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Abstract

Microvascular angina refers to chest pain associated with coronary microvascular dysfunction (CMD). A new paradigm in cardiology was entrenched when the
WISE studies demonstrated that angina may be present in patients with non-obstructive coronary artery disease (NOCAD). Statistically, there is a higher number
of cases in women. The prevalence of NOCAD has been perceived in recent years reaching up to 20-30% of all coronary artery disease CAD. 60% of the patients
with angina symptoms may not present any sign of obstructive coronary artery disease (OCAD). In 2015, the COVADIS group established diagnostic criteria
for microvascular angina. Recent studies used these criteria to design randomized clinical trials to elucidate the prevalence, diagnosis, treatment and prognosis of
this entity. Conventional invasive angiography suggests that up to two-thirds of patients with NOCAD may have CMD, however this test does not allow direct
visualization of the microcirculation. Non-invasive imaging modalities such as Positron Emission Tomography (PET) enable a direct and accurate assessment of

coronary microvascular function. Thus, PET is becoming an indispensable tool in the evaluation of suspected CMD.

Introduction

In 1973, Harvey Kemp described what he called ‘cardiac syndrome
X’ in patients with chest pain, ischemic electrocardiographic changes and
absence of epicardial obstruction [1]. Invasive coronary angiography is
considered the gold standard for the diagnosis of OCAD. Despite the well-
established link between OCAD and myocardial ischaemia, a significant
proportion of patients with signs and symptoms suggestive of myocardial
ischaemia do not have significant flow limiting lesions on coronary
angiography. Thus, abnormalities in the coronary microcirculation are
thought to be the cause of their angina symptoms [2-4].

In the last two decades, noninvasive techniques for assessing
CMD have evolved. PET can identify CMD noninvasively by assessing
reductions in hyperemic myocardial blood flow (MBF) in absolute
terms (milliliters per minute per gram) and / or myocardial flow reserve
(MFR) for the noninvasive identification and characterization of CMD
as an important functional substrate for angina symptoms [5]. Notably,
the identification and characterization of CMD by PET flow studies
provides relevant prognostic information that can affect the treatment
decision process [5,6]. CMD is characterized by a low Coronary Flow
Reserve (CFR) - the ratio of coronary flow at maximum vasodilation
divided by the basal coronary flow [7].

Given the importance of microvascular disease, we reviewed the
current literature on CMD and microvascular angina, focusing on its
pathophysiology, clinical presentation, risk factors, and prognosis.

Epidemiology

NOCAD prevalence has increased in recent years, accounting for
20 to 30% of all CAD, approximately two thirds of these cases present
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in women. Sara, et al. followed 1,439 patients with chest pain, finding
that 66% of the patients presented with CMD [8]. Ford, et al. studied
a total of 391 patients with angina during the CorMicA clinical trial,
of which 151 (39%) did not show any sign of OCAD [3]. Based on the
results mentioned above, it is clear that NOCAD is a common problem
that can explain a substantial proportion of cases of chest pain in the
absence of epicardial lesions.

Pathophysiology

The coronary arterial system is formed by multiple vessels, each type
presenting different characteristics and functions. Epicardial arteries are
mostly conductive vessels and are regulated by both myocardial wall stress
and endothelial function. On the other hand, pre-arterioles and arterioles
are the main vascular resistance determinants. Pre-arterioles are regulated
by flux and pressure, while arterioles by cardiac metabolism byproducts.
Finally, the primary function of capillary vessels is to control the fluid
exchange within the tissue. [9,10]. The maximal myocardium oxygen
extraction is obtained during rest, thus, oxygen delivery depends mostly
on dynamic vascular resistance changes to maintain a constant coronary
flow; these homeostatic mechanisms prevent myocardial ischemia [9,11].

Furthermore, CMD is mediated by various subendocardial
hypoperfusion pathogenic mechanisms, which occur mostly during
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Figure 1. Pathophysiology of CMD

MCD: microvascular coronary dysfunction; NO: nitric oxide; EDHF: endothelial-derived
hyperpolarizing factor; ET-1: endothelin-1.

stress, and can potentially cause myocardial ischemia. Rahman, et
al. identified two groups of vascular impairments in these patients:
structural and functional abnormalities; each one with a different
pathophysiological pattern, and presenting itself either as a single
isolated abnormality, or together [12] (Figure 1).

