4As. Arch. Pharm. Res., 
2016, 39(11), 1530-1536. 

 http://dx.doi.org/10.1007/s12272-016-0803-z PMID: 27778276 



Progress and Promise of Nur77-based Therapeutics Current Neuropharmacology, 2021, Vol. 19, No. 4    495 

[17] Zhao, H.; Pan, W.; Chen, L.; Luo, Y.; Xu, R. Nur77 promotes 
cerebral ischemia-reperfusion injury via activating INF2-mediated 
mitochondrial fragmentation. J. Mol. Histol., 2018, 49(6), 599-613. 

 http://dx.doi.org/10.1007/s10735-018-9798-8 PMID: 30298449 
[18] Xiao, G.; Sun, T.; Songming, C.; Cao, Y. NR4A1 enhances neural 

survival following oxygen and glucose deprivation: an in vitro 
study. J. Neurol. Sci., 2013, 330(1-2), 78-84. 

 http://dx.doi.org/10.1016/j.jns.2013.04.010 PMID: 23663895 
[19] Li, H.; Kolluri, S.K.; Gu, J.; Dawson, M.I.; Cao, X.; Hobbs, P.D.; 

Lin, B.; Chen, G.; Lu, J.; Lin, F.; Xie, Z.; Fontana, J.A.; Reed, J.C.; 
Zhang, X. Cytochrome c release and apoptosis induced by mito-
chondrial targeting of nuclear orphan receptor TR3. Science, 2000, 
289(5482), 1159-1164. 

 http://dx.doi.org/10.1126/science.289.5482.1159 PMID: 10947977 
[20] Baxter, R.C. Insulin-like growth factor binding protein-3 (IGFBP-

3): Novel ligands mediate unexpected functions. J. Cell Commun. 
Signal., 2013, 7(3), 179-189. 

 http://dx.doi.org/10.1007/s12079-013-0203-9 PMID: 23700234 
[21] Li, L.; Liu, Y.; Chen, H.Z.; Li, F.W.; Wu, J.F.; Zhang, H.K.; He, 

J.P.; Xing, Y.Z.; Chen, Y.; Wang, W.J.; Tian, X.Y.; Li, A.Z.; 
Zhang, Q.; Huang, P.Q.; Han, J.; Lin, T.; Wu, Q. Impeding the in-
teraction between Nur77 and p38 reduces LPS-induced inflamma-
tion. Nat. Chem. Biol., 2015, 11(5), 339-346. 

 http://dx.doi.org/10.1038/nchembio.1788 PMID: 25822914 
[22] Hayden, M.S.; Ghosh, S. Signaling to NF-kappaB. Genes Dev., 

2004, 18(18), 2195-2224. 
 http://dx.doi.org/10.1101/gad.1228704 PMID: 15371334 
[23] Lin, P.C.; Chen, Y.L.; Chiu, S.C.; Yu, Y.L.; Chen, S.P.; Chien, 

M.H.; Chen, K.Y.; Chang, W.L.; Lin, S.Z.; Chiou, T.W.; Harn, H.J. 
Orphan nuclear receptor, Nurr-77 was a possible target gene of bu-
tylidenephthalide chemotherapy on glioblastoma multiform brain 
tumor. J. Neurochem., 2008, 106(3), 1017-1026. 

 http://dx.doi.org/10.1111/j.1471-4159.2008.05432.x PMID: 
18419761 

[24] Chang, L.F.; Lin, P.C.; Ho, L.I.; Liu, P.Y.; Wu, W.C.; Chiang, I.P.; 
Chang, H.W.; Lin, S.Z.; Harn, Y.C.; Harn, H.J.; Chiou, T.W. Over-
expression of the orphan receptor Nur77 and its translocation in-
duced by PCH4 may inhibit malignant glioma cell growth and in-
duce cell apoptosis. J. Surg. Oncol., 2011, 103(5), 442-450. 

 http://dx.doi.org/10.1002/jso.21809 PMID: 21246566 
[25] Liang, B.; Song, X.; Liu, G.; Li, R.; Xie, J.; Xiao, L.; Du, M.; 

Zhang, Q.; Xu, X.; Gan, X.; Huang, D. Involvement of TR3/Nur77 
translocation to the endoplasmic reticulum in ER stress-induced 
apoptosis. Exp. Cell Res., 2007, 313(13), 2833-2844. 

