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Supplementary Figure 1. In- and exclusion criteria in the present study. LGE, Late Gadolinium Enhancement; MI, Myocardial Infarction; PCI, Percutaneous Coronary Intervention; CABG, Coronary Artery Bypass Grafting; CKMB, Creatine Kinase-MB isoenzyme; ECG, Electrocardiogram; CMR, Cardiac Magnetic Resonance; GFR, Glomerular Filtration Rate


Supplementary Table 1 Variables according to measures of extracellular volume
	Variables
	ECV (%)

	
	27.34 (n = 28)
	27.34 to 30.37 (n = 30)
	30.37 (n = 28)
	P overall
	P for trend

	Smoker (%)
	7 (25.0)
	7 (23.3)
	6 (21.4)
	0.951
	0.750

	Diabetes mellitus (%)
	5 (17.9)
	4 (13.3)
	10 (35.7)
	0.098
	0.107

	Hypertension (%)
	6 (21.4)
	7 (23.3)
	11 (39.3)
	0.260
	0.137

	Hyperlipidemia (%)
	10 (35.7)
	9 (30.0)
	8 (28.6)
	0.830
	0.563

	ACEI or ARB (%)
	10 (35.7)
	9 (30.0)
	7 (25.0)
	0.683
	0.383

	Aspirin (%)
	8 (28.6)
	10 (33.3)
	10 (35.7)
	0.845
	0.569

	Beta-blockers (%)
	8 (28.6)
	7 (23.3)
	10 (35.7)
	0.582
	0.578

	CCB (%)
	8 (28.6)
	8 (26.7)
	10 (35.7)
	0.735
	0.560

	Nitrates (%)
	8 (28.6)
	9 (30.0)
	9 (32.1)
	0.958
	0.771

	Statins (%)
	12 (42.9)
	9 (30.0)
	9 (32.1)
	0.551
	0.400

	Oral hypoglycemic agents (%)
	3 (10.7)
	3 (10.0)
	3 (10.7)
	1.000
	1.000

	TC (mmol/L)
	3.63 (3.21, 4.25)
	3.55 (3.18, 4.39)
	3.39 (3.25, 4.08)
	0.877
	0.887

	TG (mmol/L)
	1.22 (0.75, 1.42)
	1.25 (0.90, 1.69)
	1.34 (1.19, 1.74)
	0.166
	0.033

	HDL (mmol/L)
	1.09  0.40
	1.24  0.32
	1.14  0.34
	0.253
	0.622

	LDL (mmol/L)
	2.22 (1.88, 2.57)
	2.08 (1.65, 2.42)
	2.18 (2.07, 2.49)
	0.532
	0.974

	VLDL (mmol/L)
	0.57 (0.45, 0.82)
	0.60 (0.39, 0.78)
	0.65 (0.44, 0.84)
	0.920
	0.835

	Estimated GFR (mL/min per 1.73 m2)
	84.7  5.7
	88.6  5.3
	85.5  5.8
	0.024
	0.618

	Hemoglobin A1c (%)
	5.8 (5.6, 5.9)
	5.8 (5.6, 6.0)
	5.8 (5.6, 6.2)
	0.402
	0.114

	NT-proBNP (ng/L)
	66 (45, 85)
	59 (37, 84)
	72 (48, 94)
	0.188
	0.624


Data are presented as the mean  SD, median (first quartile, third quartile) or number (percentage).
ACEI, Angiotensin-Converting Enzyme Inhibitor; ARB, Angiotensin Receptor Blocker; CCB, Calcium Channel Blocker; TC, Total Cholesterol; TG, Triglyceride; HDL, High-Density Lipoprotein; LDL, Low-Density Lipoprotein; VLDL, Very Low-Density Lipoprotein; GFR, Glomerular Filtration Rate; NT-proBNP, N-Terminal prohormone Brain Natriuretic Peptide; ECV, Extracellular Volume
Supplementary Table 2 Measures of global MFR and cardiovascular risk factors
	
