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Abstract: ATP-binding cassette transporter A1 (ABCA1) has been identified as the molecular de-
fect in Tangier disease. It is biochemically characterized by absence of high-density lipoprotein
cholesterol (HDL-C) in the circulation, resulting in the accumulation of cholesterol in lymphoid
tissues. Accumulation of cholesterol in arteries is an underlying cause of atherosclerosis, and HDL-C
levels are inversely associated with the presence of atherosclerotic cardiovascular disease (ASCVD).
ABCA1 increases HDL-C levels by driving the generation of new HDL particles in cells, and cellular
cholesterol is removed in the process of HDL generation. Therefore, pharmacological strategies
that promote the HDL biogenic process by increasing ABCA1 expression and activity have been
intensively studied to reduce ASCVD. Many ABCA1-upregulating agents have been developed, and
some have shown promising effects in pre-clinical studies, but no clinical trials have met success
yet. ABCA1 has long been an attractive drug target, but the failed clinical trials have indicated the
difficulty of therapeutic upregulation of ABCA1, as well as driving us to: improve our understanding
of the ABCA1 regulatory system; to develop more specific and sophisticated strategies to upregulate
ABCA1 expression; and to search for novel druggable targets in the ABCA1-dependent HDL biogenic
process. In this review, we discuss the beginning, recent advances, challenges and future directions in
ABCA1 research aimed at developing ABCA1-directed therapies for ASCVD.
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1. Brief History of ABCA1, Tangier Disease

The cholesterol molecule evolved through the eons of evolution to maintain proper
cell function [1]. Cellular cholesterol homeostasis is exquisitely regulated by multiple,
redundant systems that ensure a narrow concentration range [2]. Excess cholesterol leads
to cell autophagy and apoptosis through the unfolded protein response [3]. Some cells,
especially M2 macrophages, have developed the ability to esterify cholesterol and store
it in cholesteryl ester vesicles for transport to the sites of cholesterol catabolism, such as
the spleen in mammals. However, when this system is overwhelmed by an abundant
availability of oxidized low-density lipoprotein cholesterol (LDL-C), it can lead to the
formation of foam cells, one of the earliest pathological findings in atherosclerosis. The
intracellular regulatory pathway for cholesterol has been reviewed elsewhere [2] and will
not be further dealt with here. The removal of cholesterol from cells by apolipoprotein A-I
(apoA-I) is another mechanism by which accumulated cellular cholesterol can egress [4].

An interesting patient phenotype was identified in a young boy from the island of
Tangier in the Chesapeake Bay, Maryland in the early 1960s. The patient had enlarged
tonsils, hepato-splenomegaly, and was referred to the burgeoning National Institutes of
Health (NIH). On extensive phenotyping, he was found to have an absence of high-density
lipoprotein cholesterol (HDL-C). This new disease, named Tangier disease, became the
topic of intense research since. The cellular defect was later identified to be an inability
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of apoA-I to promote cellular cholesterol efflux [5]. Family studies located the defect on
chromosome 9q22-31. Multiple lines of evidence indicated that Tangier disease was caused
by a cellular defect in removing cholesterol by apoA-I. The term used, cellular cholesterol
efflux defect, became the main focus of research into its etiology.

The adenosine triphosphate (ATP)-binding cassette transporter A1 (ABCA1) was
identified by Luciani et al. over 36 years ago by PCR cloning and found to be located on
chromosome 9q22-31 [6]. ABCA1 belongs to what was then a growing family of transmem-
brane proteins sharing many structural and functional similarities. ABCA1 was initially
thought to be involved in the phagocytosis of apoptotic cells and to play a role in the
regulation of the inflammatory response [7,8]. Several groups simultaneously reported
that pathogenic variants in the ABCA1 gene were the molecular basis of Tangier disease, a
recessive orphan disease characterized clinically by hepato-splenomegaly, enlarged tonsils,
described pathologically as lipid-laden macrophages and lymphoid tissues, a progres-
sive peripheral neuropathy, and represented biochemically by an absence of HDL-C in
the blood [9–13].

An inverse relationship between HDL-C levels and the presence of atherosclerotic
cardiovascular disease (ASCVD) was identified in multiple epidemiological studies. This
association is strong, graded, and coherent across populations studied. HDL-C became
a potential therapeutic target, and the search was on to identify compounds that would
promote cellular cholesterol efflux via the ABCA1 pathway [14,15]. This relationship,
between HDL-C, ABCA1 genetic variants, and ASCVD was challenged by Mendelian
randomization studies showing that hypomorphic variants at the ABCA1 gene that cause a
low HDL-C did not increase the risk of ASCVD [16] and has been confirmed in large-scale
studies. The failure of drugs that raise HDL-C, especially inhibitors of the cholesteryl ester
transfer protein [17] and fibric acid derivatives, inhibitors of the peroxisome proliferator-
activated receptor alpha (PPARα) has led to a decreased enthusiasm in seeking novel drugs
that raise HDL-C [18].

The static measurement of the cholesterol content of HDL, however, does not necessar-
ily reflect the dynamic lipid transfer between cells, especially macrophages and the liver,
the “reverse cholesterol transport”. The rate-limiting step of cellular cholesterol efflux is
considered to be the ABCA1-mediated transfer of cellular cholesterol to lipid-poor apoA-I.
This can be measured in vitro as the cholesterol efflux capacity, and has shown promise as
a predictive biomarker of cardiovascular disease [19–21].

This review will predominantly focus on the role of ABCA1 in cellular cholesterol
efflux and describe the structure, mechanism of action, regulation of ABCA1, as well as
new findings in the ABCA1 pathway.

2. The Structure and Function of ABCA1

The ATP-binding cassette (ABC) transporters are a superfamily of transmembrane
proteins that utilize ATP to transport a variety of substrates across cellular membranes.
The ABC-A subfamily comprises 12 members, ABCA1 to ABCA13, with ABCA11 repre-
senting a transcribed pseudogene and is mostly related with lipid trafficking [22]. ABCA1
drives cholesterol efflux by exporting cholesterol and phospholipids (PLs) across the
plasma membrane (PM) [23] and is a full-size ABC transporter containing two extracel-
lular domains (ECD1 and ECD2), two transmembrane domains (TMD1 and TMD2), two
nucleotide-binding domains (NBD1 and NBD2), and two regulatory domains (RD1 and
RD2) (Figure 1).

The human ABCA1 protein is composed of 2261 amino acids and its structure was
solved by single-particle cryo-electron microscopy (cryo-EM) in 2017 with resolutions of
3.9–4.1 Å (Figure 1A) [24]. The cryo-EM structure has revealed that ABCA1 is different
from other ABC transporters in several features. First, ABC transporters typically form a
cavity between the two TMDs to bind and translocate their substrates across membranes;
however, the TMD1 and TMD2 in ABCA1 contact partially and do not form a sealed
cavity, leading to exposure of the TMD side surfaces to the lipid bilayer. This suggests
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that ABCA1 may allow lateral entry of lipid substrates from the lipid bilayer. Second,
it has been generally accepted that the alternation between inward- and outward-facing
TMD conformations makes it possible for ABC exporters to translocate their substrates
across membranes [23,25]. In the alternating access model, the TMD in ATP-free ABC
exporters is opened toward the cytoplasm (inward-facing conformation), while the TMD
in ATP-bound ABC exporters is opened toward the extracellular side (outward-facing
conformation). As seen in Figure 1A,B, the TMD in ATP-free ABCA1 is in an outward-
facing conformation, implying that the alternating access model may not be compatible
with the ATP-dependent lipid flopping activity of ABCA1. Third, the ABC-A subfamily
members, including ABCA1, are differentiated from most other ABC transporters due to
the presence of large ECDs. The discovery of the ABCA1 structure has revealed that the
distinguished ECDs in ABCA1 enclose a hydrophobic tunnel, ~60 Å in length. The PM
is estimated to be 70–100 Å thick and composed primarily of a PL bilayer; therefore, the
length of a single PL molecule may range from 35 to 50 Å, suggesting that the hydrophobic
tunnel may serve as a passageway for the delivery of PLs. Based on the structural analysis,
two ABCA1-mediated PL export mechanisms have been proposed (Figure 1A): (a) PLs in
the inner leaflet of the PM enter into the interface between TMD1 and TMD2, subsequently
they are flopped into the outward-facing transmembrane cavity, and then translocated
into the hydrophobic tunnel [24]; (b) PLs in the outer leaflet of the PM diffuse into the
outward-facing transmembrane cavity, and then they are translocated into the hydrophobic
tunnel [26]. Both of the mechanisms are distinct from the mechanisms reported for the
other ABC exporters.