 http://dx.doi.org/10.1016/j.yexcr.2007.04.032 PMID: 17543302 
[26] Mizushima, N.; Levine, B.; Cuervo, A.M.; Klionsky, D.J. Auto-

phagy fights disease through cellular self-digestion. Nature, 2008, 
451(7182), 1069-1075. 

 http://dx.doi.org/10.1038/nature06639 PMID: 18305538 
[27] Hu, M.; Luo, Q.; Alitongbieke, G.; Chong, S.; Xu, C.; Xie, L.; 

Chen, X.; Zhang, D.; Zhou, Y.; Wang, Z.; Ye, X.; Cai, L.; Zhang, 
F.; Chen, H.; Jiang, F.; Fang, H.; Yang, S.; Liu, J.; Diaz-Meco, M. 
T.; Su, Y.; Zhou, H.; Moscat, J.; Lin, X.; Zhang, X. K. Celastrol-
induced nur77 interaction with traf2 alleviates inflammation by 
promoting mitochondrial ubiquitination and autophagy. Mol. Cell, 
2017, 66(1), 141-153. 

 http://dx.doi.org/10.1016/j.molcel.2017.03.008 
[28] Gao, H.; Chen, Z.; Fu, Y.; Yang, X.; Weng, R.; Wang, R.; Lu, J.; 

Pan, M.; Jin, K.; McElroy, C.; Tang, B.; Xia, Y.; Wang, Q. Nur77 
exacerbates PC12 cellular injury in vitro by aggravating mitochon-
drial impairment and endoplasmic reticulum stress. Sci. Rep., 2016, 
6, 34403. 

 http://dx.doi.org/10.1038/srep34403 PMID: 27679973 
[29] Wang, W.J.; Wang, Y.; Chen, H.Z.; Xing, Y.Z.; Li, F.W.; Zhang, 

Q.; Zhou, B.; Zhang, H.K.; Zhang, J.; Bian, X.L.; Li, L.; Liu, Y.; 
Zhao, B.X.; Chen, Y.; Wu, R.; Li, A.Z.; Yao, L.M.; Chen, P.; 
Zhang, Y.; Tian, X.Y.; Beermann, F.; Wu, M.; Han, J.; Huang, 
P.Q.; Lin, T.; Wu, Q. Orphan nuclear receptor TR3 acts in 
autophagic cell death via mitochondrial signaling pathway. Nat. 
Chem. Biol., 2014, 10(2), 133-140. 

 http://dx.doi.org/10.1038/nchembio.1406 PMID: 24316735 
[30] Bouzas-Rodríguez, J.; Zárraga-Granados, G.; Sánchez-Carbente, 

Mdel.R.; Rodríguez-Valentín, R.; Gracida, X.; Anell-Rendón, D.; 
Covarrubias, L.; Castro-Obregón, S. The nuclear receptor NR4A1 

induces a form of cell death dependent on autophagy in mammalian 
cells. PLoS One, 2012, 7(10), e46422. 
http://dx.doi.org/10.1371/journal.pone.0046422 PMID: 23071566 

[31] Liebmann, M.; Hucke, S.; Koch, K.; Eschborn, M.; Ghelman, J.; 
Chasan, A.I.; Glander, S.; Schädlich, M.; Kuhlencord, M.; Daber, 
N.M.; Eveslage, M.; Beyer, M.; Dietrich, M.; Albrecht, P.; Stoll, 
M.; Busch, K.B.; Wiendl, H.; Roth, J.; Kuhlmann, T.; Klotz, L. 
Nur77 serves as a molecular brake of the metabolic switch during T 
cell activation to restrict autoimmunity. Proc. Natl. Acad. Sci. USA, 
2018, 115(34), E8017-E8026. 

 http://dx.doi.org/10.1073/pnas.1721049115 PMID: 30072431 
[32] Stadelmann, C.; Wegner, C.; Brück, W. Inflammation, demyelina-

tion, and degeneration - recent insights from MS pathology. Bio-
chim. Biophys. Acta, 2011, 1812(2), 275-282. 