Structural abnormalities

Structural abnormalities - also known as microvascular
remodeling - are characterized by morphological changes, causing
intraluminal obstruction, increasing minimal coronary resistance, and
reducing CFR. These changes turn hyperemic dilation ineffective [10-
14]. Furthermore, the ability to adapt to physical stress and exercise
is affected by dysfunction in the synthesis of nitric oxide (NO) by the
endothelium; causing elevated coronary pressure during strenuous
physical activities. This leads to an increase in the afterload and the
myocardium’s oxygen demand, resulting in a sustained elevated
coronary vascular tone. [11].

Functional abnormalities

Functional abnormalities comprise elevated basal blood flow,
which is secondary to a decreased resting microvascular resistance.
Consequently, this increases myocardial perfusion during rest, and
thus decreases the vasodilatory capacity during stress [15]. This
dysfunction can be endothelium-dependent or independent [9,11,16].
Endothelium-dependent abnormalities are caused by an alteration
in intrinsic pathways involved in endothelial relaxation, such as the
production of NO [16] or vasoconstrictive agents such as endothelin-1
[9,16]. On the other hand, an alteration in adenylate cyclase pathway
causes a decreased vasodilation capacity, independent from the
endothelial function [16].

Some authors believe that increased basal blood flow is caused by
an increase in myocardial oxygen demand during rest, and/or due to an
excessive vasoconstrictive response that needs to be counteracted [11].
Broadly speaking, all the functional pathophysiological mechanisms in
CMD cause a reduction in CFR, meaning they impede coronary blood
flow from adapting correctly to the myocardial oxygen demand [9].

CMD Classification

Camici and Crea classified CMD in 4 groups, depending on the
patients’ clinical features [15] (Table 1 and Figure 2):
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Clinical Manifestations

In clinical practice, it is frequent to encounter patients who refer
to chest pain without evidence of OCAD. Up to 60% of patients with
angina symptoms may not show any signs of OCAD [17]. Jaskanawal,
et al. found in 2015 that over two thirds of patients with angina and no
evidence of OCAD, had some degree of microvascular dysfunction [15].
Based on these findings, it has been theorized that a large proportion
of patients with angina symptoms present coronary microvascular
dysfunction, even if no apparent epicardial arteries are compromised.

Moreover, CMD patients commonly stay asymptomatic during
long periods of time. Nonetheless, in symptomatic patients, the classical
clinical features are stable angina, angina equivalents (e.g., dyspnea),
persistence of symptoms during the recovery phase after exercise, and
even heart failure [4,18] The physical examination of these patients is
usually normal. [9]

CMD classification

CMD without OCAD and
cardiomyopathies:

CMD in the presence of
cardiomyopathies:

Promoted by traditional risk

-Idiopathic dilated myocardiopathy

factors: -Hypertensive cardiac disease
-Tobacco use -Aortic stenosis
-Hypertension -Valvulopathies
-Dyslipidemia -Cardiac amyloidosis
-Diabetes -Fabry disease
Iatrogenic CMD caused as a
CMD in the presence of OCAD: plication after per
coronary intervention:
-Early atherosclerosis -Atheroma plaque rupture
-Diffuse atherosclerosis -Microvascular embolization
-Increased coronary calcium score -Vasoconstriction

Figure 2. Classification of CMD according to comorbidities
CMD: coronary microvascular dysfunction; OCAD: obstructive coronary artery disease.

Table 1. Classification of CMD according to comorbidities

This population tends to be asymptomatic, although patients
may present with angina and low CFR measurements [15].
CMD in this group leads eventually to CAD, and atherosclerotic
lesions, culminating in atherothrombosis and myocardial
infarction [13]

CMD  without OCAD
and cardiomyopathies

Both patients with primary (genetic) and secondary (acquired)
cardiomyopathies can suffer from reduced CFR, indicating
CMD [15]. Left ventricle hypertrophy (LVH) and microvascular
remodeling are essential factors in the development of
microvascular dysfunction in these patients. [12,13].

CMD in the presence of
cardiomyopathies

The extension and severity of CMD in patients with acute
or stable chronic coronary syndromes, are related to the
variation in the clinical manifestations of this population.
Microcirculatory damage — both structural and functional — in
these patients can cause anginal symptoms, or the so-called
"no-reflow" phenomenon (impeded blood flow to an ischemic
tissue after reperfusion therapy) [13].