The cryo-EM structure of human ABCA4 was determined in 2021 with resolutions
of 3.3–3.4 Å [27,28]. ABCA4 is one of the closest relatives of ABCA1, and the comparison
of the two cryo-EM structures has exhibited that the general architecture of ABCA1 and
ABCA4 in the ATP-free state is very similar, but that the cytoplasmic RDs of the two are
substantially different [28,29]. The RDs in ABCA4 cross over the axis of symmetry to
form a domain-swapped pair of latches, while the ABCA1 RDs seen in Figure 1A have
been modeled to make simple contacts without domain-swapping [28,29]. At the amino
acid level, the RDs in human ABCA1 and ABCA4 show 59% identity and 76% similarity.
This high degree of sequence homology and the domain-swapped latches unveiled in the
higher-resolution structure of ABCA4 suggest that the ABCA1 RDs may also form domain-
swapped latches. Aller and Segrest carefully inspected the original cryo-EM density map
of ABCA1 and have proposed an alternative structure of human ABCA1 that contains
domain-swapped RDs (Figure 1B) [29]. These RDs function like latches, so they constrain
the NBDs to hold them in close proximity even in the absence of ATP binding. The authors
have speculated that the swapping of RDs may be conserved in the entire ABC-A subfamily,
based on their amino acid sequence analysis [29]. This swapped architecture may also be
important for the unique action mechanisms of the ABC-A subfamily in comparison to the
other subfamilies.

Sun and Li solved the cryo-EM structures of human ABCA1 in both ATP-free and
ATP-bound states in 2022 at 3.1 Å resolution [30]. These structures have exhibited that
the ABCA1 RDs form domain-swapped latches. More interestingly, these structures have
revealed the presence of a sterol-like molecule in the ECDs, and the authors have compared
ATP-free with ATP-bound structures to propose an ABCA1-mediated cholesterol export
model (Figure 1C). First, in the ATP-free state, cholesterol is loaded into the inner leaflet
space between the TMDs, where a putative cholesterol-binding site is located. Next,
ATP binding to the NBDs pulls the NBDs closer together, stretching the TMDs, inducing
conformational changes in the TMD-ECD interface, leading to a counter-clockwise rotation
of the ECDs by approximately 30 degrees. The authors have suggested that the closure of
the outward-facing transmembrane cavity during the TMD stretching, plus the significantly
changed TMD-ECD interface conformation, may drive the translocation of cholesterol from
the inner leaflet space into the hydrophobic tunnel. They speculated that the translocation
of cholesterol from the outer membrane leaflet into the hydrophobic tunnel might also be
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possible. Finally, upon release of ADP (the product of ATP hydrolysis), the NBD, TMD,
and ECD conformations return to their ATP-free states.
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Figure 1. ABCA1 structures, proposed lipid transport mechanisms, and hypomorphic missense
mutations. The ABCA1 comprises two extracellular domains (ECD1 and ECD2), two transmembrane
domains (TMD1 and TMD2), two nucleotide-binding domains (NBD1 and NBD2), and two regulatory
domains (RD1 and RD2). The ECD1 and ECD2 are intertwined, and the ECD can be subdivided
into three parts—lid, hydrophobic tunnel, and base. The TMD1 and TMD2, each consisting of
six transmembrane amphipathic α-helices, are separately folded. The RDs form a structural latch
that may stabilize the NBDs and support effective cooperation between the two halves of ABCA1.
Three ABCA1 structures—5XJY, 7ROQ, and 7TBW—were retrieved from the protein data bank (PDB)
(https://www.rcsb.org) (accessed on 13 December 2022). Two different mechanisms of phospholipid
export have been proposed with the initial structure 5XJY, and the mechanisms are depicted with
thick black and white arrows in (A) [24,26]. The initial structure was revised to propose an alternative
structure 7ROQ seen in (B) [29]. The RD1 and RD2 in (B) are swapped, and each RD forms a domain-
swapped latch. The locations of representative hypomorphic missense mutations are shown in (B):
R587W and S1506L variants are impaired in localization at the plasma membrane; W590S is defective
in phospholipid translocation activity; C1477R reduces cellular apoA-I binding; K939M and K1952M
disrupt ATPase activity [31]. A cholesterol export mechanism has been proposed with the 7TBW seen
in (C) [30].

These studies investigating structure-function relationships have proposed plausible
mechanisms for ABCA1-mediated transport of PLs and cholesterol across the PM. The
structural-based functional analysis has provided new insights into the ABCA1 action
mechanisms and has also raised new questions: How are PLs and cholesterol loaded into
the space between the TMDs? Are both PLs and cholesterol direct substrates of ABCA1?
If they are, how does ABCA1 achieve the dual-substrate specificity? How are PLs and
cholesterol in the hydrophobic tunnel transferred to apoA-I? Further studies are warranted
for us to fully understand the ABCA1-mediated lipid export.

https://www.rcsb.org
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3. ABCA1 and Biogenesis of HDL

The ABCA1-mediated transfer of cellular lipids to extracellular lipid-poor apoA-I
generates lipid-apoA-I complexes called nascent HDL particles. This process is termed
HDL biogenesis and occurs through complex interactions between ABCA1, lipids, and
apoA-I in the PM. HDL biogenesis has still been incompletely understood, and nine
different models have been put forth for the HDL biogenic process [32].

There are technical limitations in investigating ABCA1-lipids-apoA-I interactions.
Most of all, it is difficult to directly measure lipid-protein interactions at the molecular
level under physiologically relevant conditions. High-resolution structural methods, such
as X-ray crystallography and cryo-EM, have demonstrated their capability in visualizing
lipid-protein interactions directly. It is however rare for the structural methods to visualize
endogenous lipid molecules bound to proteins. The conformational/compositional het-
erogeneities and molecular dynamics of lipid-protein complexes make it challenging to
obtain their ordered crystallization or build computational models into cryo-EM density
maps. In addition to the interactions between ABCA1, lipids, and apoA-I, the composition
and biophysical properties of the PM that facilitate HDL biogenesis should be investigated.
The PM consists of a mosaic of functional microdomains, and the identification of PM
microdomains associated with HDL biogenesis may shed light on elucidating the HDL
biogenic process.

There is no consensus model that can reconcile the differences between the nine
HDL biogenesis models, so we need to build a plausible model that is supported by
major findings. The recent structure-based functional analysis has suggested that ABCA1
translocates both PLs and cholesterol from the PM to the ECD of ABCA1 (Figure 1). This
ABCA1 function was proposed by one of the nine models [32]. In the model, ABCA1
monomers sequester cholesterol and PLs within their ECDs and undergo conformational
changes to dimerize once a sufficient amount of the lipids is sequestered [33,34]. This model
has suggested that the ECD may function as a temporary lipid reservoir. However, ABCA1
structures show that the ECD forms a narrow elongated ~60 Å tunnel [24], suggesting
that the ECD may function as a passageway for lipid transport rather than a wide lipid
reservoir. There are two main methods that explain the transfer of the lipids in the ECD to
apoA-I [32]: (a) a direct transfer via ABCA1-apoA-I interactions; (b) an indirect transfer
via the formation of a PM microdomain on the outer leaflet. In the second method, it
is thought that the lipids in the ECD are loaded into the microdomain to facilitate lipid-
apoA-I interactions. Cross-linking and binding studies have shown that ABCA1-apoA-I
interactions account for only approximately 10% of apoA-I binding to cells, whereas lipid-
apoA-I interactions in a PM microdomain created by ABCA1 account for most of apoA-I
binding [35]. Computational simulations have shown that the PL translocase activity of
ABCA1 increases PL densities in the outer leaflet, therefore pressurizing the leaflet to
create an exovesiculated PM microdomain [36]. Amphipathic α-helices of apoA-I have
intrinsic lipid binding properties and bind to the PM microdomain [23]. Based on these
observations, we propose a plausible model: ABCA1 translocates PLs and cholesterol
through the hydrophobic tunnel to the cell surface; the lipids then create a microdomain
on the outer PM leaflet by unknown mechanisms; the microdomain is next wrapped by
apoA-I to produce nascent HDL particles. Our simplified HDL biogenesis model is shown
in Figure 2.
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Figure 2. Hypothetical roles of ABCA1, DSC1, and DTX in HDL biogenesis. ABCA1 is upregu-
lated in cholesterol-laden cells and creates a PM microdomain to remove excess cellular cholesterol.
The microdomain surface may facilitate the binidng of an amphipathic protein apoA-I. Amphipathic
α-helices of apoA-I possess detergent-like properties that can solubilize lipids in the microdomain.
The apoA-I-lipid complexes dissociated from the microdomain are called nascent HDL particles. An
apoA-I binding protein DSC1 sequesters apoA-I to prevent the ABCA1-dependent HDL biogenic
pathway, which may be a cellular mechanim to preserve PM cholesterol levels. The two counteracting
proteins ABCA1 and DSC1 may therefore be key determinants of HDL biogenesis. The blocking of
the apoA-I binding site in DSC1 with DTX may increase apoA-I amounts that are available for the
ABCA1-dependent HDL biogenic pathway.