 http://dx.doi.org/10.1016/j.bbadis.2010.07.007 PMID: 20637864 
[33] Croxford, A.L.; Kurschus, F.C.; Waisman, A. Mouse models for 

multiple sclerosis: historical facts and future implications. Biochim. 
Biophys. Acta, 2011, 1812(2), 177-183. 

 http://dx.doi.org/10.1016/j.bbadis.2010.06.010 PMID: 20600870 
[34] Achiron, A.; Grotto, I.; Balicer, R.; Magalashvili, D.; Feldman, A.; 

Gurevich, M. Microarray analysis identifies altered regulation of 
nuclear receptor family members in the pre-disease state of multi-
ple sclerosis. Neurobiol. Dis., 2010, 38(2), 201-209. 

 http://dx.doi.org/10.1016/j.nbd.2009.12.029 PMID: 20079437 
[35] Achiron, A.; Feldman, A.; Gurevich, M. Characterization of multi-

ple sclerosis traits: nuclear receptors (NR) impaired apoptosis 
pathway and the role of 1-α 25-dihydroxyvitamin D3. J. Neurol. 
Sci., 2011, 311(1-2), 9-14. 

 http://dx.doi.org/10.1016/j.jns.2011.06.038 PMID: 21752397 
[36] Lee, I.H.; Finkel, T. Metabolic regulation of the cell cycle. Curr. 

Opin. Cell Biol., 2013, 25(6), 724-729. 
 http://dx.doi.org/10.1016/j.ceb.2013.07.002 PMID: 23890700 
[37] Araujo, L.P.; Maricato, J.T.; Guereschi, M.G.; Takenaka, M.C.; 

Nascimento, V.M.; de Melo, F.M.; Quintana, F.J.; Brum, P.C.; 
Basso, A.S. The Sympathetic Nervous System Mitigates CNS 
Autoimmunity via β2-Adrenergic Receptor Signaling in Immune 
Cells. Cell Rep., 2019, 28(12), 3120-3130.e5. 

 http://dx.doi.org/10.1016/j.celrep.2019.08.042 PMID: 31533035 
[38] Vujnović, I.; Pilipović, I.; Jasnić, N.; Petrović, R.; Blagojević, V.; 

Arsenović-Ranin, N.; Stojić-Vukanić, Z.; Djordjević, J.; Leposavić, 
G. Noradrenaline through β-adrenoceptor contributes to sexual di-
morphism in primary CD4+ T-cell response in DA rat EAE model? 
Cell. Immunol., 2019, 336, 48-57. 

 http://dx.doi.org/10.1016/j.cellimm.2018.12.009 PMID: 30600100 
[39] Shaked, I.; Hanna, R.N.; Shaked, H.; Chodaczek, G.; Nowyhed, 

H.N.; Tweet, G.; Tacke, R.; Basat, A.B.; Mikulski, Z.; Togher, S.; 
Miller, J.; Blatchley, A.; Salek-Ardakani, S.; Darvas, M.; 
Kaikkonen, M.U.; Thomas, G.D.; Lai-Wing-Sun, S.; Rezk, A.; Bar-
Or, A.; Glass, C.K.; Bandukwala, H.; Hedrick, C.C. Transcription 
factor Nr4a1 couples sympathetic and inflammatory cues in CNS-
recruited macrophages to limit neuroinflammation. Nat. Immunol., 
2015, 16(12), 1228-1234. 

 http://dx.doi.org/10.1038/ni.3321 PMID: 26523867 
[40] Brendecke, S.M.; Prinz, M. Do not judge a cell by its cover--

diversity of CNS resident, adjoining and infiltrating myeloid cells 
in inflammation. Semin. Immunopathol., 2015, 37(6), 591-605. 

 http://dx.doi.org/10.1007/s00281-015-0520-6 PMID: 26251238 
[41] Zrzavy, T.; Hametner, S.; Wimmer, I.; Butovsky, O.; Weiner, H.L.; 

Lassmann, H. Loss of ‘homeostatic’ microglia and patterns of their 
activation in active multiple sclerosis. Brain, 2017, 140(7), 1900-
1913. 

 http://dx.doi.org/10.1093/brain/awx113 PMID: 28541408 
[42] Parkhurst, C.N.; Yang, G.; Ninan, I.; Savas, J.N.; Yates, J.R., III; 

