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Abstract 

Lysine-specific demethylase 1 (LSD1) targets mono- or di-methylated histone H3K4 and H3K9 as well as non-histone 
substrates and functions in the regulation of gene expression as a transcriptional repressor or activator. This enzyme 
plays a pivotal role in various physiological processes, including development, differentiation, inflammation, thermo-
genesis, neuronal and cerebral physiology, and the maintenance of stemness in stem cells. LSD1 also participates in 
pathological processes, including cancer as the most representative disease. It promotes oncogenesis by facilitating 
the survival of cancer cells and by generating a pro-cancer microenvironment. In this review, we discuss the role of 
LSD1 in several aspects of cancer, such as hypoxia, epithelial-to-mesenchymal transition, stemness versus differentia-
tion of cancer stem cells, as well as anti-tumor immunity. Additionally, the current understanding of the involvement 
of LSD1 in various other pathological processes is discussed.
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Introduction
Post-translational modifications of histone tails with 
various protein and non-protein tags are well-known 
mechanisms regulating chromatin structure and gene 
expression [1, 2]. These histone modifications are revers-
ible and coordinated by the interplay of special “writer” 
and “eraser” enzymes. Lysine methylation of the histone 
tail was considered an irreversible process until lysine-
specific demethylase 1 (LSD1, also known as KDM1A) 
was identified along with its histone demethylase activ-
ity against H3 lysine 4 (H3K4) [3]. LSD1 specifically dem-
ethylates mono- and di-methylated H3K4 through flavin 
adenine dinucleotide (FAD)-dependent amine oxidase 
activity, repressing gene expression by removing active 
histone marks (H3K4me2) from gene promoter regions 

[3] (Table  1). The repressive effect of LSD1 on nucleo-
somal substrates requires its association with other pro-
teins, most notably the corepressor of REST (CoREST) 
protein [4, 5]. Structural studies revealed bivalent inter-
actions between LSD1-CoREST and nucleosomes, during 
which LSD1 recognizes the H3 tail, while CoREST inter-
acts with DNA [6]. In addition to CoREST, LSD1 was 
found in protein complexes with CtBP [7] and NuRD [8]. 
Further, various transcription factors have been reported 
to recruit LSD1 to gene promoters as well as enhancers, 
leading to H3K4 demethylation [9].

In contrast to its repressive role at H3K4, LSD1 func-
tions as a transcriptional coactivator when bound to the 
androgen receptor (AR) via demethylation of repres-
sive histone marks at H3K9, resulting in the derepres-
sion of AR target genes [10]. In addition, a recent study 
revealed the LSD1-mediated demethylation of FOXA1, 
a crucial cofactor for AR chromatin accession. LSD1 
stabilized FOXA1, resulting in the expression of AR tar-
get genes and tumor growth [11]. Thus, LSD1 appears 
to increase AR-mediated transcription by regulating 
chromatin status through the demethylation of H3K9 as 
well as non-histone cofactors. As in the case of FOXA1, 
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LSD1 demethylation targets include non-histone tran-
scriptional regulatory proteins, such as transcription fac-
tors and cofactors. The outcomes of non-histone protein 
methylation vary depending on the target and context, 
but one important consequence is the regulation of pro-
tein stability [12, 13]. Many studies have reported that 
SET7/9-mediated monomethylation of non-histone pro-
teins, including DNMT1, HIF-1α, p65, AGO2, SOX2, and 
FOXA1, induces their ubiquitin-dependent proteasomal 
degradation, while LSD1, by reversing this modification, 
stabilizes substrate proteins against degradation [8, 11, 
14–17]. Lastly, neuron-specific alternative splicing forms 
of LSD1 have been identified with distinct target specific-
ity from that of the original form [18, 19]. The neuronal 
isoform of LSD1 demethylates H3K9me2 in collaboration 
with supervillain, does not exhibit H3K4me2 demethyla-
tion activity, and is involved in neuronal differentiation 
[18]. In addition, this isoform exhibits altered intrinsic 
substrate specificity against H4K20 methylation, a newly 
identified histone substrate, and promotes the transcrip-
tion of genes involved in learning and memory [19].

LSD1 plays pivotal roles in various physiological and 
pathological processes via its demethylase activity against 
both histone and non-histone targets. In this review, we 
discuss the current understanding of LSD1’s involve-
ment in different pathological processes. We focus on 
the molecular mechanisms through which LSD1 con-
tributes to the maintenance of homeostasis and disease 
progression.

LSD1 in cancer
LSD1 is involved in various stages of cancer, includ-
ing development, progression, metastasis, and recur-
rence after therapy. Although overexpression of LSD1 
has been reported in various cancer types and correlated 
with poor overall survival in patients [20–24], LSD1 
does not appear to be a potent oncogene. Instead, LSD1 

supports cancer progression by regulating gene expres-
sion in cancer cells in favor of adaptation to the tumor 
microenvironment. Further, LSD1 is considered a drug 
target in cancer, and numerous LSD1 inhibitors have 
been developed, some of which are currently undergoing 
clinical trials for the treatment of hematological cancers 
as well as lung cancer and other solid tumors [25]. LSD1 
inhibitors are not within the scope of this work and have 
been thoroughly discussed in other reviews [25, 26]. We 
focus on several aspects of cancer wherein LSD1 plays a 
disease-promoting role, such as hypoxia, the epithelial-
to-mesenchymal transition (EMT), cancer stemness and 
differentiation, as well as antitumor immunity.

Regulation of hypoxia by LSD1
Eukaryotic cells including cancer cells have an elaborate 
system for adaptation to low oxygen levels (hypoxia) in 
their microenvironment [27]. Hypoxia induces the tran-
scriptional activation of various genes via the stabiliza-
tion of hypoxia-inducible factor (HIF)-1α [27, 28]. In the 
normal physiological oxygen state (normoxia), a series 
of enzymatic reactions initiated by oxygen-sensing pro-
lyl-hydroxylases (PHDs) maintain HIF-1α at low levels. 
PHD enzymes hydroxylate HIF-1α at its proline residues, 
which serves as a signal for its ubiquitylation by the von 
Hippel-Lindau (VHL)-containing E3 ubiquitin ligase 
complex [29] and subsequent proteasomal degradation. 
Under hypoxic conditions, the lack of oxygen inhibits 
PHD function, leading to HIF-1α stabilization, nuclear 
localization, and transcriptional activation. In addition to 
the oxygen-dependent regulation of HIF-1α stability, oxy-
gen-independent mechanisms, such as the CHIP-HSP70 
or RACK1-HSP90 pathways, are known to degrade 
HIF-1α [30, 31]. Furthermore, various post-translational 
modifications, including acetylation, methylation, and 
SUMOylation, are critical for the regulation of HIF-1α 
stability and function [32, 33].

Table 1 Targets of LSD1 and their effect on gene expression

*  neuron-specific isoform of LSD1

Listed are the target substrates of LSD1 and the cellular functions and effects of gene expression

Targets Residue Functions Effect References

Histone H3 K4me2 Repression with CoREST, CtBP and NuRD Gene repression [6–8]

Histone H3 K9me2 Derepression of AR target genes with FOXA1 Gene activation [10, 11]

Histone H4 K20me1 Regulation of memory formation (LSD1n*) Gene activation [19]

DNMT1 K1096 Maintenance of global DNA methylation through stabilization of DNMT1 Gene activation [8]

FOXA1 K270 Derepression of AR target genes through stabilization of FOXA1 Gene activation [11]

HIF-1α K32 Regulation of tumor angiogenesis through stabilization of HIF-1α Gene activation [14]

p65 K314/315 Regulation of inflammatory response through stabilization of p65 Gene activation [15]

AGO2 K726 Inhibition of anti-tumor immunity through stabilization of AGO2 Gene repression [16]

SOX2 K42/117 Maintenance of pluripotency through stabilization of SOX2 Gene activation [17]
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The role of LSD1 as a positive factor in the hypoxic reg-
ulation of HIF-1α stability and transcriptional activity via 
demethylation of HIF-1α and HIF-1α-interacting protein 
RACK1 has been well studied [14, 34–36]. Monometh-
ylation of the HIF-1α Lys32 residue by SET7/9 mediates 
HIF-1α ubiquitylation and degradation (Fig. 1A) [14, 34]. 
As the E3 ubiquitin ligase that is targeting monomethyl-
ated HIF-1α is not yet known, its identification adds to 
our understanding of HIF-1α stability regulation. Further, 
this E3 ubiquitin ligase may be a promising drug target for 
HIF-1α suppression via PROteolysis Targeting Chimera 
(PROTAC) technology [37, 38], especially in VHL-defec-
tive cancers. Under hypoxic conditions, LSD1 maintains 
HIF-1α stability and hypoxia-responsive gene expression 
by counteracting SET7/9-mediated HIF-1α monomethyl-
ation [14]. A mouse model harboring a lysine-to-alanine 
substitution at HIF-1α Lys32, which prevents its mono-
methylation, exhibited much higher HIF-1α levels, 
upregulated hypoxia-inducible gene expression, as well 
as enhanced tumor growth and angiogenesis [14], sug-
gesting that monomethylation at this lysine residue is a 
critical regulator of HIF-1α function. Lysine monometh-
ylation of HIF-1α also occurs at position 391 and is regu-
lated by the interplay between SET7/9 and LSD1 (Fig. 1A) 
[35]. This site is in close proximity to the oxygen-depend-
ent degradation domain (ODDD) of HIF-1α, and meth-
ylation by SET7/9 enhances VHL-mediated HIF-1α 
ubiquitylation [35]. LSD1 increases HIF-1α stability by 

inhibiting the methylation. In addition, LSD1 prevents 
PHD2-induced hydroxylation and enhances K532 dea-
cetylation (Fig. 1B) [35]. LSD1 increases MTA1 (Metas-
tasis Associated 1, a component of NuRD complex) level 
as well as HDAC activity in NuRD complex, resulting in 
the decrease of Arrest defect 1 (ARD1)-mediated K532 
acetylation. These events stabilize HIF-1α. Another level 
of LSD1-mediated HIF-1α stability regulation is through 
an oxygen-independent mechanism via demethylation of 
RACK1 (Fig.  1B) [36]. RACK1 was identified as a HIF-
1α-interacting protein and was shown to recruit an E3 
ubiquitin ligase independently of oxygen status [30]. 
LSD1 demethylates the Lys271 residue of RACK1, inhib-
iting its interaction with HIF-1α and thus stabilizing the 
latter [36]. Low cofactor FAD levels attenuate LSD1 dem-
ethylase activity during prolonged hypoxia and suppress 
HIF-1α through RACK1-mediated degradation [36]. In 
summary, LSD1 increases HIF-1α stability under hypoxic 
conditions via three mechanisms. First, direct demethyla-
tion of HIF-1α stabilizes it against methylation-mediated 
degradation. Second, LSD1 indirectly inhibits HIF-1α 
hydroxylation-mediated degradation. Third, LSD1 dem-
ethylates RACK1 and inhibits the RACK1-mediated 
degradation of HIF-1α. Thus, LSD1 inhibition is a prom-
ising strategy for preventing cancer cell adaptation to the 
hypoxic microenvironment.

While most studies on the function of LSD1 in hypoxia 
have focused on its regulation of HIF-1α stability, Saka-
moto et al. suggested that histone demethylation by LSD1 
is partially involved in cancer cell metabolic reprogram-
ming [39]. They observed a shift in the metabolic balance 
from glycolytic to mitochondrial respiration upon LSD1 
depletion in hepatocellular carcinoma cells. Reduced glu-
cose uptake and glycolytic activity were correlated with 
the decrease of HIF-1α levels, while elevated mitochon-
drial respiration in parallel to the increase of methyl-
ated H3K4 in the promoter region of respiratory genes. 
In various independent studies, LSD1 was shown to play 
a role in the cellular response to hypoxia [14, 35, 36, 39, 
40]. Since LSD1 levels and activity were associated with 
angiogenesis, tumor growth [35], as well as the metabolic 
shift toward glycolysis [39], LSD1 inhibitors are promis-
ing candidates for suppressing cancer progression in rela-
tion to the hypoxic response.