4. Regulation of ABCA1

The essential role of ABCA1 in HDL biogenesis has indisputably demonstrated that
upregulation of ABCA1 expression and activity will promote HDL biogenesis. All ABCA1-
expressing cells can contribute to HDL biogenesis, and hepatic and intestinal HDL bio-
genesis are the major sources of plasma HDL [37,38]. To develop therapeutic strategies
for raising HDL biogenesis, the molecular mechanisms of ABCA1 expression/activity
regulation have been extensively studied for more than two decades.
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ABCA1 was initially identified as a sterol-sensitive gene with binding sites for the
nuclear receptors liver-X-receptor (LXR) and retinoid-X-receptor (RXR) in the ABCA1 pro-
moter. Nuclear receptors are ligand-activated transcription factors and the LXR/RXR het-
erodimer binding site has been mapped to the direct repeat 4 (DR4) element in the ABCA1
promoter. Follow-up studies have shown that other nuclear receptors such as PPARs also
regulate the transcription of ABCA1 via the DR4 element. These nuclear receptors are major
positive regulators of ABCA1 gene transcription. Therefore, activation of these receptors
has been a main strategy for upregulation of ABCA1 expression [39,40]. In addition to
conventional transcription factors, epigenetic modifications including histone acetylation
and DNA methylation emerge as new regulators of ABCA1 gene transcription [41,42].

Micro RNAs (miRNA) are single-stranded, short (~22 nucleotides) non-coding RNA
molecules and have been identified as key regulators of ABCA1 expression at the post-
transcriptional level, by pairing with the ABCA1 (or other targets) mRNA and caus-
ing its degradation. In most cases, miRNA suppress gene expression. These include
miRNA-9-5p, miRNA-10b, miRNA-19b, miRNA-20a/b, miRNA-23a-5p, miRNA-26a/b,
miRNA27a/b, miRNA-33a/b, miRNA-106b, miRNA-128-2, miRNA-144, miRNA-145,
miRNA-148a, miRNA-183, miRNA-613, and miRNA-758 [39,43]. Many long non-coding
RNAs (lncRNAs, RNA transcripts >200 nucleotides), including MeXis, GAS5, TUG1, MEG3,
MALAT1, Lnc-HC, RP5-833A20.1, LOXL1-AS1, CHROME, DAPK1-IT1, SIRT1 AS lncRNA,
DYNLRB2-2, DANCR, LeXis, LOC286367, and LncOR13C9, are also involved in the regu-
lation of ABCA1 expression [44]. This long list of non-coding RNAs brings us to a set of
interesting but challenging questions: Why are so many involved in regulating ABCA1?
Do some of them function synergistically or antagonistically? Do they make an ABCA1
regulatory network? Can we break the network by targeting a few of them? Once these
questions beget answers, druggable non-coding RNA targets might be represented.

The cellular levels of ABCA1 protein are largely regulated by calpain-, lysosome- and
proteasome-mediated degradation pathways [45–47]. It has been reported that pharmaco-
logical inhibition of ABCA1 degradation increases HDL biogenesis [48], but we do not fully
understand how the protein degradation pathways select their substrates, which makes it
difficult to specifically inhibit ABCA1 degradation out of the numerous proteins targeted.

These complicated regulation systems suggest that tight regulation of ABCA1 expres-
sion may be required to maintain cellular lipid homeostasis.

5. Translational Biology and Drug Trials

Small molecules that modulate ABCA1 expression have been tested for their ability to
increase HDL biogenesis and promote reverse cholesterol transport. This became a test of
the “HDL hypothesis” that stipulates that raising HDL will be beneficial to prevent and
treat ASCVD.

The identification of certain oxysterols and 9-cis-retinoic acid as ligands for LXR and
RXR, respectively, triggered a grand race for developing LXR and RXR agonists, and
many potent agonists have been developed. The effects of LXR and RXR agonists on the
upregulation of ABCA1 expression in vitro studies raised hope that the agonists could
be used for therapeutic purposes. However, none of them has reached the clinic, due to
adverse side effects such as hypertriglyceridemia and hepatic steatosis [43].

Niacin, also known as nicotinic acid, induces ABCA1 expression via a DR4 element-
dependent mechanism, as well as increasing LXR expression and apoA-I levels. Niacin was
used for the treatment of dyslipidemias in the pre-statin era, and two large clinical trials
examined the effects of niacin on cardiovascular risk. The Atherothrombosis Intervention
in Metabolic Syndrome with Low HDL/High Triglycerides: Impact on Global Health
Outcomes (AIM-HIGH) trial randomized 3414 patients to receive niacin or placebo. Despite
a significant increase in HDL-C levels, the trial was stopped after a mean follow-up period
of 3 years owing to a lack of efficacy [49]. In the Heart Protection study-2 (HPS2-THRIVE),
42,424 patients with occlusive ASCVD were given simvastatin 40 mg (with ezetimibe, if
required) and randomized to receive extended-release niacin with laropiprant to prevent
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the cutaneous flushing associated with niacin. Adding niacin to statin-treated patients did
not reduce the risk of major adverse cardiovascular events but increased the risk of serious
adverse events [50].

The PPARα agonists comprising the fibric acid derivatives (fenofibrate, bezafibrate,
gemfibrozil, clofibrate, and pemafibrate) are predominantly used for the treatment of el-
evated plasma triglyceride levels, and the PPARγ agonists (glitazones) are used for the
treatment of diabetes. These drugs have been extensively tested clinically for their ability to
increase ABCA1 and HDL-C levels [43]. These fibric acid derivatives are potent and selec-
tive synthetic agonists of PPARα. Their main effect is to lower plasma triglyceride levels by
increasing the activity of lipoprotein lipase, predominantly through inhibition of apo CIII
secretion and increased secretion of apo A-V, an activator of lipoprotein lipase. Selective
PPARα agonists and pan PPAR agonists such as bezafibrate also upregulate the transcrip-
tion of ABCA1 and have been shown to increase cellular cholesterol efflux in a variety of
human cell lines. Because of the multiple effects of PPARα agonists on human lipoprotein
metabolism, the absolute contribution of PPARα agonists to ABCA1-mediated cholesterol
efflux and plasma HDL-C levels remains uncertain. Two trials of fenofibrate have tested the
hypothesis that lowering triglyceride levels in patients at high cardiovascular risk would
have a beneficial effect on cardiovascular outcomes. The Fenofibrate Intervention and Event
Lowering in Diabetes (FIELD) trial tested fenofibrate in 9795 patients with type 2 diabetes.
Plasma levels of HDL-C did not increase significantly at the end of the study. Fenofibrate
did not significantly reduce the risk of the primary outcome of coronary events [51]. In this
study, the extensive use of statins likely masked a potential benefit of fenofibrate. In the
Action to Control Cardiovascular Risk in Diabetes (ACCORD) trial, 5518 patients with type
2 diabetes, treated with open-label simvastatin, were randomized to fenofibrate or placebo.
Mean HDL cholesterol levels increased from 0.98 to 1.07 mmol/L (38.0 to 41.2 mg/dL) in
the fenofibrate group and from 0.99 to 1.05 mmol/L (38.2 to 40.5 mg/dL) in the placebo
group. The addition of fenofibrate to simvastatin-treated patients did not reduce the rate of
fatal cardiovascular events, nonfatal myocardial infarction, or nonfatal stroke [52].

