Microparticles and their role in Coronary Artery Disease
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Abstract:
Despite of significant advances in prevention, medical and interventional management, Coronary Artery Disease
(CAD) remains the leading cause of death worldwide. Although the number of people being diagnosed with CAD
has plateaued in the western world, it is projected to increase significantly in the developing world reaching
epidemic proportions, particularly in South Asia. To better stratify the risk of developing and suffering a
cardiovascular event due to CAD, plasma biomarkers relating to disease burden but also disease activity in CAD
are needed; this will allow targeting of appropriate management to high-risk patients for acute events. Over the
last twenty years, data have emerged showing that microparticles (MPs) are involved in the pathogenesis of
formation and evolution of atherosclerotic plaques causing either stable angina (SA) or acute coronary
syndromes (ACS). Herein we provide an overview of our current knowledge of MP formation, composition and
possible mechanisms through which they could be contributing to CAD. We also reviewed currently available
treatments that can reduce MP production and hence reverse the pathological effects of MPs.
(Keywords: Microparticles, Coronary Artery Disease, Acute Coronary Syndrome)
1: Introduction:
Despite significant advances in the medical and interventional management of coronary artery disease (CAD)
mortality and morbidity remains high with ischemic Heart Disease (IHD) being the leading cause of death
worldwide in the last 5 years. Atherosclerotic disease, the hallmark of CAD, is now considered a chronic
inflammatory process. Over the last twenty years, data have emerged showing that immune cells are involved in
the pathogenesis, formation and evolution of atherosclerotic plaques causing either stable angina (SA) or acute
coronary syndromes (ACS). Intriguingly, the clinical presentation of patients with CAD differs based on the type of
atherosclerotic plaques they harbour. Whilst patients with stable plaques present with stable angina it is those
with vulnerable plaques that present more acutely with ACS. Early identification of features that define possible
atherosclerotic plaque instability is thus vital to improve cardiovascular risk stratification and prognosis. As our
understanding of CAD pathophysiology has evolved from not just a focal but ultimately a systemic disease,
approaches to identify these high-risk patients may need to combine identification of local vulnerable plaques or
myocardial damage but also novel plasma biomarkers relating to cumulative atherosclerosis burden.
Microparticles (MPs) are now considered key mediators of inflammation and therefore may play a role in to both
the formation and progression of atherosclerosis and subsequent plaque rupture leading to ACS. MPs were
referred to as “platelet dust” when first reported in 1967 (6). The perception that MPs were merely “innocent
debris” rapidly changed due to an increasing body of evidence suggesting that have potent pro-coagulant and
pro-inflammatory properties (7). MPs are sub cellular particles (measuring <1 µm) derived from the plasma
membrane of any eukaryotic cell. Although MPs are formed in response to various biological processes such as
cellular activation and apoptosis, the evidence of their role in pathological states comes from their presence in
excess numbers in disease states such as ACS, sepsis, systemic inflammation (including vasculitis), and
malignancy (8). Over the last decade an increasing number of studies have explored the mechanisms of
formation of MP, their content, and contribution to pathological states through a number of mechanisms such as
angiogenesis, inflammation and coagulation. Pertinent to the pathology of ACS are MPs derived from platelets,
representing 70% of total MP, but also those from, monocytes, endothelial cells, erythrocytes and leukocytes (9).
Herein we provide an overview of our current knowledge of MP formation, composition and possible mechanisms
through which they could be contributing to CAD. We also review currently available treatments aiming to reduce
MP production, and the pathological effects of MPs.

2a: MP formation and composition
The normal plasma membrane consists of a phospholipid bilayer (10). The distribution of phospholipids in the
bilayer is asymmetric with the outer layer consisting of phosphatidylcholine/sphingomyelin and inner layer
consisting of phosphatidylserine (PS) (11). This pattern of distribution of phospholipids are under the control of
three proteins; Flippase, Floppase and Scramblase (12). Increased intracellular calcium following cell activation
stimulation alters the function of these three proteins and results in movement of phospholipids towards the outer
layer leading to exposed PS. This reorganisation of plasma membrane lipid bi-layer is associated with loss of
asymmetry of cytoskeleton thus leading to vesicle formation; which is then cleaved by Caspases and results in
MP formation (10). Caspases were further shown to play a role in the release of MPs by the cleavage of ROCK I,
a Rho-kinase, during apoptosis (13). Thrombin induced Endothelial cell vesiculation has also been shown to
involve nuclear factor (NF)- signalling, TRAIL and ROCK II activation (14). The exposed PS is a potent procoagulant as it provides an excellent substrate for the pro-thrombinase complex (15).
2b:MP function
MPs carry out various biological functions depending up on the cell they are derived from (16) (Table-1). MP lipid
and protein composition varies depending up on the parent cell and the stimulus that triggered their formation
(17). Broadly they have a role in inflammation, coagulation, endothelial dysfunction, and angiogenesis. Evidence
is also emerging of their role in microvascular dysfunction (MvD; see below). The pro-coagulant potential of MPs
is largely secondary to PS exposure that acts as a platform for the assembly of several pro-coagulant factors
along with Tissue Factor expression (TF)(15). MPs also act as communicators or messengers carrying cytokines,
mRNA and viruses (18). In addition MPs also act as transporters of specific messenger RNAs (miRNAs), of
particular relevance to cardiovascular diseases (19). Importantly, not all functions of MP appear to be detrimental
as anticoagulant and fibrinolytic functions have also been been reported (15) (20). In addition they also contain
increased concentrations of oxidized phospholipids and caspases when compared to parent cell thus playing a
role in cellular waste processes (21).
Cell type

Surface marker

Biological function

Platelet (PMP)

CD31,CD42a,CD42b,CD61

Inflammation, Thrombogenesis, Angiogenesis

Endothelial cell (EMP)

CD105,CD31,CD146,CD51

Inflammation, Thrombogenesis, Angiogenesis, Endothelial

,CD54,CD62E,CD144,

dysfunction

CD34,CD18
Monocytes (MMP)

CD105,CD14,CD11a, TF+,

Inflammation, Thrombogenesis, Angiogenesis

CD40 L
Leukocyte (LMP)(22)

CD45

Inflammation, Thrombogenesis, Endothelial dysfunction

Erythrocyte (23)

CD235a

Thrombogenesis

Neutrophil (NMP)

CD15,CD64,CD66b,CD66e

Inflammation, Thrombogenesis, Anti-inflammatory effect on

,CD11b, MPO

Macrophages

Table 1: Biologic function of various microparticles (MPs) and indicative surface markers based on cellular origin. Note there
may be overlap on expressed surface markers: CD146 has been found on activated T-cells; CD54 (Inter- Cellular Adhesion

Molecule-1; ICAM-1) is also expressed by leukocytes; and CD51 is present on monocytes/macrophages and platelets. PMP –
Platelet derived MP, EMP – Endothelial derived MP, MMP – Monocyte derived MP, LMP – Leukocyte derived MP, NMP –
Neutrophil derived MP. Low levels of EMP shown to promote angiogenesis where as high levels abolish angiogenesis (24), 
in vitro only (25)

