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Aims The aim of this study was to investigate the association of left ventricular mass (LVM) with coronary atherosclerosis and
myocardial infarction (MI).

Methods
and results

Patients (n ¼ 338) underwent 320 × 0.5 mm detector row coronary computed tomography (CT) angiography, invasive
coronary angiography (ICA), and single-photon emission CT (SPECT) myocardial perfusion imaging. Quantitative cor-
onary atheroma volume was obtained from the CT images for the entire coronary tree (19-segment model) with an ar-
terial contour detection algorithm. Normalized total atheroma volume (NormTAV) was analysed to reflect quantitative
total atheroma volume. LVM was measured on myocardial CT images and indexed to height to the power of 2.7 (LVMi).
Patients with obstructive coronary artery disease (CAD) were defined as those with ≥50% diameter stenosis by quan-
titative ICA. Abnormal perfusion defect was defined as ≥1 abnormal myocardial segment by SPECT. The association of
LVMi with coronary atherosclerosis and myocardial perfusion defect on SPECT at the patient level was determined with
uni- and multivariable linear and logistic regression analyses. Obstructive CAD was present in 60.0% of enrolled patients.
LVMi was independently associated with abnormal summed rest score [SRS; odds ratio (OR), 1.07; 95% confidence inter-
val (CI), 1.03–1.09] and summed stress score (OR, 1.04; 95% CI, 1.01–1.07). An increase in LVMi was also independently
associated with that in NormTAV (coefficient, 10.44; 95% CI, 1.50–19.39) and SRS ≥1 (OR, 1.05; 95% CI, 1.01–1.10),
even after adjusting for cardiovascular risk factors in patients without previous MI.

Conclusions LVM was independently associated with the presence of coronary artery atherosclerosis and MI.
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Introduction
Increased left ventricular mass (LVM) is an independent predictor of
cardiovascular morbidity and mortality.1,2 The Framingham study

showed that a 50% increase in LVM determined by echocardiography
independently predicts coronary heart disease (CHD) in both men
and women.3 Increased LVM is also related to coronary artery
disease (CAD).4,5
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Multidetector computed tomography (CT), with improved tem-
poral and spatial resolution, enables single heart beat evaluation of
coronary atherosclerosis and cardiac structure.6,7 A meta-analysis
found excellent agreement between CT and cardiovascular magnetic
resonance imaging for global LV function.8 A previous study using CT
suggested that LVM is associated with the degree of coronary plaque
burden.9 Although single-photon emission CT (SPECT) indicates
that LVM is associated with myocardial ischemia, the relationship of
LVM with quantified total coronaryatheromavolumeandmyocardial
infarction (MI) is unknown.10 The purpose of this study is to test the
hypothesis that LVM measured with CT is associated with coronary
atherosclerosis and MI.

Methods

CORE320 study design and study population
The study design of the CORE320 is a prospective, multicentre,
multinational, and diagnostic study designed to detect patients with
atherosclerosis and corresponding myocardial ischemia.11,12 The study
was designed to compare the accuracy of combined CT coronary

angiography (CTA) and myocardial CT perfusion imaging against the
combination of reference standard invasive coronary angiography
(ICA) and SPECT myocardial perfusion imaging, and includes patients
45–85 years of age who were referred for clinically indicated ICA for
suspected or known CAD within a 60-day period and who are willing
and able to provide written informed consent.11 Of 381 patients who
were enrolled in CORE320, patients with ,80% of the cardiac phase
(n ¼ 22) were excluded because LVM and LV end-diastolic volume
(LVEDV) could not be evaluated in the absence of end-diastolic phase.
In addition, 21 patients had non-diagnostic image quality. The remaining
338 participants were included in this study.

