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The risks for adverse thrombotic events, including myocardial in-
farction, stroke, and deep vein thrombosis, are markedly increased
in dyslipidemia and other metabolic disorders and are the major
cause of deathworldwide. Recent evidence points out that increased
thrombotic risk in dyslipidemia is mediated by platelets circulat-
ing in a pre-activated state. The mechanisms of platelet reactiv-
ity in this setting are multifaceted including platelet activation by
classic agonist receptor signaling as well as platelet sensitization
by pattern recognition receptors. Elevated platelet counts in dys-
lipidemia due to dysregulation in hematopoiesis also contribute to
the overall thrombotic phenotype. Despite recent advancements in
antiplatelet and anticoagulation therapies, recurrences of adverse
thrombotic events remain to be a large clinical burden. In the light
ofnewknowledge, understandingmechanisms thatdrivepathologic
thrombosis indyslipidemia, theantithromboticapproachshallbe re-
visited. Here, we discuss potential therapeutic avenues based on the
overview of platelet signaling mechanisms that contribute to a pro-
thrombotic phenotype in dyslipidemia.
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1. Introduction
Adverse thrombotic events account for 1 in for 4 deaths

worldwide and represent a major clinical burden [1]. Inap-
propriate platelet activation in this setting is one of the pri-
mary drivers of adverse thrombotic events and is an attrac-
tive therapeutic target in coronary artery disease (CAD). In-
deed, antiplatelet agents together with the anticoagulant reg-
imen remain to be the mainstream treatment to prevent ar-
terial thromboses. Clinically used antiplatelet drugs can be
divided into five categories by their mechanism of action: an-
tagonists of integrin αIIbβ3, antagonists of PAR1, inhibitors
of purinergic P2Y12 receptors, inhibitors of cyclooxygenase,
and less commonly used inhibitors of phosphodiesterase. Yet
the utility of antiplatelets can increase the risk for bleeding
complications and are context-dependent in preventing the
risk for recurrent thrombotic events [2, 3]. The coagulation
pathways are also attractive targets to decrease thrombotic
events [4]. Direct oral anticoagulants and vitamin K antag-
onism show efficacy in preventing potential coagulopathy in

these conditions but require careful administration andmon-
itoring to prevent the risk for bleeding complications [5].

The dyslipidemic state is a metabolic disorder that pro-
motes the risk of thrombosis and is characterized by dys-
regulated levels of cholesterol, triglycerides, and dietary fatty
acids [6]. The association between dyslipidemia and platelet
activation is well-supported by in vitro mechanistic data of
platelet reactivity and major adverse cardiac events in pa-
tients with coronary artery disease [7–9]. Specifically, in vitro
studies with platelets isolated from individuals with coronary
artery disease and/or familial hypercholesterolemia, aswell as
atherogenic-prone mice show increase reactivity when acti-
vated by classic platelet agonists [7, 9, 10]. These studies are
also supported by in vivo study of dyslipidemia in atherogenic
mice (e.g. the apoE or ldlr null mice on a “Western” high fat-
and high-cholesterol diet) where a prothrombotic phenotype
could be observed when thrombosis is induced in the carotid
artery by the chemical oxidant ferric chloride [7]. The dys-
lipidemic state also enhances the risk for venous thrombotic
events, including deep vein thrombosis, as suggested by re-
cent clinical data of a cohort of individuals with metabolic
syndrome [11]. As such, there is much interest in under-
standing the pathways that promote platelet activation and
coagulation in dyslipidemia to prevent thrombotic events.

An active area of current research is understanding the
connection between circulating “factors” that promote low-
key platelet activation that is synergized with classic agonist-
induced platelet activation signaling that would further aug-
ment platelet response. At the mechanistic level, much of
the focus has been on specific pattern recognition receptors
present on platelets and how these pathways crosstalk with
classic agonist stimulation. As these “non-classical” signaling
pathways are induced only during the dyslipidemic state, un-
derstanding these pathways could pinpoint therapeutic tar-
gets for atherothrombosis without compromising hemosta-
sis.

In addition to sensitizing platelet activation, dyslipidemia
also seems to result in thrombocytosis, which ultimately ele-
vates the risk for adverse thrombotic events [12]. The mech-
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anisms by which there is an increased platelet number in
dyslipidemia is poorly understood compared to the mech-
anisms of platelet activation in this condition. Thrombo-
cytosis in these settings is likely linked to the sensitivity of
the bone marrow niche to cholesterol. Yet, both heighten
platelet reactivity and thrombocytosis contribute to the over-
all atherothrombotic risk observed in dyslipidemia.

In this review, we discuss the mechanisms of platelet ac-
tivation in thrombosis and hemostasis with emphasis on the
GPVI and PAR pathway. We then discuss the mechanisms
of platelet activation in dyslipidemia with a particular fo-
cus on the procoagulant phenotype induced by the pattern
recognition receptor CD36. We further discuss the cur-
rent understanding between dyslipidemia and hematopoiesis
with discussions on thrombocytosis and reticulated imma-
ture platelets. Finally, we outline potential therapeutic ap-
proaches for antiplatelet therapy in dyslipidemia based on
current knowledge of atherothrombosis.

2. Mechanisms of platelet activation and
their pro-aggregatory function

Platelets are cell “fragments” that circulate in the blood in
a quiescent resting state and are best known for their roles in
thrombosis and hemostasis. Upon vessel damage exposure of
extracellular matrix and tissue factor promotes platelet acti-
vation and clot formation through a series of events. These
events include platelet adhesion to the site of vessel injury,
platelet spreading and aggregation, as well as the transition of
a subset of platelets to procoagulant phenotype. In hemosta-
sis, these events are necessary to prevent blood loss, whereas
thrombotic complications are associated with “unchecked”
mechanisms leading to occlusion of the blood vessel.

Damage to the vessel wall causes exposure of extracel-
lular matrices, including thrombogenic collagen and tissue
factor. Tissue factor expression will activate the extrinsic
pathway of coagulation to promote thrombin generation,
whereas the exposed extracellular matrix promotes platelet
adhesion at the site of injury by a repertoire of platelet adhe-
sion molecules. As platelets get arrested at the site of the in-
jury, they become activated. Classic platelet activation path-
ways are agonist dependent with two major subgroups: gly-
coproteins and G-protein coupled receptors (GPCR).We fo-
cus on two major types of receptors here, the collagen recep-
tor glycoprotein VI (GPVI) and protease-activated receptors
(PARs) 1 and 4 as potent platelet activation pathways that are
intimately linked to procoagulant functions.

