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Abstract

Epidemiological studies suggest retinal microvascular abnormalities predict cardiac events.

This study examined microvascular features associated with coronary artery abnormalities.

This was a single-centre, cross-sectional, observational study of 144 consecutive subjects

undergoing coronary angiography for clinical indications. Their angiograms were deidenti-

fied and graded for disease (Leaman score, LAD stenosis� 70%, number of vessels ste-

nosed� 70%), and Thrombolysis in Myocardial Infarction (TIMI) blush score. Subjects also

underwent retinal photography (KOWA non-mydriatic camera, Japan), and their deidentified

retinal images were graded for hypertensive microvascular retinopathy (Wong and Mitchell

classification), vessel calibre using a computer-assisted method (IVAN, U Wisconsin), and

diabetic retinopathy (modified Airlie House scheme) independently by a trained grader and

an ophthalmologist. Retinal abnormalities were compared between subjects with high and

low angiography scores using one way ANOVA, Chi squared and logistic regression analy-

sis (StataCorp, Texas). Subjects had a mean age of 61 years (range 32–88), and included

101 males (70%). Seventeen (12%) had Leaman scores > 10.5, 46 (32%) had LAD steno-

sis, 13 (9%) had� 3 arteries stenosed, and 20 (14%) had TIMI blush scores < 1. Twenty-six

subjects (18%) had a retinal hemorrhage, and 115 (74%) a mild or moderate hypertensive

retinopathy. Fifty-five (38%) had diabetes, and 24 (17%) a background (n = 20) or prolifer-

ative (n = 4) diabetic retinopathy. A retinal hemorrhage (p = 0.046), moderate microvascular

retinopathy (p = 0.08) and proliferative diabetic retinopathy (p = 0.04) were all associated

with a higher Leaman score. Venular calibre was increased with triple vessel disease (205.7

± 21.6 μm, and 193.7 ± 22.3 μm in normals, p = 0.03). Diabetic retinopathy correlated with

an increased TIMI blush score (p = 0.01). Retinal microvascular imaging warrants further

evaluation in identifying the presence, extent and nature of coronary artery disease.
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Introduction

Coronary artery disease is a major cause of death worldwide [1], and, in general, coronary

angiography indicates the extent and immediacy of the risk. However angiography also has

limitations in that it does not detect the 20% of individuals with normal angiograms [2, 3].

who have subendocardial ischemia [4] due to microvascular disease [5–8].

The retinal microvasculature reflects pathology in the systemic small vessels including the

coronary microcirculation. In general, risk factors for vascular disease are common to both the

coronary arteries and the coronary microcirculation, which means that the retinal microvascu-

lature may also indicate the likelihood of pathology in the coronary arteries.

Previous studies have confirmed that retinopathy features correlate with cardiac risk.

Microvascular retinopathy is associated with increased coronary heart disease [9–12], and

hemorrhages, exudates and cottonwool spots with an increased cardiac mortality [10, 13].

Changes in small vessel calibre predict cardiac events in epidemiological studies [14]. Retinal

arteriole narrowing correlates with coronary disease in women, and stroke in men and women

[15]. Retinal venular dilatation is also associated with increased cardiac risk [15]. Features of

diabetic retinopathy are also associated with increased cardiac mortality [16].

Retinal imaging and microvascular grading is a potential tool to assess both coronary artery

and microvascular disease [17]. Retinal imaging and grading is fast, accurate, non-invasive,

inexpensive, widely-available and acceptable to patients [18].

This study assessed hypertensive and diabetic microvascular retinopathy features including

vessel calibre in subjects with coronary artery and small vessel disease demonstrated on coro-

nary angiography.

Methods

Study design

This was a single centre, cross-sectional observational study of subjects recruited consecutively

from a Melbourne metropolitan teaching hospital (Northern Health) over a 6 month period.

Recruitment, data capture, coronary angiography and retinal photography were coordi-

nated in a single episode. In general, subjects were studied two hours after angiography, and

assisted to complete a structured questionnaire of vascular risk factors. Deidentified angio-

grams were assessed for Leaman score, diseased vessel score, LAD stenosis�70%, and TIMI

blush score by a cardiologist and a trained observer.

Subjects also underwent retinal photography, and deidentified images were examined for

microvascular and diabetic retinopathy, and for vessel calibre.

The primary outcome was an association of hypertensive or diabetic microvascular retinop-

athy or vessel calibre with a higher Leaman (incorporating� 70% LAD stenosis, diseased ves-

sel score) or TIMI blush score. Secondary outcomes were the association of individual

retinopathy features with a higher Leaman score or TIMI blush score. There were no changes

to the study design after its commencement and no interim analyses.

This project was approved by the Human Research Ethics Committee of Northern Health

according to the Declaration of Helsinki, and all participants provided, written, informed

consent.

Subjects

Consecutive subjects undergoing non-emergency coronary angiography on the study days

over a 6month period were invited to participate. Subjects with ungradeable retinal images

were excluded.

Retinal microvascular features and coronary angiography
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Measurements

Clinical features. Study subjects were assisted to complete a structured questionnaire for

demographics (age, gender, race), vascular risk factors (hypertension, diabetes, smoking history,

dyslipidemia), and laboratory test results (haemoglobin, eGFR) were obtained from the elec-

tronic medical records. Hypertension diagnosis was based on a previous physician-made diagno-

sis (BP� 140/90 mm Hg). Past and current smokers were considered to have a smoking history,

and pack years noted. Body mass index was calculated from weight in Kg/ (height in m)2.

Coronary angiography. Subjects underwent left heart catheterisation and coronary angi-

ography using a size 5 or 6 French catheter by a cardiologist according to a standard protocol.

Coronary angiograms were stored using Xcelera Cath software (Philips, Nevada) and data

extracted in standard DICOM viewing format. Angiograms were deidentified, and a reported

by one cardiologist who had undertaken the procedure. The Leaman score for each angiogram

was then graded by a cardiologist (PB). The diseased vessel score, and LAD stenosis� 70%

were noted from the original reports by the researcher (LC) and confirmed by a physician (JS).