CT acquisition and analysis
Detailed descriptions of the CORE320 CT image acquisition and
interpretation methods have been published previously.12,13

Coronary atheroma volume analysis
All reconstructed datasets were transferred to an offline workstation to
perform quantitative coronary atheroma volume analysis using the dedi-
cated software with a semi-automated 3D contour detection algorithm
(QAngio CT Research Edition version 2.0 RC4, Medis Medical Imaging
Systems, Leiden, The Netherlands).14,15 In addition to quantitative

Figure 1: Method of LV structure. (A–C) The software displays the segmented LV in short-axis view and two long-axis views. (D) The software
displays the segmented LV in short-axis view with automatic tracing of endo- and epicardial contours. The software could manually adjust the mitral
valve plane, apex plane, LV axis, and endo- and epicardial contours. The papillary muscles and trabeculae were regarded as part of the LV cavity.
(E) Endo-diastolic wall thicknesses [anteroseptal (SWTd) and posterior (PWTd)] and LV internal diameter (LVIDd) on short-axis planes were
measured as the LV mid-papillary level.
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CTA stenosis assessment, the quantitative atheroma analysis was per-
formed by two independent, experienced observers who were blinded
to both quantitative coronary analysis (QCA) and clinical data. The
methods of quantitative atheroma analysis using the dedicated atheroma
analysis software are described elsewhere.14,16 The atheroma volume
was calculated by subtracting lumen volume from vessel volume for the
entire coronary tree using a 19-segment model.17 For each patient, the
vessel volume, lumen volume, atheroma volume, and vessel length
were calculated by adding all analysed segments (see Supplementary
data online, Figure S1). We defined two different quantified total
atheroma volume indices.16

(i) Percent atheroma volume (PAV, %): (total atheromavolume/total vessel
volume) × 100.

(ii) Normalized total atheroma volume (NormTAV, mm3): (total atheroma
volume/segment length) × mean total vessel length, where mean
total vessel length ¼ average length of all vessels in the sample.

LV mass
CT sinograms were reconstructed to generate 0.5 mm slice thickness
and 0.5 mm in-slice resolution images, using a myocardial perfusion
kernel FC03. Images targeting a cardiac phase of 85% of the R–R interval
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Table 1 Participant characteristics

Variables All Obstructive CAD Non-obstructive CAD P-value
n 5 338 n 5 203 (60.0%) n 5 135 (40.0%)

Age, in years* 62.0 (55.7–68.4) 63.1 (56.2–69.4) 61.0 (54.5–67.3) 0.03

Male* 228 (67) 162 (80) 66 (49) ,0.0001

Asian 110 (33) 75 (37) 35 (26) 0.05

African-American 38 (11) 18 (9) 20 (15)

Caucasian 190 (56) 109 (54) 80 (59)

BMI*, kg/m2 26.6 (24.1–30.2) 26.2 (24.0–29.3) 27.3 (24.2–31.6) 0.03

Waist circumference 91.0 (83.5–100.0) 90.5 (83.5–99.0) 91.0 (83.5–101.0) 0.30

Hypertension* 264 (79) 167 (83) 97 (72) 0.03

Diabetes 119 (35) 78 (38) 41 (30) 0.13

Dyslipidaemia* 220 (67) 147 (74) 73 (55) 0.0005

Previous MI* 84 (26) 73 (36) 19 (14) ,0.0001

Smoking

Current 56 (17) 30 (16) 26 (20) 0.05

Past 116 (36) 79 (41) 37 (28)

Never 150 (47) 82 (43) 68 (52)