	Global MFR

	
	2.0 (n = 30)
	2.0 to 2.5 (n = 19)
	2.5 (n = 37)
	P overall
	P for trend

	Smoker (%)
	10 (33.3)
	2 (10.5)
	8 (21.6)
	0.195
	0.291

	Diabetes mellitus (%)
	11 (36.7)
	5 (26.3)
	3 (8.1)
	0.014
	0.005

	Hypertension (%)
	12 (40.0)
	4 (21.1)
	8 (21.6)
	0.204
	0.103

	Hyperlipidemia (%)
	11 (36.7)
	4 (21.1)
	12 (32.4)
	0.576
	0.752

	ACEI or ARB (%)
	8 (26.7)
	4 (21.1)
	14 (37.8)
	0.427
	0.299

	Aspirin (%)
	11 (36.7)
	5 (26.3)
	12 (32.4)
	0.762
	0.738

	Beta-blockers (%)
	9 (30.0)
	7 (36.8)
	9 (24.3)
	0.620
	0.583

	CCB (%)
	11 (36.7)
	4 (21.1)
	11 (29.7)
	0.493
	0.572

	Nitrates (%)
	9 (30.0)
	8 (42.1)
	9 (24.3)
	0.408
	0.572

	Statins (%)
	10 (33.3)
	8 (42.1)
	12 (32.4)
	0.770
	0.910

	Oral hypoglycemic agents (%)
	4 (13.3)
	1 (5.3)
	4 (10.8)
	0.821
	0.769

	TC (mmol/L)
	3.29 (3.15, 3.70)
	3.69 (3.35, 4.91)
	3.60 (3.22, 4.30)
	0.044
	0.101

	TG (mmol/L)
	1.35 (1.14, 1.88)
	1.22 (0.91, 1.43)
	1.25 (0.74, 1.55)
	0.164
	0.071

	HDL (mmol/L)
	1.17  0.34
	1.12  0.34
	1.17  0.38
	0.874
	0.944

	LDL (mmol/L)
	2.15 (1.62, 2.35)
	2.31 (2.11, 2.98)
	2.14 (1.84, 2.57)
	0.154
	0.270

	VLDL (mmol/L)
	0.65 (0.45, 0.85)
	0.53 (0.38, 0.80)
	0.60 (0.46, 0.78)
	0.401
	0.978

	Estimated GFR (mL/min per 1.73 m2)
	86.2  5.9
	87.5  5.3
	85.8  6.1
	0.567
	0.710

	Hemoglobin A1c (%)
	5.8 (5.6, 6.2)
	5.8 (5.6, 6.1)
	5.8 (5.6, 6.0)
	0.876
	0.382

	NT-proBNP (ng/L)
	63 (38, 85)
	68 (39, 84)
	68 (47, 90)
	0.744
	0.365


Data are presented as the mean  SD, median (first quartile, third quartile) or number (percentage).
ACEI, Angiotensin-Converting Enzyme Inhibitor; ARB, Angiotensin Receptor Blocker; CCB, Calcium Channel Blocker; TC, Total Cholesterol; TG, Triglyceride; HDL, High-Density Lipoprotein; LDL, Low-Density Lipoprotein; VLDL, Very Low-Density Lipoprotein; GFR, Glomerular Filtration Rate; NT-proBNP, N-Terminal prohormone Brain Natriuretic Peptide; MFR, Myocardial Flow Reserve

image1.tif
Inclusion Criteria:
(verified at the time of prospective enroliment)

« Patients with angina-like chest pain referred to cardiac centre
for assessment

* Invasive or computed tomographic coronary angiography with
no significant stenaotic lesions (<50%) of epicardial vessels
performed within 1 year of inclusion

« Age 18-75

Exclusion Criteria:
(verified via medical records and baseline study assessments)

* No episodes of chest pain within 3 months before inclusion

« Other cause of chest discomfort deemed highly likely

« Left ventricular ejection fraction below 50%

« Severe obstructive valvular disease, congenital heart disease,
hypertrophic or restrictive cardiomyopathy

« Typical symptoms of ischemia or ischemic lesions on LGE
Images

* Previous verified MI or revascularization (PCl or CABG)

« Elevated cardiac biomarkers (troponin or CKMB)

« ECG with ST-segment elevation

 Prior history of atrial fibrillation

« Contraindications to CMR (metallic implants, severe
claustrophobia, pacemakers/defibrillators, GFR <45
ml/min/1.73 m?, acute kidney injury, or cardiac arrhythmias that
would interfere with ECG gating)

« Contraindications to regadenoson (severe asthma/chronic
obstructive pulmonary disease, bradyarrhythmias, or systolic
blood pressure <90 mm HgQ)

* Inability to provide informed consent