The Leaman score assessed the severity of coronary artery disease [19]. LAD stenosis� 70%

was noted. The diseased vessel score [20] indicated the number of major coronary arteries

with a severe stenosis (� 70%) (scores 0, 1, 2 or 3). Lesions in 7 coronary arteries were

recorded: left main coronary, left anterior descending, left circumflex, right coronary, left diag-

onal, obtuse marginal, or a graft artery. Scores were assigned to each lesion based on location

and severity, with greater weight given to more proximal and more severe stenoses. The sum

of the scores was calculated to obtain the total coronary score, with higher scores indicating

more severe disease [19, 21].

Each deidentified angiogram was also assessed for a TIMI blush score or the intensity of the

radioopacity of myocardial tissue and the rapidity with which it cleared by one cardiologist

(PB)[6, 22]. Each lesion was assigned a score of 0 to 3, with lower scores indicating worse

perfusion.

Retinal imaging and grading. All subjects underwent digital retinal imaging of both

optic fundi, using a non-mydriatic retinal camera (KOWA 7, KOWA Japan). Standard 30o

images centred on the macula or optic disc were taken. Deidentified images were examined

for hemorrhage (on red-free images) and graded for microvascular retinopathy (Wong and

Mitchell classification, [9]) and diabetic retinopathy (modified Airlie House grading scheme

[23]) independently by a trained grader (LC) and by an ophthalmologist (DC). Any differences

in grade were discussed until a consensus was reached, and where there was a no consensus,

the opinion of the ophthalmologist was adopted. An overall grade was assigned to each subject

based on the eye with the more severe retinopathy. The following definitions were used in

grading. ‘Generalised arteriolar narrowing’ was defined as an arteriovenous ratio less than

two-thirds; ‘focal arteriolar narrowing’ when an arteriole�50 μm (one third the diameter of a

major vein at the optic disc margin) had a constricted area of two-thirds or less of the width of

proximal and distal vessel segments; and ‘arteriovenous nicking’ was defined as an arteriove-

nous crossing where the venous blood column was tapered on both sides of an arteriole.

Retinal vessel calibres were measured by a trained grader at the Centre for Eye Research

Australia using a standardised protocol [24, 25]. Briefly, all vessels passing through a region 0.5

to 1 disc diameter from the optic disc were measured using a computer imaging programme

(University of Wisconsin, WI), and summary measures based on the 6 largest vessels com-

bined into the Central Retinal Artery Equivalent (CRAE) and Central Retinal Vein Equivalent

(CRVE) using Knudtson’s modification of the Parr-Hubbard formula [25, 26]. This method is

highly reproducible with intraclass correlation coefficients of 0.99 for arterioles and 0.94 for

venules.

Retinal microvascular features and coronary angiography
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Arteriole and venular calibre pre-and post-angiography. Because of concerns that reti-

nal small vessel calibre might change with medications administered during angiography, a

further cohort of subjects were studied with retinal imaging performed both before and after

angiography.

Statistical analysis

The relationships between retinal hemorrhage, microvascular and diabetic retinopathy and:

Leaman score, (incorporating LAD stenosis, diseased vessel score) and TIMI blush score were

assessed using one way analysis of variance (ANOVA). Multivariate analysis was performed

using logistic regression for dichotomous outcomes, multiple regression for continuous out-

comes and ordered logistic regression for grouped outcomes. Odds ratios and p values were

obtained for each variable.

Retinal arteriole and venular calibre measurements were categorised by quartiles, and dif-

ferences between subjects with calibre in the lowest and highest quartiles compared using the

Chi-squared test or ANOVA.

All statistical analyses were performed using STATA version 10 software (StatCorp, College

Station, Texas). A p value of< 0.5 was significant and a value < 0.10 was considered a trend.

Results

Baseline characteristics of study subjects

One hundred and forty-five subjects were recruited. One was excluded because his retinal

images were ungradeable for retinopathy, resulting in a total of 144.

Subjects had a median age of 61 years (range 32–88), and included 101 males (80%), 101

individuals with hypertension (80%), 55 (38%) with diabetes, 130 (90%) with dyslipidemia or

undergoing statin treatment, 109 (76%) current or former smokers (mean of 24 ± 30pack

years), with an overall mean BMI of 30 ± 5.4 kg/m2, mean Hb of 138 ± 16.7 g/l and mean

eGFR of 74 ± 17 ml/min/1.73 m2 (range 24–90) (Table 1).

All subjects were currently treated with aspirin, and sometimes clopidigrel. Twenty (14%)

had retinal images before angiography and 124 (86%) within the subsequent four hours.

Retinal abnormalities

Twenty-six subjects (18%) had a retinal hemorrhage, 22 (15%) had exudates, and two (2%)

had cholesterol emboli.

Microvascular retinopathy. One hundred and five individuals (73%) had a microvascular

retinopathy, with mild changes in 67 (73%), and moderate in 38 (27%). Thirty-nine (27%) had

no retinopathy and none had severe changes. Their mean arteriole calibre (CRAE) was

133.4 ± 11.8 μm and mean venular calibre (CRVE) was 197.4 ± 18.6 μm.

Diabetic retinopathy. Fifty-five individuals had diabetes, 24 (17%) of whom had a dia-

betic retinopathy, with background changes in 20 (14%) and moderate-proliferative changes

in 4 (3%).

Coronary artery assessment

Leaman score. One hundred and one subjects (70%) had an increased Leaman score: 54

(38%) had a score of> 0 to 6.5, 30 (21%) > 6.5 to 10.5 and 17 (12%) > 10.5 (Table 1). Their

mean score was 5.0 ± 5.7, and median was 3.0, range 0–30. Forty-three subjects (30%) had a

score of 0.

Retinal microvascular features and coronary angiography
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The Leaman score was higher in individuals who were male (0.04), or had hypertension

(p = 0.02), diabetes (p = 0.001), dyslipidemia (p<0.01), or an eGFR < 90ml/min/1.73 m2

(p = 0.02). There was an association with increasing age (p = 0.07).