Family history of CAD 147 (46) 91 (48) 56 (43) 0.36

Calcium score, Agatston score 154 (11–502) 342 (112–800) 11 (0–118) ,0.0001

LVIDd, mm 49.8 (46.2–53.8) 49.8 (46.2–54.3) 49.9 (46.1–53.6) 0.87

PWTd*, mm 9.2 (8.1–10.2) 9.4 (8.3–10.5) 8.9 (8.0–9.7) 0.009

LVEDV, mL 105 (90–123) 107 (90–126) 104 (92–122) 0.39

LVM*, g 148 (128–174) 152 (130–181) 145 (123–161) 0.008

LVMi (height2.7), g/m2.7 36.7 (32.7–43.2) 37.8 (33.0–44.7) 36.0 (32.0–40.5) 0.07

LVM/LVEDV ratio 1.36 (1.18–1.62) 1.39 (1.21–1.66) 1.32 (1.15–1.56) 0.11

RWT* 0.36 (0.32–0.42) 0.37 (0.33–0.43) 0.35 (0.32–0.40) 0.04

Concentric hypertrophy 8 (2) 6 (3) 2 (1) 0.09

Eccentric hypertrophy 23 (7) 14 (7) 9 (7)

Concentric remodelling 68 (20) 49 (24) 19 (14)

Normal geometry 239 (71) 134 (66) 105 (78)

PAV*, % 54.1 (49.6–59.0) 57.3 (54.1–60.9) 49.5 (46.4–52.7) ,0.0001

NormTAV*, mm3 2845 (2414–3178) 2996 (2681–3354) 2476 (2210–2914) ,0.0001

SPECT: SRS ≥1* 122 (36) 93 (46) 29 (21) ,0.0001

SPECT: SSS ≥1* 172 (51) 124 (61) 48 (36) ,0.0001

SPECT: SDS ≥1* 136 (40) 99 (49) 37 (27) 0.0001

Values are median (IQR) or n (%). Waist circumference data missing for 127 (63%) subjects with obstructive CAD and 79 (59%) subjects with non-obstructive CAD. P-values from the
Wilcoxon rank-sum test (continuous variables) or Fisher’s exact test (categorical variables).
BMI, body mass index; CAD, coronary artery disease; LVEDV, left ventricular end-diastolic volume; LVIDd, left ventricular internal diameter at end-diastole; LVM, left ventricular mass;
LVMi, left ventricular mass index; PWTd, posterior wall thickness at end-diastole; RWT, relative wall thickness; SRS, summed rest score; SSS, summed stress score; SDS, summed
difference score; PAV, percent atheroma volume; SPECT, single-photon emission computed tomography; NormTAV, normalized total atheroma volume; IQR, interquartile range.
*P , 0.05 for difference between the obstructive CAD and non-obstructive CAD groups by the Wilcoxon rank-sum test (continuous measures) or Fisher’s exact test (categorical
measures).
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and a phasewindow width of 20% were reconstructed at1% R–R interval
spacing for all available phases.13 The post-processing software (Vitrea
FX version 3.0, Vital Images, Minnetonka, MN, USA) displays the segmen-
ted LV in short-axis view and two long-axis views with automatic tracing
of endo- and epicardial contours. The software allows manual adjustment
of the mitral valve plane, apex plane, LV axis, and endo- and epicardial
contours (Figure 1). The papillary muscles and trabeculae are included
as part of the LV cavity. Finally, the end-diastolic phase was determined

manually by assessing the largest volume. LVM was calculated as a
product of myocardial volume and the specific gravity of the myocardium
(1.05 g/cm3). LVM was indexed to height to the power of 2.7 (LVMi: LVM/
height2.7).4 End-diastolic wall thicknesses and LV internal diameter on
short-axis planes were measured as the LV mid-papillary level
(Figure 1). LVEDV was calculated at the end-diastolic phase using Simp-
son’s method.4 LV geometry was classified according to the American
Society of Echocardiography.4

Figure 2: The relationship of LVMi to coronary atherosclerosis in all patients. *P , 0.05. Error bars represent standard error. Comparisons by
ANOVA. For CTA parameters and atheroma volume indices, vs. no diseased vessel, zero calcium score, and first quartile group as a reference. LVMi
(A) across CTA parameters: number of vessel disease and categorized coronary calcium score. LVMi (B) across atheromavolume indices: NormTAV
and PAV.
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ICA and SPECT acquisition and analysis
The ICA acquisition and interpretation methods have been described in
detail previously.11 –13 Obstructive CAD was defined as ≥50% diameter
stenosis by QCA.11–13

