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Local coronary wall eccentricity and
endothelial function are closely related in
patients with atherosclerotic coronary
artery disease
Allison G. Hays1*, Micaela Iantorno1, Michael Schär2, Monica Mukherjee1, Matthias Stuber2,3, Gary Gerstenblith1 and
Robert G. Weiss1,2

Abstract

Background: Coronary endothelial function (CEF) in patients with coronary artery disease (CAD) varies among
coronary segments in a given patient. Because both coronary vessel wall eccentricity and coronary endothelial
dysfunction are predictors of adverse outcomes, we hypothesized that local coronary endothelial dysfunction is
associated with local coronary artery eccentricity.

Methods: We used 3 T coronary CMR to measure CEF as changes in coronary cross-sectional area (CSA) and
coronary blood flow (CBF) during isometric handgrip exercise (IHE), a known endothelial-dependent stressor, in 29
patients with known CAD and 16 healthy subjects. Black-blood MRI quantified mean coronary wall thickness (CWT)
and coronary eccentricity index (EI) and CEF was determined in the same segments.

Results: IHE-induced changes in CSA and CBF in healthy subjects (10.6 ± 6.6% and 38.3 ± 29%, respectively) were
greater than in CAD patients 1.3 ± 7.7% and 6.5 ± 19.6%, respectively, p < 0.001 vs. healthy for both measures), as
expected. Mean CWT and EI in healthy subjects (1.1 ± 0.3 mm 1.9 ± 0.5, respectively) were less than those in CAD
patients (1.6 ± 0.4 mm, p < 0.0001; and 2.6 ± 0.6, p = 0.006 vs. healthy). In CAD patients, we observed a significant inverse
relationship between stress-induced %CSA change and both EI (r = -0.60, p = 0.0002), and CWT (r = -0.54, p = 0.001).
Coronary EI was independently and significantly related to %CSA change with IHE even after controlling for mean CWT
(adjusted r = -0.69, p = 0.0001). For every unit increase in EI, coronary CSA during IHE is expected to change by -6.7 ± 9.
4% (95% confidence interval: -10.3 to -3.0, p = 0.001).

Conclusion: There is a significant inverse and independent relationship between coronary endothelial macrovascular
function and the degree of local coronary wall eccentricity in CAD patients. Thus anatomic and physiologic indicators
of high-risk coronary vascular pathology are closely related. The noninvasive identification of coronary eccentricity and
its relationship with underlying coronary endothelial function, a marker of vascular health, may be useful in identifying
high-risk patients and culprit lesions.
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Background
Endothelial-dependent coronary artery vasoreactivity is
an important indicator of vascular function and a pre-
dictor of future cardiovascular events [1–3]. Endothe-
lial dysfunction in the coronary arteries is believed to
play a critical role in the development and progression
of local coronary atherosclerosis. Coronary endothelial
function (CEF) is heterogeneous and varies among cor-
onary segments in a given patient with coronary artery
disease (CAD) for reasons that are incompletely under-
stood [2, 4]. Likewise, coronary atherosclerosis is also a
spatially-heterogeneous process with the extent and
characteristics of atheroma varying extensively within a
given CAD patient. Plaque eccentricity is common and
is significantly related to features of lesion vulnerability
and an increased risk of adverse clinical sequelae [5–7].
However, the assessment of both coronary functional
and anatomic indices of disease traditionally required
invasive techniques and therefore their relationship has
not been well characterized in healthy and low-risk or
stable populations [1, 8].
Both anatomic and functional changes of the coronar-

ies can now be measured non-invasively using cardiovas-
cular magnetic resonance imaging (CMR). Early
anatomic changes associated with the development of
atherosclerosis include outward arterial remodeling with
preservation of the luminal size [9]. Because coronary
vessel wall thickening precedes luminal narrowing, the
degree of CAD may be underestimated with conven-
tional imaging of the coronary lumen using x-ray angi-
ography, CT or CMR [10]. However, early indices of
coronary vessel wall remodeling including increased cor-
onary wall thickness can be identified and reproducibly
quantified using black blood CMR techniques [11–14],
thereby enabling non-invasive detection and
characterization of arterial remodeling and subclinical
coronary atherosclerosis.
Likewise, coronary endothelial function (CEF), which

is impaired early in the atherosclerotic process and is a
predictor of subsequent cardiovascular events [2, 3, 15],
can also be measured using non-invasive CMR methods.
Recent studies demonstrate that CMR measures of CEF
performed during isometric handgrip exercise (IHE)
quantify nitric-oxide mediated coronary endothelial
vasoreactivity [16] with excellent short- and longer-term
reproducibility [17, 18].
Although invasive studies indicate that plaque com-

position may play an important role in atherosclerotic
disease and coronary endothelial dysfunction [19], the
underlying anatomic features of the coronary vessel wall
(increased thickness and eccentricity) and their relation-
ship to an early initiator of atherosclerotic disease, endo-
thelial dysfunction, are not well characterized. Defining
the presence of both in the same arterial segment,

therefore, may enhance the non-invasive identification
of those segments which are most vulnerable to the de-
velopment and progression of disease. Moreover, be-
cause both plaque eccentricity and coronary endothelial
dysfunction are associated with adverse outcomes [2, 3,
20], we used noninvasive CMR techniques to test the hy-
pothesis that local coronary endothelial dysfunction is
associated with local plaque eccentricity in patients with
known CAD and in healthy age-matched subjects.

