
 

 

 

 

 

Edinburgh Research Explorer 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Progression of Hypertrophy and Myocardial Fibrosis in Aortic
Stenosis

Citation for published version:
Everett, RJ, Tastet, L, Clavel, M-A, Chin, CWL, Capoulade, R, Vassiliou, VS, Kwiecinski, J, Gomez, M, van
Beek, EJR, White, AC, Prasad, SK, Larose, E, Tuck, C, Semple, S, Newby, DE, Pibarot, P & Dweck, MR
2018, 'Progression of Hypertrophy and Myocardial Fibrosis in Aortic Stenosis: A Multicenter Cardiac
Magnetic Resonance Study', Circulation: Cardiovascular Imaging, vol. 11, no. 6, pp. e007451.
https://doi.org/10.1161/CIRCIMAGING.117.007451

Digital Object Identifier (DOI):
10.1161/CIRCIMAGING.117.007451

Link:
Link to publication record in Edinburgh Research Explorer

Document Version:
Publisher's PDF, also known as Version of record

Published In:
Circulation: Cardiovascular Imaging

Publisher Rights Statement:
This is an open access article under the terms of the Creative
Commons Attribution License, which permits use, distribution, and
reproduction in any medium, provided that the original work is properly cited.

General rights
Copyright for the publications made accessible via the Edinburgh Research Explorer is retained by the author(s)
and / or other copyright owners and it is a condition of accessing these publications that users recognise and
abide by the legal requirements associated with these rights.

Take down policy
The University of Edinburgh has made every reasonable effort to ensure that Edinburgh Research Explorer
content complies with UK legislation. If you believe that the public display of this file breaches copyright please
contact openaccess@ed.ac.uk providing details, and we will remove access to the work immediately and
investigate your claim.

Download date: 27. Aug. 2022

https://doi.org/10.1161/CIRCIMAGING.117.007451
https://doi.org/10.1161/CIRCIMAGING.117.007451
https://www.research.ed.ac.uk/en/publications/62582bb3-2eb9-4f1f-8502-17fc5b6f668a


Circ Cardiovasc Imaging. 2018;11:e007451. DOI: 10.1161/CIRCIMAGING.117.007451 June 2018 1

Russell J. Everett, MD, 
BSc*

Lionel Tastet, MSc*
Marie-Annick Clavel, 

DVM, PhD
Calvin W.L. Chin, MD, PhD
Romain Capoulade, PhD
Vassilios S. Vassiliou, MD
Jacek Kwiecinski, MD
Miquel Gomez, MD, PhD
Edwin J.R. van Beek, MD, 

PhD
Audrey C. White
Sanjay K. Prasad, MD
Eric Larose, DVM, MD
Christopher Tuck, BSc
Scott Semple, PhD
David E. Newby, MD, DSc, 

PhD
Philippe Pibarot, DVM, 

PhD†
Marc R. Dweck, MD, PhD†

See Editorial by Treibel et al

BACKGROUND: Aortic stenosis is accompanied by progressive left 
ventricular hypertrophy and fibrosis. We investigated the natural history of 
these processes in asymptomatic patients and their potential reversal post-
aortic valve replacement (AVR).

METHODS: Asymptomatic and symptomatic patients with aortic stenosis 
underwent repeat echocardiography and magnetic resonance imaging. 
Changes in peak aortic-jet velocity, left ventricular mass index, diffuse 
fibrosis (indexed extracellular volume), and replacement fibrosis (late 
gadolinium enhancement [LGE]) were quantified.

RESULTS: In 61 asymptomatic patients (43% mild, 34% moderate, 
and 23% severe aortic stenosis), significant increases in peak aortic-jet 
velocity, left ventricular mass index, indexed extracellular volume, and LGE 
mass were observed after 2.1±0.7 years, with the most rapid progression 
observed in patients with most severe stenosis. Patients with baseline 
midwall LGE (n=16 [26%]; LGE mass, 2.5 g [0.8–4.8 g]) demonstrated 
particularly rapid increases in scar burden (78% [50%–158%] increase in 
LGE mass per year). In 38 symptomatic patients (age, 66±8 years; 76% 
men) who underwent AVR, there was a 19% (11%–25%) reduction in 
left ventricular mass index (P<0.0001) and an 11% (4%–16%) reduction 
in indexed extracellular volume (P=0.003) 0.9±0.3 years after surgery. 
By contrast midwall LGE (n=10 [26%]; mass, 3.3 g [2.6–8.0 g]) did not 
change post-AVR (n=10; 3.5 g [2.1–8.0 g]; P=0.23), with no evidence of 
regression even out to 2 years.

CONCLUSIONS: In patients with aortic stenosis, cellular hypertrophy and 
diffuse fibrosis progress in a rapid and balanced manner but are reversible 
after AVR. Once established, midwall LGE also accumulates rapidly but is 
irreversible post valve replacement. Given its adverse long-term prognosis, 
prompt AVR when midwall LGE is first identified may improve clinical 
outcomes.