On theSPECT images, myocardial segmentswere analysed for rest and
stress myocardial perfusion abnormalities with severity-scored as
follows: 0 ¼ normal, 1 ¼ mild reduction in tracer activity, 2 ¼ moderate
reduction in tracer activity, and 3 ¼ severe reduction in tracer activity
using a 13-segment model as previously described.12,13,18 The site quali-
fication procedures of the independent SPECT core laboratory have
been previously described.11,13,18 In the analysis, artefacts did not con-
tribute to the summed stress score (SSS) and therefore an SSS of ≥1
defined an abnormal SPECT study using previous methods of the
SPECT laboratory.19 The summed rest score (SRS) was the sum of all
scores on the rest images, the SSS was the sum of all scores on the
stress images, and the summed difference score (SDS) was the difference
between the SSS and SRS. The presence of a myocardial perfusion defect
(MPD) was defined as SSS ≥1, SRS ≥1, or SDS ≥1.

Covariates
Race, gender, age, and smoking status were reported by study partici-
pants. Hypertension was defined as systolic blood pressure
≥140 mmHg, diastolic blood pressure ≥90 mmHg, or use of antihyper-
tensive medications. Body mass index (BMI) was calculated as weight (kg)
divided by height in meters squared (m2). Diabetes was defined as a
fasting glucose level of ≥126 mg/dL or use of medication for diabetes.
Dyslipidaemia was defined as total cholesterol .200 mg/dL, low-density
lipoprotein cholesterol ≥130 mg/dL, high-density lipoprotein choles-
terol ,40 mg/dL for men and ,50 mg/dL for women, or use of lipid-
lowering medications. History of CAD was defined as having a history
of MI, obstructive coronary artery stenosis on a prior angiogram, or
prior coronary revascularization. Family history of CAD was defined as
having a first-degree relative (age ,45 years for men or ,55 years for
women) with a history of MI, coronary revascularization, or sudden
death.

Statistical analysis
Participants’ baseline data were summarized by using median and inter-
quartile range for continuous variables and frequency and percent for

categorical variables. We categorized the number of vessels with
obstructive CAD (0–3 vessel disease), coronary artery calcium scores
(CACS; CACS ¼ 0, 1–100, 101–400, and ≥401), and MPD for the
SSS, SRS, and SDS (MPD ,0.5, 0.5– ,4.0, 4.0– ,8.0, and ≥8.0) into
four groups, respectively. We also categorized PAV and NormTAV
into quartiles. Multivariable logistic regression models or multivariable
linear regression models assessed the relationship of LVM index with
CAD (obstructive CAD: ≥50% diameter stenosis by QCA, PAV, and
NormTAV) and the presence of MPD (SSS ≥1, SRS ≥1, and SDS ≥1).
These models were analysed in four ways without any covariate adjust-
ment: Model 1 was adjusted for age, sex, race, BMI, hypertension, dyslipi-
daemia, diabetes, smoking status, and a family history of CAD; Model 2
was adjusted for all covariates in Model 1 plus CACS; and Model 3 for
the presence of MPD was adjusted for all variables in Model 2 plus
history of previous MI and obstructive CAD. Additionally, we analysed
these relationships separately for patients with or without MI, which
was defined as fixed MPD on SPECT.

The inter-/intra-observer agreement for LVM was determined for 22
randomly selected patients, in which 2 readers independently measured
the data. One reader re-measured the same cases 1 month later after the
first measurement for intra-observer variability. The inter-observer
agreement for total coronary atheroma volume was determined for 19
randomly selected patients, in which 2 readers independently measured
the data of 19 patients. Bland–Altman plots were computed to assess
inter-/intra-observer variability. Statistical significance was determined
at P , 0.05. All analyses were conducted using SAS (version 9.3 for
Windows, SAS Institute, Inc., Cary, NC, USA). All statistical analyses
were performed by the CORE320 Statistical Core Laboratory at the
Johns Hopkins Bloomberg School of Public Health.