Retinal hemorrhage was more common in subjects with a higher Leaman score (p = 0.01).

Fifty-three % of individuals with a score > 10.5 and 22% of those with a score of 0 had a mod-

erate microvascular retinopathy (p = 0.08). Twenty-nine % of those with a Leaman

score> 10.5 but only 7% with a score of 0 had a diabetic retinopathy (p = 0.12). Four individu-

als had a moderate diabetic retinopathy, three of whom had a Leaman score of> 6.5 to 10.5

and one with a score of 0 (p = 0.04).

There was no difference in retinal arteriolar calibre between subjects with a high or 0 Lea-

man score (134.2 ± 12.5 μm and 133.6 ±15.1 μm, p = 0.45). There was also no difference in

venular calibre (199.7 ± 17.8 μm and 194.1 ± μm, p = 0.31).

Forty-six subjects (32%) had an LAD stenosis� 70%. Retinal hemorrhage, microvascular

and diabetic retinopathy did not correlate with a significant stenosis (p = 0.25, 0.84, p = 0.12

respectively). There were only four subjects with a proliferative diabetic retinopathy, three of

whom had severe artery stenoses (p = 0.09). There was no difference in retinal arteriole or

venular calibre in individuals with or without a severe LAD stenosis (p = 0.88, p = 0.59

respectively).

When angiograms were assessed for diseased vessel score, 13 subjects (9%) had 3 or more

diseased coronary vessels, 26 (18%) had two, 63 (43%) had one and 42 (29%) had none. Retinal

hemorrhage was more common in individuals with 3 or more diseased vessels (p = 0.046).

Otherwise microvascular retinopathy and diabetic retinopathy were not associated with the

Table 1. Clinical features, retinal abnormalities and Leaman scores.

Characteristics Leaman score >10.5 Leaman score >6.5 to

10.5

Leaman score >0 to 6.5 Leaman score 0 P Value

n = 17 n = 30 n = 54 n = 43

Mean (SD) % Mean (SD) % Mean (SD) % Mean (SD) %

Age, years 63 (14) 60 (10) 64 (10) 59 (11) 0.07

Male 88 79 72 56 0.04

Dyslipidaemia 100 97 94 78 <0.01

Hypertension 71 83 77 53 0.02

Diabetes 29 59 47 18 <0.01

BMI, kg/m2 28 (3) 30 (5) 30 (6) 31 (6) 0.40

Smoking 82 86 74 69 0.33

Smoking pack years 32 (40) 27 (35) 24 (31) 19 (21) 0.43

Hb, g/L 135 (22) 137 (16) 137 (16) 142 (16) 0.40

eGFR, mL/minute/1.73m2 65 (25) 74 (18) 72 (17) 79 (11) 0.02

Retinal abnormalities

Hemorrhage 47 17 13 14 0.01

Exudates 12 14 17 16 0.95

Any microvascular retinopathy 88 62 77 71 0.23

Moderate /severe microvascular retinopathy 53 24 23 22 0.08

Any diabetic retinopathy 29 21 19 7 0.12

Moderate/proliferative diabetic retinopathy 0 10 0 2 0.04

Arteriolar calibre (μm) 134.2 (12.5) 134.8 (13.0) 131.7 (10.6) 133.6 (15.1) 0.45

Venular calibre (μm) 199.7 (17.8) 197.5 (20.1) 199.3 (18.7) 194.1 (22.2) 0.31

P value represents the difference in characteristic by analysis of variance or the chi-square test.

https://doi.org/10.1371/journal.pone.0192350.t001
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number of diseased coronary vessels (p = 0.34, 0 = 0.15 respectively). Arteriolar calibre was

not different with an increased number of diseased coronary vessels. However retinal venular

calibre was larger in subjects with more diseased arteries (205.7 ± 21.6 μm in those with 3 or

more compared with 193.2 ± 21.1 μm in those with none, p = 0.03).

When multivariate analysis using ordered logistic regression was performed to determine if

the grade of microvascular retinopathy was associated with Leaman score (> 0 to 6.5,> 6.5 to

10.5,> 10.5), the model demonstrated that microvascular retinopathy grade predicted the Lea-

man score (OR 1.55, 95% CI 0.97 to 2.47, p = 0.067) after controlling for traditional cardiac

risk factors including age, gender, diabetes, dyslipidemia, hypertension and renal impairment

(Table 2). A similar model demonstrated that diabetic retinopathy was associated with the

Leaman score (OR 1.81, 95% CI 1.05 to 3.10, p = 0.03) after adjusting for the same factors

(Table 2).

When ROC curves were plotted, and sensitivity and specificity calculated for individual var-

iables, to determine their utility in predicting a Leaman score > 6.5, all variables had area

under the curves (AUC) close to 0.5, demonstrating little discriminative ability. When ROC

curves were calculated for different multivariate models to determine their utility in predicting

a Leaman score> 6.5, the AUC for one model (with traditional risk factors, age, gender, diabe-

tes, dyslipidemia, eGFR and hypertension) was 0.72 demonstrating fair to good discriminative

ability. When microvascular retinopathy or diabetic retinopathy were added to the model,

there was a 1.0% or 1.3% increase in AUC respectively. Thus including retinopathy in the risk

assessment produced no benefit.

TIMI blush score. The score was averaged for one to 4 stenoses in the 7 coronary arteries

examined. Sixty-three subjects (44%) had a normal TIMI blush score and 81 (56%) had an

abnormal score (Table 3). The mean TIMI blush score was 1.7 ± 1.0, with a median of 2.0,

range 0–3). An abnormal score was more common in males (p = 0.048), and individuals with

dyslipidemia (p<0.046), and there were trends with hypertension (p = 0.07), and diabetes

(p = 0.07).

Retinal hemorrhage and microvascular retinopathy were not increased in subjects with a

higher TIMI score (Table 3). However a diabetic retinopathy was present in 20% of individuals

with a TIMI blush score of<1 and only 6% of those with a TIMI blush score of 3 (normal)

(p = 0.01). The association with a diabetic retinopathy was strong with an OR of 4.92 (CI 1.58

to 15.25, p = 0.003).