Lafaille, J.J.; Hempstead, B.L.; Littman, D.R.; Gan, W-B. Micro-
glia promote learning-dependent synapse formation through brain-
derived neurotrophic factor. Cell, 2013, 155(7), 1596-1609. 

 http://dx.doi.org/10.1016/j.cell.2013.11.030 PMID: 24360280 
[43] Yamasaki, R.; Lu, H.; Butovsky, O.; Ohno, N.; Rietsch, A.M.; 

Cialic, R.; Wu, P.M.; Doykan, C.E.; Lin, J.; Cotleur, A.C.; Kidd, 
G.; Zorlu, M.M.; Sun, N.; Hu, W.; Liu, L.; Lee, J-C.; Taylor, S.E.; 
Uehlein, L.; Dixon, D.; Gu, J.; Floruta, C.M.; Zhu, M.; Charo, I.F.; 
Weiner, H.L.; Ransohoff, R.M. Differential roles of microglia and 
monocytes in the inflamed central nervous system. J. Exp. Med., 
2014, 211(8), 1533-1549. 

 http://dx.doi.org/10.1084/jem.20132477 PMID: 25002752 



496    Current Neuropharmacology, 2021, Vol. 19, No. 4 Liu et al. 

[44] Rothe, T.; Ipseiz, N.; Faas, M.; Lang, S.; Perez-Branguli, F.; Metz-
ger, D.; Ichinose, H.; Winner, B.; Schett, G.; Krönke, G. The nu-
clear receptor nr4a1 acts as a microglia rheostat and serves as a 
therapeutic target in autoimmune-driven central nervous system in-
flammation. J. Immunol., 2017, 198(10), 3878-3885. 

 http://dx.doi.org/10.4049/jimmunol.1600638 PMID: 28411187 
[45] Bonta, P.I.; Matlung, H.L.; Vos, M.; Peters, S.L.M.; Pannekoek, 

H.; Bakker, E.N.T.P.; de Vries, C.J.M. Nuclear receptor Nur77 in-
hibits vascular outward remodelling and reduces macrophage ac-
cumulation and matrix metalloproteinase levels. Cardiovasc. Res., 
2010, 87(3), 561-568. 

 http://dx.doi.org/10.1093/cvr/cvq064 PMID: 20189954 
[46] Glagov, S.; Weisenberg, E.; Zarins, C.K.; Stankunavicius, R.; 

Kolettis, G.J. Compensatory enlargement of human atherosclerotic 
coronary arteries. N. Engl. J. Med., 1987, 316(22), 1371-1375. 

 http://dx.doi.org/10.1056/NEJM198705283162204 PMID: 
3574413 

[47] Schoenhagen, P.; Ziada, K.M.; Kapadia, S.R.; Crowe, T.D.; Nissen, 
S.E.; Tuzcu, E.M. Extent and direction of arterial remodeling in 
stable versus unstable coronary syndromes: an intravascular ultra-
sound study. Circulation, 2000, 101(6), 598-603. 

 http://dx.doi.org/10.1161/01.CIR.101.6.598 PMID: 10673250 
[48] Yang, P.; Wei, X.; Zhang, J.; Yi, B.; Zhang, G-X.; Yin, L.; Yang, 

X-F.; Sun, J. Antithrombotic effects of nur77 and nor1 are medi-
ated through upregulating thrombomodulin expression in endothe-
lial cells. Arterioscler. Thromb. Vasc. Biol., 2016, 36(2), 361-369. 

 http://dx.doi.org/10.1161/ATVBAHA.115.306891 PMID: 
26634653 

[49] Dai, Y.; Sun, Q.; Zhang, X.; Hu, Y.; Zhou, M.; Shi, J. Cyclosporin 
A ameliorates early brain injury after subarachnoid hemorrhage 
through inhibition of a Nur77 dependent apoptosis pathway. Brain 
Res., 2014, 1556, 67-76. 

 http://dx.doi.org/10.1016/j.brainres.2014.01.052 PMID: 24508908 
[50] Dai, Y.; Zhang, W.; Sun, Q.; Zhang, X.; Zhou, X.; Hu, Y.; Shi, J. 