GPVI is a member of the immunoglobulin superfamily
and is constitutively associated with Fc Receptor (FcR) γ-
chain. GPVI is a receptor for collagen and is expressed in
both megakaryocytes and platelets. Recognition of collagen
by GPVI promotes Src family kinase-mediated phosphoryla-
tion of the immunoreceptor-based activation motif (ITAM)
on FcR γ-chain and recruitment of the non-receptor tyrosine
kinase spleen tyrosine kinase (SYK) [13, 14]. Syk recognition
ultimately leads to activation of phospholipase Cγ2, activa-

tion of protein kinase C (PKC), and cytosolic calcium mobi-
lization. The latter is essential for integrinαIIbβ3 activation,
platelet granule release, and externalization of procoagulant
phosphatidylserine (PSer) [15–17]. Recent evidence suggests
that individuals with homozygous insufficiency of GPVI dis-
play several defects in platelet activation markers. In a study
by Nagy et al., GPVI deficiency (both hetero- and homozy-
gous) displays defects in platelet spreading and PSer exposure
[18]. Yet, no differences were observed in platelet adhesion
onto collagen-coated surfaces nor other extracellular matrix-
coated surfaces in GPVI homozygous or heterozygous defi-
ciency [18]. This suggests that GPVImay participate in selec-
tive platelet functions beyond its classic role as a platelet adhe-
sion receptor. Furthermore, GPVI was shown recently to be
important in promoting platelet aggregation of pre-formed
thrombus independent of thrombin [19]. Using a combina-
tion of in silico modeling, ex vivo platelet functional studies,
and in vivo intravital microscopy, Ahmed et al. showed that
inhibitory Fab fragments to GPVI promoted disaggregation
of platelets of a growing thrombus. The authors posed that
the disaggregation effect is selective to the inhibitory action
of the Fab fragment ACT017 on GPVI’s recognition of fib-
rinogen. Although the studies are limited to anticoagulated
blood where thrombin generation could not be established,
the effect of inhibiting GPVI on disaggregation events are yet
to be understood in the context of thrombogenesis.

The effect of GPVI-ITAM signaling is not limited to its
contribution to a thrombus that has already formed. GPVI-
ITAM signaling was also shown to promote the generation
of reactive oxygen species (ROS) through activating NADPH
oxidase, a multisubunit complex on the cell membrane that
transfers reducing equivalents from NADPH to molecular
oxygen [20–22]. Reactive oxygen species by NADPH oxidase
and other sources are an important modulator of procoag-
ulant PSer externalization [23, 24]. However, the signaling
mechanisms of activating NADPH oxidase by classic platelet
agonists or its function in thrombosis and hemostasis are less
clear. An elegant study by Sonkar et al. showed that targeted
deletion of NADPH oxidase in mice or platelets from chronic
granulomatous disease (CGD) with no functional NADPH
oxidase still responds to platelet agonists, suggesting that it
may not be required [25]. Yet, other reports indicate that
NADPH oxidase is a functional source of oxidant generation
in platelets that are agonist-specific [21, 22, 26–28]. The role
of NADPH oxidase for platelet activation, as well as its role
in generating ROS by classic agonists, requires further inves-
tigation.

Thrombin generation at the site of vessel injury promotes
potent platelet activation [29]. Thrombin generation is the
result of proteolytic activation of its zymogen prothrombin
by the prothrombinase complex assembled downstream of
intrinsic and extrinsic coagulation pathways. Thrombin pro-
motes activation of the protease-activated GPCRs by cleav-
ing the tethered N-terminal tail of the protein. There are 4
members of the PAR families with human platelets express-
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ing PAR 1 and 4. PAR1 signaling is transient whereas PAR4
signaling is sustained and necessary to achieve thrombus sta-
bility [30, 31]. PARs are coupled to either Gq or G12/13.
Coupling to G12/13 protein will trigger platelet shape change
as a part of platelet aggregation through guanine nucleotide
exchange factor Rho. When coupled to Gq protein, PARs
will induce calciummobilization through phospholipase Cβ-
dependent generation of inositol triphosphate and diacylglyc-
erol and downstream platelet activation.

3. Mechanisms of procoagulant platelet
formation

Platelets support coagulation during thrombus formation
by providing a negatively charged procoagulant surface for
tenase and prothrombinase complexes [32, 33]. Throm-
bin not only promotes platelet activation as described above
but also cleaves soluble fibrinogen to insoluble fibrin and
thus stabilizes the primary platelet plug [29]. Procoagulant
platelets are the subpopulation of platelets that link primary
and secondary hemostasis and are also described in the liter-
ature by a plethora of nomenclature, including COAT and
coated platelets, ballooned platelets, necrotic platelets, and
many others based on their different morphologic and func-
tional characteristics. Nonetheless, one of the undisputed
characteristics of this subpopulation of activated platelets
is the externalization of anionic phosphatidylserine (PSer)
[34, 35]. We refer the readers to additional excellent reviews
on the characteristic properties of procoagulant platelets in
[35–37].

Potent platelet activation promotes the loss of membrane
symmetry through multiple intracellular cues that ultimately
trigger the activation of specific scramblases for PSer expo-
sure. PSer is physiologically maintained in the inner leaflet
of the cellular membrane until ‘flipped’ by scramblases to the
exterior milieu [38]. Several anoctamins mediate PSer exter-
nalization with anoctamin 6, or TMEM16F, as the most no-
table to platelet PSer externalization [39]. The specific mech-
anisms of TMEM16F activation in activated platelets are
still unclear but were shown to follow a calcium-dependent
mechanism [40]. Studies investigating the regulation of PSer
exposure by scramblases point to the fact that it is directly
linked to mitochondrial function [39, 41–43].