When multivariate analysis using ordered logistic regression was performed to determine if

the grade of microvascular retinopathy were associated with an abnormal TIMI blush score,

there was no association (OR 1.68, CI 0.79 to 3.55, p = 0.18) when other traditional risk factors

were taken into account (Table 4). A multivariate model using logistic regression was used to

determine whether the grade of diabetic retinopathy was associated with an abnormal TIMI

Table 2. Multivariate model for Leaman score prediction including clinical features and retinal abnormalities.

Microvascular retinopathy Diabetic retinopathy

Odds ratio 95% confidence level P value Odds ratio 95% confidence level P value

Age (years) 1.00 0.97 to 1.03 0.98 1.00 0.97 to 1.04 0.94

Gender 3.88 1.85 to 8.15 <0.01 4.55 2.12 to 9.79 <0.01

Hypertension 1.84 0.88 to 3.82 0.10 1.97 0.95 to 4.11 0.069

Diabetes 1.33 0.69 to 2.59 4.00 1.26 0.64 to 2.46 0.51

Dyslipidemia 5.77 1.58 to 21.05 0.01 6.13 1.68 to 22.34 0.01

eGFR (ml/min/1.73 m2) 0.98 0.95 to 1.00 0.02 0.98 0.96 to 1.00 0.046

Any abnormal microvascular (1st) or diabetic (2nd columns) retinopathy 1.55 0.97 to 2.47 0.067 1.81 1.05 to 3.10 0.03

https://doi.org/10.1371/journal.pone.0192350.t002
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blush score. This demonstrated that diabetic retinopathy grades correlated with an abnor-

mal blush score (OR 9.92, 95%CI 1.03 to 95.86, p = 0.047) when other risk factors were

taken into account. This relationship was even stronger when any diabetic retinopathy was

considered rather than severity. This demonstrated that a diabetic retinopathy predicted an

abnormal blush score even more than other criteria (OR 11.99, 95%CI 1.26 to 113.96,

p = 0.03).

ROC curve analysis demonstrated that both microvascular retinopathy and diabetic reti-

nopathy produced an AUC close to 0.65 demonstrating close to fair discriminative ability to

predict an abnormal TIMI blush score (Table 5). Both forms of retinopathy were better pre-

dictors than most other traditional risk factors when used alone. When four different models

with traditional risk factors, and then with microvascular retinopathy or diabetic retinopathy

Table 3. Clinical features, retinal abnormalities and TIMI blush scores.

Characteristic Subjects with TIMI

Blush score <1

(severe)

Subjects with TIMI

Blush score 1 to <2

Subjects with TIMI

Blush score 2 to <3

Subjects with TIMI

Blush score of 3

P Value

n = 20 n = 18 n = 43 n = 63

Mean (SD) % Mean (SD) % Mean (SD) % Mean (SD) %

Age, years 62 (8) 61 (13) 63 (11) 60 (11) 0.61

Male 85 83 74 59 0.048

Dyslipidaemia 95 100 95 83 0.046

Hypertension 75 77 81 59 0.07

Smoking 85 89 74 70 0.28

Smoking pack years 31 (34) 19 (11) 30 (41) 20 (24) 0.26

Hb, g/L 136 (15) 134 (17) 137 (18) 141 (16) 0.27

Diabetes 55 39 47 27 0.07

BMI, kg/m2 31 (5) 31 (5) 30 (5) 30 (6) 0.70

eGFR, mL/minute/1.73m2 73 (21) 69 (20) 71 (19) 77 (13) 0.14

Retinal abnormalities

Hemorrhage 25 22 19 15 0.71

Exudates 10 11 21 15 0.63

Any abnormal microvascular retinopathy 70 78 79 70 0.73

Moderate or severe microvascular retinopathy 15 28 19 24 0.74

Any abnormal diabetic retinopathy 20 17 31 6 0.01

Moderate to proliferative diabetic retinopathy 0 6 5 2 0.57

Arteriole calibre (μm) 136.1 (19.4) 133.8 (12.9) 131.1 (13.0) 133.7 (14.1) 0.33

Venular calibre (μm) 200.0 (18.2) 198.3 (17.2) 194.2 (18.5) 198.2 (22.1) 0.51

https://doi.org/10.1371/journal.pone.0192350.t003

Table 4. Multivariate model for Leaman score prediction including clinical features and retinal abnormalities.

Hypertensive retinopathy Diabetic retinopathy

Odds ratio 95% confidence level P value Odds ratio 95% confidence level P value

Age (years) 0.95 0.90 to 1.01 0.09 0.94 0.89 to 1.00 0.06

Gender 2.76 0.78 to 9.77 0.12 3.44 0.93 to 12.80 0.07

Hypertension 2.37 0.71 to 7.83 0.16 3.43 0.98 to 12.01 0.05

Diabetes 0.94 0.32 to 2.71 0.91 0.80 0.27 to 2.36 0.68

Dyslipidemia 0.63 0.05 to 7.67 0.71 0.52 0.04 to 6.61 0.62

eGFR (ml/min/1.73 m2) 0.98 0.94 to 1.01 0.24 0.99 0.95 to 1.02 0.46

Any abnormal microvascular (1st) or diabetic (2nd columns) retinopathy 1.68 0.79 to 3.55 0.18 11.99 1.26 to 113.96 0.03

https://doi.org/10.1371/journal.pone.0192350.t004
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were considered, the traditional risk factors (age, gender, diabetes, dyslipidemia, eGFR, hyper-

tension) produced an AUC of 0.72. This was not improved when microvascular retinopathy

was added (AUC = 0.72), but was improved with the addition of diabetic retinopathy

(AUC = 0.76).

There was no difference in retinal arteriole or venular calibre in individuals with an abnor-

mal or normal TIMI blush score (p = 0.33, p = 0.51 respectively).