Methods
Participants
All participants provided written informed consent to a
protocol approved by the Johns Hopkins School of
Medicine Institutional Review Board. Subjects were outpa-
tients at Johns Hopkins with no contraindications to CMR.
Healthy subjects had no history of CAD or traditional CAD
risk factors and, those over age 50 years had a <10 Agatston
coronary artery calcium score on computed tomography
(CT)[21] . CAD subjects were individuals without unstable
coronary syndrome for at least 6 months, who were asymp-
tomatic (no anginal symptoms) at the time of the study,
and with a prior clinically indicated coronary x-ray angiog-
raphy or coronary CTA (computed tomography angiog-
raphy) documenting >30% luminal stenosis in at least one
vessel. The data reported in this study are not a subset of
prior published reports. Participants underwent CMR be-
tween February 2013 and March 2016.

Study protocol
CMR was performed on a commercial human 3 T
CMR scanner (Achieva, Philips Healthcare, Best, NL)
in the morning after an overnight fast. For endothelial
function imaging, alternating anatomical and velocity-
encoded images were collected at baseline and during
approximately 5 min of continuous isometric handgrip
exercise (IHE) as previously described [17, 22, 23].
Cross-sectional anatomical [24] and flow velocity
encoded spiral CMR [25] were obtained using single
breath-hold cine sequences [22, 26] with reproducibility
of the techniques previously published [17, 18]. CMR
parameters were: the temporal/spatial resolution for
the anatomic images was: 15 ms/0.89×0.89×8.0 mm3

and 34 ms/0.8×0.8×8 mm3 for the flow velocity images
(velocity encoding = 35 cm per second). Approximately
15–24 cardiac phases were acquired for the coronary
flow scan, depending on heart rate. Radiofrequency
excitation angle = 20°, 17 spiral interleaves were
acquired, and all scans were prospectively triggered.
The imaging plane for both endothelial function and
wall thickness measurements was localized in a prox-
imal or mid coronary segment that was straight,
without branches and no more than mild luminal
stenosis (≤30% luminal stenosis) over a distance of
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approximately 2 cm (based on prior coronary x-ray
angiography or coronary CTA that was clinically indi-
cated, and confirmed by visual assessment of 3D coron-
ary MRA used to plan the 2D slices). In several cases,
more than one 2D imaging plane was prescribed per sub-
ject. Black blood coronary vessel wall imaging was per-
formed at rest using dual-inversion spiral imaging with a
heart rate-dependent inversion time [27]. CMR parame-
ters were: echo time = 0.84 ms, spectrally selective fat sup-
pression, breath-hold duration approximately 15 to 24 s,
acquisition window 21 ms, spatial resolution (acquired/re-
constructed) = 0.6 × 0.6 × 8.00 mm3/0.49×0.49×8.00 mm3

and a radiofrequency excitation angle = 45°. Linear volume
shimming, localized to the intersection of the imaging
slice and the heart, was performed to minimize off-
resonance effects on spiral imaging; the readout durations
of spiral interleaves were 13, 30, and 22 ms for anatomic,
flow, and black blood sequences respectively. The total
duration of the CMR exam was approximately 40–45 min.
Heart rate and blood pressure were measured throughout
the study using ECG and a noninvasive, CMR-compatible
blood pressure monitor (Invivo, Orlando, FL). The rate
pressure product (RPP) was calculated as systolic blood
pressure x heart rate.

Image analysis
Images were analyzed for cross-sectional area (CSA)
using a semi-automated software tool as previously re-
ported [16, 22]. Semi-automated measurements of
black-blood coronary cross sectional images were made
(Soap Bubble version 4.5) to determine minimum, mean,
and maximum coronary wall thicknesses (CWT) and ec-
centricity index (EI) (=the ratio of maximum to mini-
mum CWT, Fig. 1) [28, 29]. For coronary flow velocity
(CFV) and coronary blood flow (CBF) measurements,
images were analyzed using semi-automated commercial
software [22, 30].
Additional analyses were performed in all subjects to

determine whether the combined effect of abnormal EI
and abnormal CWT was associated with significantly

greater impairment in CEF than was either variable
alone. Coronary segments with both abnormal EI
(defined as EI >1 SD above the mean EI of the healthy
subjects) and abnormal mean CWT (defined as CWT >1
SD above the healthy mean CWT) had CEF quantified
and compared with subjects with either abnormal EI
alone, those with abnormal CWT alone, and those with
neither abnormal CWR nor abnormal EI.

Statistical analysis
Data are expressed as mean values ± one standard devi-
ation. The data were tested for normality using the
Shapiro-Wilk test. Parametric (Student’s t-test) and non-
parametric testing (Wilcoxon signed rank test for paired
data and Wilcoxon rank sum test for non-paired data)
were used as appropriate. Linear regression analysis was
performed to assess the relationship between continuous
variables of coronary vasoreactivity and the anatomic
atherosclerosis indices of coronary wall measurements.
Multiple linear regression was employed to ascertain the
relationship between EI and CEF after controlling for
CWT (STATA version 13). Statistical significance was
defined as a two-tailed p-value <0.05.

Results
All participants completed the study without complica-
tion. A total of 31 arterial segments in 29 CAD patients
and 19 segments in 16 healthy subjects were analyzed.
Baseline characteristics of the study population are pre-
sented in Table 1.

Hemodynamic effect of isometric handgrip stress
Isometric handgrip exercise (IHE) induced significant
hemodynamic changes in both healthy subjects and pa-
tients. We observed a 30.1 ± 17.6% increase in the rate
pressure product (RPP) with IHE stress in the healthy
subjects and a 32.8 ± 17.2% increase in the CAD patients
(p < 0.0001 stress vs. baseline, both groups). The absolute
RPP during stress and the percent increase in RPP from

Fig. 1 CMR example of coronary black blood vessel wall imaging. Cross-sectional images in a young, healthy volunteer and in a patient with mild CAD.
a A scout scan obtained along the right coronary artery (RCA) in a healthy subject is shown together with the location for cross-sectional imaging (yellow
line). Yellow arrows denote RCA cross section. b The normal volunteer has an eccentricity index (maximum wall thickness/minimum wall thickness) of 1.3.
c The CAD patient has an eccentricity index of 3.3, indicating eccentric arterial remodeling
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baseline did not differ between the healthy subjects and
CAD patients (p = 0.48, p = 0.6 respectively).