Nuclear receptor nur77 promotes cerebral cell apoptosis and in-
duces early brain injury after experimental subarachnoid hemor-
rhage in rats. J. Neurosci. Res., 2014, 92(9), 1110-1121. 

 http://dx.doi.org/10.1002/jnr.23392 PMID: 24737679 
[51] Li, R.; Xin, T.; Li, D.; Wang, C.; Zhu, H.; Zhou, H. Therapeutic 

effect of Sirtuin 3 on ameliorating nonalcoholic fatty liver disease: 
The role of the ERK-CREB pathway and Bnip3-mediated mito-
phagy. Redox Biol., 2018, 18, 229-243. 

 http://dx.doi.org/10.1016/j.redox.2018.07.011 PMID: 30056271 
[52] Gan, L.; Wang, Z.; Si, J.; Zhou, R.; Sun, C.; Liu, Y.; Ye, Y.; 

Zhang, Y.; Liu, Z.; Zhang, H. Protective effect of mitochondrial-
targeted antioxidant MitoQ against iron ion 56Fe radiation induced 
brain injury in mice. Toxicol. Appl. Pharmacol., 2018, 341, 1-7. 

 http://dx.doi.org/10.1016/j.taap.2018.01.003 PMID: 29317239 
[53] Zhang, Y.J.; Song, J.R.; Zhao, M.J. NR4A1 regulates cerebral 

ischemia-induced brain injury by regulating neuroinflammation 
through interaction with NF-κB/p65. Biochem. Biophys. Res. 
Commun., 2019, 518(1), 59-65. 

 http://dx.doi.org/10.1016/j.bbrc.2019.08.008 PMID: 31445702 
[54] Boche, D.; Donald, J.; Love, S.; Harris, S.; Neal, J.W.; Holmes, C.; 

Nicoll, J.A.R. Reduction of aggregated Tau in neuronal processes 
but not in the cell bodies after Abeta42 immunisation in Alz-
heimer’s disease. Acta Neuropathol., 2010, 120(1), 13-20. 

 http://dx.doi.org/10.1007/s00401-010-0705-y PMID: 20532897 
[55] Hawk, J.D.; Bookout, A.L.; Poplawski, S.G.; Bridi, M.; Rao, A.J.; 

Sulewski, M.E.; Kroener, B.T.; Manglesdorf, D.J.; Abel, T. NR4A 
nuclear receptors support memory enhancement by histone deace-
tylase inhibitors. J. Clin. Invest., 2012, 122(10), 3593-3602. 

 http://dx.doi.org/10.1172/JCI64145 PMID: 22996661 
[56] Dickey, C.A.; Loring, J.F.; Montgomery, J.; Gordon, M.N.; East-

man, P.S.; Morgan, D. Selectively reduced expression of synaptic 
plasticity-related genes in amyloid precursor protein + presenilin-1 
transgenic mice. J. Neurosci., 2003, 23(12), 5219-5226. 

 http://dx.doi.org/10.1523/JNEUROSCI.23-12-05219.2003 PMID: 
12832546 

[57] Dickey, C.A.; Gordon, M.N.; Mason, J.E.; Wilson, N.J.; Diamond, 
D.M.; Guzowski, J.F.; Morgan, D. Amyloid suppresses induction 
of genes critical for memory consolidation in APP + PS1 transgenic 
mice. J. Neurochem., 2004, 88(2), 434-442. 

 http://dx.doi.org/10.1111/j.1471-4159.2004.02185.x PMID: 
14690531 

[58] Montarolo, F.; Perga, S.; Martire, S.; Navone, D.N.; Marchet, A.; 
Leotta, D.; Bertolotto, A. Altered NR4A subfamily gene expression 
level in peripheral blood of Parkinson’s and Alzheimer’s Disease 
Patients. Neurotox. Res., 2016, 30(3), 338-344. 

 http://dx.doi.org/10.1007/s12640-016-9626-4 PMID: 27159982 
[59] Newman, S.J.; Bond, B.; Crook, B.; Darker, J.; Edge, C.; Maycox, 

P.R. Neuron-specific localisation of the TR3 death receptor in Alz-
heimer’s disease. Brain Res., 2000, 857(1-2), 131-140. 

 http://dx.doi.org/10.1016/S0006-8993(99)02417-8 PMID: 
10700560 

[60] Zhao, Y.; Liu, Y.; Zheng, D. Alpha 1-antichymotrypsin/SerpinA3 
is a novel target of orphan nuclear receptor Nur77. FEBS J., 2008, 
275(5), 1025-1038. 