Results

Participant demographics
Baseline characteristics for the 338 patients included in the analyses
are summarized in Table 1. The median LVMi was 36.7 g/m2.7, PAV
54.1%, and NormTAV 2845 mm3. The prevalence of obstructive
CAD (≥50% stenosis), SRS ≥1, SSS ≥1, and SDS ≥1 was 60, 36,
51, and 40%, respectively. Patients with CAD were more likely to
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Table 2 Relationship of LVMi with coronary atherosclerosis and the presence of MPD by SPECT

Dependent variables Unadjusted Model 1 Model 2 Model 3
OR (95% CI) OR (95% CI)a OR (95% CI)b OR (95% CI)c

Obstructive CAD 1.01 (0.990–1.04) 1.01 (0.985–1.04) 1.005 (0.977–1.03) –

Presence of MPD: SRS ≥1 1.05 (1.02–1.07)‡ 1.06 (1.03–1.09)‡ 1.06 (1.03–1.09)‡ 1.07 (1.03–1.10)‡

Presence of MPD: SSS ≥1 1.04 (1.01–1.06)† 1.04 (1.01–1.07)† 1.04 (1.01–1.07)* 1.04 (1.01–1.07)†

Presence of MPD: SDS ≥1 1.02 (0.996–1.04) 1.01 (0.987–1.04) 1.009 (0.983–1.03) 1.008 (0.982–1.03)

Beta (95% CI) Beta (95% CI)a Beta (95% CI)b Beta (95% CI)c

Normalized total atheroma volume 10.51 (3.82 to 17.19)† 7.72 (20.07 to 15.51) 5.63 (20.47 to 11.72) –

Percent atheroma volume 0.06 (20.01 to 0.13) 0.05 (20.04 to 0.13) 0.02 (20.05 to 0.10) –

LVMi, left ventricular mass index; SPECT, single-photon emission computed tomography; OR, odds ratio; CI, confidence interval; CAD, coronary artery disease; MPD, myocardial
perfusion defect; SRS, summed rest score; SSS, summed stress score; SDS, summed difference score.
aModel 1 was adjusted for age, sex, race, BMI, hypertension, dyslipidaemia, diabetes, smoking status, and family history of CAD.
bModel 2 was adjusted for all variables in Model 1 plus coronary calcium score.
cModel 3 for the presence of MPD was adjusted for all variables in Model 2 plus history of previous MI and obstructive CAD.
*P , 0.05; †P , 0.01; ‡P , 0.001.
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have concentric remodelling, high PAV and NormTAV, and high SRS,
SSS, and SDS (P , 0.05 for all).

Relationship of LVM with coronary
atherosclerosis and MPDs
Patients with three-vessel disease had a higher LVMi than those with
no diseased vessel (P , 0.05) (Figure 2A). Patients in the higher CACS
groups had a higher LVMi than those with a zero Agatston score

(Figure 2A). Patients in the third and fourth quartiles of PAV had a
higher LVMi than those in the first quartile (Figure 2B). In univariable
linear regression analysis, LVMi was positively associated with
NormTAV [b-coefficient, 10.51; 95% confidence interval (CI),
3.82–17.19], but not with obstructive CAD and PAV. However,
there was no relationship between LVMi and NormTAV in multivari-
able analysis (Table 2).

Patients with low MPD of SSS and SRS had a lower LVMi compared
with thosewith the highest MPD (Figure 3A). LVMi was independently

Figure 3: The relationship of LVMi with summed segments of MPD on SPECT. *P , 0.05. Error bars represent standard error. Comparisons by
ANOVA. For SPECT parameter, vs. SSS, SDS, and SRS ≥ 8 as a reference among categorized summed segments of MPD. LVMi (A) across MPD in all
patients: categorized SSS, SDS, and SRS. LVMi across MPD among patients without previous MI (B).
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associated with SRS ≥1 and SSS ≥1 after adjusting for traditional risk
factors and obstructive CAD [odds ratio (OR), 1.07; 95% CI, 1.03–
1.10 for SRS ≥1; OR, 1.04; 95% CI, 1.01–1.07 for SSS ≥1].