Coronary vasoreactivity
Baseline coronary cross-sectional area (CSA) was similar
in healthy subjects and in patients with CAD (13.2 ±
4.5 mm2 vs. 13.7 ± 5.8 mm2, healthy vs CAD, p = 0.8). Cor-
onary arteries dilated significantly more with IHE stress in
the healthy subjects than those of CAD patients in that
the percent change in stress-induced CSA was significantly
higher in healthy age matched subjects (10.6 ± 6.6%) than
in those with CAD (1.3 ± 7.7%, p < 0.0001, Fig. 2), consist-
ent with prior reports [17, 22].

Coronary flow velocity and blood-flow measures
Peak diastolic CFV at baseline was similar in healthy
subjects and patients with CAD (12.8 ± 3.8 cm/s vs.
14.0 ± 6.0 cm/s, healthy vs CAD, p = 0.40). The relative
exercise-induced change in CFV was also greater in
healthy subjects (+25.0 ± 24.7%) than in CAD patients
(5.1 ± 17.9%, p = 0.001, Fig. 2). Likewise, baseline CBF
was similar in healthy and CAD subjects (50.4 ±
19.2 ml/min vs 57.5 ± 31.7 ml/min, p = 0.39) but the
CBF change with IHE stress was also significantly
greater in the healthy group (+38.3 ± 29%) than in the

Table 1 Characteristics of the subjects

Healthy subjects
(N = 16)

CAD patients
(N = 29)

p-value

Age – years

Mean ± SD 57 ± 21.2 58 ± 14.8 0.86

Range 25–80 37–83

Male –no. (%) 8 (50) 21 (67) 0.37

Left Ventricular Ejection Fraction – % N/A 59 ± 5.2

Coronary artery imaged: Total segments 19 31

RCA alone –no. (%) 11 (69) 20 (69) NS

LAD alone–no. (%) 3 (19) 7 (24) NS

Both RCA and LAD –no. (%) 2 (12) 2 (7) NS

History of prior angioplasty N/A 9 (31)

History of CABG N/A 1 (3)

Significant multivessel CAD (>50% luminal
stenosis in major epicardial coronary artery)

N/A 7 (24)

Body Mass Index (Mean ± SD)
(BMI, kg/m2)

26.0 ± 5.2 27.1 ± 5.9 0.49

CAD risk factorsa

Mean ± SD
0 1.3 ± 0.8 <0.001

ACE-inhibitor use –no. (%) 0 12 (39) <0.001

Beta-blocker use –no. (%) 0 15 (48) <0.001

Statin use –no. (%) 0 20 (69) <0.001

Abbreviations: N/A not applicable, SD standard deviation, CAD coronary artery disease, RCA right coronary artery, LAD left anterior descending artery,
ACE angiotensin converting enzyme inhibitor, NS non-significant
aCAD risk factors excluding age and gender

Fig. 2 Changes in coronary area, peak flow velocity, and blood-flow
during IHE. Individual data points of relative changes in coronary
vasoreactive parameters with IHE are shown for healthy subjects (open
circles, n= 19 coronary segments) and CAD patients (black triangles,
n= 31 coronary segments) for coronary area, velocity and flow change in
response to IHE. Adjacent to individual data points are bars showing
mean +/- SD. There were statistically significant differences between
healthy and CAD patients in all three vasoreactive parameters

Hays et al. Journal of Cardiovascular Magnetic Resonance  (2017) 19:51 Page 4 of 10



CAD group (+6.5 ± 19.6%, p = 0.0001). Figure 2 illus-
trates relative changes (%) in coronary area, velocity
and flow with IHE in both groups.

Coronary wall measurements
Mean and maximum coronary wall thicknesses were 1.1
± 0.3 mm and 1.9 ± 0.5 mm, respectively in the healthy
subjects, and mean EI was 1.8 ± 0.5 in this group. Both
mean and maximum CWT were higher in CAD patients
(1.6 ± 0.4 mm and 2.6 ± 0.6 mm respectively p < 0.0001
healthy vs. CAD for both measures). Similarly, mean
EI was significantly higher in the CAD group (2.3 ± 0.6,
p = 0.006 vs. healthy group, Fig. 3) compared to the
healthy group.

Relationship between coronary artery remodeling and
endothelial-dependent coronary vasoreactivity
In healthy subjects, there was no significant relation-
ship between measures of coronary wall remodeling
(mean CWT or EI) and measures of CEF (Table 2).
However, in CAD patients we observed a significant
inverse relationship between mean CWT and %CSA
change with stress (r = -0.54, p = 0.001, Fig. 5).
Importantly, there was a significant inverse relation-
ship between EI and %CSA change with IHE (r = -0.60,
p = 0.0002, Fig. 5) in CAD patients. There was no sig-
nificant relationship between CFV and either remodel-
ing parameter (mean CWT and EI). Although we
observed an inverse relationship between %CBF
change and CWT in CAD patients, this was of border-
line significance (r = -0.34, p = 0.05). There was no sig-
nificant relationship between %CBF and EI (r = -0.27,
p = 0.13, Fig. 5). Because mean CWT and EI were each
inversely related to %CSA change with IHE (Fig. 5),
we employed regression analysis to control for mean
CWTand found that a significant relationship persisted be-
tween EI and %CSA change (adjusted r = -0.69, p = 0.0001),
indicating that EI is independently associated with de-
pressed (or impaired) CEF. For every unit increase in EI,
coronary CSA with IHE is expected to decrease by -6.7 ±
1.7% (95% confidence interval: -10.3 to -3.0, p = 0.001).
Using regression analysis, there was no significant relation-
ship between the two coronary wall indices (mean CWT
and EI, R = 0.27, p = 0.13, Fig. 3c). Furthermore, no signifi-
cant interaction was detected between the variables CWT
and EI (p value for interaction = 0.81).
To determine whether the combined effect of ab-