Another widely accepted feature of procoagulant platelets
is the fact that they are maximally generated in the settings
of GPVI and PAR1/4 co-stimulation. This is classically uti-
lized by multiple laboratories to study platelet procoagulant
functions [16, 23, 44–47]. At the receptor level, abrogat-
ing GPVI interaction with collagen or the snake venom con-
vulxin (CVX, a higher affinity GPVI ligand than collagen) or
the absence of the associating FcRγ chain prevents procoag-
ulant platelet formation as assessed by PSer externalization
[48]. The downstream signaling events for GPVI to promote
procoagulant PSer are presumably through the signaling by
Src family kinases, which in turn activates PLCγ2 leading to
intracellular calcium mobilization [49]. Src involvement has

largely been attributed to the use of tyrosine kinase inhibitor
dasatinib, which reduces the percentage of platelets positive
for PSer externalization and clot retraction when induced by
the GPVI agonists collagen or convulxin [49]. The role of
calcium-induced PSer externalization is not restricted to the
GPVI pathway. Robust activation by PARs also enhance cal-
cium mobilization required for PSer externalization through
a Gq-coupled phospholipase Cβ-dependent mechanism [35].
Dual agonist stimulation by both thrombin and collagen in-
creases cytosolic calcium to the concentrations observed in
micromolar ranges, which is well enough to perturb calcium
homeostasis and mitochondrial function [50]. Calcium mo-
bilization in this setting is mediated by both intracellular cal-
cium mobilization and extracellular calcium import. Uptake
of extracellular calcium is a coordinated interplay between
the ORAI1 and STIM1 proteins [51]. Deficiency of ORAI1
and/or STIM1 leads to diminished procoagulant potential by
multiple platelet agonists [51].

Platelet mitochondria are exquisitely sensitive to calcium
levels. The mitochondrial calcium uniporter (MCU), local-
ized on the inner mitochondrial membrane, was shown to be
a conduit for mitochondrial-mediated PSer externalization
[16]. This event is triggered by the increase in mitochon-
drial calcium intake from the cytosol as a regulatory mech-
anism to normalize cytosolic calcium. MCU is coordinated
with multiple mitochondrial membrane proteins [52]. Cryo-
EM structure of MCU has recently been published suggest-
ing a tightly regulated calcium coordinated process for cal-
cium uptake in the mitochondria [52–54]. It is known that
the MCU activity favors the generation of the mitochondria
permeability transition pore (mPTP) in platelets in part by
increasing the activity of peptidylprolyl isomerase cyclophilin
D (CypD) [16]. Genetic ablation of CypD in platelets and in-
hibition of CypD with cyclosporin A abrogates PSer exter-
nalization to baseline levels, indicating CypD is a key compo-
nent regulating platelet procoagulant activity [23, 41]. MCU
activity was also shown to be regulated not only by its sub-
strate levels but also post-translationally by phosphorylation
on the N-termini [55]; however, this has yet to be studied in
platelets.

Although the mechanisms of canonical platelet activation
and procoagulant activity in hemostasis and thrombosis are
an active area of research, new data on non-canonical mech-
anisms of platelet procoagulant functions, such as observed
in metabolic disorders like dyslipidemia, support a complex
regulation of PSer externalization.

4. Heightened platelet reactivity in
dyslipidemia

In dyslipidemia, platelets are sensitized to activation by
oxidized phospholipids found in low-density lipoprotein
(LDL) particles. Phospholipids are particularly sensitive to
oxidation [56]. Oxidized phospholipids in this setting are
generated during the inflammatory processes of plaque for-
mation and circulate in micromolar ranges [7]. Oxidized
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Fig. 1. PlateletCD36prothrombotic signaling indyslipidemia. Platelet CD36 promotes thrombosis in dyslipidemia by two differentmechanisms: 1) direct
platelet activation by multiple signaling pathways including a pathway involving the amplification of molecular signaling downstream of the collagen receptor
GPVI; 2) indirectly promoting platelet activation by dampening the major platelet inhibitory signaling pathways. In the direct platelet activation pathway,
CD36 sensitizes platelet activation to collagen by promoting reactive oxygen species generation by NADPH oxidase. It is the hydrogen peroxide reactive
oxygen species that promote cysteine sulfenylation of multiple platelet proteins, including Src family kinases. Cysteine sulfenylation of Src family kinases
maintains kinase activity to activate downstream signaling pathways, including the redox-sensitiveMAP kinase ERK5. ERK5 then link CD36 signaling to two
functional phenotypes: pathophysiologic thrombosis by promoting integrin αIIbβ3 activation and caspase-dependent phosphatidylserine externalization for
platelet procoagulant activity. In the absence of CD36 signaling, the GPVI signaling pathway promotes physiologic thrombosis. CD36 signaling was shown
to dampen the cGMP and cAMP inhibitory signaling and therefore promote platelet activation by physiologic agonists.

phospholipids are a major risk factor for thrombotic events
as they sensitize platelets to activation by a specific pattern
recognition receptor known as CD36.

The best-characterized receptor for oxidized lipids in dys-
lipidemia is the scavenger receptor CD36, a multi-functional
88 kDa protein that is also known as platelet glycoprotein IV
or fatty acid translocase [57, 58]. The crystal structure for
CD36 has not been yet solved; however, homology modeling
based on its related receptor LIMPII were hypothesized [59].

CD36 has two short intracellular tails, two transmem-
brane domains, and a very large and heavily N-glycosylated

extracellular domain [60]. CD36 “senses” several ligands
as part of its innate immune function. These include ox-
idized lipids in oxidized LDL particles [7], the proinflam-
matory S100A8/A9 family of calcium-binding proteins [61],
proteins containing the thrombospondin type I-repeat do-
mains [62], advanced glycated end products [63], micropar-
ticles from damaged cells [64], free fatty acids [65], high-
density lipoprotein particles [66], and staphylococcal lipote-
ichoic acids [67]. The signaling pathways induced by CD36
are context- and cell-dependent [68]. In platelets CD36 is re-
sponsible for two distinct pathways, as demonstrated in Fig.
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Fig. 2. Reticulated platelets and increase platelet production are risk factors for atherothrombosis. The bone marrow niche is sensitive to choles-
terol in dyslipidemia. Reticulated platelets are larger immature platelets produced from megakaryocytes. In metabolic disorders, increase reticulated platelet
production and platelet count contribute to an overt prothrombotic phenotype that increases the risk for clinically significant thrombotic events. The mech-
anisms for increase reticulated platelet production and platelet count are not well-understood but may be linked to a compensatory mechanism for platelet
clearance. In normolipidemia, platelets contribute to physiologic thrombosis as part of the mechanism to form a platelet plug. Normal platelet production is
governed by the platelet half-life in circulation.

1: 1) platelet activation by circulating oxidized lipids that fur-
ther synergize with activation pathways of ‘classic’ agonists,
and 2) disabling both the caMP-PKA [69, 70] and cGMP-
PKG inhibitory pathways [71].