LSD1 in the epithelial‑to‑mesenchymal transition (EMT)
The EMT is an essential process allowing solid cancer 
cells to gain migratory potential and relocate from their 
original location [41, 42]. The process involves repres-
sion of epithelial marker genes, such as E-cadherin, and 
the activation of mesenchymal marker genes, includ-
ing vimentin. Various transcription factors involved in 
the EMT have been characterized, including the SNAIL, 
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Fig. 1 Regulation of the stability of HIF-1α by LSD1 in hypoxia. A 
Methylation of HIF-1α Lys32 or Lys391 residue by SET7/9 induces 
ubiquitination and degradation of HIF-1α. LSD1 removes the 
corresponding methyl groups and thereby stabilizes HIF-1α. B 
LSD1 prevents PHD2-induced hydroxylation and enhances K532 
deacetylation of HIF-1α, thereby stabilizing HIF-1α. In addition, 
demethylation of RACK1 by LSD1 inhibits the interaction of RACK1 
with HIF-1α, consequently stabilizing HIF-1α
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TWIST, and ZEB families [41, 42]. Among them, SNAIL 
is known to recruit a number of epigenetic regulators in 
order to establish the heterochromatin state in the pro-
moter region of epithelial marker genes [43]. Further, 
LSD1 plays a critical role in the initiation of this epige-
netic repressive state.

LSD1 was initially proposed as a negative regulator of 
EMT and invasion in breast cancer cells, acting through 
the inhibition of TGF-β signaling gene expression via a 
complex formed with NuRD [8]. However, many other 
reports later suggested a role of LSD1 in promoting EMT 
across various types of cancer. The EMT-promoting 
role of LSD1 was first described when it was identified 
as a SNAIL-binding protein [43, 44]. SNAIL interacts 
with LSD1 through the N-terminal SNAG domain and 
recruits LSD1 to target gene promoters (e.g., SNAIL gene 
promoter) via binding to E-box consensus sequences, 
where LSD1 strips H3K4me2 histone marks [43, 44]. 
LSD1 simultaneously recruits the CoREST repressor 
complex to the promoter for transcriptional repression 
[43]. Further, LSD1 contributes to the enhanced stabil-
ity of the SNAIL protein preventing its GSK3β-mediated 
degradation via the ubiquitin–proteasome system [45]. 
Without LSD1 binding, SNAIL failed to repress target 
gene expression [43], highlighting the critical role of the 
former in SNAIL-mediated epithelial gene repression. 
SNAIL family member SLUG (also called SNAIL2) also 
interacts with LSD1 via its SNAG domain [46]. LSD1 
together with SNAIL/SLUG were involved in the repres-
sion of cancer-related genes other than epithelial-specific 
genes depending on the cancer type. Examples included 
BRCA1 (Breast cancer 1; the tumor suppressor) in triple-
negative breast cancer cells [46] and NDRG1 (N-myc 
downstream-regulated gene 1; the metastasis suppres-
sor) in neuroblastoma with the MYCN oncogene ampli-
fication [47]. The contribution of SNAIL-LSD1 to the 
development of acute myeloid leukemia (AML), a hema-
tological malignancy, suggests that the complex is also 
involved in aspects of cancer progression other than the 
EMT [48].

Genome-wide analysis of epigenomic reprogram-
ming during the EMT confirmed the pivotal role of 
LSD1. TGF-β-induced EMT in mouse hepatocytes 
was accompanied by a reduction in heterochromatin 
mark H3K9me2 levels in parallel to an elevation in the 
euchromatin marks H3K36me3 and H3K4me3 [49]. 
Importantly, the major contributor to this reprogram-
ming was found to be LSD1. In addition, the increased 
motility and chemoresistance of TGFβ-treated cells were 
LSD1-dependent [49]. Thus, LSD1 acts a critical epige-
netic EMT regulator via both the repression of epithelial 
gene expression and the activation of mesenchymal gene 
expression. Genome-wide analysis revealed a general 

shift of chromatin structure toward a more open state 
with increased euchromatin histone marks, which was 
not in agreement with the repression of epithelial genes 
during the EMT. One possible scenario is that the repres-
sion of epithelial-specific expression occurred because of 
SNAIL/LSD1-induced local repressive chromatin states 
rather than a broader genomic state of repression.

Post-translational modification of LSD1 contributes 
to its activation during the EMT. Phosphorylation at the 
Ser112 residue is critical for EMT activation [50, 51]. In 
nude mice with LSD1 mutant-expressing MDA-MB-231 
tumors, ectopic overexpression of wild-type LSD1 or 
a phosphorylation-mimicking LSD1-S111D (originally 
reported as S112 referring to mouse LSD1, while S111 is 
the human LSD1 residue) enhanced metastasis, whereas 
overexpression of a phosphorylation-defective S112A 
mutant did not change the metastatic potential of can-
cer cells [50]. The kinase responsible for phosphoryla-
tion at the site was suggested to be chromatin-anchored 
PKC-θ [51], although LSD1-S112 was originally identi-
fied as a target for PKCα in relation to circadian regula-
tion [52] and inflammation [15]. LSD1, together with 
PKC-θ, localized to mesenchymal gene promoters 
and enhanced gene expression, while LSD1 inhibition 
repressed mesenchymal gene induction [51]. In contrast 
to the phosphorylation-mediated activation of LSD1 in 
EMT, acetylation was shown to negatively regulate EMT-
promoting function of LSD1 in epithelial cells, thereby 
attenuating the EMT [53]. Acetyltransferase MOF, which 
is highly expressed in epithelial cells, acetylates LSD1 at 
multiple lysine residues, interfering with its association 
with chromatin and thus compromising the EMT-pro-
moting function of LSD1 [53].

Since LSD1 was identified as a critical player in the 
EMT, various approaches have been employed for block-
ing the EMT via inhibition of either LSD1 activity or the 
SNAIL interaction [54, 55]. Structurally, the N-terminal 
SNAG domain of SNAIL mimics histone H3, allow-
ing for its interaction with LSD1 [56]. Thus, a SNAG 
mimicry peptide blocked the SNAIL-LSD1 interaction 
[55]. In addition, LSD1 demethylase inhibitor tranyl-
cypromine  (Parnate) also suppressed their interaction 
[54, 55]. Further, the treatment of various cancer cell 
lines with these two inhibitory molecules resulted in an 
increased expression of E-cadherin and the suppression 
of motility and invasiveness [54, 55]. LSD1 inhibitors Par-
gyline and GSK-LSD1 were applied to restrict the EMT in 
prostate cancer cells and oral squamous cell carcinoma, 
respectively. These inhibitors activated epithelial genes 
and repressed mesenchymal gene expression, in turn 
suppressing or delaying progression [19, 57]. In sum-
mary, a considerable amount of evidence has confirmed 
the LSD1-mediated promotion of the EMT in various 
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types of cancer. Accordingly, LSD1 inhibitors have been 
successfully applied to suppress the EMT process and 
cancer progression in these preclinical studies.

Maintenance of cancer stemness and regulation 
of differentiation by LSD1
The critical role of LSD1 in the regulation of stemness 
and differentiation was first reported in embryonic stem 
cells (ESCs) of humans and mice [58, 59]. LSD1 repressed 
the expression of several critical developmental genes by 
regulating the methylation status of H3K4 via its enzy-
matic activity [58]. As a result, LSD1 knockdown induced 
the differentiation of human ESCs via the early expres-
sion of mesodermal and endodermal marker genes, in 
parallel to increased levels of H3K4 di- and tri-methyla-
tion [58]. LSD1 depletion in mouse ESCs leads to their 
incomplete differentiation due to the partial silencing of 
ESC genes, as LSD1 was crucial for the decommission-
ing of ESC-specific enhancers during differentiation 
[59]. Many LSD1-regulated genes are its indirect tar-
gets, wherein LSD1 recruitment is mediated by master 
ESC transcription factors, including OCT4, SOX2, and 
NANOG [58, 59]. In addition to its role in ESCs, LSD1 
is involved in the differentiation of adult stem cells in 
various tissues, including myogenic differentiation [60], 
adipogenesis [61], hematopoiesis [62, 63], and epithelial 
differentiation [64]. Taken together, LSD1 is a critical epi-
genetic factor that maintains the self-renewal potential of 
stem cells and regulates their cellular differentiation.

In tumors, a small population of cells containing stem 
cell-like properties (i.e., self-renewal, long-term growth, 
and drug resistance) have been identified and termed 
cancer stem cells (CSCs) [65, 66]. After the characteri-
zation of LSD1 as a pivotal regulator contributing to 
embryonic stem cell stemness and differentiation, various 
groups have explored its role in CSCs. LSD1 inhibition 
via small-molecule compounds selectively suppressed 
the growth of stem-like cancer cells in teratocarcinoma, 
embryonic carcinoma, and testicular seminoma, without 
significant growth inhibition observed in non-pluripo-
tent cancer cells [67]. Since this initial observation, vari-
ous studies have elucidated the function of LSD1 and the 
consequences of LSD1 deletion or pharmacological inhi-
bition in CSCs from a variety of cancer types. Although 
the mechanism of LSD1 function in CSCs varies and has 
not been clearly established, it is related to the regula-
tion of stemness and differentiation, similarly to its role 
in ESCs. Thus, LSD1 inhibition is to be accompanied by 
reduced stemness, cellular differentiation, and/or dimin-
ished drug resistance in CSCs. Pharmacological LSD1 
inhibition in small cell lung carcinoma (SCLC), a noto-
riously drug-resistant lung cancer type, had cytostatic 
effects with a delayed onset of growth both in vitro and 

in xenograft models [68]. LSD1 caused a change in the 
cellular state (i.e., inducing differentiation) via neuroen-
docrine marker gene expression changes, which are a 
molecular feature of SCLCs [68]. Unfortunately, not all 
SCLC cell lines respond to LSD1 inhibition, and the exact 
mechanism through which LSD1 contributes to the CSC 
phenotype has not been elucidated. In squamous cell car-
cinoma (SCC), LSD1 function was associated with the 
stem cell factor SOX2. LSD1 inhibitors selectively sup-
pressed the growth and promoted the differentiation of 
SOX2-positive, but not SOX2-negative, SCCs, in con-
junction with the upregulation of differentiation-associ-
ated genes [69].

In leukemia, LSD1 inhibition promotes cell differen-
tiation. In MLL-AF9-driven leukemia, LSD1 sustained 
the expression of oncogenic genes maintaining stem cell 
potential in concert with the MLL-AF9 oncoprotein. Fur-
ther, knockdown or pharmacological inhibition of LSD1 
attenuated leukemia stem cell potential and induced 
differentiation [70]. Moreover, inhibition successfully 
induced cell fate transition in other types of leukemia. In 
particular, inhibiting LSD1 triggered the differentiation 
of non-acute promyelocytic leukemia (APL)-type AML 
cells, which do not respond to all-trans-retinoic acid 
(ATRA)-mediated differentiation, into ATRA-sensitive 
cells [71]. Interestingly, recent evidence revealed that 
even though LSD1 inhibition was not effective in APL 
cell treatment, it sensitized APL cells to physiological 
doses of retinoic acid so that combination treatment of 
LSD1 inhibitor and retinoic acid extended the survival of 
leukemic mice [72]. However, in this case, the demethyl-
ase activity of LSD1 was not correlated with its retinoic 
acid-mediated sensitizing ability, and LSD1 inhibition 
disrupted the interaction between LSD1 and GFI1 [72]. 
Pharmacological dissociation of LSD1 from the LSD1-
GFI1 complex has been reported as crucial for the 
differentiation of AML cells [73, 74]. In addition, pharma-
cological inhibition of LSD1 in Merkel cell carcinoma, a 
primary neuroendocrine carcinoma of the skin, induced 
cell cycle arrest and cell fate change to the normal Mer-
kel cell phenotype accompanied by the de-repression 
and activation of the neuronal transcription program 
[75]. Thus, LSD1 is a critical player in the maintenance of 
stemness, and LSD1 inhibition has been demonstrated as 
efficient for the treatment of differentiation-prone cancer 
types in pre-clinical models.