normal EI (defined as EI > 2.2 which is >1 SD above
the healthy mean EI) and abnormal CWT (defined as
CWT > 1.37 mm which is >1 SD above the healthy
mean CWT) was associated with significantly greater
impairment in CEF than either variable alone, we ob-
served that coronary segments with both abnormal
EI and abnormal mean CWT (n = 10 segments) had

significantly reduced CEF (measured by %CSA
change during IHE) as compared with subjects with
abnormal EI alone (n = 13), those with abnormal
CWT alone (n = 12), or neither (n = 15, for total of
50 segments in 29 CAD patient and 16 healthy sub-
jects, Fig. 4).

Fig. 3 Coronary wall measurements in CAD patients and healthy
subjects. a Individual data points (and mean +/- SD) showing mean and
maximum coronary wall thickness (CWT, in mm) for healthy individuals
(open circles) and CAD patients (black triangles, * p< 0.0001 vs. healthy
for both measures). b Individual data points (and mean +/- SD) showing
coronary eccentricity index (EI, defined as ratio: maximum CWT/
minimum CWT). EI is significantly higher in CAD patients than in healthy
age-matched adults. * p = 0.006 vs. healthy. c Relationship between
mean CWT and EI in CAD patients using regression analysis
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Discussion
The current study demonstrates the novel finding that
an eccentric pattern of coronary wall remodeling is sig-
nificantly and independently associated with abnormal
local CEF in patients with mild CAD, and therefore that
anatomic and physiologic early indicators of coronary
vascular pathology are closely related. More specifically,
coronary endothelial-dependent vasoreactivity was quan-
tified with CMR-IHE testing and demonstrated a strong

inverse relationship between coronary macrovascular
endothelial function, as measured by IHE-induced
%CSA change, and the degree of local coronary wall
eccentricity in patients with mild CAD. There was no
relationship between the two indices in healthy control
subjects. We previously reported that coronary endothelial
function is closely related to the degree of coronary lu-
minal stenosis and local coronary wall thickening [17, 22].
Although increased mean CWT and EI tend to occur in
CAD patients and with aging, the two variables were not
significantly related to one another in this population in
the mild, non-stenotic vessels studied (Fig. 3). This novel
noninvasive CMR approach combines functional (CEF)
and anatomical imaging of the coronaries that were previ-
ously shown to be reproducible in the short and longer
term [13, 14, 17, 18, 22], and may provide important in-
sights in the pathophysiology of early atherosclerotic cor-
onary disease.
The values for coronary wall thickening and coronary

endothelial function reported here are similar to those
previously reported using CMR [11, 31] and invasive tech-
niques [2, 32, 33], although with different endothelial-
dependent stressors. The values for CEF are similar to
those obtained in our prior CMR studies, demonstrating a
coronary vasodilatory response to IHE in the healthy sub-
jects, and no vasodilatory response or a vasoconstrictor
response in many CAD patients [16, 17, 22]. We previ-
ously showed that the administration of nitroglycerin, an
endothelial independent stressor, caused normal vasodila-
tation in coronary segments with mild to severe CAD that
exhibited abnormal responses to IHE. The finding that
nitroglycerin dilated the same coronary artery segments in
CAD patients that constricted by IHE demonstrated that
endothelial-independent mechanisms were intact and, by
inference, that the mechanism responsible for the im-
paired IHE-related coronary response in CAD is abnormal
endothelial function rather than a mechanical disturbance
such as may occur with heavy coronary calcification or

Table 2 Relationship between coronary anatomic and functional measures

% Coronary Vasoreactive Change with IHE vs. Coronary Wall Measure: % area change % velocity change % flow change

Healthy: Mean Coronary Wall Thickness R = -0.17 R = 0.02 R = -0.02

P = 0.46 P = 0.93 P = 0.92

Healthy: Eccentricity Index R = 0.18 R = 0.08 R = 0.14

P = 0.46 P = 0.74 P = 0.56

CAD: Mean Coronary Wall Thickness R = -0.54 R = -0.11 R = -0.34

P = 0.001 P = 0.51 P = 0.05

CAD: Eccentricity Index R = -0.60 R = -0.06 R = -0.27

P = 0.0002 P = 0.75 P = 0.13

Relationship between MRI measures of coronary remodeling (Coronary eccentricity index and mean coronary wall thickness) vs. coronary endothelial functional
measures (% area change, % coronary peak velocity change and % coronary blood flow change with IHE) in healthy subjects and in patients with coronary artery
disease using regression analysis
Italized items indicate statistically significant relationships