Retinal arteriole and venular calibre. Retinal arteriole calibre was smaller in older indi-

viduals (p = 0.0001), and those with hypertension (p = 0.01) or dyslipidemia (p = 0.047). They

were also smaller in individuals with microvascular retinopathy but did not correlate with Lea-

man score, any component of the Leaman score, nor with an abnormal TIMI blush score

(although this was close with a p = 0.12).

Likewise, retinal venular calibre was less in older individuals (0.001), and those with a lower

eGFR (p = 0.04). Venular calibre did not correlate with the presence of microvascular or dia-

betic retinopathy, nor with worse Leaman or TIMI blush score.

Arteriole and venular calibre pre-and post-angiography. A cohort of 21 subjects were

studied with retinal imaging both before and after angiography. Eighteen (86%) had a radial

artery approach, 18 (86%) were administered intravenous verapamil, 19 (90%) had GTN, 19

(90%) had heparin, and their mean contrast load was 92.7 ±19.3 ml. Their average time to reti-

nal imaging post- angiogram was 2.5 ± 0.7 hours. Retinal images were again deidentified, and

calibre measurements performed at the retinal grading centre. These demonstrated that there

was no difference in arteriolar calibre pre- and post-angiography, and a reduction in venular cal-

ibre (p = 0.02) (Fig 1). No new hemorrhages were observed in the post-angiography images.

Discussion

Population-based studies have found that venular dilatation is associated with increased car-

diac events but a relationship of retinal microvascular abnormalities with coronary artery dis-

ease has been more difficult to demonstrate [21, 27]. However the present study suggests that

microvascular abnormalities are associated with coronary artery disease: that retinal hemor-

rhage, and hence moderate microvascular retinopathy, correlates with a higher Leaman score

and triple vessel disease; that retinal venular dilatation is associated with triple vessel disease;

and that diabetic retinopathy is more common with worse Leaman and TIMI blush scores,

and with LAD stenosis.

Most subjects undergoing angiography in this study had a microvascular retinopathy. This

may have reflected their comorbid vascular risk factors such as age, gender, BP, diabetes, and

smoking history [28]. Nearly half the subjects with diabetes had a background diabetic retinop-

athy but proliferative changes were less common.

Retinal hemorrhage occurred in just under one fifth of subjects. It occurs in both microvas-

cular and diabetic retinopathy, and is not increased with aspirin or anticoagulant use [29]. No

Table 5. Sensitivity, specificity and likelihood ratios of individual variables for predicting an abnormal TIMI blush score.

Area under ROC curve Sensitivity Specificity Likelihood ratio + Likelihood ration -

Gender 0.56 79% 33% 1.19 0.63

Hypertension 0.56 79% 33% 1.19 0.63

Diabetes 0.52 47% 57% 1.09 0.93

Dyslipidemia 0.51 96% 5% 1.01 0.78

Microvascular retinopathy 0.62 77% 48% 1.46 0.49

Diabetic retinopathy 0.60 25% 95% 5.25 0.79

https://doi.org/10.1371/journal.pone.0192350.t005
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new hemorrhages were observed after angiography. Retinal hemorrhage was more common in

subjects with more extensive and more severe coronary artery disease on Leaman score, possi-

bly because of the shared associations with hypertension, diabetes and renal impairment. Reti-

nal hemorrhage correlated with the number of diseased coronary vessels, but not with LAD

stenosis in the Leaman score. The presence of microvascular retinopathy itself did not corre-

late with diseased vessel score nor worse LAD stenosis.

Arteriole calibre was not associated with any measure of coronary artery disease. However

venular calibre was increased with triple vessel disease. This is consistent with the association

of increased venular calibre with cardiac risk in epidemiological studies [14]. The vascular risk

factors, diabetes, obesity, inflammation, dyslipidemia and smoking all contribute to venular

dilatation [30], and may partly explain this association.

Moderate–proliferative diabetic retinopathy correlated with a higher Leaman score, inde-

pendent of the traditional vascular risk factors. Diabetic retinopathy was also associated with

an increased diseased vessel score, and with LAD stenosis� 70% in both cases after adjusting

for other vascular risk factors.

The TIMI blush score in part reflects small vessel disease, which is principally due to hyper-

tension and diabetes. However microvascular retinopathy, as assessed here, was not associated

with the TIMI blush score alone, but only after adjusting for vascular risk factors. Subjects

with an abnormal TIMI blush score were more likely to be female, older, and have hyperten-

sion, diabetes, a smoking history, renal failure and anemia. Scoring of the TIMI blush score

was a limitation of this study because a relatively subjective method was used, rather than the

semiautomated methods now available.

Two previous studies compared retinal small vessel abnormalities and coronary artery dis-

ease [21, 27]. One examined 70 non-diabetic normotensive subjects and found that an abnor-

mal ‘light reflex’, which usually reflects thickened atherosclerotic arterioles, was the most

sensitive indicator of both the presence and severity of coronary artery disease. Narrowed and

tortuous retinal vessels were less sensitive but more specific [27].

The results of the second report contrasted with ours. It concluded that retinal small vessel

calibre was not associated with the Leaman score nor the number of diseased coronary vessels

Fig 1. Calibre of arterioles and venules before and after coronary angiography in 21 subjects. A. Retinal arteriole calibre pre- and post-angiography; and B. Retinal

venular calibre before and after coronary angiography. Means and SD are shown, � p = 0.02.

https://doi.org/10.1371/journal.pone.0192350.g001
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[21]. It did not examine the TIMI blush score nor other hypertensive microvascular features

such as hemorrhage. This study comprised 98 subjects who resembled ours in age (median 64

years, 61 in ours), and prevalence of clinically- significant disease (62%, 70% in ours) but

included fewer subjects with diabetes (27%, 38% in ours), and did not stipulate the numbers of

women or smokers. These last factors are important because women, smokers, and subjects

with diabetes, all have wider venular calibre [31–33], and excluding these groups meant a likely

smaller mean venular calibre. This may explain why their study did not confirm the epidemio-

logical observation that larger venules were associated with cardiac disease. The only methodo-

logical difference from our study was that retinal imaging was performed before angiography.