LSD1 is likely to regulate the methylation status of lin-
eage- or cancer type-specific gene sets rather than the 
global chromatin methylation status in CSCs [64, 70, 71, 
76]. The question is how LSD1 selectively targets gene-
specific promoters. One plausible explanation is that 
LSD1 works together with or regulates stem cell factors 
in a subset of CSC types. One candidate factor, SOX2, 
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was reported to cooperate with LSD1 in lung cancer [69], 
HER2-positive breast cancer [77], human ovarian terato-
carcinoma [17], and pluripotent cancer cells, including 
teratocarcinoma, embryonic carcinoma, and seminoma 
CSCs [67]. LSD1 inhibition repressed the expression of 
SOX2 in lung squamous cell carcinomas, resulting in the 
suppression of SOX2-mediated oncogenic potential [69]. 
In human ovarian teratocarcinomas, SOX2 was suscep-
tible to monomethylation-mediated degradation, which 
was reversed by LSD1, and thus LSD1 inhibition caused 
SOX2 destabilization [17]. LSD1 inhibition selectively 
blocked CSC-driven mammosphere formation in SOX2-
driven CSCs [77]. Another stem cell factor, OCT4, was 
also suggested as a stemness-regulating factor working 
in concert with LSD1. The LSD1-OCT4 interaction in 
CSCs was suggested to maintain enhancers suscepti-
ble to reactivation, leading to the abnormal expression 
of pluripotency-related genes [78]. In LGR5-positive 
hepatocellular carcinoma, LGR5 and LSD1 appeared to 
enhance each other’s expression, maintaining the stem 
cell characteristics of carcinoma cells [79]. A key feature 
of neuroblastoma is the impaired neuronal differentiation 
in parallel to the high expression of myelin transcription 
factor 1 (MYT1). Knockdown of MYT1 induced neuro-
differentiation in neuroblastoma cells [80]. Pharmaco-
logical inhibition of MYT1 interaction partner LSD1 had 
similar effects. Therefore, the roles of LSD1 in CSCs need 
to be considered together with those of its interaction 
partners, which are most likely lineage- or cancer type-
specific transcriptional regulators.

LSD1 in anti‑tumor immunity
The immune surveillance system of the human body 
continuously identifies and clears tumor cells through a 
multi-step process. In brief, these steps include the rec-
ognition of tumor-associated antigens by dendritic cells 
(DCs), antigen presentation via major histocompatibil-
ity complexes on the DC surface, the migration of DCs 
to lymphoid organs, DC-T cell contact resulting in T cell 
activation, relocation of activated T cells to peripheral 
tumor sites, and finally, the recognition and cytotoxic T 
cell-mediated destruction of cancer cells [81]. In addi-
tion, tumor antigen-specific B cells proliferate, differenti-
ate, and produce antibodies to help with the destruction 
of cancer cells [81]. However, cancer cells employ various 
mechanisms to perturb and escape from immune surveil-
lance, including immune editing [82]. Therefore, various 
approaches for overcoming the immune escape of cancer 
cells are being actively investigated.

Tumor immunotherapy is a major antitumor treat-
ment approach that has recently emerged into the clinical 
spotlight. It was not long ago that LSD1 inhibitors were 
also shown to be effective in antitumor immunotherapy 

(Fig.  2). Based on the fact that targeting epigenetic 
regulators can boost the antitumor immune response, 
researchers screened compounds targeting chromatin 
factors that upregulate the expression of endogenous ret-
roviral element (ERV)—as well as type I interferon (IFN)-
responsive genes, and identified GSK-LSD1 as a hit [16]. 
Further analysis revealed that LSD1 inhibition caused 
ERV expression in parallel to H3K4me2 upregulation at 
various ERV regions, resulting in the downregulation of 
RNA-induced silencing complex (RISC), which otherwise 
clears double-stranded ERV transcripts. These two phe-
nomena in turn enhanced the cellular response to dsRNA 
by activating type I IFN signaling. In addition, LSD1 
depletion or inhibition enhanced tumor immunogenic-
ity, resulting in increased T cell infiltration of tumors. 
Furthermore, LSD1 inhibition sensitized PD-(L)1-resist-
ant tumor cells to checkpoint blockade [16]. This was 
the first report to highlight the potential application of 
LSD1 inhibition in cancer immunotherapy, especially 
for the treatment of tumors that are poorly immuno-
genic and resistant to PD-(L)1 blockade. In agreement 
with this observation, various researchers reported the 
pro-immunogenic effects of LSD1 inhibition in tumors, 
which lead enhanced immune checkpoint blockade effi-
cacy. LSD1 inhibition in triple-negative breast cancer 
(TNBC) increased the expression of CD8+ T cell-attract-
ing chemokines and PD-L1 in parallel to upregulated 
H3K4me2 marks at the respective gene promoter regions, 
resulting in enhanced CD8+ T cell infiltration at tumor 
sites [83]. Further, combination treatment with LSD1 
inhibitor and an anti-PD-1 antibody in TNBC xenograft 
mice amplified PD-1 blockade efficacy [83]. Enhanced 
antitumor immune responses, including T cell infiltra-
tion, after LSD1 inhibition have also been reported in 
SWI/SNF-mutated ovarian cancers as well as in a 4T1 
melanoma mouse model [84, 85]. Interestingly, LSD1 
deficiency of CD8+ T cells in a murine melanoma model 
resulted in lower tumor growth, higher PD-1 levels in the 
tumor-infiltrating population, and no significant differ-
ence in overall health compared to wild-type mice [86]. 
CoREST complex inhibitor corin, which is derived from 
a class I HDAC inhibitor and an LSD1 inhibitor [87], 
induced the expression of proinflammatory cytokine 
genes in Tregs, resulting in increased CD8+ T cell tumor 
infiltration and reduced tumor burden [88]. Therefore, 
LSD1 inhibition seems to exert anti-tumor effects on 
both tumor and immune cells. Further, it is of interest to 
observe whether a single LSD1 inhibitor can exert similar 
effects on Treg cells as the dual CoREST inhibitor corin.

In addition to modulating tumor immunogenicity and 
PD-(L)1 blockade, LSD1 inhibition potentiates antitu-
mor immunity by activating innate immune cells, includ-
ing macrophages and natural killer cells. In a xenograft 
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model of MDA-MB-231 breast cancer in BALB/c nude 
mice, LSD1 inhibition via phenelzine resulted in 
increased infiltration of anti-tumor M1 macrophages in 
the tumor microenvironment [51]. Further analysis of 
the effect of LSD1 inhibitors on macrophage polarization 
programs revealed that phenelzine could target both FAD 
and CoREST binding domain, while catalytic inhibitor 
GSK2879552 could not switch the macrophage polariza-
tion program toward an anti-tumoral M1-like phenotype 
[89]. In contrast, catalytic inhibitor GSK-LSD1, but not 
scaffold inhibitors, increased natural killer cell-mediated 
tumor regression in a mouse model of pediatric high-
grade glioma [90]. One concern was the cytostatic and 
cytotoxic effects of scaffold-type LSD1 inhibitors on nat-
ural killer cells, which did not affect T cells [90]. This was 
due to the impaired metabolism and glutathione deple-
tion in inhibitor-treated natural killer cells, as glutathione 
supplementation rescued their cytolytic function [91].

Taken together, studies have thoroughly demonstrated 
the beneficial effects of LSD1 inhibition on antitumor 
immunotherapy. In cancer, LSD1 inhibition enhances 

tumor immunogenicity and the secretion of chemokines, 
while reversing resistance to PD-(L)1 blockade. Further, 
LSD1 inhibition increases proinflammatory cytokine 
expression in Treg cells and enhances tumor CD8+ T 
cell infiltration. Antitumor M1-like macrophage polari-
zation and infiltration were also upregulated by LSD1 
inhibition. As LSD1 inhibitors have therapeutic potential 
within immunotherapy, further in-depth research is cru-
cial for determining which type of LSD1 inhibitors (cata-
lytic inhibitor vs. scaffolding inhibitor) is to be used and 
what type of immunotherapy it should be combined with.

Roles of LSD1 in inflammatory diseases
The inflammatory response is the primary defense 
mechanism mediated by the immune system. However, 
in order for the inflammatory response to function effi-
ciently, its induction and termination must be tightly 
regulated, as excessive and prolonged inflammation leads 
to the development of chronic inflammatory diseases [10, 
92, 93]. It has been reported that the epigenetic regula-
tion of gene expression during inflammation is crucial 

Macrophage polarization to M1-like phenotype

M1 macrophage infiltration

Cancer cell

Tumor immunogenicity

T cell attracting chemokines

Resistance to PD-1-PD-L1 blockade 

Proinflammatory cytokines in Treg cells

CD8+ T cell infiltration

T cell

Macrophage

LSD1 ERV transcription ↑
RISC stability ↓

dsRNA stress ↑

Immunogenicity ↑
T cell infiltration ↑

Fig. 2 The effect of LSD1 inhibition on anti-tumor immunity. LSD1 inhibition in cancer cells enhances tumor immunogenicity and secretion of 
chemokines that attract T cells, while reversing the resistance to PD-(L)1 blockade. LSD1 inhibition upregulates pro-inflammatory cytokines in Treg 
cells, promotes the polarization of macrophages into the anti-tumor M1-like macrophages, and enhances the infiltration of these macrophages and 
CD8 + T cells into the tumor
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in inflammatory disease pathogenesis [94–97]. LSD1 
functions as an epigenetic regulator of the inflammatory 
response (Fig. 3) [98–100]. It regulates the expression of 
pro-inflammatory genes through different mechanisms 
depending on the cell type and immune signal. LSD1 
repressed pro-inflammatory cytokines MCP-1 and IL-
6 induced by diabetes in smooth muscle cells (SMCs) 
through the regulation of H3K4me2 [99]. Further, LSD1 
was downregulated in SMCs isolated from a diabetic 
mouse model (db/db), resulting in the increased H3K4 
methylation of NF-κB response elements near the MCP-
1 and IL-6 promoters [99]. In cancer cell lines MDA-
MB231 and HepG2, LSD1 repressed pro-inflammatory 
cytokine genes IL-1α, IL-1β, and IL-6 [98]. LSD1 knock-
down upregulated H3K4me2 at the promoters of IL-1α, 
IL-1β, and IL-6, while H3K9me2 levels decreased. LSD1 
functioned in synergy with HDAC1 to control H3K9/14 
acetylation [98]. In addition, LSD1 was reported to 
act as a negative epigenetic regulator of inflammatory 
responses in hematopoietic stem cells (HSCs) during 
endotoxin shock. LSD1fl/fl:Mx-Cre mice (LSD1−/−), which 
were LSD1-depleted via Poly(I:C), exhibited a dysregu-
lated inflammatory response, leading to hyperinflam-
mation and sudden death because of a cytokine storm. 
When LSD1 was restored in HSCs, these were resistant 
to LPS-induced septic shock. LSD1 directly modulated 
HSC gene expression through H3K4me2 regulation, thus 
preventing excessive inflammatory reactions [100].

LSD1 functions not only as a negative regulator of the 
inflammatory response but may also promote it [15, 101, 
102]. In rheumatoid arthritis (RA), one of the most fre-
quently occurring chronic inflammatory diseases, LSD1 
acts as a positive regulator of CD4+ T cell activation 
[101]. Upregulated LSD1 expression was observed in 

CD4+ T cells within the synovial fluid (SF) of patients 
with active RA. Further, the production of both IFN-γ 
and IL-17 was significantly decreased by LSD1 knock-
down in these cells. In the collagen-induced RA mouse 
model, LSD1 knockdown prevented RA development 
[101]. LSD1 was phosphorylated by PKCα in response to 
LPS stimulation of bone marrow-derived macrophages 
(BMDMs). LSD1 phosphorylation-defective mice 
(Lsd1SA/SA) were highly resistant to LPS-induced inflam-
mation, acute lung injury, and mortality [15]. Further, 
LPS-induced LSD1 phosphorylation was required for 
the prolonged activation of NF-κB target genes. Interest-
ingly, the NF-κB target gene activation associated with 
LPS-induced LSD1 phosphorylation was independent of 
its demethylase activity against H3K4me2 and H3K9me2 
[15]. LPS-induced LSD1 phosphorylation was responsi-
ble for both p65 demethylation and binding, enhancing 
p65 protein stability. Inhibition of PKCα or LSD1 activity 
in mice attenuated sepsis-induced mortality. Therefore, 
phosphorylation by PKCα is critical for LSD1-mediated 
epigenetic regulation of the inflammatory response [15]. 
LSD1 is highly expressed in the renal tissue of hepatitis B 
virus-associated glomerulonephritis (HBV-GN) patients. 
Further, LSD1 promoted HBV-induced pro-inflamma-
tory cytokine release in HK-2 cells, a human renal tubular 
epithelial cell line. LSD1 regulated expression by remov-
ing methylation from H3K9 at the promoter of inflam-
matory response-related gene Tlr4. Tranylcypromine, an 
LSD1 inhibitor, inhibited the TLR4-NF-κB-JNK signaling 
axis and decreased renal inflammation in HBV-infected 
transgenic mice. Taken together, LSD1 functions as a 
novel positive regulator of renal inflammation [102].