Fig. 4 Coronary area change with isometric handgrip stress in four
groups. Individual data bars (mean +/- SD) are shown for the following
groups: 1) Normal coronary wall thickness (CWT) and eccentricity index
(EI) defined as values within one standard deviation of that of healthy
subjects’ values (white bar). 2) Coronary segments with abnormal CWT
defined as CWT ≥1 standard deviation from the mean CWT of the
healthy group (white bar, horizontal lines) 3) Segments with abnormal
eccentricity index (EI, defined as EI≥ 1 SD above the mean of the
healthy group (gray bar, diagonal lines) and 4) Segments with both
abnormal EI and abnormal CWT (black bar), illustrating that coronary
endothelial function is more impaired in subjects with both abnormal
CWT and abnormal EI than in those with either finding alone. Individual
data points in open circles signify healthy subjects and those in black
triangles signify CAD patients. * p< 0.05 (vs. Abnormal CWT group) and
p< 0.05 (vs. Abnormal EI group)
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increased vascular stiffness [17]. Although it is possible
that severely calcified vessels may have mechanical prop-
erties that could limit dilatation, in the current paper we
did not study patients with severe CAD and only studied
segments with no more than mild CAD. Further, these
findings confirm prior observations that mean coronary
wall thickness is significantly higher in CAD patients than
in healthy subjects which, in the presence of preserved lu-
minal area, is indicative of positive arterial remodeling
[9, 11]. We extend measures of wall eccentricity from
other vascular beds [34, 35] to the coronary arteries
and show that eccentricity of the coronary arteries of
CAD patients with no significant luminal stenosis is
greater than that of healthy age-matched individuals.
Although our study demonstrated a relationship be-

tween coronary macrovascular changes in CSA and cor-
onary wall eccentricity index in CAD patients (Fig. 5a),
there was no significant relationship between IHE-
induced coronary velocity or flow change and EI in ei-
ther the CAD or the healthy group (Fig. 5c,d). These
findings suggest that local increased eccentricity is more
closely related to measures of local coronary endothelial
function (e.g. epicardial area change in a given coronary
segment) rather than to more global endothelial function
measures (velocity and flow) that also reflect changes in
downstream microvascular vasoreactivity, distant from
the eccentricity.
We previously reported that abnormal coronary endo-

thelial function varied among arteries in a given CAD

patient and was related to the presence and degree of
coronary wall thickening [22]. The observations here
confirm that finding in different patients (Fig. 5) but also
extend it, demonstrating that not only the degree but
also the type of coronary wall remodeling (eccentric vs.
concentric) is associated with impaired local coronary
endothelial function in early coronary disease. Advances
in CMR hardware (i.e. multitransmit radiofrequency)
and software allow improved visualization of the coron-
ary vessel wall, permitting a more detailed analysis of
wall remodeling than was previously possible. The type
of coronary wall remodeling (concentric vs. eccentric)
may play an important role in local plaque progression
or acute coronary syndrome [36]. Prior studies report
that acute coronary syndromes tend to occur in vessels
with angiographically mild disease [6]. One recent study
determined that the presence in the coronary vessel wall
of thin cap fibroatheromas (detected on intravascular
ultrasound (IVUS)) and plaque burden are associated
with an increased risk of acute coronary syndrome in
the same vessel [37]. Non-invasive studies of coronary
plaque composition may also play an important role in
risk prediction [38, 39]. Therefore, based on these and
other studies, the type and degree of coronary vessel re-
modeling and plaque composition [19] are important
local factors that may potentially lead to unstable coron-
ary syndromes.
Endothelial dysfunction is both a cause and a conse-

quence of atherosclerosis, and thus, in terms of the

Fig. 5 CMR measures of coronary remodeling indices vs. measures of coronary endothelial function in CAD patients (N = 31 arterial segments in
29 subjects). a Coronary eccentricity index versus % coronary cross sectional area (CSA) change with isometric handgrip exercise (IHE). b Mean
coronary wall thickness (CWT) versus %CSA change with IHE. c Coronary eccentricity index versus % coronary flow change with IHE. d Mean
coronary wall thickness (CWT) versus % coronary flow change with IHE
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correlation between local abnormal CEF and eccentricity
observed here, it is difficult to determine whether de-
pressed CEF contributes to coronary wall thickening/ec-
centricity, vice versa or both. It is clear that local factors
contribute to the focal development of atherosclerosis
and that local differences in three-dimensional coronary
blood flow affect endothelial shear stress which, in turn,
both modulates endothelial cell function and biochemis-
try [40] and drives plaque formation [41]. Eccentric
lesions are associated with inflammation and are prone
to rupture, which results in clinical events [35]. Others
have suggested that changes in eccentricity over time
may also be a strong predictor of future plaque rupture
[40] and this noninvasive CMR approach is well suited
to serial studies over time as well.
Recently, coronary endothelial function, eccentricity,

wall shear stress, and plaque burden were measured
invasively in patients with chest pain referred for angiog-
raphy [42]. Wall shear stress was directly related to
macrovascular CEF and inversely related to EI. Segments
with the most plaque burden and lowest wall shear
stress manifested impaired CEF and greater plaque
eccentricity [42]. Unfortunately in that IVUS study the
authors did not report whether there was a relationship
between eccentricity and depressed CEF, as studied here
for the first time. Taken together, the prior invasive stud-
ies and the current noninvasive report demonstrate that
abnormal CEF varies regionally throughout the coronary
vasculature and is related locally to plaque characteris-
tics (amount, composition, and eccentricity/geometry)
that were previously associated with adverse outcomes.
Because acute vascular events tend to occur in areas of
eccentric atherosclerosis [20, 35], the identification of
areas of wall eccentricity and the correlation with under-
lying coronary endothelial function may be critically im-
portant in identifying potential high risk culprit lesions.
One limitation to the current study is that CMR im-

aging of the coronaries cannot distinguish separate
layers of the vessel wall or measure coronary plaque
components due to limits of spatial resolution. Although
IVUS and optical coherence tomography are more sensi-
tive at detecting and characterizing early vessel wall
disease than CMR, they are invasive. Although multi-
detector computed tomography (MDCT) has been used
to assess coronary remodeling and plaque [43], the ex-
posure to ionizing radiation and contrast media limit its
application in low risk populations and in repeated stud-
ies. In addition, MDCT cannot directly measure coron-
ary velocity or flow for the complete assessment of CEF.
Although we primarily focused on proximal and mid
coronary segments to evaluate stress-induced area
changes, the ability to also measure coronary velocity
and flow permits a more global assessment of down-
stream endothelial function that complements the

measures of local epicardial vasoreactivity. Now that the
relationship between local CEF and eccentricity has been
identified, future work is needed to expand these nonin-
vasive measures to longer coronary artery segments and
the circumflex artery distribution as well as long-term
studies to relate these measures to subsequent outcomes
in large populations. The current coronary scan coverage
is limited and this merits further improvement. Never-
theless, these coronary CMR CEF methods enable repro-
ducible, noninvasive measures of coronary vasoreactivity
that are NO-dependent [16] and that have been reported
in a wide range of healthy subjects and patients with
coronary artery disease.