Pooled sub-group analysis of trials with fibric acid derivatives suggested a potential
benefit in patients with residual hypertriglyceridemia with low HDL-C [53]. In order to
test this hypothesis, the Pemafibrate to Reduce Cardiovascular Outcomes by Reducing
Triglycerides in Patients with Diabetes (PROMINENT) trial using pemafibrate examined
10,497 patients with type 2 diabetes, triglyceride levels between 2.3 and 5.6 mmol/dL
(200 and 499 mg/dL), and HDL-C levels < 1.0 mmol/L (40 mg/dL). Despite a favorable
change in atherogenic lipoprotein lipid profile, there was no change in HDL-C levels. The
pre-specified primary end-point event occurred in 572 patients in the pemafibrate group
and in 560 of those in the placebo group (HR 1.03; 95% CI, 0.91 to 1.15) [54].

The PPARγ agonists pioglitazone, rosiglitazone, and troglitazone have been used for
the treatment of type 2 diabetes. These agonists have also been shown to increase ABCA1
expression. Pioglitazone was the most intensively studied for the prevention of major
adverse cardiovascular events (MACE) and the development of heart failure. A meta-
analysis of eight randomized clinical trials examined the effects of pioglitazone on MACE,
heart failure, and all-cause mortality with 10,682 patients and 9674 controls. Pioglitazone
did not reduce the risk of MACE, heart failure, or all-cause mortality [55].

Overall, these ABCA1 upregulating agents, especially the fibric acid derivatives fre-
quently used in high-risk patients with combined lipoprotein disorders and diabetes, have
failed to change clinical outcomes of cardiovascular death, non-fatal myocardial infarctions,
or strokes. The large clinical trials are summarized in Table 1. Numerous naturally occur-
ring compounds have also been examined for their ability to modulate ABCA1 expression.
A number of natural compounds, such as retinoic acid, beta-carotene, and various herbal
medicines, have been reported to increase ABCA1 expression in humans. However, these
“nutraceuticals” have not been recommended as a means to increase HDL-C.
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Table 1. The results of large clinical trials investigating the effects of ABCA1 upregulating agents on
ASCVD outcomes.

Class Drug Mechanism
of Action Clinical Trial ASCVD

Outcomes

Niacin Niacin LXR AIM-HIGH [49],
HPS2-THRIVE [50] Neutral/Harm

Glitazones Pioglitazone PPARγ Meta-analysis [55] Neutral/Harm

Fibric acid
derivatives

Fenofibrate,
Pemafibrate PPARα FIELD [51], ACCORD

[52], PROMINENT [54] Neutral

The cumulative data from clinical trials aiming to increase HDL-C through the manip-
ulation of ABCA1 expression for the prevention of ASCVD have not met success, indicating
that ABCA1 is an attractive yet elusive therapeutic target in ASCVD.

6. A Novel Druggable Target in the ABCA1 Pathway

Although ABCA1 has been identified as a major target for promoting HDL functions
and reducing the risk of ASCVD, extensive attempts to develop ABCA1-directed therapies for
the past 24 years have proven the difficulty of modulating ABCA1 for therapeutic purposes.
A multi-layered network consisting of transcriptional, post-transcriptional, translational,
and post-translational regulations determines the expression level of ABCA1 [39,40,43]. The
network is controlled by various signaling molecules such as hormones, lipid metabolites,
and inflammatory mediators. These many different signals and regulatory steps are in-
tegrated for the production of proper amounts of ABCA1 protein. Besides, the ABCA1
protein turns over rapidly with a half-life of 1–2 h [56,57]. The multi-layered coordination
and the short half-life have made it difficult to pharmacologically upregulate or activate
ABCA1 without eliciting adverse side effects.

Moreover, there are several studies suggesting that upregulated ABCA1 protein lev-
els are not necessarily associated with HDL biogenesis. Le Lay et al. [58] showed that
ABCA1 expression was upregulated during the differentiation of 3T3-L1 preadipocytes
to adipocytes, but ABCA1-dependent HDL biogenesis was not increased in differentiated
adipocytes versus 3T3-L1 preadipocytes. The upregulation of ABCA1 expression was also
observed during the differentiation of THP-1 monocytes to macrophages. The degree of
THP-1 differentiation was positively correlated with ABCA1 expression levels, but nega-
tively correlated with ABCA1-dependent HDL biogenesis [59]. These studies suggest that
upregulation of ABCA1 may not be effective in promoting HDL biogenesis in differentiated
adipocytes and macrophages. These cells possess a high capacity of storing cholesterol,
and the storage capacity may limit the amount of cholesterol available for efflux by the
ABCA1 pathway. It may therefore be necessary to redistribute cholesterol in storage pools
to efflux-available pools for the stimulation of ABCA1 activity in the cells. Another cell type
that is impaired in ABCA1-dependent HDL biogenesis is smooth muscle cells (SMCs) in the
intimal layer of arteries: ABCA1 expression is reduced in intimal SMCs compared to medial
arterial SMCs and intimal macrophages, and overexpression of ABCA1 in intimal-type
SMCs fails to promote HDL biogenesis [60,61]. The results suggest that upregulation of
ABCA1 expression may not be sufficient to correct the impaired HDL biogenesis, and that
the impairment may contribute to the formation of cholesterol-laden SMC foam cells in the
intima. Accumulation of cholesterol in SMC- and macrophage-derived foam cells in the
arterial intima is the hallmark of atherogenesis, and HDL biogenesis is the primary mecha-
nism to remove excess cholesterol from the foam cells. The lack of a positive correlation
between ABCA1 expression levels and HDL biogenesis in differentiated macrophages and
intimal-type SMCs has therefore suggested that ABCA1 might not be an ideal target for the
promotion of atheroprotective HDL biogenesis.

In addition to the difficulty of pharmacological modulation of ABCA1, the doubt on
the validity of ABCA1 as a therapeutic target has urged searches for new targets that are
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druggable for the promotion of HDL biogenesis. To find such targets, we investigated PM
microdomains involved in HDL biogenesis: it is believed that nascent HDL particles are
formed by apoA-I-mediated solubilization of a PM microdomain created by ABCA1, thus
we isolated PM microdomains and determined their molecular composition. In the course
of the work, we purified a novel PM microdomain interacting with apoA-I [62]. Lipidomic
and proteomic analysis revealed that the novel microdomain was rich in cholesterol and
contained desmosomal proteins, followed by the identification of desmocollin 1 (DSC1)
among these proteins as a new apoA-I binding protein. Functional studies have shown
that DSC1 binds and sequesters apoA-I to prevent HDL biogenesis, which has led to the
update of our HDL biogenesis model: ABCA1 upregulated in cholesterol-laden cells creates
a PM microdomain for apoA-I to bind and solubilize the microdomain (HDL biogenesis),
whereas DSC1 binds and sequesters apoA-I to protect cholesterol from being removed by
the HDL biogenesis [62,63]. The identification of DSC1 as a negative regulator of HDL
biogenesis has presented the first cell-surface protein target that can be inhibited for the
promotion of HDL biogenesis. In drug discovery, targeting cell-surface proteins with
specific inhibitors has been the most successful approach, which suggests that DSC1 may
be a druggable target.

7. Targeting of DSC1 with Docetaxel

The druggability of a protein is defined as the protein’s ability to bind drug-like
molecules with high affinity. Computational assessments have predicted that the apoA-I
binding site in DSC1 is druggable, and a structure-based virtual screening of 10 million
small molecules has discovered several small molecules that have high affinity for the
apoA-I binding site and promote HDL biogenesis [64]. The results suggest that inhibition of
DSC1-apoA-I interactions may be a valid strategy for promoting HDL biogenesis. Among
the high-affinity molecules, docetaxel (DTX) showed the highest potency in promoting HDL
biogenesis; the half-maximal effective concentration of DTX in fibroblasts and SMCs was
0.72 nM and 0.35 nM, respectively [64]. The potency of DTX in macrophages was dependent
on the degree of macrophage differentiation: the differentiation degree was inversely
related with the expression level of DSC1; consequently, the amount of DTX required for
inhibiting DSC1-apoA-I interactions was lower in highly differentiated macrophages than
in poorly differentiated ones [59]. In highly differentiated ones, 1 nM of DTX was sufficient
to significantly promote HDL biogenesis [59]. Our view of DTX-mediated promotion of
HDL biogenesis is seen in Figure 2.