SARS-CoV-2, responsible for the current COVID-19 
pandemic, is transmitted to the respiratory tract, causing 
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Fig. 3 LSD1 functions as a key epigenetic regulator in inflammatory disease. LSD1 controls gene expression in two ways during inflammation. 
LSD1 increases the expression levels of inflammatory response genes by acting as a positive regulator in inflammatory diseases such as rheumatoid 
arthritis (RA), sepsis, hepatitis B virus-associated glomerulonephritis (HBV-GN), and SARS-CoV-2 infection. By contrast, LSD1 functions as a 
negative regulator of the inflammatory response that decreases the expression of cytokine genes in smooth muscle cells (SMCs), cancer cells, and 
hematopoietic stem cells (HSCs)
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severe respiratory syndrome, among which pneumonia 
is the most frequent. SARS-CoV-2-induced pneumonia 
causes a cytokine storm to develop rapidly, leading to 
death. Therefore, the epigenetic suppression of excessive 
inflammation represents a new avenue for the develop-
ment of relevant therapeutics. Epigenetic regulators, 
such as LSD1, may thus represent promising therapeu-
tic targets for the treatment and prevention SARS-CoV-
2-associated pneumonia.

Roles of LSD1 in thermogenesis and adipogenesis
Metabolic conditions, such as obesity and diabetes, are 
associated with the dysregulation of metabolism-associ-
ated gene expression [103, 104]. The best studied function 
of LSD1 in energy metabolism is its role in the positive 
regulation of thermogenic potential in adipocytes. LSD1 
expression was decreased in the white adipose tissue 
(WAT) from ob/ob mice. In normal mice, its expression 
was induced in WAT after cold exposure or β-adrenergic 
stimulation [105]. Further, LSD1 upregulation enhances 
mitochondrial function, inducing the expression of genes 
related to oxidative phosphorylation (OXPHOS) in WAT 
via nuclear respiratory factor 1 (Nrf1) [105]. Transgenic 
mice with increased LSD1 expression exhibited partial 
browning of the WAT with reduced weight gain in high-
fat diet-fed conditions [105]. In addition to the WAT, 
LSD1 contributes to the development, maintenance, and 
state conversion (active thermogenic vs. dormant) of the 
brown adipose tissue (BAT) by controlling the expres-
sion of metabolic target genes [106–108]. BAT-specific 
LSD1 conditional deletion resulted in the morphologi-
cal whitening of the BAT, reduced thermogenic poten-
tial, and increased obesity [106–108]. With respect to 
the mechanism, LSD1 has a dual regulatory role of gene 
expression in the BAT, with upregulation of BAT-specific 
genes and downregulation of WAT-selective genes. The 
upregulation of BAT-specific genes is mediated by the 
interaction of LSD1 with transcription factors such as 
Zfp516, a BAT-enriched and cold-inducible transcrip-
tion factor, and Nrf1 [106, 107]. Zfp516 recruits LSD1 
to the promoter region of BAT-specific genes such as 
UCP1, and LSD1 demethylates H3K9 leading to tran-
scriptional activation [107]. The Nrf1–LSD1 complex 
also targets H3K9 marks and induces BAT-specific gene 
transcription [106]. By contrast, repression of WAT-
selective genes is achieved by the interaction of LSD1 
with PRDM16, a key transcriptional coregulator in adi-
pocytes, and through the LSD1–CoREST complex [106, 
108]. Although LSD1–PRDM16-mediated repression of 
WAT-selective genes correlates with H3K4 demethyla-
tion [108], the LSD1–CoREST complex has a dual regu-
lation function on both H3K4 and K3K9 methylation in 
the same promoter [106]. In addition to the regulation 

of BAT- or WAT-specific gene expression, LSD1 pro-
motes BAT thermogenesis through repressing hydroxys-
teroid 11-β-dehydrogenase isozyme 1 (HSD11B1), a key 
glucocorticoid-activating enzyme, since glucocorticoid 
promotes lipid accumulation [108]. LSD1 binds to the 
promoter region of Hsd11b1 independently of PRDM16 
and demethylates H3K4me2. In a separate study, chemi-
cal inhibition of LSD1 was shown to block BAT differen-
tiation accompanied by the repression of Wnt-β–catenin 
target genes [109]. Consistently, conditional deletion of 
Lsd1 in newborn mice resulted in the inhibition of brown 
adipogenesis [109]. In another context, LSD1 is required 
for the formation and maintenance of thermogenic beige 
adipocytes that turn into white adipocytes with age, and 
PPARα mediates the effects of LSD1 on target genes 
[110]. Overall, it is clear that LSD1 is critical for adipo-
genesis and thermogenic gene regulation, although the 
exact mechanism for the thermogenic gene regulation 
remains to be elucidated further.

Roles of LSD1 in neuronal physiology 
and neurodegenerative diseases
LSD1 is widely expressed in the brain and nervous sys-
tem, regulating gene expression during various processes 
[111–115]. In particular, LSD1 functions as an epige-
netic regulator of neural stem cell proliferation (Fig.  4). 
Its inhibitors pargyline and tranylcypromine lead to 
attenuated neural stem cell proliferation [112]. LSD1 
was recruited to the promoter of TLX target genes for 
transcriptional repression, playing a novel role in regula-
tion via TLX, an essential neural stem cell transcription 
factor [112]. LSD1 was targeted by E3 ubiquitin ligase 
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Fig. 4 Roles of LSD1 in neuronal physiology and neurodegenerative 
diseases. LSD1 regulates gene expression in various neuronal 
physiology processes such as neuronal differentiation, circadian clock, 
learning, and memory. When LSD1 fails to control gene expression, 
neurodegenerative diseases such as Alzheimer’s disease (AD), 
frontotemporal dementia (FTD), and tauopathy occur
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for proteasomal degradation during neural differentia-
tion in vitro as well as in vivo [111]. Further, LSD1 was 
described as critical for neuronal progenitor cell (NPC) 
maintenance during cortical development, controlling 
NPC differentiation by regulating H3K4 methylation of 
ATN1 (encoding Atrophin 1, a protein related to denta-
torubral-pallidoluysian atrophy) [113]. Pharmacological 
inhibition of LSD1 activity increased H3K4 methylation 
at the LSD1 binding site downstream of ATN1, leading 
to ATN1 repression and NPC differentiation [113]. LSD1 
was crucial for the neuronal differentiation of human fetal 
neural stem cells (hfNSCs) [114], being directly recruited 
to the Hairy/enhancer-of-split related with YRPW motif-
like (HEYL) gene promoter and controlling H3K4me2 
demethylation to repress HEYL expression during hfNSC 
neuronal differentiation [114]. Further, LSD1 co-repres-
sor Rcor2 is expressed in the central nervous system 
and plays a key role in the epigenetic regulation of Sonic 
hedgehog (Shh) signaling during cortical development 
[115]. LSD1 and Rcor2 co-occupied the upstream regula-
tory regions of Shh, with the latter recruiting the LSD1 
complex for the removal of H3K4me1 from these genes 
[115].

LSD1 is phosphorylated by PKCα in a circadian man-
ner, and phosphorylated LSD1 interacts with CLOCK-
BMAL1, a master transcriptional regulator, to facilitate 
transcriptional activation [52]. LSD1 phosphorylation-
defective Lsd1SA/SA mice exhibited attenuated expression 
of core clock genes, resulting in altered circadian rhythms 
and impaired phase resetting of the circadian clock [52]. 
Phosphorylated LSD1 was also reported to be involved 
in presynaptic plasticity as well as hippocampal learn-
ing and memory [116]. Lsd1SA/SA mice exhibited signifi-
cant upregulation of presynaptic function-related genes 
[116]. Further, LSD1 counteracted SETD1 activity during 
axonal branching and cortical synaptic dynamics, with 
Setd1 depletion being accompanied by working memory 
deficits [117]. SETD1A, a lysine-methyltransferase, is a 
key schizophrenia susceptibility gene, and cognitive as 
well as circuitry deficits were observed in in Setd1a-defi-
cient mice [117].

As LSD1 acts as a critical regulator of neuronal physiol-
ogy, it has been reported that a lack of normal LSD1 func-
tion contributes to the occurrence of neurodegenerative 
diseases [118, 119]. LSD1 deletion in hippocampal and 
cerebral cortex neurons leads to paralysis, widespread 
hippocampal and cortical neurodegeneration, as well as 
learning and memory defects [118]. Ablation of LSD1 
promoted expression changes in common neurodegen-
eration-associated genes in the degenerating hippocam-
pus. LSD1 was specifically mislocalized to aggregates 
of pathological proteins such as pTau and pTDP-43 in 
Alzheimer’s disease (AD) and frontotemporal dementia 

(FTD) patients [118]. The role of LSD1 in neurodegener-
ation was also explored in mouse models. LSD1 seques-
tration and tau accumulation were observed in the nuclei 
of neurons in a tauopathy mouse model [118]. Further, 
LSD1 deletion in this mouse model affected tau-induced 
gene expression, while LSD1 overexpression rescued the 
neurodegenerative phenotype in the hippocampus of 
tauopathy mice [118]. Therefore, increasing the activity 
and expression of LSD1 may represent a promising thera-
peutic approach for the treatment of AD and FTD [119]. 
Although LSD1 has been reported as related to neuro-
degenerative disease, the detailed molecular mechanism 
of LSD1 remains to be elucidated. Therefore, the study 
of how LSD1 controls neurodegenerative disease-related 
gene expression through epigenetic regulation is a prom-
ising area for future studies.

Concluding remarks
Since LSD1 is an epigenetic regulator involved in a 
variety of physiological processes, it has been associ-
ated with several diseases, including cancer as the most 
representative disease. LSD1 facilitates cancer cell sur-
vival and makes the microenvironment cancer-friendly; 
thus, inhibiting LSD1 function is an attractive strat-
egy to suppress cancer. In  vitro screening has identi-
fied many cancer cell lines that are not responsive to 
LSD1 inhibitors. However, LSD1 plays pleiotropic roles 
in tumor growth, invasion, metastasis, and drug resist-
ance in  vivo through the regulation of hypoxia, EMT, 
cancer stemness, and antitumor immunity. Therefore, 
the coverage of LSD1 inhibitors may be wider than that 
obtained from simple cell line screening. Accordingly, it 
seems necessary to develop a method that can test the 
efficacy of LSD1 inhibitors in a condition that best mim-
ics the in vivo environment rather than a simple cell cul-
ture context. Combination therapy of an LSD1 inhibitor 
with other anti-cancer drugs is also an option worthy of 
consideration.

LSD1 is also involved in the development of vari-
ous pathological conditions or diseases other than 
cancer. LSD1 maintains the balance of the inflamma-
tory response by controlling the expression of vari-
ous cytokine genes. In acute and severe inflammation 
conditions, LSD1 inhibition can restrict the spread of 
inflammation, as demonstrated in a CLP-mediated sep-
sis mouse model [15]. Thus, LSD1 inhibitors may be 
applied to alleviate certain types of inflammatory dis-
eases. Moreover, LSD1 is important for the development, 
maintenance, and thermogenesis in brown and beige adi-
pocytes, and loss of LSD1 function in adipocytes results 
in weight gain in mice. However, in this case, LSD1 inhib-
itors are not suitable for use, as LSD1 function is required 
to induce thermogenesis that is required to burn excess 
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energy and thereby suppress obesity. A new method for 
increasing the expression or activity of LSD1 may be ben-
eficial in this case. Moreover, LSD1 is widely expressed 
in the brain and nervous system, and plays a pivotal role 
in neuronal differentiation, the circadian clock, learn-
ing, and memory. As such, LSD1 plays a critical role in 
neuronal physiology, and when LSD1 dysfunction can 
lead to neurodegenerative diseases such as AD, FTD, and 
tauopathies. However, extensive studies are necessary to 
determine whether LSD1 is suitable as a drug target for 
brain and neurological disorders. Taken together, LSD1 
acts as a key epigenetic regulator of gene expression that 
controls cellular homeostasis and can be a therapeutic 
target in certain diseases. Therefore, gaining an accurate 
understanding of the action mechanism of LSD1 is essen-
tial for overcoming several diseases.