Conclusions
In summary, the present findings demonstrate that the
degree of coronary wall eccentricity is inversely related
to local macrovascular CEF in patients with mild CAD.
Moreover, the relationship between coronary eccentricity
and local CEF is independent of coronary wall thickness.
These findings indicate that an eccentric pattern of cor-
onary wall remodeling is associated with abnormal local
CEF, and therefore that anatomic and physiologic early
indicators of coronary vascular pathology are closely re-
lated in early atherosclerotic disease. This novel imaging
approach may offer important insights into the pathobi-
ology of atherosclerosis, the local progression of CAD,
and the identification of high-risk patients and possibly
high-risk coronary lesions.

Abbreviations
ACE: Angiotensin converting enzyme; BMI: Body mass index; CABG: Coronary
artery bypass graft; CAD: Coronary artery disease; CBF: Coronary blood flow;
CEF: Coronary endothelial function; CFV: Coronary flow velocity;
CSA: Coronary cross sectional area; CTA: Computed tomography
angiography; CWT: Coronary wall thickness; EI: Eccentricity index;
IHE: Isometric handgrip exercise; IVUS: Intravascular ultrasound; LAD: Left
anterior descending; MDCT: Multi-detector computed tomography; NO: Nitric
oxide; RCA: Right coronary artery; RPP: Rate-pressure product

Funding
This work was supported by the National Institutes of Health (HL120905,
HL125059, HL61912), the American Heart Association (11SDG5200004), the
Swiss National Science Foundation Grant 320030-143923, the Johns Hopkins PJ
Schafer Award, and the Clarence Doodeman Endowment of Johns Hopkins.

Availability of data and materials
All data generated or analysed during this study are included in this
published article.

Authors’ contributions
Conceived and designed the experiments: RGW, AGH, GG, M Stuber, M
Schär. Software development: M Schär, M Stuber. Performed the
experiments: AGH, MI, M Schär, SS, RGW. Analyzed the data: AGH, MI, M
Schär, MM. Contributed reagents/materials/analysis tools: M Schär, M Stuber.
Wrote/edited the paper: AGH, RGW, M Stuber, M Schär, GG, MI, MM. All
authors read and approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.

Hays et al. Journal of Cardiovascular Magnetic Resonance  (2017) 19:51 Page 8 of 10



Consent for publication
Not applicable.

Ethics approval and consent to participate
The protocol was approved by the Institutional Review Board at Johns
Hopkins University School of Medicine and all participants provided written
informed consent.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details
1Department of Medicine, Division of Cardiology, Johns Hopkins University,
600 N Wolfe St., Baltimore, MD 21287, USA. 2Department of Radiology,
Division of Magnetic Resonance Research, Johns Hopkins University, 600 N.
Wolfe St., Baltimore, MD 21287, USA. 3Department of Radiology, Centre
Hospitalier Universitaire Vaudois, Center for Biomedical Imaging (CIBM),
University of Lausanne, Lausanne, Switzerland.

Received: 8 January 2017 Accepted: 11 April 2017

References
1. Deanfield JE, Halcox JP, Rabelink TJ. Endothelial function and

dysfunction: testing and clinical relevance. Circulation. 2007;115:1285–95.
2. Schachinger V, Britten MB, Zeiher AM. Prognostic impact of coronary

vasodilator dysfunction on adverse long-term outcome of coronary heart
disease. Circulation. 2000;101:1899–906.

3. Suwaidi JA, Hamasaki S, Higano ST, Nishimura RA, Holmes Jr DR, Lerman A.
Long-term follow-up of patients with mild coronary artery disease and
endothelial dysfunction. Circulation. 2000;101:948–54.

4. Manginas A, Voudris V, Pavlides G, Karatasakis G, Athanassopoulos G,
Cokkinos DV. Effect of plaque burden on coronary vasoreactivity in
early atherosclerosis. Am J Cardiol. 1998;81:401–6.

5. Yamagishi M, Terashima M, Awano K, Kijima M, Nakatani S, Daikoku S, Ito K,
Yasumura Y, Miyatake K. Morphology of vulnerable coronary plaque:
insights from follow-up of patients examined by intravascular ultrasound
before an acute coronary syndrome. J Am Coll Cardiol. 2000;35:106–11.

6. Fuster V. 50th anniversary historical article. Acute coronary syndromes:
the degree and morphology of coronary stenoses. J Am Coll Cardiol.
1999;34:1854–6.

7. Virmani R, Burke AP, Farb A, Kolodgie FD. Pathology of the vulnerable
plaque. J Am Coll Cardiol. 2006;47:C13–8.

8. Ganz P, Vita JA. Testing endothelial vasomotor function: nitric oxide, a
multipotent molecule. Circulation. 2003;108:2049–53.

9. Glagov S, Weisenberg E, Zarins CK, Stankunavicius R, Kolettis GJ.
Compensatory enlargement of human atherosclerotic coronary arteries. N
Engl J Med. 1987;316:1371–5.