CD36 is highly expressed (up to 20,000 copies per platelet)
on the platelet surface [72, 73]. Biochemical studies byHuang
et al. demonstrate that upon activation, platelet CD36 as-
sociates with the Src family members Fyn, Lyn, and Yes
[74]. These studies were further verified by independent
labs looking at Src family members activated by CD36 in
different cell types including endothelial cells [75], mono-
cyte/macrophages [76], and platelets [77]. In the platelet
system, the best characterized Src family members activated
by CD36 are Fyn and Lyn, with Fyn being the predomi-
nant one. Src family kinases connect CD36 to platelet ac-
tivation through Vav guanine nucleotide exchange factors
[78], activation of MAP kinases JNK1 [77] and ERK5 [79],
the Rho/ROCK signaling module for cytoskeletal rearrange-
ment [80], and a pathway leading to the activation of Pro-
tein Kinase C, Phospholipase Cγ2, and generation of super-
oxide radical anion by NADPH oxidase [70, 71, 79]. Recent
studies show that superoxide radicals generated by CD36 sig-
naling disproportionate to the two-electron oxidant hydro-
gen peroxide [81]. It is the hydrogen peroxide that oxidizes
cysteines on multiple proteins within the cell, including Src
family kinases to maintain kinase activity [81, 82]. In this

context, the transient cysteine sulfenic oxoformwas detected
using benzothiazine-based carbon nucleophiles [83, 84]. The
sulfenic acids generated is important for platelet-mediated
proaggregatory and procoagulant functions that support ar-
terial thrombosis in dyslipidemia [81]. The role of oxidant
generation byCD36 also participates in regulating the platelet
inhibitory pathways. In particular, oxidant generation by
NADPH oxidase in this setting blunt the inhibitory platelet
cGMP pathway [71]. In combination with CD36’s ability
to promote platelet hyposensitivity to prostacyclins [69, 70],
thesemultifaceted approaches lower the threshold for platelet
activation.

MAP kinases are a family of serine/threonine kinases that
are activated in conditions of cellular stress, proliferation,
growth, apoptosis, and differentiation and are highly ex-
pressed in platelets [85]. Platelet MAP kinase ERK5 was
shown to be activated in conditions of greatly elevated ROS
generation, such as during the ischemic conditions of my-
ocardial infarction [86, 87]. Pharmacologic inhibition of
ERK5 in platelets or platelet-specific ERK5 deficiency show
protection from the elevated platelet activation profiles ob-
served in ischemia compared to platelets treated with vehi-
cle control or in ERK5-expressing animals, respectively [86].
The redox regulation of ERK5 activation is not limited to is-
chemic conditions; platelet ERK5 is also activated in condi-
tions of increased ROS generation in dyslipidemia [24, 79].
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Platelet CD36 signaling generates ROS through NADPH ox-
idase and in this setting ERK5 is activated as a redox signaling
node for platelet pro-aggregatory functions.

MAP kinase ERK5 activation by CD36 signaling is not
limited to proaggregatory functions. CD36-mediated ERK5
activation induces procoagulant PSer [24] that is distinct
from the physiologic pathways of PSer externalization driven
by CypD and mitochondrial permeability transition [16, 23,
88] or the PSer externalization pathway driven by apoptotic
caspases for platelet clearance [89, 90]. CD36 and ERK5 sen-
sitize the GPVI signaling pathway for PSer augmentation.
The procoagulant nature of this sensitization by CD36 and
ERK5 requires Src family kinases, hydrogen peroxide, and
apoptotic caspases as pharmacologic inhibition of Src, scav-
enging hydrogen peroxide and preventing caspase activation
prevented the PSer profiles observed with oxidized lipids
[24, 79]. In linewith the role of hydrogen peroxide and ERK5
being important for CD36-mediated PSer externalization,
cysteine sulfenylation of Src family kinases upstreamof ERK5
activation supports PSer externalization [81]. CD36 and
ERK5-mediated PSer externalization enhance factor tenase
and prothrombinase activation and subsequent fibrin depo-
sition both ex vivo and in vivo [24]. These mechanisms may
describe the thrombin generation phenotype mediated by
platelets in dyslipidemic patients [91].

Platelet CD36-mediated procoagulant functions can vary
depending on the settings. In a separate study, Dohrmann
et al. showed that CD36-fibrin interaction propagates FXI-
dependent thrombin generation of human platelets in ad-
vanced nephropathies [92]. The authors report that in
chronic kidney disease, thrombin induces thrombin gener-
ation that was prevented in the presence of a CD36 block-
ing antibody. FXI, fibrin, GPIbα and Src family kinases are
also required for this CD36-dependent thrombin generation.
In addition to other pathologic conditions, specific CD36 lig-
ands could link the receptor to hemostatic capabilities. Re-
cently, it was shown that platelet-derived thrombospondin-
1 mediates hemostasis in vivo through a CD36-associated
mechanism [93]. Thrombospondin-1 is a CD36 ligand and
was shown to augment platelet activation [94, 95]. In this
study, targeted genetic deletion of thrombospondin 1 in
platelets prolonged bleeding time in mice that could be res-
cued by the infusion of wild-type platelets [93]. Mechanis-
tically, the authors proposed that thrombospondin-1 damp-
ens the cAMP inhibitory signaling pathway. Collectively
these studies suggest that the mechanism of CD36-mediated
platelet procoagulant functions may be context-dependent.

Additional platelet scavenger receptors could regulate
platelet reactivity in dyslipidemia. The closely-related re-
ceptor family member scavenger receptor A-1 (SRA-1) was
shown to promote platelet activation in mouse and human
platelets through a p38 MAP kinase-dependent mechanism
[96]. In this study, platelet activation by SRA-1 by oxidized
lipids could involve CD36 as blocking CD36 or the use of
CD36-deficient mouse platelets inhibits platelet spreading on

immobilized collagen [96]. The selective recognition of ox-
idized lipids by SRA-1 compared to CD36 is directly related
to the extent of lipoprotein oxidation as lipoproteins exist in
different oxidized states [56].

Platelet reactivity in dyslipidemia is regulated by specific
oxidized phospholipids present in the circulation that are co-
ordinated between CD36 with other innate immune recep-
tors. The signature work by Podrez and colleagues indicated
that it is predominantly the oxidized phosphatidylcholine
(PC) phospholipid species termed oxPCCD36 that are high-
affinity ligands for CD36 and are present in micromolar lev-
els in the plasma of patients with CAD or from atherogenic-
prone mice fed a high fat and high cholesterol diet [7].
However, subsequent work also indicated that a novel oxi-
dized derivative of the phosphatidylethanolamine (PE) phos-
pholipid is also present in dyslipidemia [97]. These oxi-
dized PE derivatives, called carboxyalkylpyrrole-PEs, could
be recognized by toll-like receptors to promote platelet ac-
tivation [97]. It is likely that in dyslipidemia toll-like re-
ceptors and CD36 coordinate to promote platelet activa-
tion for a prothrombotic state as was proposed by stud-
ies showing that CD36 forms a complex with TLR2/6 for
oxPCCD36-mediated platelet signaling [98]. These studies
suggest a higher-order innate-immune receptor regulation
in the context of atherothrombosis. Further work to eluci-
date the mechanisms by which CD36 promotes platelet pro-
aggregatory and procoagulant functions will be required and
will pinpoint regulatory signaling nodes as potential thera-
peutic targets.