CMD in the presence of
OCAD

Vasoconstriction or arterial embolization can occasionally
occur secondary to successful reperfusion therapy. This
vasoconstriction is mediated by alpha-adrenergic receptors
activation. The embolisms are secondary to ruptured atheroma
plaques that expel material down into the blood torrent and
cause microcirculatory damage [13].

Iatrogenic CMD
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Table 2. Diagnostic criteria for microvascular angina.
Definitive microvascular angina is diagnosed only if criterias 1, 2, 3 and 4 are present.

1. Symptoms of myocardial ischemia
A.  Effort and/or rest angina

B.  Angina equivalents (c.g., dyspnea, fatigue, diaphoresis, dizziness, indigestion, pain in locations other than the chest, among others)

2. Absence of OCAD (obstruction <50% or fractional flow reserve >0.80) confirmed by:

A. Coronary computed tomography angiography (CTA)
B. Invasive coronary angiography

3. Objective evidence of myocardial ischemia
A. Ischemic ECG changes during an episode of chest pain

B. Stress-induced chest pain and/or ischemic ECG changes, with or without the presence of transient/reversible abnormal myocardial perfusion and/or wall motion abnormality

4. Evidence of impaired coronary microvascular function

Impaired coronary flow reserve

Coronary microvascular spasm

Abnormal coronary microvascular resistance indexes (e.g., IMR N25)
Coronary slow flow phenomenon

oW

In an effort to develop a standardized diagnostic system, the
COVADIS group created a series of diagnostic criteria for microvascular
angina [18] that are shown on table 2.

Risk Factors

Risk factors associated with CMD are similar to those classically
related to OCAD. On this matter, numerous studies have reported
age as an important risk factor for the development of microvascular
dysfunction. It has been theorized that vascular remodeling and
progressive decrease in coronary flow allow the development of
coronary microvascular dysfunction [19]. For instance, in a cohort
study, Sara, et al. observed that older patients had abnormal responses
to the administration of acetylcholine and adenosine, as well as higher
prevalence of abnormalities in coronary microcirculatory function
[17].

The association between tobacco use and cardiovascular disease is
undeniable. Various studies have documented that the values of both
CFR and MBF are diminished in smokers; Kaufmann, et al. for example,
demonstrated a 21% reduction in CFR values in smokers compared
with controls [19]. It is also important to note that in smokers, MBF
values are normalized after a month of quitting.

The presence of systemic hypertension is associated with
microvascular remodeling (tunica media hypertrophy, periarteriolar
fibrosis, etc.) and alterations in vessel function, such as decreased
CFR and MEFR levels [19,20]. Decreased CFR has been associated with
elevated levels of lipoproteins such as low density lipoprotein (LDL),
and increase in cholesterol levels [19]. Lee, et al. demonstrated that
LDL-C levels are an independent factor associated with a CFR value
of <2 [21].

Endothelial dysfunction is one of the main physiopathological
characteristics of diabetes mellitus. Hyperglycemia, insulin resistance
and chronic inflammation have been associated with the development
of CMD by altering the production of endothelial protective factors,
such as NO, and therefore decreasing CFR values. [21,17]. Patients
with type 1 and 2 diabetes mellitus have a higher prevalence of
microvascular dysfunction, which gives them an increased risk of
adverse cardiovascular events; occurring even before the onset of
macrovascular complications [22]. Lee, et al. showed that higher
Hb1Ac levels are an independent factor associated with a value of CFR
<2[21,23].

Different studies have reported other risk factors associated with
the appearance of microvascular dysfunction, including female sex,
obesity, and rheumatological diseases. [8,19,22,24]
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Non-Invasive Evaluation of Microvascular Dysfunction
(PET)

Non-invasive techniques allow us to evaluate ischemia by detecting
regional differences in perfusion or ventricular wall motion in epicardial
perfusion zones (coronary territories). In patients with angina, the first
evaluations should be performed with non-invasive methods (Figure 3)
[25]. These methods include imaging techniques that use radiotracers,
cardiac MRI, and contrasted echocardiography [26]. PET scan is
the non-invasive gold standard technique for MBF quantification,
maximum hyperemia and CFR [12,26-28]. PET scan's capacity to
measure blood flow (ml/g/min) and its linear relation between blood
flow and radiotracer signal intensity allow us to evaluate ischemia in
early and asymptomatic stages [5,27]. The most used radiotracers are
13N-Ammonium and 82-Rubidium; while 150-Water [6,26,27], and
18F-flurpiridaz are still in trial phases [29].