Differentiated macrophages and SMCs are the two most relevant cell types in the
initiation and progression of atherosclerosis [61,65]. Cholesterol accumulation in these cells
and their transformation into foam cells represent major atherogenic events; therefore, the
HDL biogenic effect of DTX at low nanomolar concentrations in these cell types suggests
that DTX may be an anti-atherogenic drug candidate. The low-nanomolar potency is par-
ticularly important as DTX has been approved by the FDA as a cancer chemotherapy drug.
In chemotherapy, DTX has been used at the concentrations 1.9–5.1 µM in plasma [66,67],
which is higher than HDL biogenic doses by at least three orders of magnitude. In an
animal study using apoE null mice, we observed that treatment of the mice with DTX for
6 weeks significantly reduced atherosclerosis without causing hematologic and hepatic
toxicity. During the treatment, the plasma concentrations of DTX were maintained in the
range of 2.7–4.3 nM by using an osmotic drug delivery system (Choi HY et al., manuscript
in preparation). DTX exerts its cytotoxic effects by binding to β-tubulin, a primary compo-
nent of cytoplasmic microtubules [68,69]. To target the intracellular protein β-tubulin, DTX
must first traverse the PM to reach the cytosol. The PM is selectively permeable; therefore,
passive diffusion across the PM is usually limited to small molecule drugs. The PM barrier
may limit DTX accessibility towards the intracellular protein β-tubulin and consequently
increase the chance of binding to the extracellular DSC1, which may contribute to the
markedly different potency of DTX: micromolar potency in targeting β-tubulin (chemother-
apy) vs. nanomolar potency in targeting DSC1 (atheroprotection). For use of DTX as an
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atheroprotective drug, it will be important to optimize DTX formulation and dosage regi-
men not to build up cytotoxic concentrations during the DTX treatment. As DTX induces
cell death by causing a cell-cycle arrest, highly proliferative cancer cells are more susceptible
to DTX toxicity compared to normal, non-cancerous cells. For example, a chemotherapy
dose of 5 µM induced cell death in cancer cells [70], whereas the viability of SMCs and
macrophages was not affected until 25 µM DTX treatment [59,64]. These data suggest that
nanomolar, non-cytotoxic concentrations of DTX may be used to reduce atherosclerosis.

The successful targeting of DSC1 with DTX has not only provided the opportunity to
repurpose the chemotherapy drug DTX for use in reducing atherosclerosis, but has also
opened the door to targeting DSC1-apoA-I interactions with other therapeutic agents, such
as peptides and monoclonal antibodies.

8. Conclusions

Since the discovery in 1999 that loss-of-function mutations in ABCA1 were associated
with low HDL levels, ABCA1 has been studied as a promising therapeutic target for
preventing and treating ASCVD. Structural, biochemical, and functional studies have
shown that ABCA1 exports cellular PLs and cholesterol to apoA-I to generate HDL particles,
and that upregulation of ABCA1 expression promotes the HDL biogenic process. As
removal of excess cellular cholesterol via HDL biogenesis is believed to be the main
atheroprotective function of ABCA1, therapeutic effects of ABCA1-upregulating agents in
ASCVD have been highly sought after. However, large clinical trials with such agents have
failed to improve clinical outcomes. The results have proven the difficulty of therapeutic
upregulation of ABCA1, probably due to the complexity of the ABCA1 regulatory system.
These trials have also been another example of demonstrating the difficulty of translating
laboratory discoveries into patient care. To overcome the challenges in the development
of ABCA1-directed therapies, extensive efforts to identify new druggable targets in the
ABCA1 pathway have been made. The finding of DSC1 as a novel negative regulator of
ABCA1-dependent HDL biogenesis and the identification of DTX as a potent inhibitor of
the DSC1 action have opened a new horizon for developing ABCA1-directed therapies
for ASCVD.

Author Contributions: H.Y.C., J.G.: conceptualization, design, drafting, and revising of this manuscript.
S.C., I.I., I.R.: review and editing of this manuscript. All authors have read and agreed to the published
version of the manuscript.

Funding: This work was supported by the grant PJT-165924 (to J.G.) from the Canadian Institutes of
Health Research, which had no involvement in writing of this manuscript.

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

Abbreviations

ABC, ATP-binding cassette; ABCA1, ABC transporter A1; ADP, adenosine diphosphate;
apo, apolipoprotein; ASCVD, atherosclerotic cardiovascular disease; ATP, adenosine triphosphate;
DNA, deoxyribonucleic acid; DR4, direct repeat 4; DSC1, desmocollin 1; DTX, docetaxel; ECD,
extracellular domain; EM, electron microscopy; HDL-C, high-density lipoprotein cholesterol; LDL-C,
low-density lipoprotein cholesterol; lncRNA, long non-coding RNA; LXR, liver-X-receptor; MACE,
major adverse cardiovascular events; miRNA, micro RNA; NBD, nucleotide-binding domain; PDB,
protein data bank; PL, phospholipid; PM, plasma membrane; PPAR, peroxisome proliferator-activated
receptor; RNA, ribonucleic acid; RD, regulatory domain; RXR, retinoid-X-receptor; SMC, smooth
muscle cell; TMD, transmembrane domain.



Biomedicines 2023, 11, 561 12 of 14

References
1. Bloch, K.E. Evolutionary perfection of a small molecule. In Blondes in Venitian Paintings, the Nine-Banded Armadillo and Other

Assays in Biochemistry; Yale University Press: New Haven, CT, USA, 1994; pp. 14–36, ISBN 0-300-05881.
2. Goldstein, J.L.; Brown, M.S. A century of cholesterol and coronaries: From plaques to genes to statins. Cell 2015, 161, 161–172.

[CrossRef] [PubMed]
3. Tabas, I. The role of endoplasmic reticulum stress in the progression of atherosclerosis. Circ. Res. 2010, 107, 839–850. [CrossRef]

[PubMed]
4. Oram, J.F. HDL apolipoproteins and ABCA1: Partners in the removal of excess cellular cholesterol. Arterioscler. Thromb. Vasc. Biol.

2003, 23, 720–727. [CrossRef]
5. Mott, S.; Yu, L.; Marcil, M.; Boucher, B.; Rondeau, C.; Genest, J., Jr. Decreased cellular cholesterol efflux is a common cause of

familial hypoalphalipoproteinemia: Role of the ABCA1 gene mutations. Atherosclerosis 2000, 152, 457–468. [CrossRef] [PubMed]
6. Luciani, M.F.; Denizot, F.; Savary, S.; Mattei, M.G.; Chimini, G. Cloning of two novel ABC transporters mapping on human

chromosome 9. Genomics 1994, 21, 150–159. [CrossRef]
7. Becq, F.; Hamon, Y.; Bajetto, A.; Gola, M.; Verrier, B.; Chimini, G. ABC1, an ATP binding cassette transporter required for

phagocytosis of apoptotic cells, generates a regulated anion flux after expression in Xenopus laevis oocytes. J. Biol. Chem. 1997,
272, 2695–2699. [CrossRef]

8. Schmitz, G.; Kaminski, W.E.; Porsch-Ozcurumez, M.; Klucken, J.; Orso, E.; Bodzioch, M.; Buchler, C.; Drobnik, W. ATP-binding
cassette transporter A1 (ABCA1) in macrophages: A dual function in inflammation and lipid metabolism? Pathobiology 1999,
67, 236–240. [CrossRef]

9. Brooks-Wilson, A.; Marcil, M.; Clee, S.M.; Zhang, L.H.; Roomp, K.; van Dam, M.; Yu, L.; Brewer, C.; Collins, J.A.; Molhuizen,
H.O.; et al. Mutations in ABC1 in Tangier disease and familial high-density lipoprotein deficiency. Nat. Genet. 1999, 22, 336–345.
[CrossRef]

10. Rust, S.; Rosier, M.; Funke, H.; Real, J.; Amoura, Z.; Piette, J.C.; Deleuze, J.F.; Brewer, H.B.; Duverger, N.; Denefle, P.; et al. Tangier
disease is caused by mutations in the gene encoding ATP-binding cassette transporter 1. Nat. Genet. 1999, 22, 352–355. [CrossRef]

11. Bodzioch, M.; Orso, E.; Klucken, J.; Langmann, T.; Bottcher, A.; Diederich, W.; Drobnik, W.; Barlage, S.; Buchler, C.; Porsch-
Ozcurumez, M.; et al. The gene encoding ATP-binding cassette transporter 1 is mutated in Tangier disease. Nat. Genet. 1999,
22, 347–351. [CrossRef]