This is unlikely to be important because we have demonstrated in supplementary experiments

that arteriolar calibre was not different pre- and post-angiography despite the use of multiple

vasoactive agents. This lack of effect may be explained by the short half-life of the medications

[34–36].

A further study examined microvascular calibre in heart failure, not necessarily due to

ischemic cardiac disease [37], and demonstrated increased arteriolar calibre. This result was

more consistent with our findings since arteriolar and venular calibre are interdependent, and

as one increases the other generally does too.

The strengths of our study were the large number of subjects, the high recruitment rate, the

grading of coronary abnormalities by cardiologists, the methods of assessing microvascular

and diabetic retinopathy, and the reproducibility of the calibre grading. The weaknesses were

the single centre nature of the study, and the subjective nature of grading used for Leaman and

TIMI blush scores.

Data on the association of retinal microvascular and diabetic abnormalities with coronary

artery disease have been scarce. This study has demonstrated the utility of retinal hypertensive

and diabetic microvascular examination in assessing coronary artery disease. Retinal imaging

is an inexpensive non-invasive test that warrants further evaluation in identifying the presence,

extent and nature of coronary artery disease.

Acknowledgments

The authors state that they have no conflicts of interest. LC was a medical student who under-

took this as a research project towards her medical degree. There was no external funding for

this study.

The corresponding author had full access to all the data in the study and final responsibility

for the decision to submit for publication.

Author Contributions

Conceptualization: Judy Savige.

Data curation: Lisa Cheng, Judy Savige.

Formal analysis: Lisa Cheng, Anastasia Hutchinson, Judy Savige.

Investigation: Lisa Cheng, Peter Barlis, Joel Gibson, Deb Colville.

Methodology: Peter Barlis.

Project administration: William VanGaal, Judy Savige.

Resources: Peter Barlis, Geoff Gleeson, Ecosse Lamoureux, William VanGaal, Judy Savige.

Supervision: Deb Colville, Judy Savige.

Visualization: Joel Gibson.

Retinal microvascular features and coronary angiography

PLOS ONE | https://doi.org/10.1371/journal.pone.0192350 May 8, 2018 10 / 12

https://doi.org/10.1371/journal.pone.0192350


Writing – original draft: Judy Savige.

Writing – review & editing: Judy Savige.

References
1. Yusuf S, Reddy S, Ounpuu S, Anand S. Global burden of cardiovascular diseases: part I: general con-

siderations, the epidemiologic transition, risk factors, and impact of urbanization. Circulation. 2001; 104

(22):2746–53. PMID: 11723030

2. Cannon RO 3rd. Microvascular angina and the continuing dilemma of chest pain with normal coronary

angiograms. J Am Coll Cardiol. 2009; 54(10):877–85. https://doi.org/10.1016/j.jacc.2009.03.080 PMID:

19712795

3. Kemp HG, Kronmal RA, Vlietstra RE, Frye RL. Seven year survival of patients with normal or near nor-

mal coronary arteriograms: a CASS registry study. J Am Coll Cardiol. 1986; 7(3):479–83. PMID:

3512658

4. Pilz G, Klos M, Ali E, Hoefling B, Scheck R, Bernhardt P. Angiographic correlations of patients with

small vessel disease diagnosed by adenosine-stress cardiac magnetic resonance imaging. J Cardio-

vasc Magn Reson. 2008; 10:8. https://doi.org/10.1186/1532-429X-10-8 PMID: 18275591

5. Wang L, Wong TY, Sharrett AR, Klein R, Folsom AR, Jerosch-Herold M. Relationship between retinal

arteriolar narrowing and myocardial perfusion: multi-ethnic study of atherosclerosis. Hypertension.

2008; 51(1):119–26. https://doi.org/10.1161/HYPERTENSIONAHA.107.098343 PMID: 17998474

6. Camici PG, Crea F. Coronary microvascular dysfunction. N Engl J Med. 2007; 356(8):830–40. https://

doi.org/10.1056/NEJMra061889 PMID: 17314342

7. Feihl F, Liaudet L, Waeber B. The macrocirculation and microcirculation of hypertension. Curr Hyper-

tens Rep. 2009; 11(3):182–9. PMID: 19442327

8. Maseri A, Crea F, Kaski JC, Crake T. Mechanisms of angina pectoris in syndrome X. J Am Coll Cardiol.

1991; 17(2):499–506. PMID: 1991909

9. Wong TY, Mitchell P. Hypertensive retinopathy. N Engl J Med. 2004; 351(22):2310–7. https://doi.org/

10.1056/NEJMra032865 PMID: 15564546

10. Wong TY, Klein R, Nieto FJ, Klein BE, Sharrett AR, Meuer SM, et al. Retinal microvascular abnormali-

ties and 10-year cardiovascular mortality: a population-based case-control study. Ophthalmology.

2003; 110(5):933–40. https://doi.org/10.1016/S0161-6420(03)00084-8 PMID: 12750093

11. Duncan BB, Wong TY, Tyroler HA, Davis CE, Fuchs FD. Hypertensive retinopathy and incident coro-

nary heart disease in high risk men. Br J Ophthalmol. 2002; 86(9):1002–6. PMID: 12185127

12. Wong TY, Klein R, Klein BE, Tielsch JM, Hubbard L, Nieto FJ. Retinal microvascular abnormalities and

their relationship with hypertension, cardiovascular disease, and mortality. Surv Ophthalmol. 2001; 46

(1):59–80. PMID: 11525792

13. Liew G, Wong TY, Mitchell P, Cheung N, Wang JJ. Retinopathy predicts coronary heart disease mortal-

ity. Heart. 2009; 95(5):391–4. https://doi.org/10.1136/hrt.2008.146670 PMID: 18697802

14. Wong TY, Kamineni A, Klein R, Sharrett AR, Klein BE, Siscovick DS, et al. Quantitative retinal venular

caliber and risk of cardiovascular disease in older persons: the cardiovascular health study. Arch Intern

Med. 2006; 166(21):2388–94. https://doi.org/10.1001/archinte.166.21.2388 PMID: 17130394

15. Wong TY, Klein R, Sharrett AR, Duncan BB, Couper DJ, Tielsch JM, et al. Retinal arteriolar narrowing

and risk of coronary heart disease in men and women. The Atherosclerosis Risk in Communities Study.