2c: Quantification and phenotyping of MPs
There are currently a number of different ways of quantifying MPs (Table-2). Flow cytometry remains the most
commonly used method (26). Staining with flurochrome-conjugated Annexin V (AnV), which binds to PS, is
commonly used to identify MP of mixed cellular origin with flow cytometry (27). However some MPs don’t bind
with AnV. Whether this is a reflection of low PS content and/or a limitation of the technique using AnV staining to
identify all MPs; or whether truly these AnV-negative MPs exist and have other functions remains to be
established (28). As MP carry parent cell proteins and receptors, fluorochrome-conjugated antibodies directed at
these components allow us to quantify the specific type of MP using flow cytometry (Table-1). The procoagulant
function of MPs can be confirmed in vitro by number of coagulation assays such as Thrombin Generation assay
(TGA) (29) (Table -2).
Method

Detailed Methodology

Advantages

Disadvantages

Flow Cytometry

Detects
surface
antigens
specific to the cellular origin.
An-V can be used as a
general marker for PS+ MPs

Widely used

Inability to quantify PMPs
sized approximately 400–500
nm (30)

TEM Visualizes isolated MPs
and determines their structure

AFM can detect 1000fold more PMPs than
FC, mostly those of a
small size

The time needed for sample
handling and preparation
renders current AFM
procedures unsuitable for the
screening of many samples

Analyzes PMPs exposed to
monochromatic light from a
laser

Small sample volume
(<0.4 ml) suffices

MPs can be significantly
smaller post-filtration.
Monodisperse system
required

Analyzes particle movements
by Brownian motion under a
laser beam, with counting in
real time

Small sample volume
required

Studies of large vesicles
(>500 nm) alone may be
better carried out by flow
cytometry

Microscopy
1.

TEM

2.

AFM (30)

Dynamic
(31)

Light

AFM is a type of scanning
probe
microscopy,
allows
high-resolution
topographic
imaging of PMPs
Scattering

Nanoparticle
analysis (32)

tracking

Can
simultaneously
detect two or more MP
antigens

Inability to accurately resolve
heterogeneous mixtures of
vesicles
Tunable
resistive
sensing (33)

pulse

A high-resolution technique
used to monitor individual and
aggregated particles, of 50–
1000 nm or more, as they
move
through
tunable
nanopores

Small sample volume
(<0.1 ml) required

Limited data

Immunological
&
Procoagulant based assays
(28, 34)

These assays determine the
procoagulant
activity,
in
relation to the presence of
circulating phospholipid or
exposure to PS, tissue factor
(TF), or other PMP sur- face

Large
number
samples
can
screened

Limited to the capture system
used soluble antigens

of
be

markers
Proteomics (35)

Cellular assays
culture (36)

or

cell

Exploration of the nuclear
material in PMP by processing
and by various analytical
methods
such
as
2Delectrophoresis and tandem
mass
spectrometry
(MS),
spectral count analysis

Potential
prognostic
biomarker
role
in
future
in
various
cardiovascular
disorders

Requires
equipment
maintenance

MP function evaluated by
looking at the impact on the
tissue

Can be used to
elucidate therapeutic
role

Requires time

sophisticated
with
high

The detailed methodologies of various assays mentioned in the table are beyond the scope of this review. References are
provided as a guide to readers. TEM – Transmission electron microscopy, AFM – Atomic force microscopy.

3: Biologic function of MPs pertinent to CAD.
MPs may contribute to formation and progression of atherosclerosis through a number of mechanisms such as
angiogenesis, inflammation, coagulation, endothelial dysfunction, and microvascular dysfunction (Fig-1). These
are considered in more detail below.
3a: Angiogenesis
Vulnerable atherosclerotic plaques (VP) have characteristic features such as increased necrotic core, increased
apoptotic macrophages and vasa vasorum (37). Atherosclerotic plaques develop their own microcirculation as
they grow and this process is driven by angiogenic factors such as vascular endothelial growth factor (VEGF).
These micro vessels provide an avenue so that leukocytes and erythrocytes can enter and exit the atheromatous
plaque, supplying oxygen and nutrients thus promoting the growth of the plaque. These micro-vessels are not
stable and can rupture easily leading to intra-plaque haemorrhage (38). More recently the “PROSPECT” study
concluded that atherosclerotic plaque may expand significantly before the acute presentation based on Intra
Vascular Ultrasound (IVUS) observation of all three coronary arteries at baseline, and following occurrence of an
acute event (39). It is currently not clear what leads to this expansion, but as proposed by Virmani et al this could
be secondary to intra-plaque haemorrhage and subsequent alterations in the intra-plaque milieu (40). MPs may
play a role in this angiogenesis-related plaque instability. Here we discuss studies demonstrating the proangiogenic properties of MPs.
In Vitro studies:
Kim et al. demonstrated how PMPs can promote the proliferation and survival, migration, and tube formation in
vitro of human umbilical vein endothelial cells (HUVEC) (25). When PMPs were treated with activated charcoal, a
procedure known to remove the lipid growth factors, the MP angiogenic activity was significantly reduced. These
results suggest that the lipid components of the PMP may be major activating factors of protein components. In
addition, PMPs stimulated proliferation, chemotaxis and tube formation of HUVEC, a process that was mediated
via the Pertussis toxin-sensitive G protein, extracellular signal-regulated kinase and the phosphoinositide 3kinase pathways. In pathological states such as a growing tumour, PMPs shed from the circulating platelets may
reach adequate concentrations contributing to florid neoangiogenesis (25). In another elegant in vitro study
Leroyer et al demonstrated the potential role played by MPs in intra-plaque angiogenesis and thus plaque
vulnerability. MPs were isolated from carotid endarterectomy specimens surgically obtained from 26 patients and
further characterized by PS exposure and identification of cellular origin. Plaque MPs (93% macrophage in origin)
increased both endothelial proliferation and stimulated in vivo angiogenesis in Matrigel assays performed in mice,

whereas circulating MPs had no effect. MPs from symptomatic patients expressed more CD40L and were more
potent in inducing endothelial proliferation, when compared with asymptomatic plaque MPs. MP-induced
endothelial proliferation was impaired by CD40L or CD40-neutralizing antibodies and abolished after endothelial
CD40-ribonucleic acid silencing. In addition, the proangiogenic effect of plaque MPs was abolished in Matrigel
assays performed in the presence of CD40L-neutralizing antibodies or in CD40-deficient mice (41).
In Vivo study:
In a clinical study LMP levels were found to be elevated in patients with high – grade carotid stenosis with
underlying unstable plaque. Forty two asymptomatic patients with > 70% stenosis due for endarterectomy had
LMP levels quantified by high sensitive flow cytometry before surgery and plaque analysis post surgery. Based
on the morphology plaques were classified into stable and unstable as per American Heart Association (AHA)
criteria (42). Plaques with disrupted endothelium and intra-plaque hemorrhage are classified as unstable . After
logistic regression, the neurologic symptoms and the level of CD11bCD66b+ MPs independently predicted
plaque instability thus underpinning the role of LMPs as a promising biomarker in predicting neurologic events
(43).