12. Remaley, A.T.; Rust, S.; Rosier, M.; Knapper, C.; Naudin, L.; Broccardo, C.; Peterson, K.M.; Koch, C.; Arnould, I.; Prades, C.; et al.
Human ATP-binding cassette transporter 1 (ABC1): Genomic organization and identification of the genetic defect in the original
Tangier disease kindred. Proc. Natl. Acad. Sci. USA 1999, 96, 12685–12690. [CrossRef] [PubMed]

13. Hooper, A.J.; Hegele, R.A.; Burnett, J.R. Tangier disease: Update for 2020. Curr. Opin. Lipidol. 2020, 31, 80–84. [CrossRef]
[PubMed]

14. Tang, C.; Oram, J.F. The cell cholesterol exporter ABCA1 as a protector from cardiovascular disease and diabetes. Biochim. Biophys.
Acta 2009, 1791, 563–572. [CrossRef] [PubMed]

15. Tall, A.R.; Yvan-Charvet, L.; Terasaka, N.; Pagler, T.; Wang, N. HDL, ABC transporters, and cholesterol efflux: Implications for the
treatment of atherosclerosis. Cell Metab. 2008, 7, 365–375. [CrossRef] [PubMed]

16. Frikke-Schmidt, R.; Nordestgaard, B.G.; Stene, M.C.; Sethi, A.A.; Remaley, A.T.; Schnohr, P.; Grande, P.; Tybjaerg-Hansen, A.
Association of loss-of-function mutations in the ABCA1 gene with high-density lipoprotein cholesterol levels and risk of ischemic
heart disease. JAMA 2008, 299, 2524–2532. [CrossRef]

17. Tall, A.R.; Rader, D.J. Trials and Tribulations of CETP Inhibitors. Circ. Res. 2018, 122, 106–112. [CrossRef] [PubMed]
18. Tall, A.R. HDL in Morbidity and Mortality: A 40+ Year Perspective. Clin. Chem. 2021, 67, 19–23. [CrossRef] [PubMed]
19. Khera, A.V.; Cuchel, M.; de la Llera-Moya, M.; Rodrigues, A.; Burke, M.F.; Jafri, K.; French, B.C.; Phillips, J.A.; Mucksavage, M.L.;

Wilensky, R.L.; et al. Cholesterol efflux capacity, high-density lipoprotein function, and atherosclerosis. N. Engl. J. Med. 2011, 364,
127–135. [CrossRef] [PubMed]

20. Cheng, W.; Rosolowski, M.; Boettner, J.; Desch, S.; Jobs, A.; Thiele, H.; Buettner, P. High-density lipoprotein cholesterol efflux
capacity and incidence of coronary artery disease and cardiovascular mortality: A systematic review and meta-analysis. Lipids
Health Dis. 2022, 21, 47. [CrossRef]

21. Groenen, A.G.; Halmos, B.; Tall, A.R.; Westerterp, M. Cholesterol efflux pathways, inflammation, and atherosclerosis. Crit. Rev.
Biochem. Mol. Biol. 2021, 56, 426–439. [CrossRef]

22. Albrecht, C.; Viturro, E. The ABCA subfamily–gene and protein structures, functions and associated hereditary diseases. Pflugers.
Arch. 2007, 453, 581–589. [CrossRef] [PubMed]

23. Phillips, M.C. Is ABCA1 a lipid transfer protein? J. Lipid Res. 2018, 59, 749–763. [CrossRef] [PubMed]
24. Qian, H.; Zhao, X.; Cao, P.; Lei, J.; Yan, N.; Gong, X. Structure of the Human Lipid Exporter ABCA1. Cell 2017, 169, 1228–1239.e1210.

[CrossRef] [PubMed]
25. Jardetzky, O. Simple allosteric model for membrane pumps. Nature 1966, 211, 969–970. [CrossRef]
26. Segrest, J.P.; Tang, C.; Song, H.D.; Jones, M.K.; Davidson, W.S.; Aller, S.G.; Heinecke, J.W. ABCA1 is an extracellular phospholipid

translocase. Nat. Commun. 2022, 13, 4812. [CrossRef] [PubMed]
27. Xie, T.; Zhang, Z.; Fang, Q.; Du, B.; Gong, X. Structural basis of substrate recognition and translocation by human ABCA4. Nat.

Commun. 2021, 12, 3853. [CrossRef]

http://doi.org/10.1016/j.cell.2015.01.036
http://www.ncbi.nlm.nih.gov/pubmed/25815993
http://doi.org/10.1161/CIRCRESAHA.110.224766
http://www.ncbi.nlm.nih.gov/pubmed/20884885
http://doi.org/10.1161/01.ATV.0000054662.44688.9A
http://doi.org/10.1016/S0021-9150(99)00498-0
http://www.ncbi.nlm.nih.gov/pubmed/10998475
http://doi.org/10.1006/geno.1994.1237
http://doi.org/10.1074/jbc.272.5.2695
http://doi.org/10.1159/000028100
http://doi.org/10.1038/11905
http://doi.org/10.1038/11921
http://doi.org/10.1038/11914
http://doi.org/10.1073/pnas.96.22.12685
http://www.ncbi.nlm.nih.gov/pubmed/10535983
http://doi.org/10.1097/MOL.0000000000000669
http://www.ncbi.nlm.nih.gov/pubmed/32022754
http://doi.org/10.1016/j.bbalip.2009.03.011
http://www.ncbi.nlm.nih.gov/pubmed/19344785
http://doi.org/10.1016/j.cmet.2008.03.001
http://www.ncbi.nlm.nih.gov/pubmed/18460328
http://doi.org/10.1001/jama.299.21.2524
http://doi.org/10.1161/CIRCRESAHA.117.311978
http://www.ncbi.nlm.nih.gov/pubmed/29018035
http://doi.org/10.1093/clinchem/hvaa148
http://www.ncbi.nlm.nih.gov/pubmed/33221872
http://doi.org/10.1056/NEJMoa1001689
http://www.ncbi.nlm.nih.gov/pubmed/21226578
http://doi.org/10.1186/s12944-022-01657-3
http://doi.org/10.1080/10409238.2021.1925217
http://doi.org/10.1007/s00424-006-0047-8
http://www.ncbi.nlm.nih.gov/pubmed/16586097
http://doi.org/10.1194/jlr.R082313
http://www.ncbi.nlm.nih.gov/pubmed/29305383
http://doi.org/10.1016/j.cell.2017.05.020
http://www.ncbi.nlm.nih.gov/pubmed/28602350
http://doi.org/10.1038/211969a0
http://doi.org/10.1038/s41467-022-32437-3
http://www.ncbi.nlm.nih.gov/pubmed/35974019
http://doi.org/10.1038/s41467-021-24194-6


Biomedicines 2023, 11, 561 13 of 14

28. Liu, F.; Lee, J.; Chen, J. Molecular structures of the eukaryotic retinal importer ABCA4. Elife 2021, 10, e63524. [CrossRef]
29. Aller, S.G.; Segrest, J.P. The regulatory domains of the lipid exporter ABCA1 form domain swapped latches. PLoS ONE 2022, 17,

e0262746. [CrossRef]
30. Sun, Y.; Li, X. Cholesterol efflux mechanism revealed by structural analysis of human ABCA1 conformational states.