5. Thrombocytosis and “hyperactive” platelet
reticulocytes

In dyslipidemia, dysregulated hematopoiesis induced by
cholesterol stress also increases platelet counts (thrombo-
cytosis) and reticulated platelet production. The mech-
anisms of thrombocytosis in this condition are not very
well-understood but seem to be an alternative mechanism
that increases the risk for atherothrombosis. A schematic
of this process is shown in Fig. 2. Platelet production
from megakaryocytes is driven by the coordination between
thrombopoietin (TPO) and its receptor c-Mpl, a type I cy-
tokine receptor family [99, 100]. Like other type I cy-
tokine receptor family members, activation of c-Mpl pro-
motes Janus kinase 2 (JAK2) and STAT3/5 signaling in
hematopoietic stem cells and megakaryocytes [101–103]. Of
relevance to platelet production, JAK/STAT signaling by
TPO and c-Mpl promotes megakaryocyte maturation, differ-
entiation, proplatelet formation, and the release of platelets
[104, 105].

Platelet half-life in circulation is also linked to desialyla-
tion and clearance in the liver by the Ashwell-Morell recep-
tors [106] and by PSer externalization by apoptotic caspases
[89]. In dyslipidemia, decreased survival of platelets has been
linked to the plasma lipid profiles [107]. Although this could
be related to desiaylation, it is possible that PSer externaliza-
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tion on platelets during dyslipidemia promotes platelet clear-
ance that enhances TPO production and, as a result, reactive
thrombocytosis. However, this hypothesis requires experi-
mental evidence. An increase in megakaryocyte ploidy and
mean platelet volume, two markers associated with increase
platelet production, has been well-documented in hyperc-
holesterolemia [108, 109]. Megakaryocytes were also doc-
umented to be delocalized and closer to the bone marrow si-
nusoids in murine models that could contribute to the overt
thrombocytosis phenotype [110]. Furthermore, thrombocy-
tosis could be regulated by cholesterol efflux, as the ATP-
binding cassette transporter ABCG4 that is highly expressed
in the bonemarrows regulate megakaryocyte cholesterol lev-
els, platelet production, and arterial thrombosis [111].

In metabolic disorders, reticulated platelet production is
elevated and has been associated with adverse cardiovascular
events [112]. Reticulated platelets are larger and are identi-
fied by their retention of RNA contents frommegakaryocytes
[113]. Reticulated platelets contribute to the prothrombotic
phenotype observed in dyslipidemia as reticulated platelets
are thrombogenic and promote platelet activation support-
ing atherothrombosis [112]. The mechanisms of reticulated
platelet production in dyslipidemia are not clear but may be
independent of de novo cholesterol synthesis as statin usage
in patients with coronary artery disease do not affect reticu-
lated platelet counts [114]. Understanding the mechanisms
of cholesterol sensitization in the bone marrow niche and
thrombocytosis would identify additional targets in reducing
the risk for thrombotic complications in dyslipidemia.

6. Current antiplatelet agents and potential
therapeutic avenues

Antithrombotic medications, used to treat arterial and/or
venous thrombotic complications, can be classified into two
major groups: antiplatelets and anticoagulants. Clinically
used antiplatelet agents act on platelet receptors and their in-
tracellular signaling pathways that prevent their activation
and subsequent aggregation [115]. As outlined in Fig. 3
and Table 1, there are 5 classes of clinically used antiplatelet
agents: 1) inhibitors of cyclooxygenases; 2) purinergic re-
ceptor P2Y12 inhibitors; 3) PAR1 antagonists; 4) integrin
αIIbβ3 antagonists; and 5) inhibitors of phosphodiesterase
(PDE). Most of these medications ultimately inhibit platelet
aggregation function, some as direct inhibitors, and some in-
hibiting molecular aspects of platelet activation leading to in-
tegrin activation and subsequent aggregation.

The most used antiplatelet drug is aspirin, an irreversible
inhibitor of cyclooxygenase, which inhibits both cyclooxy-
genase 1 expressed in platelets and cyclooxygenase 2 ex-
pressed in endothelial cells [116]. Cyclooxygenases cat-
alyze prostaglandinH2 generation from the precursor arachi-
donic acid for the synthesis of both anti- and procoagulant
molecules including prostacyclin and thromboxane A2, re-
spectively. A coordinated balance between platelet inhibition
with prostacyclin and platelet activation with thromboxane

A2 is critical to maintain hemostasis and prevent thrombo-
sis. Aspirin remains to be the major treatment to decrease
the risk for major adverse cardiac events, including myocar-
dial infarction and stroke [117]. Aspirin is generally used in
combination with other antiplatelet medications to achieve
a steady antiplatelet effect since aspirin alone would not in-
hibit other molecular pathways leading to platelet activation.
A combination of aspirin with P2Y12 or PDE inhibitors has
shown to provide great additive and, in some instances, syn-
ergistic antiplatelet effect, however, generally at the expense
of increased risks of bleeding.