Relationship of LVMi with coronary
atherosclerosis and MPDs among patients
with and without previous MI
For the 260 patients without previous MI, those in the higher CACS
groupshadahigherLVMi than those in the zeroAgatston scoregroup
(Figure 4A). Patients in the third and fourth quartiles of PAV had a

higher LVMi than those in the first (Figure 4B). An increase in LVMi
was independently associated with that in NormTAV (b-coefficient,
10.44; 95% CI, 1.50–19.39) even after adjusting for risk factors, but
not for PAV (Table 3).

In patients without previous MI, a low MPD of SSS had a lower LVMi
compared with patients with the highest MPD of SSS (Figure 3B). LVMi
was independently associated with SRS ≥1 (OR, 1.05; 95% CI,
1.01–1.10)evenafteradjusting for traditional risk factorsandobstruct-
ive CAD, but not with SSS ≥1 and SDS ≥1. There was no relationship
between LVMi coronary atherosclerosis or SPECT parameters in
patients with previous MI (Table 4).

Figure 4: The relationship of LVMi with CTA parameters among patients without previous MI. *P , 0.05. Error bars represent standard error.
Comparisons by ANOVA. For CTA parameters and atheroma volume indices, vs. no diseased vessel, zero calcium score, and first quartile group as a
reference. LVMi (A) across CTA parameters: number of vessel disease and categorized coronary calcium score. LVMi (B) across atheroma volume
indices: NormTAV and PAV.
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Variability of inter- and intra-observer
measurements
The inter-observer agreement of LVM was high (bias, 24.66; SD ratio,
1.00; and correlation, 0.99; Figure 5A). Intra-observer agreement of
LVM was also high (bias, 1.34; SD ratio, 0.99; and correlation, 0.99
for LVM; Figure 5B). Inter-observer correlation of total atheroma
volume was high (r ¼ 0.99).

Discussion
The main finding of this study was that, using CT with a comprehen-
sive reference standard for myocardial ischaemia in the CORE320
population, LVM was related to MI independently of coronary
artery atherosclerosis and other risk factors. Furthermore, LVM
was positively associated with coronary atheroma volume among
patients without previous MI. To our knowledge, our study is the
first to report this relationship between LVM and both coronary ath-
erosclerosis and MI.

Relationship of LVM with coronary
atherosclerosis
LVM was positively associated with quantified high total coronary
atheroma volume in patients without previous MI, but not with

previous MI. Similarly, LVMi was associated with calcified plaque
and two- or three-vessel disease. A previous study showed a correl-
ation between LV hypertrophy and the number of vessels with
CAD.20 The absolute presence, extent, and severity of non-
obstructive CAD have been shown to be associated with LVM
among patients without obstructive CAD.21 Furthermore, LVM
and concentric remodelling are associated with a greater degree of
coronary atheroma burden in patients without LV hypertrophy.9

Our findings on the association of coronary atherosclerosis and
LVM are consistent with the previously published data.9,21 Although
previous studies used categorized segmental coronary stenosis as-
sessment visually, no prior study has evaluated the relationship
between LVM and total atheroma volume quantitatively. An increase
in LVMi was independently associated with that in high NormTAV,
even after adjusting for cardiovascular risk factors in patients
without previous MI. In patients with previous MI, nevertheless,
there was no relationship between LVMi and total coronary ather-
omavolume. LVM is also a consequence of a mix of several confound-
ing risk factors such as hypertension, dyslipidaemia, obesity, smoking
status, gender, and aging.1,2,22 The CORE320 population has multiple
atherosclerotic risk factors that may attenuate the relationship
between LVM and coronary atherosclerosis, especially among
those patients with previous MI (Table 1).
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Table 4 Multivariate analysis of the relationship of LVMi with coronary atherosclerosis and the presence of MPD by
SPECT including only patients with MI (fixed defect on SPECT) (n 5 78)