PET scans do not measure coronary epicardial blood flow directly;
it actually measures myocardial blood flow. Thus, the term “myocardial
blood flow reserve (MFR)” is the appropriate one for PET scans, and
CFR should be reserved for invasive methods [29]. 13N-Ammonium
and 82-Rubidium are currently the only FDA-approved radiotracers.
13N-ammonium generates high-quality images thanks to its high
myocardial extraction (80%). 82-Rubidium's advantage is that it
does not need a cyclotron to be produced [5]. Maximum hyperemia
is achieved with endothelium-independent vasodilators, such as
adenosine and regadenoson [25].

PET scans importance relies on its ability to calculate MFR
accurately. Low values of MFR (<1.5), are strongly related to patient
comorbidity [6,29-31]. The opposite is also true, a high MFR (>2.0) has
a great negative predictive value for high-risk coronary artery disease
(such as multivessel disease) [6,29,31].

Correlating results between non-invasive and invasive methods
is important since hyperemic myocardial blood flow is decreased
both on significant epicardial disease and microvascular dysfunction.
[12,32] Abnormal MFR in patients without coronary artery disease
have been associated with diastolic dysfunction and increased risk
of hospitalization secondary to heart failure with preserved ejection
fraction (HFpEF) [30].

PET scan has greater sensibility than single-photon emission
computed tomography (SPECT) due to its higher counting rate, intrinsic
attenuation correction, and quantitative evaluation of myocardial
blood flow in absolute units (ml/g/min), which in turn allows for the
calculation of MFR with BMF and hyperemic myocardial flow (Table
3). This quantification is useful for diagnosis and prognosis [33].
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Figure 3. Non-invasive imaging techniques useful on the diagnosis of microvascular angina
CAD: coronary artery disease; CFR: coronary flow reserve; PET/CT: positron emission tomography-computed tomography; MFR: myocardial flow reserve

Table 3. PET-Scan strengths (left) and weaknesses (right)

PET-Scan strengths PET-Scan Weaknesses

Most validated for myocardial blood flow

and NOCAD evaluation [30] Limited by cost and availability [12,30]

Most radiotracers require a cyclotron for
production (except for 82-Rubidium) [34]
Differentiation ~ between  microvascular

disecase and epicardial disease can be
challenging [32]

Shows many prognosis factors [30]

Relatively low radiation exposure thanks to
low radiotracer half-life [30]

Many comorbidities (such as diabetes,
Kidney disease does not affect the study [30] hypertension, age, tobacco exposure) can
alter the recollected data [21]
Validity reduced by obstructive lesions
>70% or abnormal coronary FFR [21]
Hypoxic induced collaterals can reduce the
manifestation of regional stress induced
ischemia, reducing the validity [5]

Good reproducibility and precision [30]

PET/CT combination allows for anatomic
evaluation of coronary arteries [30]

Prognosis of microvascular disease

Many authors have studied CMD’s role as an independent
predictive factor for the development of major adverse cardiovascular
events (MACE) and death related to cardiovascular events [35-38].
Since CMD is an infra diagnosed and probably frequent disease, it is
crucial to analyze the prognosis of these patients [39].

Brainin P, et al. included six studies in their meta-analysis that evaluated
epicardial endothelium dysfunction in diabetic patients with a positive
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stress test or angina and followed them for an average of 2.8-9.7 years.
They found a total of 243 cardiovascular events, concluding that coronary
endothelial dysfunction confers an increased risk for cardiovascular events
(OR 2.38,95% CI 1.74-3.25). This same meta-analysis included ten studies
of patients with stable angina, hypertrophic cardiomyopathy, heart failure,
atrial enlargement, and decreased CFR values. This analysis also reported
an increased risk for cardiovascular events in patients with lower CFR
values (OR 2.4, 95% CI 1.8-3.3) [40].