The family of purinergic P2Y12 receptor inhibitors in-
cludes 5 members: ticlopidine, clopidogrel, prasugrel, tica-
grelor, and cangrelor. P2Y12 antagonism is the next choice
when dual-antiplatelet therapy (e.g., with aspirin) is indi-
cated. Structurally, purinergic receptor inhibitors are re-
lated but not similar. Ticlopidine, clopidogrel, and prasug-
rel are thienopyridines with ticagrelor being a cyclopentyl-
triazolopyrimidine, whereas cangrelor is a non-hydrolyzable
ATP analog. Ticlopidine is associated with severe myelosup-
pression and therefore not commonly used. The next two
members of this group, prasugrel and clopidogrel, require a
two-step enzymatic conversion to their active metabolites by
the intestinal carboxylesterases and/or hepatic cytochrome
P450 system, making their onset of action slow with 2-8
hours after the first dose to achieve an adequate platelet inhi-
bition. It is also worth noting that prasugrel, unlike clopido-
grel, is effective inmost individuals independent of CYP2C19
polymorphism, which is associated with interindividual vari-
ability of clopidogrel conversion to its active pharmacolog-
ical metabolite. These two members have a slower offset
of action due to the irreversible nature of their inhibition
of P2Y12. And the last two members of this family, tica-
grelor and cangrelor are reversible inhibitors of P2Y12 that
do not require biotransformation in the liver, therefore hav-
ing faster onset and offset of action. In clinical studies, tica-
grelor compared to clopidogrel resulted in significantly bet-
ter outcomes and decreasedmortality in patientswith STEMI
and NSTEMI. Cangrelor, being used exclusively in peripro-
cedural settings in percutaneous coronary intervention (PCI)
due to its sole availability as an injectable form, is associated
with reduced stent thrombosis. However, it is important to
note that a significant decrease in thrombotic complications
offered by ticagrelor and cangrelor comes at the expense of
increased risks for major bleedings.

The next class is PAR1 antagonism, represented by a
sole clinically used member, vorapaxar. As described above,
PAR signaling by thrombin is a potent activation pathway
in platelets. PAR1 antagonism has been shown to reduce
thrombotic cardiovascular events in myocardial infarction
and peripheral vascular disease patients [118]. Vorapaxar
competes with the tethered ligand of PAR1 generated by
thrombin and prevents signal transduction. A study investi-
gating efficacy and safety of vorapaxar in patients with non-
ST elevation acute coronary syndromedemonstrated a signif-
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Fig. 3. Potential therapeutic targets for antiplatelet medications. Food and Drug Administration-approved antiplatelet agents are shown in green
against varying targets in the platelet activation pathway by classic agonists. Vorapaxar targets the thrombin receptor protease-activated receptor (PAR) 1.
Ticlopidine, clopidogrel, prasugrel, ticagrelor, and cangrelor target the ADP receptor P2Y12. IntegrinαIIbβ3 (GPIIbIIIa) antagonists, abciximab, eptifibatide,
and tirofiban prevent a conformational change of the protein to an activated state that could bind to soluble fibrinogen. Phosphodiesterase antagonists,
cilostazol and dipyridamole, prevent cAMP hydrolyzation to AMP, which in turn down-regulates phospholipase A2 and subsequent arachidonic acid release
for thromboxane A2 synthesis. Lastly, the mainstream cyclooxygenase antagonist is aspirin, which prevents the generation of thromboxane A2 from its
precursors. In the CD36 prothrombotic pathway, CD36 amplifies the GPVI signaling pathway to promote a prothrombotic and procoagulant phenotype.
Potential antagonism in the pathway is shown in red.

icantly increased risk of major bleeding, hence this study was
terminated early [119]. A separate study has shown that vo-
rapaxar, although decreasing risks of cardiovascular mortal-
ity, can lead to major bleedings, including intracranial hem-
orrhages [120]. Therefore, vorapaxar is used as secondary
prevention for myocardial infarction and peripheral artery
disease, while being contraindicated in patients with a history
of stroke due to higher probability and severity of bleeding
complications.

The next class of antiplatelet medications is direct in-
hibitors of integrin αIIbβ3, also known as glycoprotein IIbI-
IIa (GPIIbIIIa). Integrin αIIbβ3 is the most abundant ad-

hesion receptor on the platelet surface that bridges platelet-
platelet interaction through its binding with fibrinogen. All
platelet activation pathways lead to integrin αIIbβ3 activa-
tions, and as such integrinαIIbβ3 is an attractive therapeutic
target to prevent thrombosis. Several integrinαIIbβ3 antag-
onists are currently used clinically, including tirofiban, epti-
fibatide, and abciximab. Abciximab is a Fab fragment of the
chimeric human-murine monoclonal antibody 7E3 and tar-
gets both integrin αIIbβ3 and αvβ3 [121, 122]. Abciximab
remains in circulation for at least two weeks with the normal
recovery of platelet functions within 48 hours [123]. Epti-
fibatide, a cyclic heptapeptide based on the recognition se-
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Table 1. List of clinically used antiplatelet medications.

Name Mechanism of Action Clinical (Labelled) Use
Hematologic
Adverse Effects

Abciximab Integrin α2bß3 (glycoprotein IIbIIIa) Prevent thrombotic complications in patients with NSTEMI and • Hemorrhage

Eptifibatide antagonism those undergoing PCI • Thrombocytopenia

Tirofiban

Ticlopidine

Irreversible inhibition of P2Y12 receptors

Decrease the risk of thrombotic stroke in patients with a history of • Hemorrhage
stroke • Neutropenia

• Thrombocytopenia
• TTP
• Aplastic anemia

Clopidogrel
Decrease the rate of MI and stroke in patients with NSTEMI, includ • Hemorrhage
ing both patients managed pharmacologically or undergoing PCI. • Neutropenia

• TTP

Prasugrel
Prevent thrombotic complications in patients undergoing PCI for un • Hemorrhage
stable angina, NSTEMI or STEMI • Leucopenia

• Anemia

Ticagrelor
Reversible inhibition of P2Y12 Prevent thrombotic complications in patients undergoing PCI. • Hemorrhage

Cangrelor

Vorapaxar Reversible inhibition of PAR1 Reduce thrombotic complications in patients with a history of MI or
PAD

• Hemorrhage

Aspirin Irreversible inhibition of cyclooxygenase 1 Secondary prevention after acute coronary syndromes, and manage-
ment of ischemic heart disease.

• Hemorrhage

Cilostazol Inhibition of cAMP phosphodiesterase 3 Intermittent Claudication
• Thrombocytopenia
• Leucopenia

Dipyridamole Inhibition of phosphodiesterase Prevent thrombosis post artificial heart valve replacement • Thrombocytopenia

cAMP, cyclic adenosinemonophosphate; MI,myocardial infarction; NSTEMI, non-ST elevationmyocardial infarction; P2Y12, P2Y purinergic receptor 12;
PAD, peripheral artery disease; PAR1, protease-activated receptor 1; PCI, percutaneous coronary intervention; STEMI, ST elevationmyocardial infarction;
TTP, thrombotic thrombocytopenic purpura.

quence found in snake venom, binds reversibly to integrin
αIIbβ3, and has a half-life of 4-5 hours. This class of an-
tiplatelet medications is primarily used in patients undergo-
ing percutaneous coronary intervention. All members of this
group can lead to hemorrhage and thrombocytopenia.