 http://dx.doi.org/10.1111/j.1742-4658.2008.06269.x PMID: 
18248459 

[61] Liu, Y.; Tang, J.; Gao, X.; Wang, M.; Shen, J.; You, X. Effect of 
retinoid X receptor-α nuclear export inhibition on apoptosis of neu-
rons in vivo and in vitro. Mol. Med. Rep., 2017, 16(2), 2037-2044. 

 http://dx.doi.org/10.3892/mmr.2017.6766 PMID: 28627642 
[62] Bezard, E.; Brotchie, J.M.; Gross, C.E. Pathophysiology of 

levodopa-induced dyskinesia: potential for new therapies. Nat. Rev. 
Neurosci., 2001, 2(8), 577-588. 

 http://dx.doi.org/10.1038/35086062 PMID: 11484001 
[63] St-Hilaire, M.; Landry, E.; Lévesque, D.; Rouillard, C. Denervation 

and repeated L-DOPA induce a coordinate expression of the tran-
scription factor NGFI-B in striatal projection pathways in hemi-
parkinsonian rats. Neurobiol. Dis., 2003, 14(1), 98-109. 

 http://dx.doi.org/10.1016/S0969-9961(03)00081-0 PMID: 
13678671 

[64] Sgambato-Faure, V.; Buggia, V.; Gilbert, F.; Lévesque, D.; 
Benabid, A-L.; Berger, F. Coordinated and spatial upregulation of 
arc in striatonigral neurons correlates with L-dopa-induced behav-
ioral sensitization in dyskinetic rats. J. Neuropathol. Exp. Neurol., 
2005, 64(11), 936-947. 

 http://dx.doi.org/10.1097/01.jnen.0000186922.42592.b7 PMID: 
16254488 

[65] Mahmoudi, S.; Samadi, P.; Gilbert, F.; Ouattara, B.; Morissette, 
M.; Grégoire, L.; Rouillard, C.; Di Paolo, T.; Lévesque, D. Nur77 
mRNA levels and L-Dopa-induced dyskinesias in MPTP monkeys 
treated with docosahexaenoic acid. Neurobiol. Dis., 2009, 36(1), 
213-222. 

 http://dx.doi.org/10.1016/j.nbd.2009.07.017 PMID: 19635563 
[66] Mount, M.P.; Zhang, Y.; Amini, M.; Callaghan, S.; Kulczycki, J.; 

Mao, Z.; Slack, R.S.; Anisman, H.; Park, D.S. Perturbation of tran-
scription factor Nur77 expression mediated by myocyte enhancer 
factor 2D (MEF2D) regulates dopaminergic neuron loss in re-
sponse to 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP). J. 
Biol. Chem., 2013, 288(20), 14362-14371. 

 http://dx.doi.org/10.1074/jbc.M112.439216 PMID: 23536182 
[67] Rouillard, C.; Baillargeon, J.; Paquet, B.; St-Hilaire, M.; Maheux, 

J.; Lévesque, C.; Darlix, N.; Majeur, S.; Lévesque, D. Genetic dis-
ruption of the nuclear receptor Nur77 (Nr4a1) in rat reduces dopa-
mine cell loss and l-Dopa-induced dyskinesia in experimental Park-
inson’s disease. Exp. Neurol., 2018, 304, 143-153. 

 http://dx.doi.org/10.1016/j.expneurol.2018.03.008 PMID: 
29530712 

[68] Pekny, M.; Wilhelmsson, U.; Pekna, M. The dual role of astrocyte 
activation and reactive gliosis. Neurosci. Lett., 2014, 565, 30-38. 

 http://dx.doi.org/10.1016/j.neulet.2013.12.071 PMID: 24406153 
[69] Popichak, K.A.; Hammond, S.L.; Moreno, J.A.; Afzali, M.F.; 

Backos, D.S.; Slayden, R.D.; Safe, S.; Tjalkens, R.B. Compensa-
tory Expression of Nur77 and Nurr1 Regulates NF-κB-Dependent 
Inflammatory Signaling in Astrocytes. Mol. Pharmacol., 2018, 
94(4), 1174-1186. 