3b: Inflammation and Coagulation:
There are various mechanisms by which MPs can act as inflammatory mediators. In vitro studies have shown
that binding of MPs to endothelial cells induces the expression of pro inflammatory molecules. PMPs and EMPs
induce the expression of proinflammatory ICAM-1, whereas MMP induce expression of ICAM-1 and Interleukin
(IL)-8 (4). Inflammation and coagulation are linked processes in many diseases, and MMP, owing to their TF
content, are intensely procoagulant. It also appears that proinflammatory molecules may induce the generation of
MPs.
In Vitro studies:
Although animal studies have indicated a direct pathogenic role of CRP, the mechanism underlying this remains
elusive. Dissociation of pentameric CRP (pCRP) into pro-inflammatory monomers (mCRP) may directly link CRP
to inflammation. Habersberger et al. investigated whether cellular microparticles (cMPs) can convert pCRP to
mCRP and transport mCRP following MI. In vitro experiments demonstrated that MPs were capable of converting
pCRP to mCRP, which could be inhibited by the anti-CRP compound 1,6 bis-phosphocholine. Significantly more
mCRP was detected on MPs from patients following MI compared with control groups. They further demonstrated
that MPs containing mCRP were able to bind to the surface of endothelial cells and generate pro-inflammatory
signals in vitro, suggesting a possible role of MPs in transport and delivery of pro-inflammatory mCRP in vascular
disease (44).
One of the key features of MPs is the procoagulant potential. Aliman et al. have sought to establish the
mechanism by which MPs promote thrombin generation and modulate fibrin density and stability. They isolated
platelets and monocytes from healthy donors, which were then stimulated with calcium ionophore, thrombin
receptor agonist peptide (TRAP) or TRAP/convulxin and lipopolysaccharide (LPS). MPs were isolated, washed
by high-speed centrifugation and assessed using the following: transmission electron microscopy, Nanoparticle
Tracking Analysis, flow cytometry, TF activity, prothrombinase activity, thrombin generation, and clot formation,
density and stability. MMPs had TF activity, supported prothrombinase activity, and triggered shorter thrombin

generation lag times than buffer controls. Compared with controls, MMPs supported faster fibrin formation, 38%
higher fibrin network density and higher clot stability. In contrast, PMPs did not have TF activity and supported
2.8-fold lower prothrombinase activity than MMPs. PMPs supported contact-dependent thrombin generation, but
did not independently increase fibrin network density or stability (45).
In Vivo studies:
High levels of CRP seen in patients presenting with ACS suggest that atherosclerosis is an inflammatory process
(46). Ueba et al. demonstrated positive correlation between PMP and IL6 in 464 healthy volunteers (46). Biasucci
et al showed correlation of EMPs and PMPs with high sensitive C-reactive protein (hs-CRP) in patients
undergoing PCI following presentation with ACS (47). Cui et al showed that EMP and PMP were significantly
elevated in MI and UA, and TF+ MPs were significantly elevated in MI and UA when compared to a SA group,
and correlated with IL6 and CRP level (48). Higher CRP concentrations were shown to be associated with
complex, vulnerable atherosclerotic plaques (49).
More recently our group have demonstrated a positive correlation between MP expression and markers of
inflammation and myocardial necrosis in patients with ACS or SA (manuscript submitted). Patients with ACS or
SA undergoing PCI were studied. AnV+MP were quantified using flow cytometry from blood samples taken from
the right atrium (RA) and culprit coronary artery (CO). Markers of inflammation (hs-CRP, IL-6, serum amyloid
antigen (SAA) and myocardial injury (Troponin T) were measured using ELISA. Total and cell specific AnV+MP
expression was higher in the ACS versus the SA group in both the CO and RA sites with CO MP levels being
higher than the RA site in both groups. In the CO and RA sites of the ACS group, but not the SA group, markers
of inflammation (SSA, IL-6, Troponin – T) correlated positively with AnV+MP (50).
3c: Endothelial dysfunction:
Vascular endothelium plays a very important role in regulation of vascular tone and maintenance of vascular
homeostasis. Endothelial dysfunction is one of the early steps in the development of atherosclerosis. It is also
implicated in plaque progression and atherothrombotic events (51).
In Vitro studies:
Rautou et al have shown that MP isolated from human atherosclerotic plaques transfer ICAM-1 to endothelial
cells to recruit inflammatory cells thus promoting atherosclerotic plaque progression (5).
Boulanger et al investigated whether or not MPs would affect endothelium-dependent responses. Rat aortic rings
with endothelium were exposed for 24 hours to circulating MPs isolated from peripheral blood of 7 patients with
non ischemic (NI) syndromes and 19 patients with AMI. Endothelium-dependent relaxations to acetylcholine were
not affected by high concentrations of MPs from NI patients. However, significant impairment was observed in
preparations exposed to MPs from patients with MI at low and high concentrations (52).
In Vivo study:
In another study endothelial-dependent vasodilatation was invasively assessed in 50 patients with CAD by
quantitative coronary angiography during intracoronary acetylcholine infusion. Circulating CD31+/annexin V+
apoptotic MPs were analysed by flow cytometry in peripheral blood. Increased apoptotic MP counts positively
correlated with impairment of coronary endothelial function. Multivariate analysis revealed that increased
apoptotic MP counts predicted severe endothelial dysfunction independent of traditional risk factors, such as