And finally, the last group of antiplatelet medications is
inhibitors of phosphodiesterases. There are two members of
this class that is approved for clinical use in the United States,
cilostazol and dipyridamole. Although possibly inhibiting
different isotypes of phosphodiesterase the net therapeutic
effect of both medications is increased levels of cyclic AMP
(cAMP). Elevation of intracellular cAMP induces the activa-
tion of protein kinase A (PKA), which in turn increases the
threshold for platelet activation. Besides platelet effect, in-
creased levels of cAMP and PKA in vascular smooth muscle
cells prevent activation of myosin light-chain kinase that is
important in the contraction of smooth muscle cells, thereby
exerting its vasodilatory effect. These effects are responsible
for the primary use of cilostazol in patients with intermittent
claudication.

Like any other pharmacologic agent, antiplatelets can
cause adverse effects. An adverse effect is an undesirable sec-
ondary effect, which occurs in addition to the primary de-

sired therapeutic effect of medicines. Side effects are patient-
variable and are dependent upon the patient’s age, gender,
ethnicity, weight, as well as general physical health. Side ef-
fects of antiplatelet medicines can be diverse. Table 1 out-
lines the major side effects of clinically used antiplatelet med-
ications but only to the extent of the hematologic system.
P2Y12 inhibitors together with aspirin are the most used an-
tiplatelets. Although with the evolution of P2Y12 antago-
nism many adverse effects like myelosuppression (seen with
ticlopidine), thrombotic thrombocytopenic purpura (seen
both with clopidogrel and ticlopidine) are not an issue with
the third generation of P2Y12 inhibitors like ticagrelor and
cangrelor, bleeding remains to be the major adverse effect.
The risk for bleeding complications is further increased if
the patient is placed on a dual antiplatelet regimen (e.g., as-
pirin plus P2Y12 antagonist). Hemorrhages vary in degree
with different antiplatelets, possibly being more severe with
PAR1 antagonism and less severe with cyclooxygenase inhi-
bition. But even in mild severity hemorrhages decrease the
quality of life. Managing patients on antiplatelet medications
is further aggravated by limitations in clinical tools assess-
ing platelet functionalities to make it possible to individually
titrate the antiplatelet effect of a pharmaceutical agent to the
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point of minimal bleeding risk and greatest antithrombotic
benefit. Considering all the challenges there is a need for
an antiplatelet approach that would have minimal impact on
hemostatic aspects of platelet activation andwould rather tar-
get cellular/molecular aspects leading to thrombosis. In the
light of new knowledge, there are few novel pharmacologi-
cal targets (Fig. 3) for potential antiplatelet therapy develop-
ment.

CD36. CD36 is a highly expressed receptor on the surface
of platelets. As discussed in previous sections, CD36 is the
cornerstone for platelet contribution to thrombosis in dys-
lipidemic settings. Therefore, CD36 antagonism is the first
logical antiplatelet candidate in the face of antithrombotic
therapy in dyslipidemia. As shown previously, molecular sig-
naling of CD36 stimulated by oxLDL leads to amplification
of the physiologic procoagulant mechanisms downstream of
GPVI leading to thrombosis [24]. And therefore, inhibi-
tion ofCD36 signaling should provide a beneficial antithrom-
botic effect without affecting platelet hemostatic functional-
ities. Indeed, it has been shown that in the absence of CD36
oxLDL-stimulated amplification of GPVI-mediated procoag-
ulant response is abrogated [24]. CD36 is also essential in
monocyte/macrophage for the progression of atherosclero-
sis [124]. This indicates that CD36 is an attractive candidate
not only for its antithrombotic potential but also to halt the
progression of atherosclerosis. However, there are no phar-
macodynamic or toxicologic studies to date determining the
adverse effects of short- or long-termCD36 inhibition in vivo.
One potential limitation of CD36 inhibition is the fact that
CD36, being a scavenger receptor, is expressed in many cells
of the body and binds many different ligands. For instance,
CD36 binds cell wall components of the bacteria from Staphy-
lococcus and Mycobacterium genus, and therefore one poten-
tial complication of long-term CD36 antagonism is increased
susceptibility to these infectious agents. Another aspect of
CD36 functionality comes from the fact that in myocytes
and adipocytes CD36 binds long-chain fatty acids (LCFA) to
transport them into the cell for beta-oxidation and lipid stor-
age, respectively [58]. And therefore, CD36 antagonismmay
lead to a decreased metabolic activity of the cells that rely on
CD36-mediated LCFA import (e.g. cardiomyocytes, skele-
tal muscle cells, adipocytes, etc.). This in turn can lead to a
variety of adverse effects like cardiotoxicity, including car-
diomyopathy and cardiac arrhythmias, rhabdomyolysis, and
fasting hypoglycemia. These aspects of CD36 functionalities
must be considered in the development of therapeutic CD36
antagonists.

An alternative method is to consider CD36 as a therag-
nostic approach. Genetic studies on CD36 reported that the
CD36 gene has specific single-nucleotide polymorphism that
is linked to major adverse cardiac events with its surface ex-
pression levels [73, 125]. More specifically, the platelet sur-
face expression levels on individuals vary considerably (up
to 20,000 copies per platelet) and correlate to the reactivity
with oxidized lipids [73]. These genetic studies suggest the

possibility of using CD36 expression as a predictive marker
for potential adverse events in hyperlipidemic individuals.
In this case, it could be possible to consider the use of an-
tiplatelet therapy with individuals at high risk for thrombotic
events based on their CD36 expression profile. This, how-
ever, would require a full spectrum of experimental evidence.

NADPH oxidase. Platelet CD36 was shown to promote
oxidant generation by NADPH oxidase in dyslipidemia [71,
126, 127]. These studies outline NADPH oxidase as a possi-
ble pharmaceutical target in dyslipidemia-associated throm-
botic complications. There have been efforts to develop spe-
cific NADPH oxidase inhibitors [27, 128, 129]. However, al-
though platelets express NADPH oxidase, their oxidant gen-
eration output is much less than the oxidative burst mecha-
nism induced in immune cells. Therefore, significant efforts
would be required to develop a platelet specific NADPH ox-
idase inhibitor, since non-specific inhibition in white blood
cells would result in chronic granulomatous disease-like syn-
drome with patients being prone to infections caused by
catalase-positive organisms. Therefore, NADPH oxidase in-
hibition is not an attractive candidate for antithrombotic
therapy in dyslipidemic settings.