10. Hodgson JM, Reddy KG, Suneja R, Nair RN, Lesnefsky EJ, Sheehan HM.
Intracoronary ultrasound imaging: correlation of plaque morphology
with angiography, clinical syndrome and procedural results in patients
undergoing coronary angioplasty. J Am Coll Cardiol. 1993;21:35–44.

11. Fayad ZA, Fuster V, Fallon JT, Jayasundera T, Worthley SG, Helft G,
Aguinaldo JG, Badimon JJ, Sharma SK. Noninvasive in vivo human
coronary artery lumen and wall imaging using black-blood magnetic
resonance imaging. Circulation. 2000;102:506–10.

12. Kim WY, Stuber M, Bornert P, Kissinger KV, Manning WJ, Botnar RM.
Three-dimensional black-blood cardiac magnetic resonance coronary
vessel wall imaging detects positive arterial remodeling in patients with
nonsignificant coronary artery disease. Circulation. 2002;106:296–9.

13. Desai MY, Lai S, Barmet C, Weiss RG, Stuber M. Reproducibility of 3D
free-breathing magnetic resonance coronary vessel wall imaging. Eur
Heart J. 2005;26:2320–4.

14. Hazirolan T, Gupta SN, Mohamed MA, Bluemke DA. Reproducibility of
black-blood coronary vessel wall MR imaging. J Cardiovasc Magn Reson.
2005;7:409–13.

15. Nitenberg A, Chemla D, Antony I. Epicardial coronary artery constriction
to cold pressor test is predictive of cardiovascular events in
hypertensive patients with angiographically normal coronary arteries

and without other major coronary risk factor. Atherosclerosis. 2004;173:
115–23.

16. Hays AG, Iantorno M, Soleimanifard S, Steinberg A, Schar M,
Gerstenblith G, Stuber M, Weiss RG. Coronary vasomotor responses to
isometric handgrip exercise are primarily mediated by nitric oxide: a
noninvasive MRI test of coronary endothelial function. Am J Physiol
Heart Circ Physiol. 2015;308:H1343–50.

17. Hays AG, Hirsch GA, Kelle S, Gerstenblith G, Weiss RG, Stuber M. Noninvasive
visualization of coronary artery endothelial function in healthy subjects and
in patients with coronary artery disease. J Am Coll Cardiol. 2010;56:1657–65.

18. Hays AG, Stuber M, Hirsch GA, Yu J, Schar M, Weiss RG, Gerstenblith G, Kelle
S. Non-invasive detection of coronary endothelial response to sequential
handgrip exercise in coronary artery disease patients and healthy adults.
PLoS ONE. 2013;8:e58047.

19. Choi BJ, Prasad A, Gulati R, Best PJ, Lennon RJ, Barsness GW, Lerman LO,
Lerman A. Coronary endothelial dysfunction in patients with early coronary
artery disease is associated with the increase in intravascular lipid core
plaque. Eur Heart J. 2013;34:2047–54.

20. Higuma T, Soeda T, Abe N, Yamada M, Yokoyama H, Shibutani S, Vergallo R,
Minami Y, Ong DS, Lee H, et al. A Combined Optical Coherence
Tomography and Intravascular Ultrasound Study on Plaque Rupture, Plaque
Erosion, and Calcified Nodule in Patients With ST-Segment Elevation
Myocardial Infarction: Incidence, Morphologic Characteristics, and Outcomes
After Percutaneous Coronary Intervention. JACC Cardiovasc Interv. 2015;8:
1166–76.

21. Agatston AS, Janowitz WR, Hildner FJ, Zusmer NR, Viamonte Jr M, Detrano
R. Quantification of coronary artery calcium using ultrafast computed
tomography. J Am Coll Cardiol. 1990;15:827–32.

22. Hays AG, Kelle S, Hirsch GA, Soleimanifard S, Yu J, Agarwal HK, Gerstenblith
G, Schar M, Stuber M, Weiss RG. Regional coronary endothelial function is
closely related to local early coronary atherosclerosis in patients with mild
coronary artery disease: pilot study. Circ Cardiovasc Imaging. 2012;5:341–8.

23. Weiss RG, Bottomley PA, Hardy CJ, Gerstenblith G. Regional myocardial
metabolism of high-energy phosphates during isometric exercise in
patients with coronary artery disease. N Engl J Med. 1990;323:1593–600.

24. Meyer CH, Hu BS, Nishimura DG, Macovski A. Fast spiral coronary artery
imaging. Magn Reson Med. 1992;28:202–13.

25. Keegan J, Gatehouse PD, Yang GZ, Firmin DN. Spiral phase velocity
mapping of left and right coronary artery blood flow: correction for
through-plane motion using selective fat-only excitation. J Magn Reson
Imaging. 2004;20:953–60.

26. Terashima M, Meyer CH, Keeffe BG, Putz EJ, de la Pena-Almaguer E, Yang
PC, Hu BS, Nishimura DG, McConnell MV. Noninvasive assessment of
coronary vasodilation using magnetic resonance angiography. J Am Coll
Cardiol. 2005;45:104–10.

27. Fleckenstein JL, Archer BT, Barker BA, Vaughan JT, Parkey RW, Peshock RM.
Fast short-tau inversion-recovery MR imaging. Radiology. 1991;179:499–504.

28. Mintz GS, Popma JJ, Pichard AD, Kent KM, Satler LF, Chuang YC, DeFalco RA,
Leon MB. Limitations of angiography in the assessment of plaque
distribution in coronary artery disease: a systematic study of target lesion
eccentricity in 1446 lesions. Circulation. 1996;93:924–31.