Dependent variables Unadjusted Model 1 Model 2 Model 3
OR (95% CI) OR (95% CI)a OR (95% CI)b OR (95% CI)c

Obstructive CAD 0.983 (0.944–1.02) 0.955 (0.899–1.01) 0.953 (0.894–1.02) –

Presence of MPD: SDS ≥1 0.995 (0.961–1.03) 0.958 (0.909–1.010) 0.955 (0.904–1.008) 1.008 (0.982–1.03)

Beta (95% CI) Beta (95% CI)a Beta (95% CI)b Beta (95% CI)c

Normalized total atheroma volume 4.62 (26.47 to 15.70) 24.28 (217.4 to 8.81) 21.85 (210.5 to 6.78) –

Percent atheroma volume 20.02 (20.13 to 0.09) 20.06 (20.22 to 0.09) 20.04 (20.18 to 0.09) –

Models and abbreviations are given in Table 2.
*P , 0.05.
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Table 3 Multivariate analysis of the relationship of LVMi with coronary atherosclerosis and the presence of MPD by
SPECT excluding all patients with MI (fixed defect on SPECT) (n 5 260)

Dependent variables Unadjusted Model 1 Model 2 Model 3
OR (95% CI) OR (95% CI)a OR (95% CI)b OR (95% CI)c

Obstructive CAD 1.02 (0.987–1.04) 1.02 (0.983–1.06) 1.01 (0.977–1.05) –

Presence of MPD: SRS ≥1 1.04 (1.001–1.07)* 1.06 (1.01–1.10)* 1.05 (1.01–1.09)* 1.05 (1.01–1.10)*

Presence of MPD: SSS ≥1 1.02 (0.995–1.05) 1.03 (0.995–1.06) 1.02 (0.987–1.06) 1.02 (0.986–1.06)

Presence of MPD: SDS ≥1 1.02 (0.993–1.05) 1.03 (0.993–1.06) 1.02 (0.986–1.06) 1.02 (0.984–1.05)

Beta (95% CI) Beta (95% CI)a Beta (95% CI)b Beta (95% CI)c

Normalized total atheroma volume 10.75 (2.12 to 19.39)* 12.85 (1.81 to 23.89)* 10.44 (1.50 to 19.39)* –

Percent atheroma volume 0.07 (20.02 to 0.16) 0.07 (20.04 to 0.19) 0.05 (20.06 to 0.15) –

Models and abbreviations are given in Table 2.
*P , 0.05.
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Relationship of LVM with myocardial
ischaemia

In our study, LVMi was associated with SRS≥1 and SSS≥1 independ-
ent of cardiovascular risk factors and obstructive CAD, but not with
SDS ≥1. Furthermore, LVM was associated only with SRS ≥1 when
patients with fixed defects were excluded from the analysis. This
observation confirmed that LVMi was associated only with SSS ≥1
when patients with infarcts were included. LV hypertrophy is an
adaptive response during post-infarction remodelling that offsets

increased load, attenuates progressive dilatation, and stabilizes con-
tractile function.23 The adaptive response indicated that replacement
or scarring fibrosis corresponded to the replacement of myocyte
after cell damage or necrosis by fibrosis.23,24 Interstitial fibrosis
from chronic exposure to cardiovascular risk such as hypertension
and diabetes ultimately leads to replacement fibrosis in the later
stages of disease.24,25

The diagnostic accuracy of MPD for detecting CAD in the pres-
ence of LV hypertrophy remains unclear due to myocardial micro-
vascular disease.26 Salcedo et al.27 demonstrated that CAD and

Figure 5: Variability of inter- and intra-observer measurements.