hypertension, hypercholesterolemia, smoking, diabetes, age, or sex. Thus it was concluded that; in patients with
CAD, endothelial-dependent vasodilatation closely relies on the degree of endothelial cell apoptosis, which is
readily measurable by circulating CD31+/annexin V+ apoptotic MPs (53).
3d: Microvascular dysfunction:
Up to 30% of patients undergoing primary PCI (PPCI) following AMI do not achieve adequate reperfusion. This
phenomenon is called “no-reflow” and may be due to microvascular obstruction (MVO) (54). Porto et al
correlated PMP, EMP with indices of MVO or MvD such as thrombolysis in myocardial infarction (TIMI) flow,
thrombus score, corrected TIMI frame count myocardial blush grade quantitative blush evaluator score, and 90
min ST segment resolution from sequential aortic and culprit coronary artery blood in 78 STEMI patients
undergoing successful PPCI. This is the first study to suggest a direct role of MP in the pathogenesis of MVO.
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4a: MP in patients considered to be at high risk of CAD or with stable CAD:
Abnormal lipid levels, smoking, hypertension and diabetes are the major risk factors for myocardial infarction
worldwide (55, 56). In a large community based study of 844 individuals from a Framingham Off spring cohort,
various phenotypes of EMPs were shown to be associated with traditional risk factors in subjects without CAD.
Multivariable analyses showed hypertension and metabolic syndrome to be associated with CD144+ EMPs, and
hypertriglyceridemia to be associated with CD144+, CD31+/CD41- EMPs (57). Cigarette smoking is one of the
major risk factors known to be associated with cardiovascular disease. The impact of brief smoking on the
vasculature was assessed in a small study.12 healthy volunteers were studied following randomization to either
smoking or not smoking in a crossover fashion. Blood sampling for endothelial progenitor cells (EPCs) and a
panel of MPs was performed at baseline, 1, 4 and 24 hours following smoking/not smoking (58). The results
showed smoking even a single cigarette generated an acute release of EPC and MPs, of which the latter
contained nuclear matter reflecting injury to the vascular wall (58). Saudes et al. have shown in their crosssectional study MP concentration and phenotype in familial hypercholesterolemia (FH) differed markedly from
non-FH. Levels of AnV+-total, CD45+-pan-leukocyte and CD45+/CD3+-lymphocyte-derived circulating MPs were
significantly higher in FH-patients with subclinical lipid-rich atherosclerotic plaques than fibrous plaques. Patients
with life-long high LDL exposure have higher endothelial activation and higher pro inflammatory profile, even
under current state-of-the-art lipid lowering therapy (LLT) suggesting long term effects of vascular damage (59).
Augustine et al carried out a panel of MP assays on a cohort of patients referred for Dobutamine stress
echocardiography (DSE). They found that procoagulant, platelet, erythrocyte, and endothelial but not leukocyte,
granulocyte, or monocyte-derived MPs were elevated immediately after a standardized DSE and decreased after
1 hour. Interestingly in twenty-five patients who had positive DSE test the MP levels did not change during stress.
Similar findings were also noticed in patients with negative DSE test but with previous vascular disease. In those
who subsequently underwent coronary angiography MP rise during DSE had occurred only in those with normal
coronary arteries suggesting blunted response of MP is seen in patients with or at risk of vascular disease (60).
In a Computed tomographic angiography based study (CTA) correlation was found between groups with
moderate calcific coronary atherosclerotic disease with MPs procoagulant activity in patients with stable CAD.
Another CTA based study on post-menopausal healthy women considered to be at low risk of CAD by
Framingham score, showed that EMPs, PMPs, and their TGA were greatest in women with high coronary artery
calcification (CAC) scores, thus emphasizing their value in identifying women with premature CAC (62). EMPs
expressing CD62E were shown to predict cardiovascular outcomes in patients with stroke history. Three hundred
patients with a history of stroke in the preceding three months were recruited. EMPs were assayed by flow
cytometry on recruitment. Of the 298 who completed the study according to protocol for 36 months major
cardiovascular events occurred in 29 patients (9.7%). Higher major CV events rates were noted to occur in
patients with high levels of CD62E+MPs (63). In an elegant study by Sinning et al CD31+/Annexin V+MPs were
shown to be increased in patients with cardiovascular risk factors and impaired coronary endothelial function.
They determined CD31+/Annexin V+ MP by flow cytometry in 200 patients with stable CAD undergoing
angiography and correlated with cardiovascular outcomes. The median follow-up time for major adverse
cardiovascular and cerebral event (MACCE)-free survival was 6.1 (6.0/6.4) years. MACCE occurred in 72
patients (37%). MPs levels were significantly higher in patients with MACCE compared with patients without
MACCE. In multivariate analyses (cardiovascular risk factors, number of diseased vessels, use of angiotensinconverting enzyme-inhibitors and statins), high MP levels were associated with a higher risk for cardiovascular
death, the need for revascularization, and the occurrence of a first MACCE. Inclusion of the MP level into a
classical risk factor model substantially increased c-statistics from 0.637 (95% CI: 0.557-0.717) to 0.702 (95% CI:
0.625-0.780) (P=0.03). This study gives robust evidence that the level of circulating CD31+/Annexin V+ MPs is

an independent predictor of cardiovascular events in stable CAD patients and may be useful for risk stratification
by incorporating MPs into existing risk scoring models (64).

4b: MP in patients with ACS
Circulating PMPs have been shown to be associated with the risk of future atherothrombotic events. Namba et al
found PMPs to be significantly higher in patients with ACS than those in the group with stable angina. In their
cohort of patients (66 ACS, 126 SA and 26 patients with no CAD with a mean clinical follow-up for 11.1±2.4
months) a positive correlation was observed between arc of calcification in the culprit vessel noted on intra
vascular ultrasound (IVUS) with levels of circulating PMP. Furthermore, the cohort of subjects with high load of
circulating PMPs had low event free survival suggesting a potential role for circulating high PMPs in risk
stratification (66). Several small studies have shown that the levels of PMPs, EMPs, MMPs, tissue factor bearing
MPs (TF+MPs) were higher in patients with unstable angina (UA) and acute myocardial infarction (AMI) when
compared to those with stable angina (67, 68). In addition it was noted that CD31+EMPs were particularly high in
those whose index presentation was AMI than in those with recurring MI or UA. CD51+MPs and PMPs did not
have such a discriminatory role (69). Procoagulant EMPs were found to be significantly elevated in the peripheral
blood of ACS patients when compared to SA or patients with no CAD suggesting an important role for endothelial
injury in inducing the procoagulant potential (70). Crea et al noted that the levels of EMPs and PMPs to be high in
intra-coronary blood (culprit artery) when compared to systemic blood (aortic) in AMI patients undergoing primary
PCI (PPCI) (47). Higher levels of MPs (CD31, CD146, CD42b and CD11a) were also demonstrated in the culprit
arteries of STEMI patients when compared to systemic samples and significant reduction in MP levels post PCI
thus demonstrating their role in thrombus formation (71).
High EMPs levels were also noted to be associated with high-risk angiographic lesions like eccentric, multiple
irregular or thrombotic lesions (69) the so called type 2 lesions based on Ambrose classification (72). One of the
problems of PCI is a subsequent clinical event due to in-stent restenosis (ISR). MP may have a role in predicting
which cohorts of patients are at risk of developing ISR. Inoue et al in their study analysed circulating PMP, hsCRP and activated Mac-1 on surface of neutrophils in 61 patients undergoing PCI. All three markers have
increased in time dependent manner with maximum response at 48 hours in coronary sinus blood. Inflammation
as well as platelet activation at the site of local vessel-wall injury plays an essential role in the mechanism of
restenosis after PCI. Multiple regression analysis showed that each of PMP, hs-CRP and Mac-1 was an
independent predictor of the late lumen loss. Coronary stenting enhanced circulating PMP in association with an
inflammatory response in the injured vessel wall. PMP may be a useful marker for evaluation of stent-induced
inflammatory status and a powerful predictor of restenosis equivalent to activated Mac-1 (73). Higher levels of
circulating EMPs and PMPs were also shown to correlate with myocardium at risk on cardiac magnetic
resonance imaging (CMRI) and anv+MP on day2 post ACS with Troponin T levels (74). The levels of circulating
MPs have also been linked with the remote ischemic conditioning. Nagy et al found that PMPs levels were
significantly elevated in patients treated electively with PCI compared to subjects with diagnostic catheterization
alone. They showed that at 15 minutes after the completion of PCI the levels of PMPs, platelet P-selectin
expression and the ratio of platelet-monocyte heterotypic aggregates were significantly (p < 0.05) elevated in the
PCI group compared to the non-stented subjects (75). One of the inherent properties of MPs is their
aforementioned procoagulant potential. Morel et al evaluated the prothrombotic status of DM and non-DM (NDM)
patients at days 1 (D1) and 6 (D6) after MI, by measurement of circulating procoagulant MP and soluble GPV
(sGPV), the platelet glycoprotein V major fragment released upon thrombin cleavage. AnV+MP and their