Acknowledgements
We acknowledge Dr. Y.S.Y. for helping figure preparations.

Authors’ contributions
DK, KIK, and SHB wrote the manuscript. All authors read and approved the 
final manuscript.

Funding
This work was supported by Creative Research Initiatives Programs (Research 
Center for Epigenetic Code and Diseases, 2017R1A3B1023387) to S.H.B.; 
Science Research Center Program (Cellular Heterogeneity Research Center, 
NRF-2016 R1A5A1011974) to K.I.K.; Young Researcher Program (NRF-
2019R1C1C1004022) to D.K. from the National Research Foundation of Korea 
(NRF) funded by the Ministry of Science and ICT.

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Anatomy, College of Medicine, The Catholic University 
of Korea, Seoul 06591, Republic of Korea. 2 Department of Biological Sciences, 
Sookmyung Women’s University, Seoul 04310, Republic of Korea. 3 Creative 
Research Initiatives Center for Epigenetic Code and Diseases, Department 
of Biological Sciences, Seoul National University, Seoul 08826, Republic 
of Korea. 

Received: 25 March 2021   Accepted: 1 June 2021

References
 1. Berger SL. Histone modifications in transcriptional regulation. Curr Opin 

Genet Dev. 2002;12:142–8. https:// doi. org/ 10. 1016/ s0959- 437x(02) 
00279-4.

 2. Suganuma T, Workman JL. Crosstalk among histone modifications. Cell. 
2008;135:604–7. https:// doi. org/ 10. 1016/j. cell. 2008. 10. 036.

 3. Shi Y, Lan F, Matson C, Mulligan P, Whetstine JR, Cole PA, et al. Histone 
demethylation mediated by the nuclear amine oxidase homolog LSD1. 
Cell. 2004;119:941–53. https:// doi. org/ 10. 1016/j. cell. 2004. 12. 012.

 4. Lee MG, Wynder C, Cooch N, Shiekhattar R. An essential role for CoREST 
in nucleosomal histone 3 lysine 4 demethylation. Nature. 2005;437:432–
5. https:// doi. org/ 10. 1038/ natur e04021.

 5. Shi YJ, Matson C, Lan F, Iwase S, Baba T, Shi Y. Regulation of LSD1 histone 
demethylase activity by its associated factors. Mol Cell. 2005;19:857–64. 
https:// doi. org/ 10. 1016/j. molcel. 2005. 08. 027.

 6. Yang M, Gocke CB, Luo X, Borek D, Tomchick DR, Machius M, et al. 
Structural basis for CoREST-dependent demethylation of nucleosomes 
by the human LSD1 histone demethylase. Mol Cell. 2006;23:377–87. 
https:// doi. org/ 10. 1016/j. molcel. 2006. 07. 012.

 7. Wang J, Scully K, Zhu X, Cai L, Zhang J, Prefontaine GG, et al. Oppos-
ing LSD1 complexes function in developmental gene activation and 
repression programmes. Nature. 2007;446:882–7. https:// doi. org/ 10. 
1038/ natur e05671.

 8. Wang J, Hevi S, Kurash JK, Lei H, Gay F, Bajko J, et al. The lysine demethy-
lase LSD1 (KDM1) is required for maintenance of global DNA methyla-
tion. Nat Genet. 2009;41:125–9. https:// doi. org/ 10. 1038/ ng. 268.

 9. Hosseini A, Minucci S. A comprehensive review of lysine-specific dem-
ethylase 1 and its roles in cancer. Epigenomics. 2017;9:1123–42. https:// 
doi. org/ 10. 2217/ epi- 2017- 0022.

 10. Metzger E, Wissmann M, Yin N, Müller JM, Schneider R, Peters AH, et al. 
LSD1 demethylates repressive histone marks to promote androgen-
receptor-dependent transcription. Nature. 2005;437:436–9. https:// doi. 
org/ 10. 1038/ natur e04020.

 11. Gao S, Chen S, Han D, Wang Z, Li M, Han W, et al. Chromatin bind-
ing of FOXA1 is promoted by LSD1-mediated demethylation in 
prostate cancer. Nat Genet. 2020;52:1011–7. https:// doi. org/ 10. 1038/ 
s41588- 020- 0681-7.

 12. Yang XD, Lamb A, Chen LF. Methylation, a new epigenetic mark for 
protein stability. Epigenetics. 2009;4:429–33. https:// doi. org/ 10. 4161/ 
epi.4. 7. 9787.

 13. Hamamoto R, Saloura V, Nakamura Y. Critical roles of non-histone 
protein lysine methylation in human tumorigenesis. Nat Rev Cancer. 
2015;15:110–24. https:// doi. org/ 10. 1038/ nrc38 84.

 14. Kim Y, Nam HJ, Lee J, Park DY, Kim C, Yu YS, et al. Methylation-depend-
ent regulation of HIF-1α stability restricts retinal and tumour angio-
genesis. Nat Commun. 2016;7:10347. https:// doi. org/ 10. 1038/ ncomm 
s10347.

 15. Kim D, Nam HJ, Lee W, Yim HY, Ahn JY, Park SW, et al. PKCα-LSD1-NF-κB-
signaling cascade is crucial for epigenetic control of the inflammatory 
response. Mol Cell. 2018;69:398-411.e6. https:// doi. org/ 10. 1016/j. molcel. 
2018. 01. 002.

 16. Sheng W, LaFleur MW, Nguyen TH, Chen S, Chakravarthy A, Conway JR, 
et al. LSD1 ablation stimulates anti-tumor immunity and enables check-
point blockade. Cell. 2018;174:549-63.e19. https:// doi. org/ 10. 1016/j. cell. 
2018. 05. 052.

 17. Zhang C, Hoang N, Leng F, Saxena L, Lee L, Alejo S, et al. LSD1 demethy-
lase and the methyl-binding protein PHF20L1 prevent SET7 methyl-
transferase-dependent proteolysis of the stem-cell protein SOX2. J Biol 
Chem. 2018;293:3663–74. https:// doi. org/ 10. 1074/ jbc. RA117. 000342.

 18. Laurent B, Ruitu L, Murn J, Hempel K, Ferrao R, Xiang Y, et al. A specific 
LSD1/KDM1A isoform regulates neuronal differentiation through H3K9 
demethylation. Mol Cell. 2015;57:957–70. https:// doi. org/ 10. 1016/j. 
molcel. 2015. 01. 010.

 19. Wang J, Telese F, Tan Y, Li W, Jin C, He X, et al. LSD1n is an H4K20 dem-
ethylase regulating memory formation via transcriptional elongation 
control. Nat Neurosci. 2015;18:1256–64. https:// doi. org/ 10. 1038/ nn. 
4069.

 20. Schulte JH, Lim S, Schramm A, Friedrichs N, Koster J, Versteeg R, 
et al. Lysine-specific demethylase 1 is strongly expressed in poorly 
differentiated neuroblastoma: implications for therapy. Cancer Res. 
2009;69:2065–71. https:// doi. org/ 10. 1158/ 0008- 5472. can- 08- 1735.

 21. Hayami S, Kelly JD, Cho HS, Yoshimatsu M, Unoki M, Tsunoda T, et al. 
Overexpression of LSD1 contributes to human carcinogenesis through 
chromatin regulation in various cancers. Int J Cancer. 2011;128:574–86. 
https:// doi. org/ 10. 1002/ ijc. 25349.

https://doi.org/10.1016/s0959-437x(02)00279-4
https://doi.org/10.1016/s0959-437x(02)00279-4
https://doi.org/10.1016/j.cell.2008.10.036
https://doi.org/10.1016/j.cell.2004.12.012
https://doi.org/10.1038/nature04021
https://doi.org/10.1016/j.molcel.2005.08.027
https://doi.org/10.1016/j.molcel.2006.07.012
https://doi.org/10.1038/nature05671
https://doi.org/10.1038/nature05671
https://doi.org/10.1038/ng.268
https://doi.org/10.2217/epi-2017-0022
https://doi.org/10.2217/epi-2017-0022
https://doi.org/10.1038/nature04020
https://doi.org/10.1038/nature04020
https://doi.org/10.1038/s41588-020-0681-7
https://doi.org/10.1038/s41588-020-0681-7
https://doi.org/10.4161/epi.4.7.9787
https://doi.org/10.4161/epi.4.7.9787
https://doi.org/10.1038/nrc3884
https://doi.org/10.1038/ncomms10347
https://doi.org/10.1038/ncomms10347
https://doi.org/10.1016/j.molcel.2018.01.002
https://doi.org/10.1016/j.molcel.2018.01.002
https://doi.org/10.1016/j.cell.2018.05.052
https://doi.org/10.1016/j.cell.2018.05.052
https://doi.org/10.1074/jbc.RA117.000342
https://doi.org/10.1016/j.molcel.2015.01.010
https://doi.org/10.1016/j.molcel.2015.01.010
https://doi.org/10.1038/nn.4069
https://doi.org/10.1038/nn.4069
https://doi.org/10.1158/0008-5472.can-08-1735
https://doi.org/10.1002/ijc.25349


Page 12 of 14Kim et al. J Biomed Sci           (2021) 28:41 

 22. Theisen ER, Gajiwala S, Bearss J, Sorna V, Sharma S, Janat-Amsbury M. 
Reversible inhibition of lysine specific demethylase 1 is a novel anti-
tumor strategy for poorly differentiated endometrial carcinoma. BMC 
Cancer. 2014;14:752. https:// doi. org/ 10. 1186/ 1471- 2407- 14- 752.

 23. Nagasawa S, Sedukhina AS, Nakagawa Y, Maeda I, Kubota M, Ohnuma 
S, et al. LSD1 overexpression is associated with poor prognosis in 
basal-like breast cancer, and sensitivity to PARP inhibition. PLoS ONE. 
2015;10:e0118002. https:// doi. org/ 10. 1371/ journ al. pone. 01180 02.

 24. Wu J, Hu L, Du Y, Kong F, Pan Y. Prognostic role of LSD1 in various can-
cers: evidence from a meta-analysis. Onco Targets Ther. 2015;8:2565–70. 
https:// doi. org/ 10. 2147/ ott. s89597.

 25. Fang Y, Liao G, Yu B. LSD1/KDM1A inhibitors in clinical trials: advances 
and prospects. J Hematol Oncol. 2019;12:129. https:// doi. org/ 10. 1186/ 
s13045- 019- 0811-9.

 26. Ota Y, Suzuki T. Drug design concepts for LSD1-selective inhibitors. 
Chem Rec. 2018;18:1782–91. https:// doi. org/ 10. 1002/ tcr. 20181 0031.

 27. Semenza GL. Pharmacologic targeting of hypoxia-inducible factors. 
Annu Rev Pharmacol Toxicol. 2019;59:379–403. https:// doi. org/ 10. 1146/ 
annur ev- pharm tox- 010818- 021637.

 28. Kaelin WG. Proline hydroxylation and gene expression. Annu Rev 
Biochem. 2005;74:115–28. https:// doi. org/ 10. 1146/ annur ev. bioch em. 74. 
082803. 133142.

 29. Nguyen HC, Yang H, Fribourgh JL, Wolfe LS, Xiong Y. Insights into Cullin-
RING E3 ubiquitin ligase recruitment: structure of the VHL-EloBC-Cul2 
complex. Structure. 2015;23:441–9. https:// doi. org/ 10. 1016/j. str. 2014. 12. 
014.

 30. Liu YV, Baek JH, Zhang H, Diez R, Cole RN, Semenza GL. RACK1 com-
petes with HSP90 for binding to HIF-1alpha and is required for O(2)-
independent and HSP90 inhibitor-induced degradation of HIF-1alpha. 
Mol Cell. 2007;25:207–17. https:// doi. org/ 10. 1016/j. molcel. 2007. 01. 001.

 31. Luo W, Zhong J, Chang R, Hu H, Pandey A, Semenza GL. Hsp70 and 
CHIP selectively mediate ubiquitination and degradation of hypoxia-
inducible factor (HIF)-1alpha but Not HIF-2alpha. J Biol Chem. 
2010;285:3651–63. https:// doi. org/ 10. 1074/ jbc. M109. 068577.