General Perspectives and Prognosis In Specific Diseases
Gender variations

PET can differentially contribute to the evaluation of patients
(especially women) with symptoms of myocardial ischemia [41]. A
decreased CFR based on PET is associated with an increase in MACE
frequency for approximately one year [30]. Furthermore, recent data
has consistently shown that CFR PET measurements can distinguish
patients at low or high risk of serious adverse events, including cardiac
death beyond comprehensive clinical assessment, LVEF, or traditional
semi-quantitative measures of stress-induced ischemia [29]. Between
50% to 60% of women with chest pain and NOCAD on coronary
angiography may present an abnormal response on pharmacological
stress tests with adenosine or acetylcholine with a reduction in coronary
flow reserve during a direct assessment of coronary artery flow, or with
SPECT or PET, is indicative of CMD [42].
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However, Taqueti, et al. [42] reached out new information on the
interaction of sex, CAD severity, and coronary vasomotor dysfunction
in adverse events. While coronary angiography found that most men
with severely impaired CFR had a CAD of 1 vessel, most women with
a similarly impaired CFR demonstrated a CAD of <1 vessel. However,
despite a lower likelihood of pre-test CAD and a lower burden of
diagnosed angiographic CAD, women experienced a higher risk of
cardiovascular events than men. In the adjusted analysis, up to 40% of
this observed "sex gap" was mediated by CFR [42]. This implies that a
very low CFR (<1.6) may be a critical link in understanding the hidden
biohazard of ischemic cardiopathy among women.

In a review of nearly 400,000 coronary angiograms of women
and men with chest pain complaints, only 37.6% have OCAD [17].
NOCAD is associated with adverse cardiovascular outcomes [43]. It is
estimated that approximately half of NOCAD patients have CMD, and
over the past two decades, it has become increasingly clear that a large
proportion of NOCAD patients are women with CMD [44]. The WISE
study concluded that cardiovascular death or myocardial infarction
occurred in 12.8% of women with NOCAD and that the combined
risk of death from myocardial infarction, heart failure, and stroke was
more than 2% annually [45]. Furthermore, persistence or worsening
of symptoms was common among the participants. Repeat coronary
angiography was performed at a 1.8 times higher rate in women with
NOCAD than in patients with OCAD, and one in five women were
rehospitalized for cardiac symptoms [46].

Similarly, women are more likely to have myocardial infarction
without OCAD [47], representing up to 14% of all acute myocardial
infarctions [48]. Data from more than 750 hospitals in the USA (from
2007 to 2014) indicate that myocardial infarction without OCAD
occurs in 10.5% of women with myocardial infarction (MI) compared
to 3.4% of men [49].

Patients with MI without OCAD may also have a different
cardiovascular risk profile than patients with OCAD because they
are less likely to be diagnosed with hyperlipidemia [48] and diabetes
[50]; however, a higher prevalence of hypertension has been reported
[51]. Likewise, patients with myocardial infarction without OCAD
report less angina before MI [51], and non-ST-elevation MI (NSTEMI)
represent two-thirds of cases [48].

Although the prognosis for myocardial infarction without OCAD
appears to be more favorable than MI with OCAD, it is not benign.
In a systematic review, the analysis of 8 studies found that, despite a
lower mortality rate than those with OCAD, myocardial infarction
without OCAD was associated with a mortality rate of 4.7% in the
following 12-months [48]. Furthermore, up to 25% of myocardial
infarction patients without OCAD reported persistent angina after
MI and experienced similar rates of hospitalization for angina as their
counterparts with OCAD [51]. According to Planer, et al. in a cohort of
197 patients with myocardial infarction without OCAD, recurrent MI,
as well as urgent revascularization, was significantly lower than in those
with OCAD [52].

Recently, a clinical study that examined the impact of sex on
the outcome after coronary angiography in patients with angina
and NOCAD revealed that women were three times more likely to
experience MACE within the first year after cardiac catheterization
compared to men [46].

A history of previous preeclampsia (Pp) is a coronary risk factor
[53], it also has been associated with a high prevalence of CMD. They
are known to increase the risk for hypertension and diabetes; evidence
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suggests that both conditions also cause endothelial dysfunction during
pregnancy, which may increase the risk of ischemic cardiopathy in later
life regardless of hypertension or diabetes. Kul S et. found that these
patients have a reduced CFR (which is a marker of CMD) and is related
to an increased risk for cardiovascular events [54].