procoagulant potential quantified by TGA were significantly higher in DM and NDM patients when compared to
healthy volunteers at D1 and D6. The persistent elevation of PMPs and EMPs at D6 together with DM patients
with elevated MP levels at D1 presenting with further CV events at 6 month follow up suggests a prognostic
potential for MP (76).
5: Treatment directed towards MP:
A number of different studies have explored the effect of various therapies on modulating circulating levels of
MPs in cardiovascular disease. These treatment modalities range from dietary substitutes, prognostic
medications used in CAD and mechanistic procedures such as haemofiltration. However most of these studies
were carried out in small numbers of participants with no large scale randomized trial data. This is not surprising
given the lack of standardization in quantifying MPs and time and effort required for their assay.
For instance, treatment with n-3 fatty acids after myocardial infarction appears to exert favorable effects on levels
of PMP and MMPs as shown by Del Turco et al (77). The numbers of PMPs in plasma were significantly
decreased by n-3 fatty acids, while they were unchanged in the placebo group. Total microparticle TFprocoagulant activity was also reduced in the n-3 fatty acid group compared to that in the placebo group. Similar
results were also noted with dietary flavanol (78) and diet rich in oats (79).
Reducing oxidative stress by administering vitamin C also appears to decrease the levels of MPs. In a study of
post MI patients, vitamin C was administered at a dose of 1g/day in addition to standard therapy. Circulating MPs
were quantified by functional prothrombinase assay before and after 5 days of vitamin C administration. Vitamin
C resulted in reduction in MPs, particularly in high-risk individuals with DM, dyslipidemia or more than two
cardiovascular risk factors (80). Aspirin at a dose of 100 mg/day over 8 weeks was also shown to reduce the
number of PMPs and EMPs by 62.7% and 28.4% respectively; but no effect was noted on flow mediated
dilatation used to assess endothelial function in patients with CAD in a small study consisting of 15 patients. This
effect seems to be independent of the cyclooxygenase-2 (COX-2) pathway as similar results were not achieved
with Etoricoxib – a selective COX-2 inhibitor, in the control group (81).
Studies involving Lipid Lowering therapy (LLT) did not show much promise in attenuating the levels of MPs. In a
cohort of patients with CAD Simvastatin/Ezetimibe combination did not change platelet aggregation, the amount
of circulating endothelial and platelet microparticles, or endothelial progenitor cells. (82). However Huang et al
noted reduction of levels of EMPs and increase in EPCs with high dose Atorvastatin (40 mg) when compared to
lower dose Atorvastatin (20 mg) group although this did not translate into minimizing events in the higher statin
group at the end of one year (83). In STEMI patients undergoing PPCI significant reduction was noticed in
peripheral procoagulant MP levels in the group who were given Abciximab (potent platelet Group 2b/3a inhibitor)
prior to PCI when compared to the group who did not get Abciximab. In this cohort of 86 patients 30 patients
received Abciximab as per operator discretion. The group receiving Abciximab showed significant reduction of
circulating MPs, EMPs and PMPs after PCI (84).
Epoprostenol, a synthetic prostacyclin clinically used in pulmonary hypertension prevented the formation of
platelet mixed conjugates with PMN or monocytes, platelet PAC-1 and P-selectin expression and platelet
microparticle generation at nanomolar concentrations in vitro (85). In an in vitro study Abdelhafeez et al have
shown that a standard CVVH model can decrease EMP levels. MPs generated from HUVECs were circulated
through a standard CVVH filter (pore size 200 mum, flow rate 250 mL/hr) for a period of 70 minutes. A 50%
reduction in EMPs was noted within the first 30 minutes. EMPs entering the dialysate after 4 hours were 5.7% of
the EMP original concentration (86). In an earlier study Hong et al demonstrated filtration by standard therapeutic

size filter not only removed NMPs but also abolished the pro-inflammatory effects in a group of children with
vasculitis (36). However large-scale clinical studies are required before the results can be extrapolated to patient
with CAD.

Future research directions

6:Conclusions
In this article we have provided an overview of the role of MPs in CAD and how current therapies may target
MPs. Even though strong evidence suggests that MPs are important biological mediators in the development and
progression of CAD the lack of standardized methods for enumeration and identification restricts their current use
in routine clinical practice. What is evident is that MPs are not only implicated in the pathogenesis of disease but
they may have a role as biomarkers predicting acute events and perhaps represent a systemic signal which may
help in identifying the patients with vulnerable plaques. However, it remains to be shown whether specific
targeting of MPs is an effective means for reducing cardiovascular morbidly and mortality. Further research is
required beyond associative data to directly implicate MPs in disease pathogenesis whilst developing novel
inhibitor molecules targeted against MP and testing these in the clinical setting.

References:

1.
World Health Organisation (2011) Global status report on noncommunicable diseases 2010.
2011.
2.
Libby P, Ridker PM, Hansson GK, Leducq Transatlantic Network on A. Inflammation in
atherosclerosis: from pathophysiology to practice. Journal of the American College of Cardiology.
2009;54(23):2129-38.
3.
Flierl U, Schafer A. Fractalkine--a local inflammatory marker aggravating platelet activation
at the vulnerable plaque. Thrombosis and haemostasis. 2012;108(3):457-63.
4.
Rautou PE, Leroyer AS, Ramkhelawon B, Devue C, Duflaut D, Vion AC, et al. Microparticles
from human atherosclerotic plaques promote endothelial ICAM-1-dependent monocyte adhesion
and transendothelial migration. Circulation research. 2011;108(3):335-43.
5.
Rautou PE, Vion AC, Amabile N, Chironi G, Simon A, Tedgui A, et al. Microparticles, vascular
function, and atherothrombosis. Circulation research. 2011;109(5):593-606.
6.
Wolf P. The Nature and Significance of Platelet Products in Human Plasma. British journal of
haematology. 1967;13(3):269-88.
7.
Pasterkamp G, de Kleijn D. Microparticles, debris that hurts. Journal of the American College
of Cardiology. 2008;52(16):1312-3.
8.
Diamant M, Tushuizen ME, Sturk A, Nieuwland R. Cellular microparticles: new players in the
field of vascular disease? European journal of clinical investigation. 2004;34(6):392-401.
9.
Burnier L, Fontana P, Kwak BR, Angelillo-Scherrer A. Cell-derived microparticles in
haemostasis and vascular medicine. Thrombosis and haemostasis. 2009;101(3):439-51.
10.
Morel O, Jesel L, Freyssinet JM, Toti F. Cellular mechanisms underlying the formation of
circulating microparticles. Arteriosclerosis, thrombosis, and vascular biology. 2011;31(1):15-26.
11.
Seigneuret M, Zachowski A, Hermann A, Devaux PF. Asymmetric lipid fluidity in human
erythrocyte membrane: new spin-label evidence. Biochemistry. 1984;23(19):4271-5.