Src kinase. The Src kinase family is a family of nine non-
receptor tyrosine kinases and are attractive targets for inhi-
bition in many diseases. The three most highly expressed
members in platelets from this family are Src, Lyn, and Fyn.
These members are associated with integrin, GPIb-IX, and
ITAM signaling [130]. They also provide a significant con-
tribution to the Gq and Gi downstream signaling [131, 132],
whereas CD36 downstream signaling is associated with Fyn,
Lyn, and Yes [74]. Yet, selective targeting of Src family ki-
nases has not been achieved in the platelet system nor the
context of atherothrombosis because of their expression in
multiple cell types in the vasculature. Given the essential role
of Src family kinases in platelet signal transduction, Src family
kinase antagonism in platelets in the context of atherothrom-
bosis could impair their hemostatic capabilities, and there-
fore any potential non-specific Src kinase inhibitor can have
bleeding adverse effects. This is supported by the fact that
easy bruising, hematuria, and melena are among the side ef-
fects of imatinib, an FDA-approved Src kinase inhibitor. An-
othermember of the Src kinase inhibitor family, dasatinib in-
hibits GPVI stimulated procoagulant platelet formation and
can lead to thrombocytopenia and bleeding [133, 134]. On
the other hand, the evidence that Src kinases are selective tar-
gets of specific oxidants and promote their activity suggests
that the oxidation mechanism of Src kinases by CD36 signal-
ing could be exploited as a potential node of antagonism [81].
Inhibition of ROS generation should not alter the function-
alities of platelets in physiologic hemostasis. This, however,
must be demonstrated experimentally.

MAP kinase/ERK5. MAP kinase ERK5 is a member
of the MAP kinase family and is present and functional in
platelets. MAP kinase ERK5 is different from the otherMAP
kinases by having a distinct activation pathway viaMEKK2/3
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and MEK5 [135]. MAP kinase ERK5 is a redox-sensor
and regulates platelet activation in conditions with greatly
elevated reactive oxygen species generation [86, 87, 126].
Specifically, ERK5 is a redox switch to promote maladaptive
platelet signaling during ST-elevated myocardial infarction
and in hypoxic conditions [86, 87]. In dyslipidemia, ERK5
is a redox sensor that links CD36 to platelet pro-aggregatory
and procoagulant fibrin deposition in dyslipidemia [126]. Se-
lective small molecule inhibitors to the MEK5-ERK5 signal-
ing pathway are available [136]. However, no specific an-
tagonists to MEK5-ERK5 in the platelet system have been
achieved likely due to the structural overlap between ERK5
and other MAP kinases [137] and its expression in other cell
types including monocytes/macrophages [138] and endothe-
lial cells [139]. Selective antagonism of ERK5 would poten-
tially negate heightened platelet proaggregatory and proco-
agulant state in dyslipidemia or other conditions associated
with greatly elevated redox stress [140]. Nonetheless, long-
termplatelet ERK5 antagonism in the context of dyslipidemia
requires further investigation.

Caspase. Caspase activity triggers a plethora of cellular
functions. The signature understanding of caspase activa-
tion in platelets is the externalization of PSer for the turnover
of aged platelets. In dyslipidemia, oxidized lipid signaling
through CD36 and ERK5 promotes caspase activity promot-
ing PSer externalization for a procoagulant phenotype [24].
In this context, the small molecular caspase inhibitor z-VAD-
fmk alongwith the genetic deletion of the regulators of apop-
tosis, Bak and Bax, prevented CD36 and ERK5 sensitization
of PSer externalization by GPVI [24]. Also, genetic deletion
of CD36 and ERK5 prevented the procoagulant fibrin depo-
sition by caspases in vivo, suggesting inhibition of caspases
downstream of CD36/ERK5 in this setting could potentially
maintain the hemostatic capabilities by the GPVI pathway.
Caspases also play a major role in megakaryocyte apopto-
sis required for platelet formation. Together with the fact
that caspases are important in platelet clearance, long-term
antagonism of caspases in vivo may result in platelet aging
within the circulation. This in turn will present as a bleeding
phenotype knowing aged platelets are associated with longer
bleeding times due to decreased platelet adhesiveness. There-
fore, caspase inhibition is not an attractive approach for an-
tiplatelet therapy.

CD36-independent pathways. In the last decade, sev-
eral studies suggest anti-atherosclerotic and antithrombotic
effects of selective lipids that may indirectly counterbalance
the CD36 prothrombotic pathway. Omega-3 fatty acids are a
type of polyunsaturated fatty acids with antioxidative proper-
ties and have been shown to have health benefits inmany sys-
temic inflammatory conditions, including thrombosis [141].
Omega-3 fatty acids were shown to decrease the surface ex-
pression levels of CD36 on different cell types including
monocytes/macrophages [142], adipose cells [143], endothe-
lial cells [144], and cardiomyocytes [145]. In the platelet sys-
tem, omega-3 polyunsaturated fatty acids and their down-

stream oxylipin metabolites decrease platelet activation, ad-
hesion, and arterial thrombosis in murine models [146].
However, whether omega-3 fatty acids impact CD36 expres-
sion or signaling in platelets is unclear. Despite this fact, clin-
ical trials suggest a therapeutic benefit of omega-3 fatty acids
in the context of adverse cardiac events [147, 148]. Of recent,
the REDUCE-IT trial shows therapeutic benefits in primary
and secondary outcomes when daily 4 g of icosapent ethyl, a
stable omega-3 fatty acid derivative, was administered to pa-
tients receiving statin therapy [147, 149]. This study suggest
CD36-independent pathways for preventing atherothrom-
bosis that warrants mechanistic investigation.

In conclusion, although there are numerous FDA-
approved antiplateletmedications, their current utility is lim-
ited due to the risk of bleeding complications. Platelet activa-
tion promotes either a pro-aggregatory or procoagulant state
that is agonist dependent. Specifically, the collagen recep-
tor GPVI and the PAR thrombin receptors are the most po-
tent activation pathways in platelets. In dyslipidemia, specific
signaling pathways have been in the spotlight, including the
prothrombotic scavenger receptor CD36 signaling that en-
hances platelet pro-aggregatory and procoagulant functions
through sensitization of GPVI for procoagulant PSer exter-
nalization and fibrin deposition. In addition to the CD36
prothrombotic phenotype, platelet reactivity in dyslipidemia
may also be in part due to the sensitivity of the bone mar-
row niche to cholesterol. Further identification of specific
signaling nodes in the CD36 pathway that is distinct from
classic platelet activation would potentially identify novel an-
tiplatelet targets in dyslipidemia and beyond.
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