Certainly, all medical personnel should be fully aware that ischemic
heart disease in women can be caused not only by atherosclerotic
obstructive epicardial CAD but also by CMD.

Heart failure with preserved ejection fraction

Recently, CMD abnormalities associated with endothelial
dysfunction and microvascular inflammation have been implicated as
a possible pathogenic basis for HFpEF; a poorly understood clinical
syndrome. [55-57]. Thus, CMD could explain other deleterious effects,
such as exercise-induced myocardial ischemia and left ventricle
subendocardial systolic dysfunction [58].

In the PROMIS study — the largest prospective multicenter study
of CFR measurement in patients with HFpEF—, it was found a high
prevalence of CMD in this group of patients, approximately 75% [57].
Furthermore, HFpEF is associated with increased NTproBNP (a marker
of severity in HF), systemic endothelial dysfunction, and cardiac
dysfunction. The comorbidities most closely associated with CMD were
a history of smoking and atrial fibrillation. Microvascular dysfunction
may be a promising composite risk marker and a therapeutic target in
HFpEF [57].

CMD is associated with poor outcomes in patients with HFpEF
[59]. Taqueti, et al. demonstrated that in symptomatic patients without
OCAD with preserved LVEE an altered CFR was associated with
future diastolic dysfunction and MACE, especially HFpEF events,
including hospitalization for HFpEFE. Furthermore, patients with
diastolic dysfunction and impaired CFR demonstrated a greater risk
of hospitalization for HFpEF [56]. Undoubtedly, the evidence from the
PROMIS-HFpEF trial [57] and the study by Taqueti, et al. [56] illustrates
the associations between a decreased (abnormal) CFR with parameters
of myocardial injury and diastolic dysfunction, suggesting the presence
of endothelium-independent CMD in patients with HFpEF. More
recently, Yang et al. [60] demonstrated that, in patients with HFpEF
without OCAD, both endothelium dependent and independent
CMD is common. Diastolic dysfunction correlates with endothelium-
independent microvascular dysfunction. However, it cannot be
identified only by clinical markers or comorbidities. The presence of
CMD in HFpEF is associated with an increased risk of death, [60] so
more studies are needed to better define the role, pathophysiology,
evaluation, and treatment of coronary microvascular disease in patients
with HFpEE.

Diabetes Mellitus

Patients with metabolic syndrome and those with diabetes mellitus
(DM) have a higher risk of developing OCAD and heart failure. [61]. In
recent years, CMD associated with diabetes has been widely explored
[62]. Picchi A, et al. demonstrated that CMD is common in patients
with type 2 DM [62]. Similarly, Sara JD, et al. showed that up to 72.1%
of patients with diabetes have some type of CMD [63]; demonstrating
that CMD is prevalent among an unselected population of patients
with type 2 DM who present with chest pain and NOCAD on coronary
angiography [63].

The relationship between glycemic control and CMD is not well
established. As CMD is common in diabetes and is related to adverse
cardiovascular events, particularly among women [64], the potential
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link between glycemic control and cardiovascular morbidity and
mortality could be explained and mediated, in part, by CMD. However,
this requires further investigation with prospective studies. Therefore,
risk prevention strategies in patients with type 2 diabetes could include
therapies specifically directed at CMD [63].

Conclusions

A significant proportion of patients who suffer chest pain and
undergo diagnostic coronary angiography do not manifest significant
obstructive coronary lesions. This group of patients have a combination
of functional and structural anomalies in their microvascular circulation
which are related to endothelial dysfunction. It is of great importance
to suspect and diagnose CMD accurately using the criteria established
by the COVADIS group, as this disease has been historically under-
diagnosed and is associated with higher cardiovascular morbidity and
mortality. Patients with clinical manifestations associated with cardiac
ischemia in the absence of obstructive coronary lesions must undergo
further testing. To date, there is no consensus on how to stratify risk
in these patients, nonetheless, invasive and non-invasive tests can be
used to assess CFR. The development of these diagnostic techniques
has permitted in recent years to achieve a better diagnostic evaluation
in patients who suffer from CMD and MVA.

Based on the review conducted on the current literature, we can
conclude that there is alack of properly conducted clinical trials to evaluate
these groups of patients. Therefore, it is fundamental to encourage future
researchers to develop new protocols aiming to establish new diagnostic
and therapeutic standards of care in CMD and MVA.
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