29. Miao C, Chen S, Macedo R, Lai S, Liu K, Li D, Wasserman BA, Vogel-Claussen J,
Lima JA, Bluemke DA. Positive remodeling of the coronary arteries detected by
magnetic resonance imaging in an asymptomatic population: MESA (Multi-
Ethnic Study of Atherosclerosis). J Am Coll Cardiol. 2009;53:1708–15.

30. Doucette JW, Corl PD, Payne HM, Flynn AE, Goto M, Nassi M, Segal J.
Validation of a Doppler guide wire for intravascular measurement of
coronary artery flow velocity. Circulation. 1992;85:1899–911.

31. Botnar RM, Stuber M, Kissinger KV, Kim WY, Spuentrup E, Manning WJ.
Noninvasive coronary vessel wall and plaque imaging with magnetic
resonance imaging. Circulation. 2000;102:2582–7.

32. von Birgelen C, Klinkhart W, Mintz GS, Papatheodorou A, Herrmann J,
Baumgart D, Haude M, Wieneke H, Ge J, Erbel R. Plaque distribution and
vascular remodeling of ruptured and nonruptured coronary plaques in the
same vessel: an intravascular ultrasound study in vivo. J Am Coll Cardiol.
2001;37:1864–70.

33. Ludmer PL, Selwyn AP, Shook TL, Wayne RR, Mudge GH, Alexander RW,
Ganz P. Paradoxical vasoconstriction induced by acetylcholine in
atherosclerotic coronary arteries. N Engl J Med. 1986;315:1046–51.

34. Li F, McDermott MM, Li D, Carroll TJ, Hippe DS, Kramer CM, Fan Z, Zhao X,
Hatsukami TS, Chu B, et al. The association of lesion eccentricity with plaque

Hays et al. Journal of Cardiovascular Magnetic Resonance  (2017) 19:51 Page 9 of 10



morphology and components in the superficial femoral artery: a high-
spatial-resolution, multi-contrast weighted CMR study. J Cardiovasc Magn
Reson. 2010;12:37.

35. Ohara T, Toyoda K, Otsubo R, Nagatsuka K, Kubota Y, Yasaka M, Naritomi H,
Minematsu K. Eccentric stenosis of the carotid artery associated with
ipsilateral cerebrovascular events. AJNR Am J Neuroradiol. 2008;29:1200–3.

36. Puri R, Nicholls SJ, Brennan DM, Andrews J, Liew GY, Carbone A, Copus B,
Nelson AJ, Kapadia SR, Tuzcu EM, et al. Coronary atheroma composition and
its association with segmental endothelial dysfunction in non-ST segment
elevation myocardial infarction: novel insights with radiofrequency (iMAP)
intravascular ultrasonography. Int J Cardiovasc Imaging. 2015;31:247–57.

37. Stone GW, Maehara A, Lansky AJ, de Bruyne B, Cristea E, Mintz GS, Mehran
R, McPherson J, Farhat N, Marso SP, et al. A prospective natural-history study
of coronary atherosclerosis. N Engl J Med. 2011;364:226–35.

38. Ito H, Motoyama S, Sarai M, Kawai H, Harigaya H, Kan S, Kato S, Anno H,
Takahashi H, Naruse H, et al. Characteristics of plaque progression
detected by serial coronary computed tomography angiography. Heart
Vessels. 2014;29:743–9.

39. Kaul S, Narula J. In search of the vulnerable plaque: is there any light at the
end of the catheter? J Am Coll Cardiol. 2014;64:2519–24.

40. Papafaklis MI, Takahashi S, Antoniadis AP, Coskun AU, Tsuda M, Mizuno S,
Andreou I, Nakamura S, Makita Y, Hirohata A, et al. Effect of the local
hemodynamic environment on the de novo development and progression
of eccentric coronary atherosclerosis in humans: insights from PREDICTION.
Atherosclerosis. 2015;240:205–11.

41. Wentzel JJ, Chatzizisis YS, Gijsen FJ, Giannoglou GD, Feldman CL, Stone PH.
Endothelial shear stress in the evolution of coronary atherosclerotic plaque
and vascular remodelling: current understanding and remaining questions.
Cardiovasc Res. 2012;96:234–43.

42. Puri R, Leong DP, Nicholls SJ, Liew GY, Nelson AJ, Carbone A, Copus B,
Wong DT, Beltrame JF, Worthley SG, Worthley MI. Coronary artery wall shear
stress is associated with endothelial dysfunction and expansive arterial
remodelling in patients with coronary artery disease. EuroIntervention. 2015;
10:1440–8.

43. Achenbach S, Ropers D, Hoffmann U, MacNeill B, Baum U, Pohle K, Brady TJ,
Pomerantsev E, Ludwig J, Flachskampf FA, et al. Assessment of coronary
remodeling in stenotic and nonstenotic coronary atherosclerotic lesions by
multidetector spiral computed tomography. J Am Coll Cardiol. 2004;43:842–7.

•  We accept pre-submission inquiries 

•  Our selector tool helps you to find the most relevant journal

•  We provide round the clock customer support 

•  Convenient online submission

•  Thorough peer review

•  Inclusion in PubMed and all major indexing services 

•  Maximum visibility for your research

Submit your manuscript at
www.biomedcentral.com/submit

Submit your next manuscript to BioMed Central 
and we will help you at every step:

Hays et al. Journal of Cardiovascular Magnetic Resonance  (2017) 19:51 Page 10 of 10


	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Participants
	Study protocol
	Image analysis
	Statistical analysis

	Results
	Hemodynamic effect of isometric handgrip stress
	Coronary vasoreactivity
	Coronary flow velocity and blood-flow measures
	Coronary wall measurements
	Relationship between coronary artery remodeling and endothelial-dependent coronary vasoreactivity

	Discussion
	Conclusions
	Abbreviations
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Publisher’s Note
	Author details
	References