12.
Zwaal RF, Comfurius P, Bevers EM. Mechanism and function of changes in membranephospholipid asymmetry in platelets and erythrocytes. Biochemical Society transactions.
1993;21(2):248-53.
13.
Sebbagh M, Renvoize C, Hamelin J, Riche N, Bertoglio J, Breard J. Caspase-3-mediated
cleavage of ROCK I induces MLC phosphorylation and apoptotic membrane blebbing. Nature cell
biology. 2001;3(4):346-52.
14.
Sapet C, Simoncini S, Loriod B, Puthier D, Sampol J, Nguyen C, et al. Thrombin-induced
endothelial microparticle generation: identification of a novel pathway involving ROCK-II activation
by caspase-2. Blood. 2006;108(6):1868-76.
15.
Lacroix R, Dignat-George F. Microparticles as a circulating source of procoagulant and
fibrinolytic activities in the circulation. Thrombosis research. 2012;129 Suppl 2:S27-9.
16.
Mackman N. On the trail of microparticles. Circulation research. 2009;104(8):925-7.
17.
Montoro-Garcia S, Shantsila E, Marin F, Blann A, Lip GY. Circulating microparticles: new
insights into the biochemical basis of microparticle release and activity. Basic research in cardiology.
2011;106(6):911-23.
18.
Shai E, Varon D. Development, cell differentiation, angiogenesis--microparticles and their
roles in angiogenesis. Arteriosclerosis, thrombosis, and vascular biology. 2011;31(1):10-4.
19.
Diehl P, Fricke A, Sander L, Stamm J, Bassler N, Htun N, et al. Microparticles: major transport
vehicles for distinct microRNAs in circulation. Cardiovascular research. 2012;93(4):633-44.
20.
Lacroix R, Plawinski L, Robert S, Doeuvre L, Sabatier F, Martinez de Lizarrondo S, et al.
Leukocyte- and endothelial-derived microparticles: a circulating source for fibrinolysis.
Haematologica. 2012;97(12):1864-72.
21.
Dignat-George F, Boulanger CM. The many faces of endothelial microparticles.
Arteriosclerosis, thrombosis, and vascular biology. 2011;31(1):27-33.
22.
Angelillo-Scherrer A. Leukocyte-derived microparticles in vascular homeostasis. Circulation
research. 2012;110(2):356-69.
23.
van Beers EJ, Schaap MC, Berckmans RJ, Nieuwland R, Sturk A, van Doormaal FF, et al.
Circulating erythrocyte-derived microparticles are associated with coagulation activation in sickle
cell disease. Haematologica. 2009;94(11):1513-9.
24.
Taraboletti G, D'Ascenzo S, Borsotti P, Giavazzi R, Pavan A, Dolo V. Shedding of the matrix
metalloproteinases MMP-2, MMP-9, and MT1-MMP as membrane vesicle-associated components
by endothelial cells. The American journal of pathology. 2002;160(2):673-80.
25.
Kim HK, Song KS, Chung JH, Lee KR, Lee SN. Platelet microparticles induce angiogenesis in
vitro. British journal of haematology. 2004;124(3):376-84.
26.
Burnouf T, Goubran HA, Chou ML, Devos D, Radosevic M. Platelet microparticles: Detection
and assessment of their paradoxical functional roles in disease and regenerative medicine. Blood
reviews. 2014;28(4):155-66.
27.
Christersson C, Johnell M, Siegbahn A. Evaluation of microparticles in whole blood by
multicolour flow cytometry assay. Scandinavian journal of clinical and laboratory investigation.
2013;73(3):229-39.
28.
Connor DE, Exner T, Ma DD, Joseph JE. The majority of circulating platelet-derived
microparticles fail to bind annexin V, lack phospholipid-dependent procoagulant activity and
demonstrate greater expression of glycoprotein Ib. Thrombosis and haemostasis. 2010;103(5):104452.
29.
Campello E, Spiezia L, Radu CM, Gavasso S, Woodhams B, Simioni P. Evaluation of a
procoagulant phospholipid functional assay as a routine test for measuring circulating microparticle
activity. Blood coagulation & fibrinolysis : an international journal in haemostasis and thrombosis.
2014.
30.
Yuana Y, Oosterkamp TH, Bahatyrova S, Ashcroft B, Garcia Rodriguez P, Bertina RM, et al.
Atomic force microscopy: a novel approach to the detection of nanosized blood microparticles.
Journal of thrombosis and haemostasis : JTH. 2010;8(2):315-23.