 32. Jeong JW, Bae MK, Ahn MY, Kim SH, Sohn TK, Bae MH, et al. Regulation 
and destabilization of HIF-1alpha by ARD1-mediated acetylation. Cell. 
2002;111:709–20. https:// doi. org/ 10. 1016/ s0092- 8674(02) 01085-1.

 33. Cheng J, Kang X, Zhang S, Yeh ET. SUMO-specific protease 1 is essential 
for stabilization of HIF1alpha during hypoxia. Cell. 2007;131:584–95. 
https:// doi. org/ 10. 1016/j. cell. 2007. 08. 045.

 34. Liu X, Chen Z, Xu C, Leng X, Cao H, Ouyang G, et al. Repression of 
hypoxia-inducible factor α signaling by Set7-mediated methylation. 
Nucleic Acids Res. 2015;43:5081–98. https:// doi. org/ 10. 1093/ nar/ 
gkv379.

 35. Lee JY, Park JH, Choi HJ, Won HY, Joo HS, Shin DH, et al. LSD1 demethyl-
ates HIF1α to inhibit hydroxylation and ubiquitin-mediated degrada-
tion in tumor angiogenesis. Oncogene. 2017;36:5512–21. https:// doi. 
org/ 10. 1038/ onc. 2017. 158.

 36. Yang SJ, Park YS, Cho JH, Moon B, An HJ, Lee JY, et al. Regulation of 
hypoxia responses by flavin adenine dinucleotide-dependent modula-
tion of HIF-1α protein stability. Embo J. 2017;36:1011–28. https:// doi. 
org/ 10. 15252/ embj. 20169 4408.

 37. Burslem GM, Crews CM. Proteolysis-targeting chimeras as therapeutics 
and tools for biological discovery. Cell. 2020;181:102–14. https:// doi. 
org/ 10. 1016/j. cell. 2019. 11. 031.

 38. Sun X, Gao H, Yang Y, He M, Wu Y, Song Y, et al. PROTACs: great 
opportunities for academia and industry. Signal Transduct Target Ther. 
2019;4:64. https:// doi. org/ 10. 1038/ s41392- 019- 0101-6.

 39. Sakamoto A, Hino S, Nagaoka K, Anan K, Takase R, Matsumori H, 
et al. Lysine demethylase LSD1 coordinates glycolytic and mito-
chondrial metabolism in hepatocellular carcinoma cells. Cancer Res. 
2015;75:1445–56. https:// doi. org/ 10. 1158/ 0008- 5472. can- 14- 1560.

 40. Qin Y, Zhu W, Xu W, Zhang B, Shi S, Ji S, et al. LSD1 sustains pancreatic 
cancer growth via maintaining HIF1α-dependent glycolytic process. 
Cancer Lett. 2014;347:225–32. https:// doi. org/ 10. 1016/j. canlet. 2014. 02. 
013.

 41. Brabletz T, Kalluri R, Nieto MA, Weinberg RA. EMT in cancer. Nat Rev 
Cancer. 2018;18:128–34. https:// doi. org/ 10. 1038/ nrc. 2017. 118.

 42. Pastushenko I, Blanpain C. EMT transition states during tumor progres-
sion and metastasis. Trends Cell Biol. 2019;29:212–26. https:// doi. org/ 10. 
1016/j. tcb. 2018. 12. 001.

 43. Lin T, Ponn A, Hu X, Law BK, Lu J. Requirement of the histone demethyl-
ase LSD1 in snai1-mediated transcriptional repression during epithelial-
mesenchymal transition. Oncogene. 2010;29:4896–904. https:// doi. org/ 
10. 1038/ onc. 2010. 234.

 44. Lin Y, Wu Y, Li J, Dong C, Ye X, Chi YI, et al. The SNAG domain of Snail1 
functions as a molecular hook for recruiting lysine-specific demethylase 
1. Embo j. 2010;29:1803–16. https:// doi. org/ 10. 1038/ emboj. 2010. 63.

 45. Christofori G. Snail1 links transcriptional control with epigenetic regula-
tion. Embo j. 2010;29:1787–9. https:// doi. org/ 10. 1038/ emboj. 2010. 92.

 46. Wu ZQ, Li XY, Hu CY, Ford M, Kleer CG, Weiss SJ. Canonical Wnt signaling 
regulates Slug activity and links epithelial-mesenchymal transition with 
epigenetic Breast Cancer 1, Early Onset (BRCA1) repression. Proc Natl 
Acad Sci U S A. 2012;109:16654–9. https:// doi. org/ 10. 1073/ pnas. 12058 
22109.

 47. Ambrosio S, Amente S, Saccà CD, Capasso M, Calogero RA, Lania L, et al. 
LSD1 mediates MYCN control of epithelial-mesenchymal transition 
through silencing of metastatic suppressor NDRG1 gene. Oncotarget. 
2017;8:3854–69. https:// doi. org/ 10. 18632/ oncot arget. 12924.

 48. Carmichael CL, Wang J, Nguyen T, Kolawole O, Benyoucef A, De Mazière 
C, et al. The EMT modulator SNAI1 contributes to AML pathogenesis via 
its interaction with LSD1. Blood. 2020;136:957–73. https:// doi. org/ 10. 
1182/ blood. 20190 02548.

 49. McDonald OG, Wu H, Timp W, Doi A, Feinberg AP. Genome-scale epige-
netic reprogramming during epithelial-to-mesenchymal transition. Nat 
Struct Mol Biol. 2011;18:867–74. https:// doi. org/ 10. 1038/ nsmb. 2084.

 50. Feng J, Xu G, Liu J, Zhang N, Li L, Ji J, et al. Phosphorylation of LSD1 at 
Ser112 is crucial for its function in induction of EMT and metastasis in 
breast cancer. Breast Cancer Res Treat. 2016;159:443–56. https:// doi. org/ 
10. 1007/ s10549- 016- 3959-9.

 51. Boulding T, McCuaig RD, Tan A, Hardy K, Wu F, Dunn J, et al. LSD1 activa-
tion promotes inducible EMT programs and modulates the tumour 
microenvironment in breast cancer. Sci Rep. 2018;8:73. https:// doi. org/ 
10. 1038/ s41598- 017- 17913-x.

 52. Nam HJ, Boo K, Kim D, Han DH, Choe HK, Kim CR, et al. Phosphorylation 
of LSD1 by PKCα is crucial for circadian rhythmicity and phase resetting. 
Mol Cell. 2014;53:791–805. https:// doi. org/ 10. 1016/j. molcel. 2014. 01. 028.

 53. Luo H, Shenoy AK, Li X, Jin Y, Jin L, Cai Q, et al. MOF acetylates the 
histone demethylase LSD1 to suppress epithelial-to-mesenchymal 
transition. Cell Rep. 2016;15:2665–78. https:// doi. org/ 10. 1016/j. celrep. 
2016. 05. 050.

 54. Ferrari-Amorotti G, Chiodoni C, Shen F, Cattelani S, Soliera AR, Manzotti 
G, et al. Suppression of invasion and metastasis of triple-negative breast 
cancer lines by pharmacological or genetic inhibition of slug activity. 
Neoplasia. 2014;16:1047–58. https:// doi. org/ 10. 1016/j. neo. 2014. 10. 006.

 55. Ferrari-Amorotti G, Fragliasso V, Esteki R, Prudente Z, Soliera AR, Cat-
telani S, et al. Inhibiting interactions of lysine demethylase LSD1 with 
snail/slug blocks cancer cell invasion. Cancer Res. 2013;73:235–45. 
https:// doi. org/ 10. 1158/ 0008- 5472. can- 12- 1739.

 56. Baron R, Binda C, Tortorici M, McCammon JA, Mattevi A. Molecular 
mimicry and ligand recognition in binding and catalysis by the histone 
demethylase LSD1-CoREST complex. Structure. 2011;19:212–20. https:// 
doi. org/ 10. 1016/j. str. 2011. 01. 001.

 57. Alsaqer SF, Tashkandi MM, Kartha VK, Yang YT, Alkheriji Y, Salama A, et al. 
Inhibition of LSD1 epigenetically attenuates oral cancer growth and 
metastasis. Oncotarget. 2017;8:73372–86. https:// doi. org/ 10. 18632/ 
oncot arget. 19637.

 58. Adamo A, Sesé B, Boue S, Castaño J, Paramonov I, Barrero MJ, et al. 
LSD1 regulates the balance between self-renewal and differentiation in 
human embryonic stem cells. Nat Cell Biol. 2011;13:652–9. https:// doi. 
org/ 10. 1038/ ncb22 46.

 59. Whyte WA, Bilodeau S, Orlando DA, Hoke HA, Frampton GM, Foster CT, 
et al. Enhancer decommissioning by LSD1 during embryonic stem cell 
differentiation. Nature. 2012;482:221–5. https:// doi. org/ 10. 1038/ natur 
e10805.

 60. Choi J, Jang H, Kim H, Kim ST, Cho EJ, Youn HD. Histone demethylase 
LSD1 is required to induce skeletal muscle differentiation by regulating 
myogenic factors. Biochem Biophys Res Commun. 2010;401:327–32. 
https:// doi. org/ 10. 1016/j. bbrc. 2010. 09. 014.

 61. Musri MM, Carmona MC, Hanzu FA, Kaliman P, Gomis R, Párrizas M. 
Histone demethylase LSD1 regulates adipogenesis. J Biol Chem. 
2010;285:30034–41. https:// doi. org/ 10. 1074/ jbc. M110. 151209.

https://doi.org/10.1186/1471-2407-14-752
https://doi.org/10.1371/journal.pone.0118002
https://doi.org/10.2147/ott.s89597
https://doi.org/10.1186/s13045-019-0811-9
https://doi.org/10.1186/s13045-019-0811-9
https://doi.org/10.1002/tcr.201810031
https://doi.org/10.1146/annurev-pharmtox-010818-021637
https://doi.org/10.1146/annurev-pharmtox-010818-021637
https://doi.org/10.1146/annurev.biochem.74.082803.133142
https://doi.org/10.1146/annurev.biochem.74.082803.133142
https://doi.org/10.1016/j.str.2014.12.014
https://doi.org/10.1016/j.str.2014.12.014
https://doi.org/10.1016/j.molcel.2007.01.001
https://doi.org/10.1074/jbc.M109.068577
https://doi.org/10.1016/s0092-8674(02)01085-1
https://doi.org/10.1016/j.cell.2007.08.045
https://doi.org/10.1093/nar/gkv379
https://doi.org/10.1093/nar/gkv379
https://doi.org/10.1038/onc.2017.158
https://doi.org/10.1038/onc.2017.158
https://doi.org/10.15252/embj.201694408
https://doi.org/10.15252/embj.201694408
https://doi.org/10.1016/j.cell.2019.11.031
https://doi.org/10.1016/j.cell.2019.11.031
https://doi.org/10.1038/s41392-019-0101-6
https://doi.org/10.1158/0008-5472.can-14-1560
https://doi.org/10.1016/j.canlet.2014.02.013
https://doi.org/10.1016/j.canlet.2014.02.013
https://doi.org/10.1038/nrc.2017.118
https://doi.org/10.1016/j.tcb.2018.12.001
https://doi.org/10.1016/j.tcb.2018.12.001
https://doi.org/10.1038/onc.2010.234
https://doi.org/10.1038/onc.2010.234
https://doi.org/10.1038/emboj.2010.63
https://doi.org/10.1038/emboj.2010.92
https://doi.org/10.1073/pnas.1205822109
https://doi.org/10.1073/pnas.1205822109
https://doi.org/10.18632/oncotarget.12924
https://doi.org/10.1182/blood.2019002548
https://doi.org/10.1182/blood.2019002548
https://doi.org/10.1038/nsmb.2084
https://doi.org/10.1007/s10549-016-3959-9
https://doi.org/10.1007/s10549-016-3959-9
https://doi.org/10.1038/s41598-017-17913-x
https://doi.org/10.1038/s41598-017-17913-x
https://doi.org/10.1016/j.molcel.2014.01.028
https://doi.org/10.1016/j.celrep.2016.05.050
https://doi.org/10.1016/j.celrep.2016.05.050
https://doi.org/10.1016/j.neo.2014.10.006
https://doi.org/10.1158/0008-5472.can-12-1739
https://doi.org/10.1016/j.str.2011.01.001
https://doi.org/10.1016/j.str.2011.01.001
https://doi.org/10.18632/oncotarget.19637
https://doi.org/10.18632/oncotarget.19637
https://doi.org/10.1038/ncb2246
https://doi.org/10.1038/ncb2246
https://doi.org/10.1038/nature10805
https://doi.org/10.1038/nature10805
https://doi.org/10.1016/j.bbrc.2010.09.014
https://doi.org/10.1074/jbc.M110.151209


Page 13 of 14Kim et al. J Biomed Sci           (2021) 28:41  

 62. Kerenyi MA, Shao Z, Hsu YJ, Guo G, Luc S, O’Brien K, et al. Histone 
demethylase Lsd1 represses hematopoietic stem and progenitor cell 
signatures during blood cell maturation. Elife. 2013;2:e00633. https:// 
doi. org/ 10. 7554/ eLife. 00633.