Nat. Cardiovasc. Res. 2022, 1, 238–245. [CrossRef]
31. Wang, S.; Smith, J.D. ABCA1 and nascent HDL biogenesis. Biofactors 2014, 40, 547–554. [CrossRef]
32. Chen, L.; Zhao, Z.W.; Zeng, P.H.; Zhou, Y.J.; Yin, W.J. Molecular mechanisms for ABCA1-mediated cholesterol efflux. Cell Cycle

2022, 21, 1121–1139. [CrossRef] [PubMed]
33. Nagata, K.O.; Nakada, C.; Kasai, R.S.; Kusumi, A.; Ueda, K. ABCA1 dimer-monomer interconversion during HDL generation

revealed by single-molecule imaging. Proc. Natl. Acad. Sci. USA 2013, 110, 5034–5039. [CrossRef] [PubMed]
34. Ishigami, M.; Ogasawara, F.; Nagao, K.; Hashimoto, H.; Kimura, Y.; Kioka, N.; Ueda, K. Temporary sequestration of cholesterol

and phosphatidylcholine within extracellular domains of ABCA1 during nascent HDL generation. Sci. Rep. 2018, 8, 6170.
[CrossRef] [PubMed]

35. Vedhachalam, C.; Ghering, A.B.; Davidson, W.S.; Lund-Katz, S.; Rothblat, G.H.; Phillips, M.C. ABCA1-induced cell surface
binding sites for ApoA-I. Arterioscler. Thromb. Vasc. Biol. 2007, 27, 1603–1609. [CrossRef] [PubMed]

36. Segrest, J.P.; Jones, M.K.; Catte, A.; Manchekar, M.; Datta, G.; Zhang, L.; Zhang, R.; Li, L.; Patterson, J.C.; Palgunachari, M.N.; et al.
Surface Density-Induced Pleating of a Lipid Monolayer Drives Nascent High-Density Lipoprotein Assembly. Structure 2015, 23,
1214–1226. [CrossRef]

37. Timmins, J.M.; Lee, J.Y.; Boudyguina, E.; Kluckman, K.D.; Brunham, L.R.; Mulya, A.; Gebre, A.K.; Coutinho, J.M.; Colvin, P.L.;
Smith, T.L.; et al. Targeted inactivation of hepatic Abca1 causes profound hypoalphalipoproteinemia and kidney hypercatabolism
of apoA-I. J. Clin. Investig. 2005, 115, 1333–1342. [CrossRef] [PubMed]

38. Brunham, L.R.; Kruit, J.K.; Iqbal, J.; Fievet, C.; Timmins, J.M.; Pape, T.D.; Coburn, B.A.; Bissada, N.; Staels, B.; Groen, A.K.; et al.
Intestinal ABCA1 directly contributes to HDL biogenesis in vivo. J. Clin. Investig. 2006, 116, 1052–1062. [CrossRef]

39. Wang, D.; Yeung, A.W.K.; Atanasov, A.G. A Review: Molecular Mechanism of Regulation of ABCA1 Expression. Curr. Protein
Pept. Sci. 2022, 23, 170–191. [CrossRef]

40. Wang, J.; Xiao, Q.; Wang, L.; Wang, Y.; Wang, D.; Ding, H. Role of ABCA1 in Cardiovascular Disease. J. Pers. Med. 2022, 12, 1010.
[CrossRef]

41. Infante, T.; Franzese, M.; Ruocco, A.; Schiano, C.; Affinito, O.; Pane, K.; Memoli, D.; Rizzo, F.; Weisz, A.; Bontempo, P.; et al.
ABCA1, TCF7, NFATC1, PRKCZ, and PDGFA DNA methylation as potential epigenetic-sensitive targets in acute coronary
syndrome via network analysis. Epigenetics 2022, 17, 547–563. [CrossRef]

42. Tachibana, K.; Kusumoto, K.; Ogawa, M.; Ando, H.; Shimizu, T.; Ishima, Y.; Ishida, T.; Okuhira, K. FTY720 Reduces Lipid
Accumulation by Upregulating ABCA1 through Liver X Receptor and Sphingosine Kinase 2 Signaling in Macrophages. Int. J.
Mol. Sci. 2022, 23, 14617. [CrossRef] [PubMed]

43. Haas, M.J.; Mooradian, A.D. Potential Therapeutic Agents That Target ATP Binding Cassette A1 (ABCA1) Gene Expression.
Drugs 2022, 82, 1055–1075. [CrossRef] [PubMed]

44. Zhang, S.; Li, L.; Wang, J.; Zhang, T.; Ye, T.; Wang, S.; Xing, D.; Chen, W. Recent advances in the regulation of ABCA1 and ABCG1
by lncRNAs. Clin. Chim. Acta 2021, 516, 100–110. [CrossRef] [PubMed]

45. Yokoyama, S.; Arakawa, R.; Wu, C.A.; Iwamoto, N.; Lu, R.; Tsujita, M.; Abe-Dohmae, S. Calpain-mediated ABCA1 degradation:
Post-translational regulation of ABCA1 for HDL biogenesis. Biochim. Biophys. Acta 2012, 1821, 547–551. [CrossRef] [PubMed]

46. Mizuno, T.; Hayashi, H.; Kusuhara, H. Cellular Cholesterol Accumulation Facilitates Ubiquitination and Lysosomal Degradation
of Cell Surface-Resident ABCA1. Arterioscler. Thromb. Vasc. Biol. 2015, 35, 1347–1356. [CrossRef]

47. Genest, J.; Choi, H.Y. Novel Approaches for HDL-Directed Therapies. Curr. Atheroscler. Rep. 2017, 19, 55. [CrossRef]
48. Arakawa, R.; Tsujita, M.; Iwamoto, N.; Ito-Ohsumi, C.; Lu, R.; Wu, C.A.; Shimizu, K.; Aotsuka, T.; Kanazawa, H.;

Abe-Dohmae, S.; et al. Pharmacological inhibition of ABCA1 degradation increases HDL biogenesis and exhibits antiatherogene-
sis. J. Lipid Res. 2009, 50, 2299–2305. [CrossRef]

49. Investigators, A.-H.; Boden, W.E.; Probstfield, J.L.; Anderson, T.; Chaitman, B.R.; Desvignes-Nickens, P.; Koprowicz, K.; McBride,
R.; Teo, K.; Weintraub, W. Niacin in patients with low HDL cholesterol levels receiving intensive statin therapy. N. Engl. J. Med.
2011, 365, 2255–2267. [CrossRef]

50. Group, H.T.C. HPS2-THRIVE randomized placebo-controlled trial in 25 673 high-risk patients of ER niacin/laropiprant: Trial
design, pre-specified muscle and liver outcomes, and reasons for stopping study treatment. Eur. Heart J. 2013, 34, 1279–1291.
[CrossRef]

51. Keech, A.; Simes, R.J.; Barter, P.; Best, J.; Scott, R.; Taskinen, M.R.; Forder, P.; Pillai, A.; Davis, T.; Glasziou, P.; et al. Effects
of long-term fenofibrate therapy on cardiovascular events in 9795 people with type 2 diabetes mellitus (the FIELD study):
Randomised controlled trial. Lancet 2005, 366, 1849–1861. [CrossRef]

52. Group, A.S.; Ginsberg, H.N.; Elam, M.B.; Lovato, L.C.; Crouse, J.R., 3rd; Leiter, L.A.; Linz, P.; Friedewald, W.T.; Buse, J.B.;
Gerstein, H.C.; et al. Effects of combination lipid therapy in type 2 diabetes mellitus. N. Engl. J. Med. 2010, 362, 1563–1574.
[CrossRef]

53. Jun, M.; Foote, C.; Lv, J.; Neal, B.; Patel, A.; Nicholls, S.J.; Grobbee, D.E.; Cass, A.; Chalmers, J.; Perkovic, V. Effects of fibrates on
cardiovascular outcomes: A systematic review and meta-analysis. Lancet 2010, 375, 1875–1884. [CrossRef] [PubMed]

http://doi.org/10.7554/eLife.63524
http://doi.org/10.1371/journal.pone.0262746
http://doi.org/10.1038/s44161-022-00022-y
http://doi.org/10.1002/biof.1187
http://doi.org/10.1080/15384101.2022.2042777
http://www.ncbi.nlm.nih.gov/pubmed/35192423
http://doi.org/10.1073/pnas.1220703110
http://www.ncbi.nlm.nih.gov/pubmed/23479619
http://doi.org/10.1038/s41598-018-24428-6
http://www.ncbi.nlm.nih.gov/pubmed/29670126
http://doi.org/10.1161/ATVBAHA.107.145789
http://www.ncbi.nlm.nih.gov/pubmed/17478755
http://doi.org/10.1016/j.str.2015.05.010
http://doi.org/10.1172/JCI200523915
http://www.ncbi.nlm.nih.gov/pubmed/15841208
http://doi.org/10.1172/JCI27352
http://doi.org/10.2174/1389203723666220429083753
http://doi.org/10.3390/jpm12061010
http://doi.org/10.1080/15592294.2021.1939481
http://doi.org/10.3390/ijms232314617
http://www.ncbi.nlm.nih.gov/pubmed/36498944
http://doi.org/10.1007/s40265-022-01743-x
http://www.ncbi.nlm.nih.gov/pubmed/35861923
http://doi.org/10.1016/j.cca.2021.01.019
http://www.ncbi.nlm.nih.gov/pubmed/33545111
http://doi.org/10.1016/j.bbalip.2011.07.017
http://www.ncbi.nlm.nih.gov/pubmed/21835264
http://doi.org/10.1161/ATVBAHA.114.305182
http://doi.org/10.1007/s11883-017-0699-1
http://doi.org/10.1194/jlr.M900122-JLR200
http://doi.org/10.1056/NEJMoa1107579
http://doi.org/10.1093/eurheartj/eht055
http://doi.org/10.1016/S1567-5688(06)81349-8
http://doi.org/10.1056/NEJMoa1001282
http://doi.org/10.1016/S0140-6736(10)60656-3
http://www.ncbi.nlm.nih.gov/pubmed/20462635