31.
Lawrie AS, Albanyan A, Cardigan RA, Mackie IJ, Harrison P. Microparticle sizing by dynamic
light scattering in fresh-frozen plasma. Vox sanguinis. 2009;96(3):206-12.
32.
Dragovic RA, Gardiner C, Brooks AS, Tannetta DS, Ferguson DJ, Hole P, et al. Sizing and
phenotyping of cellular vesicles using Nanoparticle Tracking Analysis. Nanomedicine :
nanotechnology, biology, and medicine. 2011;7(6):780-8.
33.
Platt M, Willmott GR, Lee GU. Resistive pulse sensing of analyte-induced multicomponent
rod aggregation using tunable pores. Small. 2012;8(15):2436-44.
34.
Enjeti AK, Lincz LF, Seldon M. Detection and measurement of microparticles: an evolving
research tool for vascular biology. Seminars in thrombosis and hemostasis. 2007;33(8):771-9.
35.
Mayr M, Grainger D, Mayr U, Leroyer AS, Leseche G, Sidibe A, et al. Proteomics,
metabolomics, and immunomics on microparticles derived from human atherosclerotic plaques.
Circulation Cardiovascular genetics. 2009;2(4):379-88.
36.
Hong Y, Eleftheriou D, Hussain AA, Price-Kuehne FE, Savage CO, Jayne D, et al. Antineutrophil cytoplasmic antibodies stimulate release of neutrophil microparticles. Journal of the
American Society of Nephrology : JASN. 2012;23(1):49-62.
37.
Virmani R, Burke AP, Farb A, Kolodgie FD. Pathology of the vulnerable plaque. Journal of the
American College of Cardiology. 2006;47(8 Suppl):C13-8.
38.
Virmani R, Kolodgie FD, Burke AP, Finn AV, Gold HK, Tulenko TN, et al. Atherosclerotic
plaque progression and vulnerability to rupture: angiogenesis as a source of intraplaque
hemorrhage. Arteriosclerosis, thrombosis, and vascular biology. 2005;25(10):2054-61.
39.
Stone GW, Maehara A, Lansky AJ, de Bruyne B, Cristea E, Mintz GS, et al. A prospective
natural-history study of coronary atherosclerosis. The New England journal of medicine.
2011;364(3):226-35.
40.
Virmani R, Kolodgie FD, Burke AP, Farb A, Schwartz SM. Lessons from sudden coronary
death: a comprehensive morphological classification scheme for atherosclerotic lesions.
Arteriosclerosis, thrombosis, and vascular biology. 2000;20(5):1262-75.
41.
Leroyer AS, Rautou PE, Silvestre JS, Castier Y, Leseche G, Devue C, et al. CD40 ligand+
microparticles from human atherosclerotic plaques stimulate endothelial proliferation and
angiogenesis a potential mechanism for intraplaque neovascularization. Journal of the American
College of Cardiology. 2008;52(16):1302-11.
42.
Stary HC, Chandler AB, Dinsmore RE, Fuster V, Glagov S, Insull W, Jr., et al. A definition of
advanced types of atherosclerotic lesions and a histological classification of atherosclerosis. A report
from the Committee on Vascular Lesions of the Council on Arteriosclerosis, American Heart
Association. Circulation. 1995;92(5):1355-74.
43.
Sarlon-Bartoli G, Bennis Y, Lacroix R, Piercecchi-Marti MD, Bartoli MA, Arnaud L, et al.
Plasmatic level of leukocyte-derived microparticles is associated with unstable plaque in
asymptomatic patients with high-grade carotid stenosis. Journal of the American College of
Cardiology. 2013;62(16):1436-41.
44.
Habersberger J, Strang F, Scheichl A, Htun N, Bassler N, Merivirta RM, et al. Circulating
microparticles generate and transport monomeric C-reactive protein in patients with myocardial
infarction. Cardiovascular research. 2012;96(1):64-72.
45.
Aleman MM, Gardiner C, Harrison P, Wolberg AS. Differential contributions of monocyteand platelet-derived microparticles towards thrombin generation and fibrin formation and stability.
Journal of thrombosis and haemostasis : JTH. 2011;9(11):2251-61.
46.
Ueba T, Nomura S, Inami N, Nishikawa T, Kajiwara M, Iwata R, et al. Correlation and
association of plasma interleukin-6 and plasma platelet-derived microparticles, markers of activated
platelets, in healthy individuals. Thrombosis research. 2010;125(6):e329-34.
47.
Biasucci LM, Porto I, Di Vito L, De Maria GL, Leone AM, Tinelli G, et al. Differences in
Microparticle Release in Patients With Acute Coronary Syndrome and Stable Angina. Circulation
Journal. 2012;76(9):2174-82.

48.
Cui Y, Zheng L, Jiang M, Jia R, Zhang X, Quan Q, et al. Circulating microparticles in patients
with coronary heart disease and its correlation with interleukin-6 and C-reactive protein. Molecular
biology reports. 2013;40(11):6437-42.
49.
Monaco C, Rossi E, Milazzo D, Citterio F, Ginnetti F, D'Onofrio G, et al. Persistent systemic
inflammation in unstable angina is largely unrelated to the atherothrombotic burden. Journal of the
American College of Cardiology. 2005;45(2):238-43.
50.
Rakhit1 CMDEBMRSLMPBR. Intracoronary and Systemic Microparticle Expression is
Associated with Activated Platelet Monocyte Aggregate Formation, Platelet Activation, Myocardial
Necrosis and Inflammation in St Elevation Myocardial Infarction. Circulation. 2012;126.
51.
Kinlay S, Ganz P. Role of endothelial dysfunction in coronary artery disease and implications
for therapy. The American journal of cardiology. 1997;80(9A):11I-6I.
52.
Boulanger CM, Scoazec A, Ebrahimian T, Henry P, Mathieu E, Tedgui A, et al. Circulating
microparticles from patients with myocardial infarction cause endothelial dysfunction. Circulation.
2001;104(22):2649-52.
53.
Werner N, Wassmann S, Ahlers P, Kosiol S, Nickenig G. Circulating CD31+/annexin V+
apoptotic microparticles correlate with coronary endothelial function in patients with coronary
artery disease. Arteriosclerosis, thrombosis, and vascular biology. 2006;26(1):112-6.
54.
Aurigemma C, Scalone G, Tomai F, Altamura L, De Persio G, Stazi A, et al. Persistent
enhanced platelet activation in patients with acute myocardial infarction and coronary microvascular
obstruction: clinical implications. Thrombosis and haemostasis. 2014;111(1):122-30.
55.
Yusuf S, Hawken S, Ounpuu S, Dans T, Avezum A, Lanas F, et al. Effect of potentially
modifiable risk factors associated with myocardial infarction in 52 countries (the INTERHEART study):
case-control study. Lancet. 2004;364(9438):937-52.
56.
Iqbal R, Anand S, Ounpuu S, Islam S, Zhang X, Rangarajan S, et al. Dietary patterns and the
risk of acute myocardial infarction in 52 countries: results of the INTERHEART study. Circulation.
2008;118(19):1929-37.
57.
Amabile N, Cheng S, Renard JM, Larson MG, Ghorbani A, McCabe E, et al. Association of
circulating endothelial microparticles with cardiometabolic risk factors in the Framingham Heart
Study. European heart journal. 2014.
58.
Mobarrez F, Antoniewicz L, Bosson JA, Kuhl J, Pisetsky DS, Lundback M. The effects of
smoking on levels of endothelial progenitor cells and microparticles in the blood of healthy
volunteers. PloS one. 2014;9(2):e90314.
59.
Suades R, Padro T, Alonso R, Lopez-Miranda J, Mata P, Badimon L. Circulating CD45+/CD3+
lymphocyte-derived microparticles map lipid-rich atherosclerotic plaques in familial
hypercholesterolaemia patients. Thrombosis and haemostasis. 2014;111(1):111-21.
60.
Augustine D, Ayers LV, Lima E, Newton L, Lewandowski AJ, Davis EF, et al. Dynamic release
and clearance of circulating microparticles during cardiac stress. Circulation research.
2014;114(1):109-13.
61.
Del Turco S, Basta G, Mazzarisi A, Battaglia D, Navarra T, Coceani M, et al. Procoagulant
activity of circulating microparticles is associated with the presence of moderate calcified plaque
burden detected by multislice computed tomography. Journal of geriatric cardiology : JGC.
2014;11(1):13-9.
62.
Jayachandran M, Litwiller RD, Owen WG, Heit JA, Behrenbeck T, Mulvagh SL, et al.
Characterization of blood borne microparticles as markers of premature coronary calcification in
newly menopausal women. American journal of physiology Heart and circulatory physiology.
2008;295(3):H931-h8.
63.
Lee ST, Chu K, Jung KH, Kim JM, Moon HJ, Bahn JJ, et al. Circulating CD62E+ microparticles
and cardiovascular outcomes. PloS one. 2012;7(4):e35713.
64.
Sinning JM, Losch J, Walenta K, Bohm M, Nickenig G, Werner N. Circulating CD31+/Annexin
V+ microparticles correlate with cardiovascular outcomes. European heart journal.
2011;32(16):2034-41.