S. Kishi et al.174



LVMi are independent predictors of myocardial ischaemia in patients
without MI. Furthermore, LV hypertrophy increases the incidence of
perfusion defects in hypertensive patients without CAD.28,29 LV
remodelling is an independent predictorof the coronaryflowreserve
in hypertensive patients.30 However, our findings do not associate
LVMi with myocardial ischaemia in all patients. We report that,
only among patients with previous MI, LVMi is independently asso-
ciated with myocardial ischaemia. Various factors affect myocardial
ischaemia through an increase in myocyte mass: increased myocar-
dial oxygen demand, increased coronary vascular and minimal vascu-
lar resistance, decreased myocardial oxygen supply dependent on
coronary blood flow, myocardial blood flow, and coronary flow
reserve.31 Coronary microvascular dysfunction may contribute to
myocardial ischaemia, analogous to patients with hypertrophic cardio-
myopathy.32 LVM with ischaemia—as shown in hypertensive cardio-
myopathy—contributes to increased myocardial fibrosis.24 One of
the mechanisms is associated with cardiac anti-angiogenesis. Sano
et al. investigated whether pressure overload induced an accumulation
of p53 that inhibited hypoxia-inducible factor-1 activity. The inhibition
of angiogenesis prevents the development of cardiac hypertrophy and
reduces the myocardial oxygen supply.33 LVMi was associated with
NormTAVasa totalplaquevolumeindexwithMI.Theseresultspoten-
tially indicate that myocardial microvascular disease occurred on the
basis of these mechanisms.

Study limitations
Total coronaryatheromaassessmentwas limited tonon-stented seg-
ments, andweexcludedcoronaryartery ,1.5 mm diameterbecause
even modern CT technologies have limited spatial resolution when
compared with intravascular ultrasound (IVUS). We also acknow-
ledge that total atheroma volume measured with CTA was not vali-
dated with either IVUS or optical coherence tomography as a
reference standard. Validation of quantitative coronary atheroma
software, however, has been reported.14 The correlation of quanti-
tative atheroma analysis was high.

Conclusion
LVM was independently associated with coronary artery
atherosclerosis and MI.

Supplementary data
Supplementary data are available at European Heart Journal –
Cardiovascular Imaging online.
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Coronary steal phenomenon from a coronary artery to left ventricular fistula
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* Corresponding author. Tel: +1 305 674 2000; Email: nikitavc88@gmail.com

An 83-year-old female with well-controlled
hypertension presented with gradually worsening
dyspnoea on exertion. An exercise stress echocar-
diogram showed left ventricular hypertrophy with
high-risk features for ischaemia at peak stress.
Her left ventricular (LV) ejection fraction (LVEF)
deteriorated from65%at rest to40%post-exercise,
despite a submaximal stress test, stopped prema-
turely due to severe dyspnoea. She developed
hypokinesis of the anterior septum, lateral and
anterior walls during post-stress echocardiographic
imaging as seen on the apical two-chamber view in
the post-stress image (Panel D), compared with
the resting image (Panel C) during end-systole (also
see Supplementary data online, Videos S1 and S2).
A subsequent left heart catheterization revealed a
large calibre-dominant left coronary artery, with a
large coronary artery to LV fistula from the left
circumflex (LCx) and obtuse marginal (OM1) arter-
ies, emptying into the LV cavity via a sinusoidal
network (arrow in Panel A and Supplementary
data online, Videos S3–S5). There was no significant

coronary artery stenosis, with a normal LVEF on left ventriculography and an elevated LV end-diastolic pressure of 27 mmHg. The fistula
was also evident on transthoracic echocardiogram (Panel B and Supplementary data online, Video S6) as multiple turbulent jets in the LV
myocardium draining towards the LV cavity during diastole. Hence her stress-induced ischaemia was likely due to coronary artery steal
phenomenon from her coronary artery fistula.

AP, anterior–posterior; RAO, right anterior oblique; LAD, left anterior descending artery.

Supplementary data are available at European Heart Journal – Cardiovascular Imaging online.
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