Biomedicines 2023, 11, 561 14 of 14

54. Das Pradhan, A.; Glynn, R.J.; Fruchart, J.C.; MacFadyen, J.G.; Zaharris, E.S.; Everett, B.M.; Campbell, S.E.; Oshima, R.; Amarenco,
P.; Blom, D.J.; et al. Triglyceride Lowering with Pemafibrate to Reduce Cardiovascular Risk. N. Engl. J. Med. 2022, 387, 1923–1934.
[CrossRef] [PubMed]

55. Mannucci, E.; Giaccari, A.; Gallo, M.; Targher, G.; Pintaudi, B.; Candido, R.; Monami, M.; SID-AMD Joint Panel for Italian
Guidelines on Treatment of Type 2 Diabetes. Effects of pioglitazone on cardiovascular events and all-cause mortality in patients
with type 2 diabetes: A meta-analysis of randomized controlled trials. Nutr. Metab. Cardiovasc. Dis. 2022, 32, 529–536. [CrossRef]
[PubMed]

56. Munehira, Y.; Ohnishi, T.; Kawamoto, S.; Furuya, A.; Shitara, K.; Imamura, M.; Yokota, T.; Takeda, S.; Amachi, T.; Matsuo, M.; et al.
Alpha1-syntrophin modulates turnover of ABCA1. J. Biol. Chem. 2004, 279, 15091–15095. [CrossRef] [PubMed]

57. Arakawa, R.; Yokoyama, S. Helical apolipoproteins stabilize ATP-binding cassette transporter A1 by protecting it from thiol
protease-mediated degradation. J. Biol. Chem. 2002, 277, 22426–22429. [CrossRef] [PubMed]

58. Le Lay, S.; Robichon, C.; Le Liepvre, X.; Dagher, G.; Ferre, P.; Dugail, I. Regulation of ABCA1 expression and cholesterol efflux
during adipose differentiation of 3T3-L1 cells. J. Lipid. Res. 2003, 44, 1499–1507. [CrossRef]

59. Choi, H.Y.; Ruel, I.; Choi, S.; Genest, J. New Strategies to Promote Macrophage Cholesterol Efflux. Front. Cardiovasc. Med. 2021,
8, 795868. [CrossRef]

60. Choi, H.Y.; Rahmani, M.; Wong, B.W.; Allahverdian, S.; McManus, B.M.; Pickering, J.G.; Chan, T.; Francis, G.A. ATP-binding
cassette transporter A1 expression and apolipoprotein A-I binding are impaired in intima-type arterial smooth muscle cells.
Circulation 2009, 119, 3223–3231. [CrossRef]

61. Wang, Y.; Dubland, J.A.; Allahverdian, S.; Asonye, E.; Sahin, B.; Jaw, J.E.; Sin, D.D.; Seidman, M.A.; Leeper, N.J.; Francis,
G.A. Smooth Muscle Cells Contribute the Majority of Foam Cells in ApoE (Apolipoprotein E)-Deficient Mouse Atherosclerosis.
Arterioscler. Thromb. Vasc. Biol. 2019, 39, 876–887. [CrossRef]

62. Choi, H.Y.; Ruel, I.; Malina, A.; Garrod, D.R.; Oda, M.N.; Pelletier, J.; Schwertani, A.; Genest, J. Desmocollin 1 is abundantly
expressed in atherosclerosis and impairs high-density lipoprotein biogenesis. Eur. Heart J. 2018, 39, 1194–1202. [CrossRef]
[PubMed]

63. Genest, J.; Schwertani, A.; Choi, H.Y. Membrane microdomains and the regulation of HDL biogenesis. Curr. Opin. Lipidol. 2018,
29, 36–41. [CrossRef] [PubMed]

64. Choi, H.Y.; Ruel, I.; Genest, J. Identification of Docetaxel as a Potential Drug to Promote HDL Biogenesis. Front. Pharmacol. 2021,
12, 679456. [CrossRef] [PubMed]

65. Xiang, P.; Blanchard, V.; Francis, G.A. Smooth Muscle Cell-Macrophage Interactions Leading to Foam Cell Formation in
Atherosclerosis: Location, Location, Location. Front. Physiol. 2022, 13, 921597. [CrossRef]

66. Kenmotsu, H.; Tanigawara, Y. Pharmacokinetics, dynamics and toxicity of docetaxel: Why the Japanese dose differs from the
Western dose. Cancer Sci. 2015, 106, 497–504. [CrossRef]

67. Baker, S.D.; Zhao, M.; Lee, C.K.; Verweij, J.; Zabelina, Y.; Brahmer, J.R.; Wolff, A.C.; Sparreboom, A.; Carducci, M.A. Comparative
pharmacokinetics of weekly and every-three-weeks docetaxel. Clin. Cancer Res. 2004, 10, 1976–1983. [CrossRef]

68. Matesanz, R.; Barasoain, I.; Yang, C.G.; Wang, L.; Li, X.; de Ines, C.; Coderch, C.; Gago, F.; Barbero, J.J.; Andreu, J.M.; et al.
Optimization of taxane binding to microtubules: Binding affinity dissection and incremental construction of a high-affinity analog
of paclitaxel. Chem. Biol. 2008, 15, 573–585. [CrossRef]

69. Canales, A.; Rodriguez-Salarichs, J.; Trigili, C.; Nieto, L.; Coderch, C.; Andreu, J.M.; Paterson, I.; Jimenez-Barbero, J.; Diaz, J.F.
Insights into the interaction of discodermolide and docetaxel with tubulin. Mapping the binding sites of microtubule-stabilizing
agents by using an integrated NMR and computational approach. ACS Chem. Biol. 2011, 6, 789–799. [CrossRef]

70. Bayet-Robert, M.; Morvan, D.; Chollet, P.; Barthomeuf, C. Pharmacometabolomics of docetaxel-treated human MCF7 breast
cancer cells provides evidence of varying cellular responses at high and low doses. Breast Cancer Res. Treat. 2010, 120, 613–626.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://doi.org/10.1056/NEJMoa2210645
http://www.ncbi.nlm.nih.gov/pubmed/36342113
http://doi.org/10.1016/j.numecd.2021.12.006
http://www.ncbi.nlm.nih.gov/pubmed/35144855
http://doi.org/10.1074/jbc.M313436200
http://www.ncbi.nlm.nih.gov/pubmed/14722086
http://doi.org/10.1074/jbc.M202996200
http://www.ncbi.nlm.nih.gov/pubmed/11950847
http://doi.org/10.1194/jlr.M200466-JLR200
http://doi.org/10.3389/fcvm.2021.795868
http://doi.org/10.1161/CIRCULATIONAHA.108.841130
http://doi.org/10.1161/ATVBAHA.119.312434
http://doi.org/10.1093/eurheartj/ehx340
http://www.ncbi.nlm.nih.gov/pubmed/29106519
http://doi.org/10.1097/MOL.0000000000000470
http://www.ncbi.nlm.nih.gov/pubmed/29135688
http://doi.org/10.3389/fphar.2021.679456
http://www.ncbi.nlm.nih.gov/pubmed/34093205
http://doi.org/10.3389/fphys.2022.921597
http://doi.org/10.1111/cas.12647
http://doi.org/10.1158/1078-0432.CCR-0842-03
http://doi.org/10.1016/j.chembiol.2008.05.008
http://doi.org/10.1021/cb200099u
http://doi.org/10.1007/s10549-009-0430-1

	Brief History of ABCA1, Tangier Disease 
	The Structure and Function of ABCA1 
	ABCA1 and Biogenesis of HDL 
	Regulation of ABCA1 
	Translational Biology and Drug Trials 
	A Novel Druggable Target in the ABCA1 Pathway 
	Targeting of DSC1 with Docetaxel 
	Conclusions 
	References