65.
Amabile N, Guerin AP, Tedgui A, Boulanger CM, London GM. Predictive value of circulating
endothelial microparticles for cardiovascular mortality in end-stage renal failure: a pilot study.
Nephrology, dialysis, transplantation : official publication of the European Dialysis and Transplant
Association - European Renal Association. 2012;27(5):1873-80.
66.
Namba M, Tanaka A, Shimada K, Ozeki Y, Uehata S, Sakamoto T, et al. Circulating plateletderived microparticles are associated with atherothrombotic events: a marker for vulnerable blood.
Arteriosclerosis, thrombosis, and vascular biology. 2007;27(1):255-6.
67.
Singh N, Van Craeyveld E, Tjwa M, Ciarka A, Emmerechts J, Droogne W, et al. Circulating
apoptotic endothelial cells and apoptotic endothelial microparticles independently predict the
presence of cardiac allograft vasculopathy. Journal of the American College of Cardiology.
2012;60(4):324-31.
68.
Stepien E, Stankiewicz E, Zalewski J, Godlewski J, Zmudka K, Wybranska I. Number of
microparticles generated during acute myocardial infarction and stable angina correlates with
platelet activation. Archives of medical research. 2012;43(1):31-5.
69.
Bernal-Mizrachi L, Jy W, Fierro C, Macdonough R, Velazques HA, Purow J, et al. Endothelial
microparticles correlate with high-risk angiographic lesions in acute coronary syndromes.
International journal of cardiology. 2004;97(3):439-46.
70.
Mallat Z, Benamer H, Hugel B, Benessiano J, Steg PG, Freyssinet JM, et al. Elevated levels of
shed membrane microparticles with procoagulant potential in the peripheral circulating blood of
patients with acute coronary syndromes. Circulation. 2000;101(8):841-3.
71.
Min PK, Kim JY, Chung KH, Lee BK, Cho M, Lee DL, et al. Local increase in microparticles from
the aspirate of culprit coronary arteries in patients with ST-segment elevation myocardial infarction.
Atherosclerosis. 2013;227(2):323-8.
72.
Ambrose JA, Winters SL, Stern A, Eng A, Teichholz LE, Gorlin R, et al. Angiographic
morphology and the pathogenesis of unstable angina pectoris. Journal of the American College of
Cardiology. 1985;5(3):609-16.
73.
Inoue T, Komoda H, Kotooka N, Morooka T, Fujimatsu D, Hikichi Y, et al. Increased circulating
platelet-derived microparticles are associated with stent-induced vascular inflammation.
Atherosclerosis. 2008;196(1):469-76.
74.
Jung C, Sorensson P, Saleh N, Arheden H, Ryden L, Pernow J. Circulating endothelial and
platelet derived microparticles reflect the size of myocardium at risk in patients with ST-elevation
myocardial infarction. Atherosclerosis. 2012;221(1):226-31.
75.
Nagy B, Jr., Szuk T, Debreceni IB, Kappelmayer J. Platelet-derived microparticle levels are
significantly elevated in patients treated by elective stenting compared to subjects with diagnostic
catheterization alone. Platelets. 2010;21(2):147-51.
76.
Morel O, Hugel B, Jesel L, Mallat Z, Lanza F, Douchet MP, et al. Circulating procoagulant
microparticles and soluble GPV in myocardial infarction treated by primary percutaneous
transluminal coronary angioplasty. A possible role for GPIIb-IIIa antagonists. Journal of thrombosis
and haemostasis : JTH. 2004;2(7):1118-26.
77.
Del Turco S, Basta G, Lazzerini G, Evangelista M, Rainaldi G, Tanganelli P, et al. Effect of the
administration of n-3 polyunsaturated fatty acids on circulating levels of microparticles in patients
with a previous myocardial infarction. Haematologica. 2008;93(6):892-9.
78.
Horn P, Amabile N, Angeli FS, Sansone R, Stegemann B, Kelm M, et al. Dietary flavanol
intervention lowers the levels of endothelial microparticles in coronary artery disease patients. The
British journal of nutrition. 2014;111(7):1245-52.
79.
Zhang X, McGeoch SC, Megson IL, MacRury SM, Johnstone AM, Abraham P, et al. Oatenriched diet reduces inflammatory status assessed by circulating cell-derived microparticle
concentrations in type 2 diabetes. Molecular nutrition & food research. 2014;58(6):1322-32.
80.
Morel O, Jesel L, Hugel B, Douchet MP, Zupan M, Chauvin M, et al. Protective effects of
vitamin C on endothelium damage and platelet activation during myocardial infarction in patients

with sustained generation of circulating microparticles. Journal of thrombosis and haemostasis : JTH.
2003;1(1):171-7.
81.
Bulut D, Becker V, Mugge A. Acetylsalicylate reduces endothelial and platelet-derived
microparticles in patients with coronary artery disease. Canadian journal of physiology and
pharmacology. 2011;89(4):239-44.
82.
Camargo LM, Franca CN, Izar MC, Bianco HT, Lins LS, Barbosa SP, et al. Effects of
simvastatin/ezetimibe on microparticles, endothelial progenitor cells and platelet aggregation in
subjects with coronary heart disease under antiplatelet therapy. Brazilian journal of medical and
biological research = Revista brasileira de pesquisas medicas e biologicas / Sociedade Brasileira de
Biofisica [et al]. 2014;47(5):432-7.
83.
Huang B, Cheng Y, Xie Q, Lin G, Wu Y, Feng Y, et al. Effect of 40 mg versus 10 mg of
atorvastatin on oxidized low-density lipoprotein, high-sensitivity C-reactive protein, circulating
endothelial-derived microparticles, and endothelial progenitor cells in patients with ischemic
cardiomyopathy. Clinical cardiology. 2012;35(2):125-30.
84.
Cha JJ, Kim JY, Choi EY, Min PK, Cho M, Lee DL, et al. Effect of abciximab on the levels of
circulating microparticles in patients with acute myocardial infarction treated by primary
angioplasty. Korean circulation journal. 2013;43(9):600-6.
85.
Tamburrelli C, Crescente M, Izzi B, Barisciano M, Donati MB, de Gaetano G, et al.
Epoprostenol inhibits human platelet-leukocyte mixed conjugate and platelet microparticle
formation in whole blood. Thrombosis research. 2011;128(5):446-51.
86.
Abdelhafeez AH, Jeziorczak PM, Schaid TR, Hoefs SL, Kaul S, Nanchal R, et al. Clinical CVVH
model removes endothelium-derived microparticles from circulation. Journal of extracellular
vesicles. 2014;3.