 http://dx.doi.org/10.1124/mol.118.112631 PMID: 30111648 
[70] Liu, T.Y.; Yang, X.Y.; Zheng, L.T.; Wang, G.H.; Zhen, X.C. Acti-

vation of Nur77 in microglia attenuates proinflammatory mediators 
production and protects dopaminergic neurons from inflammation-
induced cell death. J. Neurochem., 2017, 140(4), 589-604. 

 http://dx.doi.org/10.1111/jnc.13907 PMID: 27889907 
[71] No, H.; Bang, Y.; Lim, J.; Kim, S.S.; Choi, H.S.; Choi, H.J. In-

volvement of induction and mitochondrial targeting of orphan nu-
clear receptor Nur77 in 6-OHDA-induced SH-SY5Y cell death. 
Neurochem. Int., 2010, 56(4), 620-626. 

 http://dx.doi.org/10.1016/j.neuint.2010.01.005 PMID: 20096738 



Progress and Promise of Nur77-based Therapeutics Current Neuropharmacology, 2021, Vol. 19, No. 4    497 

[72] Wei, X.; Gao, H.; Zou, J.; Liu, X.; Chen, D.; Liao, J.; Xu, Y.; Ma, 
L.; Tang, B.; Zhang, Z.; Cai, X.; Jin, K.; Xia, Y.; Wang, Q. Contra-
directional coupling of Nur77 and Nurr1 in neurodegeneration: a 
novel mechanism for memantine-induced anti-inflammation and 
anti-mitochondrial impairment. Mol. Neurobiol., 2016, 53(9), 
5876-5892. 

 http://dx.doi.org/10.1007/s12035-015-9477-7 PMID: 26497037 
[73] Mathisen, G.H.; Fallgren, A.B.; Strøm, B.O.; Boldingh, D. K.A.; 

Mohebi, B.U.; Paulsen, R.E. Delayed translocation of NGFI-
B/RXR in glutamate stimulated neurons allows late protection by 
9-cis retinoic acid. Biochem. Biophys. Res. Commun., 2011, 414(1), 
90-95. 

 http://dx.doi.org/10.1016/j.bbrc.2011.09.028 PMID: 21945431 
[74] Huang, H.M.; Yu, J.Y.; Ou, H.C.; Jeng, K.C. Effect of naloxone on 

the induction of immediately early genes following oxygen- and 
glucose-deprivation in PC12 cells. Neurosci. Lett., 2008, 438(2), 
252-256. 

 http://dx.doi.org/10.1016/j.neulet.2008.04.036 PMID: 18457920 
[75] Dai, Y.; Zhang, W.; Zhou, X.; Shi, J. Inhibition of c-Jun N-terminal 

kinase ameliorates early brain injury after subarachnoid hemor-

rhage through inhibition of a Nur77 dependent apoptosis pathway. 
Neurochem. Res., 2014, 39(8), 1603-1611. 

 http://dx.doi.org/10.1007/s11064-014-1355-6 PMID: 24928238 
[76] Dai, Y.; Jin, W.; Cheng, L.; Yu, C.; Chen, C.; Ni, H. Nur77 is a 

promoting factor in traumatic brain injury-induced nerve cell apop-
tosis. Biomed. Pharmacother., 2018, 108, 774-782. 

 http://dx.doi.org/10.1016/j.biopha.2018.09.091 
[77] Zhang, W.; Zhu, X.; Liu, Y.; Chen, M.; Yan, S.; Mao, X.; Liu, Z.; 

Wu, W.; Chen, C.; Xu, X.; Wang, Y. Nur77 was essential for neu-
rite outgrowth and involved in schwann cell differentiation after 
sciatic nerve injury. J. Mol. Neurosci., 2015, 57(1), 38-47. 

 http://dx.doi.org/10.1007/s12031-015-0575-9 
[78] Huang, H.Y.; Chang, H.F.; Tsai, M.J.; Chen, J.S.; Wang, M.J. 6-

Mercaptopurine attenuates tumor necrosis factor-α production in 
microglia through Nur77-mediated transrepression and PI3K/Akt/ 
mTOR signaling-mediated translational regulation. J. Neuro- 
inflammation, 2016, 13(1), 78. 

 http://dx.doi.org/10.1186/s12974-016-0543-5 PMID: 27075886 

 

 