 63. Sprüssel A, Schulte JH, Weber S, Necke M, Händschke K, Thor T, et al. 
Lysine-specific demethylase 1 restricts hematopoietic progenitor 
proliferation and is essential for terminal differentiation. Leukemia. 
2012;26:2039–51. https:// doi. org/ 10. 1038/ leu. 2012. 157.

 64. Egolf S, Aubert Y, Doepner M, Anderson A, Maldonado-Lopez A, Pacella 
G, et al. LSD1 inhibition promotes epithelial differentiation through 
derepression of fate-determining transcription factors. Cell Rep. 
2019;28:1981-92.e7. https:// doi. org/ 10. 1016/j. celrep. 2019. 07. 058.

 65. Beck B, Blanpain C. Unravelling cancer stem cell potential. Nat Rev 
Cancer. 2013;13:727–38. https:// doi. org/ 10. 1038/ nrc35 97.

 66. Clevers H. The cancer stem cell: premises, promises and challenges. Nat 
Med. 2011;17:313–9. https:// doi. org/ 10. 1038/ nm. 2304.

 67. Wang J, Lu F, Ren Q, Sun H, Xu Z, Lan R, et al. Novel histone demethylase 
LSD1 inhibitors selectively target cancer cells with pluripotent stem cell 
properties. Cancer Res. 2011;71:7238–49. https:// doi. org/ 10. 1158/ 0008- 
5472. can- 11- 0896.

 68. Mohammad HP, Smitheman KN, Kamat CD, Soong D, Federowicz KE, 
Van Aller GS, et al. A DNA hypomethylation signature predicts anti-
tumor activity of LSD1 inhibitors in SCLC. Cancer Cell. 2015;28:57–69. 
https:// doi. org/ 10. 1016/j. ccell. 2015. 06. 002.

 69. Zhang X, Lu F, Wang J, Yin F, Xu Z, Qi D, et al. Pluripotent stem cell pro-
tein Sox2 confers sensitivity to LSD1 inhibition in cancer cells. Cell Rep. 
2013;5:445–57. https:// doi. org/ 10. 1016/j. celrep. 2013. 09. 018.

 70. Harris WJ, Huang X, Lynch JT, Spencer GJ, Hitchin JR, Li Y, et al. The his-
tone demethylase KDM1A sustains the oncogenic potential of MLL-AF9 
leukemia stem cells. Cancer Cell. 2012;21:473–87. https:// doi. org/ 10. 
1016/j. ccr. 2012. 03. 014.

 71. Schenk T, Chen WC, Göllner S, Howell L, Jin L, Hebestreit K, et al. Inhibi-
tion of the LSD1 (KDM1A) demethylase reactivates the all-trans-retinoic 
acid differentiation pathway in acute myeloid leukemia. Nat Med. 
2012;18:605–11. https:// doi. org/ 10. 1038/ nm. 2661.

 72. Ravasio R, Ceccacci E, Nicosia L, Hosseini A, Rossi PL, Barozzi I, et al. 
Targeting the scaffolding role of LSD1 (KDM1A) poises acute myeloid 
leukemia cells for retinoic acid-induced differentiation. Sci Adv. 
2020;6:2746. https:// doi. org/ 10. 1126/ sciadv. aax27 46.

 73. Barth J, Abou-El-Ardat K, Dalic D, Kurrle N, Maier AM, Mohr S, et al. LSD1 
inhibition by tranylcypromine derivatives interferes with GFI1-mediated 
repression of PU.1 target genes and induces differentiation in AML. Leu-
kemia. 2019;33:1411–26. https:// doi. org/ 10. 1038/ s41375- 018- 0375-7.

 74. Maiques-Diaz A, Spencer GJ, Lynch JT, Ciceri F, Williams EL, Amaral FMR, 
et al. Enhancer activation by pharmacologic displacement of LSD1 
from GFI1 induces differentiation in acute myeloid leukemia. Cell Rep. 
2018;22:3641–59. https:// doi. org/ 10. 1016/j. celrep. 2018. 03. 012.

 75. Leiendecker L, Jung PS, Krecioch I, Neumann T, Schleiffer A, Mechtler K, 
et al. LSD1 inhibition induces differentiation and cell death in Merkel 
cell carcinoma. EMBO Mol Med. 2020;12:e12525. https:// doi. org/ 10. 
15252/ emmm. 20201 2525.

 76. Fang J, Ying H, Mao T, Fang Y, Lu Y, Wang H, et al. Upregulation of CD11b 
and CD86 through LSD1 inhibition promotes myeloid differentiation 
and suppresses cell proliferation in human monocytic leukemia cells. 
Oncotarget. 2017;8:85085–101. https:// doi. org/ 10. 18632/ oncot arget. 
18564.

 77. Cuyàs E, Gumuzio J, Verdura S, Brunet J, Bosch-Barrera J, Martin-Castillo 
B, et al. The LSD1 inhibitor iadademstat (ORY-1001) targets SOX2-driven 
breast cancer stem cells: a potential epigenetic therapy in luminal-
B and HER2-positive breast cancer subtypes. Aging (Albany NY). 
2020;12:4794–814. https:// doi. org/ 10. 18632/ aging. 102887.

 78. AlAbdi L, Saha D, He M, Dar MS, Utturkar SM, Sudyanti PA, et al. Oct4-
Mediated Inhibition of Lsd1 Activity Promotes the Active and Primed 
State of Pluripotency Enhancers. Cell Rep. 2020;30:1478-90.e6. https:// 
doi. org/ 10. 1016/j. celrep. 2019. 11. 040.

 79. Lei ZJ, Wang J, Xiao HL, Guo Y, Wang T, Li Q, et al. Lysine-specific dem-
ethylase 1 promotes the stemness and chemoresistance of Lgr5+ liver 
cancer initiating cells by suppressing negative regulators of β-catenin 
signaling. Oncogene. 2015;34:3214. https:// doi. org/ 10. 1038/ onc. 2015. 
182.

 80. Chen K, Cai Y, Cheng C, Zhang J, Lv F, Xu G, et al. MYT1 attenuates 
neuroblastoma cell differentiation by interacting with the LSD1/CoR-
EST complex. Oncogene. 2020;39:4212–26. https:// doi. org/ 10. 1038/ 
s41388- 020- 1268-6.

 81. Filin IY, Solovyeva VV, Kitaeva KV, Rutland CS, Rizvanov AA. Current 
trends in cancer immunotherapy. Biomedicines. 2020;8:12. https:// doi. 
org/ 10. 3390/ biome dicin es812 0621.

 82. Vinay DS, Ryan EP, Pawelec G, Talib WH, Stagg J, Elkord E, et al. Immune 
evasion in cancer: Mechanistic basis and therapeutic strategies. Semin 
Cancer Biol. 2015;35(Suppl):S185–98. https:// doi. org/ 10. 1016/j. semca 
ncer. 2015. 03. 004.

 83. Qin Y, Vasilatos SN, Chen L, Wu H, Cao Z, Fu Y, et al. Inhibition of histone 
lysine-specific demethylase 1 elicits breast tumor immunity and 
enhances antitumor efficacy of immune checkpoint blockade. Onco-
gene. 2019;38:390–405. https:// doi. org/ 10. 1038/ s41388- 018- 0451-5.

 84. Soldi R, Ghosh Halder T, Weston A, Thode T, Drenner K, Lewis R, et al. The 
novel reversible LSD1 inhibitor SP-2577 promotes anti-tumor immunity 
in SWItch/Sucrose-NonFermentable (SWI/SNF) complex mutated ovar-
ian cancer. PLoS ONE. 2020;15:e0235705. https:// doi. org/ 10. 1371/ journ 
al. pone. 02357 05.

 85. Tu WJ, McCuaig RD, Tan AHY, Hardy K, Seddiki N, Ali S, et al. Targeting 
nuclear LSD1 to reprogram cancer cells and reinvigorate exhausted 
T cells via a novel LSD1-EOMES switch. Front Immunol. 2020;11:1228. 
https:// doi. org/ 10. 3389/ fimmu. 2020. 01228.

 86. Bally APR, Neeld DK, Lu P, Majumder P, Tang Y, Barwick BG, et al. PD-1 
expression during acute infection is repressed through an LSD1-
Blimp-1 axis. J Immunol. 2020;204:449–58. https:// doi. org/ 10. 4049/ 
jimmu nol. 19006 01.

 87. Kalin JH, Wu M, Gomez AV, Song Y, Das J, Hayward D, et al. Targeting 
the CoREST complex with dual histone deacetylase and demethy-
lase inhibitors. Nat Commun. 2018;9:53. https:// doi. org/ 10. 1038/ 
s41467- 017- 02242-4.

 88. Xiong Y, Wang L, Di Giorgio E, Akimova T, Beier UH, Han R, et al. 
Inhibiting the coregulator CoREST impairs Foxp3+ Treg function and 
promotes antitumor immunity. J Clin Invest. 2020;130:1830–42. https:// 
doi. org/ 10. 1172/ jci13 1375.

 89. Tan AHY, Tu W, McCuaig R, Hardy K, Donovan T, Tsimbalyuk S, et al. 
Lysine-specific histone demethylase 1A regulates macrophage polari-
zation and checkpoint molecules in the tumor microenvironment of 
triple-negative breast cancer. Front Immunol. 2019;10:1351. https:// doi. 
org/ 10. 3389/ fimmu. 2019. 01351.

 90. Bailey CP, Figueroa M, Gangadharan A, Lee DA, Chandra J. Scaffold-
ing LSD1 inhibitors impair NK cell metabolism and cytotoxic function 
through depletion of glutathione. Front Immunol. 2020;11:2196. 
https:// doi. org/ 10. 3389/ fimmu. 2020. 02196.

 91. Bailey CP, Figueroa M, Gangadharan A, Yang Y, Romero MM, Kennis BA, 
et al. Pharmacologic inhibition of lysine-specific demethylase 1 as a 
therapeutic and immune-sensitization strategy in pediatric high-grade 
glioma. Neuro Oncol. 2020;22:1302–14. https:// doi. org/ 10. 1093/ neu-
onc/ noaa0 58.

 92. Ingersoll MA, Platt AM, Potteaux S, Randolph GJ. Monocyte trafficking 
in acute and chronic inflammation. Trends Immunol. 2011;32:470–7. 
https:// doi. org/ 10. 1016/j. it. 2011. 05. 001.

 93. Kumar R, Clermont G, Vodovotz Y, Chow CC. The dynamics of acute 
inflammation. J Theor Biol. 2004;230:145–55. https:// doi. org/ 10. 1016/j. 
jtbi. 2004. 04. 044.

 94. Khansari N, Shakiba Y, Mahmoudi M. Chronic inflammation and oxida-
tive stress as a major cause of age-related diseases and cancer. Recent 
Pat Inflamm Allergy Drug Discov. 2009;3:73–80. https:// doi. org/ 10. 2174/ 
18722 13097 87158 371.

 95. Lal A, Navarro F, Maher CA, Maliszewski LE, Yan N, O’Day E, et al. miR-24 
Inhibits cell proliferation by targeting E2F2, MYC, and other cell-cycle 
genes via binding to “seedless” 3’UTR microRNA recognition elements. 
Mol Cell. 2009;35:610–25. https:// doi. org/ 10. 1016/j. molcel. 2009. 08. 020.

 96. Wells AD. New insights into the molecular basis of T cell anergy: anergy 
factors, avoidance sensors, and epigenetic imprinting. J Immunol. 
2009;182:7331–41. https:// doi. org/ 10. 4049/ jimmu nol. 08039 17.