JAMA. 2002; 287(9):1153–9. PMID: 11879113

16. Cheung N, Wong TY. Diabetic retinopathy and systemic vascular complications. Prog Retin Eye Res.

2008; 27(2):161–76. https://doi.org/10.1016/j.preteyeres.2007.12.001 PMID: 18249026

17. Patton N, Aslam T, Macgillivray T, Pattie A, Deary IJ, Dhillon B. Retinal vascular image analysis as a

potential screening tool for cerebrovascular disease: a rationale based on homology between cerebral

and retinal microvasculatures. J Anat. 2005; 206(4):319–48. https://doi.org/10.1111/j.1469-7580.2005.

00395.x PMID: 15817102

18. Wang JJ, Liew G, Klein R, Rochtchina E, Knudtson MD, Klein BE, et al. Retinal vessel diameter and car-

diovascular mortality: pooled data analysis from two older populations. Eur Heart J. 2007; 28(16):1984–

92. https://doi.org/10.1093/eurheartj/ehm221 PMID: 17626032

19. Leaman DM, Brower RW, Meester GT, Serruys P, van den Brand M. Coronary artery atherosclerosis:

severity of the disease, severity of angina pectoris and compromised left ventricular function. Circula-

tion. 1981; 63(2):285–99. PMID: 7449052

Retinal microvascular features and coronary angiography

PLOS ONE | https://doi.org/10.1371/journal.pone.0192350 May 8, 2018 11 / 12

http://www.ncbi.nlm.nih.gov/pubmed/11723030
https://doi.org/10.1016/j.jacc.2009.03.080
http://www.ncbi.nlm.nih.gov/pubmed/19712795
http://www.ncbi.nlm.nih.gov/pubmed/3512658
https://doi.org/10.1186/1532-429X-10-8
http://www.ncbi.nlm.nih.gov/pubmed/18275591
https://doi.org/10.1161/HYPERTENSIONAHA.107.098343
http://www.ncbi.nlm.nih.gov/pubmed/17998474
https://doi.org/10.1056/NEJMra061889
https://doi.org/10.1056/NEJMra061889
http://www.ncbi.nlm.nih.gov/pubmed/17314342
http://www.ncbi.nlm.nih.gov/pubmed/19442327
http://www.ncbi.nlm.nih.gov/pubmed/1991909
https://doi.org/10.1056/NEJMra032865
https://doi.org/10.1056/NEJMra032865
http://www.ncbi.nlm.nih.gov/pubmed/15564546
https://doi.org/10.1016/S0161-6420(03)00084-8
http://www.ncbi.nlm.nih.gov/pubmed/12750093
http://www.ncbi.nlm.nih.gov/pubmed/12185127
http://www.ncbi.nlm.nih.gov/pubmed/11525792
https://doi.org/10.1136/hrt.2008.146670
http://www.ncbi.nlm.nih.gov/pubmed/18697802
https://doi.org/10.1001/archinte.166.21.2388
http://www.ncbi.nlm.nih.gov/pubmed/17130394
http://www.ncbi.nlm.nih.gov/pubmed/11879113
https://doi.org/10.1016/j.preteyeres.2007.12.001
http://www.ncbi.nlm.nih.gov/pubmed/18249026
https://doi.org/10.1111/j.1469-7580.2005.00395.x
https://doi.org/10.1111/j.1469-7580.2005.00395.x
http://www.ncbi.nlm.nih.gov/pubmed/15817102
https://doi.org/10.1093/eurheartj/ehm221
http://www.ncbi.nlm.nih.gov/pubmed/17626032
http://www.ncbi.nlm.nih.gov/pubmed/7449052
https://doi.org/10.1371/journal.pone.0192350


20. Sullivan DR, Marwick TH, Freedman SB. A new method of scoring coronary angiograms to reflect

extent of coronary atherosclerosis and improve correlation with major risk factors. Am Heart J. 1990;

119(6):1262–7. PMID: 1972310

21. Kreis AJ, Nguyen TT, Wang JJ, Rogers S, Al-Fiadh A, Freeman M, et al. Are retinal microvascular cali-

ber changes associated with severity of coronary artery disease in symptomatic cardiac patients?

Microcirculation. 2009; 16(2):177–81. https://doi.org/10.1080/10739680802458980 PMID: 19023691

22. Gibson CM, Cannon CP, Murphy SA, Ryan KA, Mesley R, Marble SJ, et al. Relationship of TIMI myo-

cardial perfusion grade to mortality after administration of thrombolytic drugs. Circulation. 2000; 101

(2):125–30. PMID: 10637197

23. Grading diabetic retinopathy from stereoscopic color fundus photographs—an extension of the modified

Airlie House classification. ETDRS report number 10. Early Treatment Diabetic Retinopathy Study

Research Group. Ophthalmology. 1991; 98(5 Suppl):786–806. PMID: 2062513

24. Knudtson MD, Lee KE, Hubbard LD, Wong TY, Klein R, Klein BE. Revised formulas for summarizing

retinal vessel diameters. Curr Eye Res. 2003; 27(3):143–9. PMID: 14562179

25. Hubbard LD, Brothers RJ, King WN, Clegg LX, Klein R, Cooper LS, et al. Methods for evaluation of reti-

nal microvascular abnormalities associated with hypertension/sclerosis in the Atherosclerosis Risk in

Communities Study. Ophthalmology. 1999; 106(12):2269–80. PMID: 10599656

26. Wong TY, Knudtson MD, Klein R, Klein BE, Meuer SM, Hubbard LD. Computer-assisted measurement

of retinal vessel diameters in the Beaver Dam Eye Study: methodology, correlation between eyes, and

effect of refractive errors. Ophthalmology. 2004; 111(6):1183–90. https://doi.org/10.1016/j.ophtha.