 97. Wierda RJ, Geutskens SB, Jukema JW, Quax PH, van den Elsen PJ. 
Epigenetics in atherosclerosis and inflammation. J Cell Mol Med. 
2010;14:1225–40. https:// doi. org/ 10. 1111/j. 1582- 4934. 2010. 01022.x.

https://doi.org/10.7554/eLife.00633
https://doi.org/10.7554/eLife.00633
https://doi.org/10.1038/leu.2012.157
https://doi.org/10.1016/j.celrep.2019.07.058
https://doi.org/10.1038/nrc3597
https://doi.org/10.1038/nm.2304
https://doi.org/10.1158/0008-5472.can-11-0896
https://doi.org/10.1158/0008-5472.can-11-0896
https://doi.org/10.1016/j.ccell.2015.06.002
https://doi.org/10.1016/j.celrep.2013.09.018
https://doi.org/10.1016/j.ccr.2012.03.014
https://doi.org/10.1016/j.ccr.2012.03.014
https://doi.org/10.1038/nm.2661
https://doi.org/10.1126/sciadv.aax2746
https://doi.org/10.1038/s41375-018-0375-7
https://doi.org/10.1016/j.celrep.2018.03.012
https://doi.org/10.15252/emmm.202012525
https://doi.org/10.15252/emmm.202012525
https://doi.org/10.18632/oncotarget.18564
https://doi.org/10.18632/oncotarget.18564
https://doi.org/10.18632/aging.102887
https://doi.org/10.1016/j.celrep.2019.11.040
https://doi.org/10.1016/j.celrep.2019.11.040
https://doi.org/10.1038/onc.2015.182
https://doi.org/10.1038/onc.2015.182
https://doi.org/10.1038/s41388-020-1268-6
https://doi.org/10.1038/s41388-020-1268-6
https://doi.org/10.3390/biomedicines8120621
https://doi.org/10.3390/biomedicines8120621
https://doi.org/10.1016/j.semcancer.2015.03.004
https://doi.org/10.1016/j.semcancer.2015.03.004
https://doi.org/10.1038/s41388-018-0451-5
https://doi.org/10.1371/journal.pone.0235705
https://doi.org/10.1371/journal.pone.0235705
https://doi.org/10.3389/fimmu.2020.01228
https://doi.org/10.4049/jimmunol.1900601
https://doi.org/10.4049/jimmunol.1900601
https://doi.org/10.1038/s41467-017-02242-4
https://doi.org/10.1038/s41467-017-02242-4
https://doi.org/10.1172/jci131375
https://doi.org/10.1172/jci131375
https://doi.org/10.3389/fimmu.2019.01351
https://doi.org/10.3389/fimmu.2019.01351
https://doi.org/10.3389/fimmu.2020.02196
https://doi.org/10.1093/neuonc/noaa058
https://doi.org/10.1093/neuonc/noaa058
https://doi.org/10.1016/j.it.2011.05.001
https://doi.org/10.1016/j.jtbi.2004.04.044
https://doi.org/10.1016/j.jtbi.2004.04.044
https://doi.org/10.2174/187221309787158371
https://doi.org/10.2174/187221309787158371
https://doi.org/10.1016/j.molcel.2009.08.020
https://doi.org/10.4049/jimmunol.0803917
https://doi.org/10.1111/j.1582-4934.2010.01022.x


Page 14 of 14Kim et al. J Biomed Sci           (2021) 28:41 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 98. Janzer A, Lim S, Fronhoffs F, Niazy N, Buettner R, Kirfel J. Lysine-specific 
demethylase 1 (LSD1) and histone deacetylase 1 (HDAC1) synergisti-
cally repress proinflammatory cytokines and classical complement 
pathway components. Biochem Biophys Res Commun. 2012;421:665–
70. https:// doi. org/ 10. 1016/j. bbrc. 2012. 04. 057.

 99. Mack CP. An epigenetic clue to diabetic vascular disease. Circ Res. 
2008;103:568–70. https:// doi. org/ 10. 1161/ circr esaha. 108. 184358.

 100. Wang Q, Yang S, Liu J, Terecskei K, Ábrahám E, Gombár A, et al. Host-
secreted antimicrobial peptide enforces symbiotic selectivity in Med-
icago truncatula. Proc Natl Acad Sci U S A. 2017;114:6854–9. https:// doi. 
org/ 10. 1073/ pnas. 17007 15114.

 101. Liu W, Fan JB, Xu DW, Zhu XH, Yi H, Cui SY, et al. Knockdown of LSD1 
ameliorates the severity of rheumatoid arthritis and decreases 
the function of CD4 T cells in mouse models. Int J Clin Exp Pathol. 
2018;11:333–41.

 102. Yang YT, Wang X, Zhang YY, Yuan WJ. The histone demethylase LSD1 
promotes renal inflammation by mediating TLR4 signaling in hepatitis 
B virus-associated glomerulonephritis. Cell Death Dis. 2019;10:278. 
https:// doi. org/ 10. 1038/ s41419- 019- 1514-4.

 103. Lu C, Thompson CB. Metabolic regulation of epigenetics. Cell Metab. 
2012;16:9–17. https:// doi. org/ 10. 1016/j. cmet. 2012. 06. 001.

 104. Wong CC, Qian Y, Yu J. Interplay between epigenetics and metabolism 
in oncogenesis: mechanisms and therapeutic approaches. Oncogene. 
2017;36:3359–74. https:// doi. org/ 10. 1038/ onc. 2016. 485.

 105. Duteil D, Metzger E, Willmann D, Karagianni P, Friedrichs N, Greschik H, 
et al. LSD1 promotes oxidative metabolism of white adipose tissue. Nat 
Commun. 2014;5:4093. https:// doi. org/ 10. 1038/ ncomm s5093.

 106. Duteil D, Tosic M, Lausecker F, Nenseth HZ, Müller JM, Urban S, et al. 
Lsd1 ablation triggers metabolic reprogramming of brown adipose 
tissue. Cell Rep. 2016;17:1008–21. https:// doi. org/ 10. 1016/j. celrep. 2016. 
09. 053.

 107. Sambeat A, Gulyaeva O, Dempersmier J, Tharp KM, Stahl A, Paul SM, 
et al. LSD1 interacts with Zfp516 to promote UCP1 transcription and 
brown fat program. Cell Rep. 2016;15:2536–49. https:// doi. org/ 10. 
1016/j. celrep. 2016. 05. 019.

 108. Zeng X, Jedrychowski MP, Chen Y, Serag S, Lavery GG, Gygi SP, et al. 
Lysine-specific demethylase 1 promotes brown adipose tissue 
thermogenesis via repressing glucocorticoid activation. Genes Dev. 
2016;30:1822–36. https:// doi. org/ 10. 1101/ gad. 285312. 116.

 109. Chen Y, Kim J, Zhang R, Yang X, Zhang Y, Fang J, et al. Histone demethy-
lase LSD1 promotes adipocyte differentiation through repressing Wnt 
signaling. Cell Chem Biol. 2016;23:1228–40. https:// doi. org/ 10. 1016/j. 
chemb iol. 2016. 08. 010.

 110. Duteil D, Tosic M, Willmann D, Georgiadi A, Kanouni T, Schüle R. Lsd1 
prevents age-programed loss of beige adipocytes. Proc Natl Acad Sci U 
S A. 2017;114:5265–70. https:// doi. org/ 10. 1073/ pnas. 17026 41114.

 111. Han X, Gui B, Xiong C, Zhao L, Liang J, Sun L, et al. Destabilizing LSD1 by 
Jade-2 promotes neurogenesis: an antibraking system in neural devel-
opment. Mol Cell. 2014;55:482–94. https:// doi. org/ 10. 1016/j. molcel. 
2014. 06. 006.

 112. Sun G, Alzayady K, Stewart R, Ye P, Yang S, Li W, et al. Histone dem-
ethylase LSD1 regulates neural stem cell proliferation. Mol Cell Biol. 
2010;30:1997–2005. https:// doi. org/ 10. 1128/ mcb. 01116- 09.

 113. Zhang F, Xu D, Yuan L, Sun Y, Xu Z. Epigenetic regulation of atrophin1 
by lysine-specific demethylase 1 is required for cortical progenitor 
maintenance. Nat Commun. 2014;5:5815. https:// doi. org/ 10. 1038/ 
ncomm s6815.

 114. Hirano K, Namihira M. LSD1 mediates neuronal differentiation of 
human fetal neural stem cells by controlling the expression of a novel 
target gene. HEYL Stem Cells. 2016;34:1872–82. https:// doi. org/ 10. 
1002/ stem. 2362.

 115. Wang Y, Wu Q, Yang P, Wang C, Liu J, Ding W, et al. LSD1 co-repressor 
Rcor2 orchestrates neurogenesis in the developing mouse brain. Nat 
Commun. 2016;7:10481. https:// doi. org/ 10. 1038/ ncomm s10481.

 116. Lim CS, Nam HJ, Lee J, Kim D, Choi JE, Kang SJ, et al. PKCα-mediated 
phosphorylation of LSD1 is required for presynaptic plasticity and hip-
pocampal learning and memory. Sci Rep. 2017;7:4912. https:// doi. org/ 
10. 1038/ s41598- 017- 05239-7.

 117. Mukai J, Cannavò E, Crabtree GW, Sun Z, Diamantopoulou A, Thakur P, 
et al. Recapitulation and reversal of schizophrenia-related phenotypes 
in setd1a-deficient mice. Neuron. 2019;104:471-87.e12. https:// doi. org/ 
10. 1016/j. neuron. 2019. 09. 014.

 118. Christopher MA, Myrick DA, Barwick BG, Engstrom AK, Porter-Stransky 
KA, Boss JM, et al. LSD1 protects against hippocampal and cortical 
neurodegeneration. Nat Commun. 2017;8:805. https:// doi. org/ 10. 1038/ 
s41467- 017- 00922-9.

 119. Engstrom AK, Walker AC, Moudgal RA, Myrick DA, Kyle SM, Bai Y, et al. 
The inhibition of LSD1 via sequestration contributes to tau-mediated 
neurodegeneration. Proc Natl Acad Sci USA. 2020;117:29133–43. 
https:// doi. org/ 10. 1073/ pnas. 20135 52117.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1016/j.bbrc.2012.04.057
https://doi.org/10.1161/circresaha.108.184358
https://doi.org/10.1073/pnas.1700715114
https://doi.org/10.1073/pnas.1700715114
https://doi.org/10.1038/s41419-019-1514-4
https://doi.org/10.1016/j.cmet.2012.06.001
https://doi.org/10.1038/onc.2016.485
https://doi.org/10.1038/ncomms5093
https://doi.org/10.1016/j.celrep.2016.09.053
https://doi.org/10.1016/j.celrep.2016.09.053
https://doi.org/10.1016/j.celrep.2016.05.019
https://doi.org/10.1016/j.celrep.2016.05.019
https://doi.org/10.1101/gad.285312.116
https://doi.org/10.1016/j.chembiol.2016.08.010
https://doi.org/10.1016/j.chembiol.2016.08.010
https://doi.org/10.1073/pnas.1702641114
https://doi.org/10.1016/j.molcel.2014.06.006
https://doi.org/10.1016/j.molcel.2014.06.006
https://doi.org/10.1128/mcb.01116-09
https://doi.org/10.1038/ncomms6815
https://doi.org/10.1038/ncomms6815
https://doi.org/10.1002/stem.2362
https://doi.org/10.1002/stem.2362
https://doi.org/10.1038/ncomms10481
https://doi.org/10.1038/s41598-017-05239-7
https://doi.org/10.1038/s41598-017-05239-7
https://doi.org/10.1016/j.neuron.2019.09.014
https://doi.org/10.1016/j.neuron.2019.09.014
https://doi.org/10.1038/s41467-017-00922-9
https://doi.org/10.1038/s41467-017-00922-9
https://doi.org/10.1073/pnas.2013552117

	Roles of lysine-specific demethylase 1 (LSD1) in homeostasis and diseases
	Abstract 
	Introduction
	LSD1 in cancer
	Regulation of hypoxia by LSD1
	LSD1 in the epithelial-to-mesenchymal transition (EMT)
	Maintenance of cancer stemness and regulation of differentiation by LSD1
	LSD1 in anti-tumor immunity

	Roles of LSD1 in inflammatory diseases
	Roles of LSD1 in thermogenesis and adipogenesis
	Roles of LSD1 in neuronal physiology and neurodegenerative diseases
	Concluding remarks
	Acknowledgements
	References