2003.09.039 PMID: 15177969

27. Michelson EL, Morganroth J, Nichols CW, MacVaugh H, 3rd. Retinal arteriolar changes as an indicator

of coronary artery disease. Arch Intern Med. 1979; 139(10):1139–41. PMID: 485746

28. Klein R, Klein BE, Moss SE, Wang Q. Hypertension and retinopathy, arteriolar narrowing, and arteriove-

nous nicking in a population. Arch Ophthalmol. 1994; 112(1):92–8. PMID: 8285901

29. Effects of aspirin treatment on diabetic retinopathy. ETDRS report number 8. Early Treatment Diabetic

Retinopathy Study Research Group. Ophthalmology. 1991; 98(5 Suppl):757–65. PMID: 2062511

30. Wong TY, Islam FM, Klein R, Klein BE, Cotch MF, Castro C, et al. Retinal vascular caliber, cardiovascu-

lar risk factors, and inflammation: the multi-ethnic study of atherosclerosis (MESA). Invest Ophthalmol

Vis Sci. 2006; 47(6):2341–50. https://doi.org/10.1167/iovs.05-1539 PMID: 16723443

31. Nguyen TT, Wang JJ, Sharrett AR, Islam FM, Klein R, Klein BE, et al. Relationship of retinal vascular

caliber with diabetes and retinopathy: the Multi-Ethnic Study of Atherosclerosis (MESA). Diabetes

Care. 2008; 31(3):544–9. https://doi.org/10.2337/dc07-1528 PMID: 18070990

32. Liew G, Sharrett AR, Wang JJ, Klein R, Klein BE, Mitchell P, et al. Relative importance of systemic

determinants of retinal arteriolar and venular caliber: the atherosclerosis risk in communities study.

Arch Ophthalmol. 2008; 126(10):1404–10. https://doi.org/10.1001/archopht.126.10.1404 PMID:

18852419

33. von Hanno T, Bertelsen G, Sjolie AK, Mathiesen EB. Retinal vascular calibres are significantly associ-

ated with cardiovascular risk factors: the Tromso Eye Study. Acta Ophthalmol. 2014; 92(1):40–6.

https://doi.org/10.1111/aos.12102 PMID: 23621797

34. Olsson B, Aulie A, Sveen K, Andrew E. Human pharmacokinetics of iohexol. A new nonionic contrast

medium. Invest Radiol. 1983; 18(2):177–82. PMID: 6408018

35. Hirsh J, Bauer KA, Donati MB, Gould M, Samama MM, Weitz JI. Parenteral anticoagulants: American

College of Chest Physicians Evidence-Based Clinical Practice Guidelines (8th Edition). Chest. 2008;

133(6 Suppl):141S–59S. https://doi.org/10.1378/chest.08-0689 PMID: 18574264

36. Bogaert MG. Pharmacokinetics of organic nitrates in man: an overview. Eur Heart J. 1988; 9 Suppl

A:33–7.

37. Phan K, Mitchell P, Liew G, Plant AJ, Wang SB, Au C, et al. Association between Retinal Arteriolar and

Venule Calibre with Prevalent Heart Failure: A Cross-Sectional Study. PLoS One. 2015; 10(12):

e0144850. https://doi.org/10.1371/journal.pone.0144850 PMID: 26659133

Retinal microvascular features and coronary angiography

PLOS ONE | https://doi.org/10.1371/journal.pone.0192350 May 8, 2018 12 / 12

http://www.ncbi.nlm.nih.gov/pubmed/1972310
https://doi.org/10.1080/10739680802458980
http://www.ncbi.nlm.nih.gov/pubmed/19023691
http://www.ncbi.nlm.nih.gov/pubmed/10637197
http://www.ncbi.nlm.nih.gov/pubmed/2062513
http://www.ncbi.nlm.nih.gov/pubmed/14562179
http://www.ncbi.nlm.nih.gov/pubmed/10599656
https://doi.org/10.1016/j.ophtha.2003.09.039
https://doi.org/10.1016/j.ophtha.2003.09.039
http://www.ncbi.nlm.nih.gov/pubmed/15177969
http://www.ncbi.nlm.nih.gov/pubmed/485746
http://www.ncbi.nlm.nih.gov/pubmed/8285901
http://www.ncbi.nlm.nih.gov/pubmed/2062511
https://doi.org/10.1167/iovs.05-1539
http://www.ncbi.nlm.nih.gov/pubmed/16723443
https://doi.org/10.2337/dc07-1528
http://www.ncbi.nlm.nih.gov/pubmed/18070990
https://doi.org/10.1001/archopht.126.10.1404
http://www.ncbi.nlm.nih.gov/pubmed/18852419
https://doi.org/10.1111/aos.12102
http://www.ncbi.nlm.nih.gov/pubmed/23621797
http://www.ncbi.nlm.nih.gov/pubmed/6408018
https://doi.org/10.1378/chest.08-0689
http://www.ncbi.nlm.nih.gov/pubmed/18574264
https://doi.org/10.1371/journal.pone.0144850
http://www.ncbi.nlm.nih.gov/pubmed/26659133
https://doi.org/10.1371/journal.pone.0192350


Minerva Access is the Institutional Repository of The University of Melbourne

Author/s:
Cheng, L;Barlis, P;Gibson, J;Colville, D;Hutchinson, A;Gleeson, G;Lamoureux, E;VanGaal,
W;Savige, J

Title:
Microvascular retinopathy and angiographically-demonstrated coronary artery disease: A
cross-sectional, observational study

Date:
2018-05-08

Citation:
Cheng, L., Barlis, P., Gibson, J., Colville, D., Hutchinson, A., Gleeson, G., Lamoureux,
E., VanGaal, W. & Savige, J. (2018). Microvascular retinopathy and angiographically-
demonstrated coronary artery disease: A cross-sectional, observational study. PLOS ONE,
13 (5), https://doi.org/10.1371/journal.pone.0192350.

Persistent Link:
http://hdl.handle.net/11343/255000

License:
CC BY

http://hdl.handle.net/11343/255000
CC%20BY