CLINICAL TRIAL REGISTRATION: URL: https://www.clinicaltrials.gov. 
Unique identifiers: NCT01755936 and NCT01679431.

© 2018 The Authors. Circulation: 
Cardiovascular Imaging is published 
on behalf of the American Heart 
Association, Inc., by Wolters Kluwer 
Health, Inc. This is an open access 
article under the terms of the Creative 
Commons Attribution License, 
which permits use, distribution, and 
reproduction in any medium, provided 
that the original work is properly cited.

ORIGINAL ARTICLE
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A
ortic stenosis (AS) is the most common valve 
disease requiring operative intervention in high-
income countries.1 Traditional assessments of 

AS severity focus on the degree of hemodynamic ob-
struction in the valve. However, the importance of the 
myocardial response to pressure overload has been in-
creasingly appreciated, especially when considering the 
development of symptoms and long-term prognosis 
after valve intervention.2 Left ventricular hypertrophy 
(LVH) initially normalizes wall stress and maintains car-
diac output for many years, if not decades. However, 

with time, the left ventricle (LV) decompensates and the 
patient transitions toward heart failure, symptoms, and 
adverse events.

Pathological studies have suggested that this tran-
sition from hypertrophy to heart failure is driven by a 
combination of myocyte cell death and myocardial 
fibrosis.3 Magnetic resonance imaging (MRI) can detect 
focal myocardial fibrosis using late gadolinium enhance-
ment (LGE) and estimates diffuse interstitial fibrosis with 
T1 mapping. A midwall pattern of LGE observed in AS 
acts as a marker of LV decompensation and is associated 
with an adverse prognosis after surgery.4–8 However, to 
date, we have lacked longitudinal studies to assess how 
LVH and fibrosis progress with time and how aortic valve 
replacement (AVR) affects these processes. The aims of 
this prospective multicenter study were to assess the 
time course of LVH and fibrosis in patients with asymp-
tomatic AS and to determine how they are affected in 
symptomatic patients who undergo AVR.

METHODS

Study Population
Patients were recruited from 2 large prospective observa-
tional MRI studies investigating the natural history of AS 
(NCT01755936, Edinburgh Heart Centre, United Kingdom,7 
and NCT01679431, Quebec Heart and Lung Institute, 
Canada9). In both studies, patients underwent comprehensive 
clinical and echocardiographic assessment including repeat 
MRI. Eligible participants had undergone at least 2 serial MRI 
scans. Symptomatic patients had AVR shortly after baseline 
MRI allowing us to assess the reverse remodeling effect of sur-
gery on repeat scans. The study was conducted in accordance 
with the Declaration of Helsinki and approved by the local 
research committees. Written informed consent was obtained 
from all participants. Study data can be made available to other 
researchers on request to the corresponding author.

Echocardiography
Comprehensive transthoracic echocardiography was per-
formed in all patients to assess AS severity as per clinical 
guidelines (Data Supplement).

Cardiac Magnetic Resonance
MRI was performed using both 1.5T and 3T scanners, and 
standard cine images of the LV were acquired. LGE was per-
formed 15 minutes after administration of gadobutrol. T1 
mapping was performed using the Modified Look-Locker 
Inversion-recovery sequence10 before and 15 to 20 minutes 
after gadolinium contrast administration. Although there 
was variation in the scanners used at the different centers, all 
patients underwent standardized baseline and repeat imag-
ing within their respective institutions (Data Supplement). To 
account for potential interscanner variation in T1 measure-
ments,11 extracellular volume (ECV)–derived T1 mapping 
measures were obtained to normalize myocardial T1 values to 
blood-pool measurements.

CLINICAL PERSPECTIVE

Left ventricular hypertrophy and myocardial fibro-
sis are key processes in aortic stenosis that can be 
assessed by cardiovascular magnetic resonance. 
However, longitudinal changes in myocardial 
hypertrophy and fibrosis before and after aortic 
valve replacement are not well studied. We per-
formed a multicenter prospective cohort study of 
99 subjects who underwent serial echocardiog-
raphy and cardiovascular magnetic resonance 
with assessment of left ventricular mass, diffuse 
fibrosis (T1 mapping), and replacement fibrosis 
(late gadolinium enhancement). Sixty-one sub-
jects were asymptomatic allowing us to assess 
the natural history of hypertrophy and fibrosis for 
2.1±0.7 years. Thirty-eight symptomatic subjects 
underwent aortic valve replacement with repeat 
imaging after 1 year allowing us to assess the left 
ventricular remodeling response to surgery. Our 
data demonstrate that in patients with aortic ste-
nosis, cellular hypertrophy and diffuse interstitial 
fibrosis increase in a balanced and exponential 
manner before reversing (at different rates) after 
aortic valve replacement. Midwall replacement 
fibrosis also accumulates rapidly once established 
in the ventricle but crucially seems irreversible after 
aortic valve replacement. The myocardial scar bur-
den that patients develop while waiting for sur-
gery, therefore, persists into the long term. This is 
an important observation because midwall fibro-
sis has consistently demonstrated an association 
with adverse outcome in a proportionate manner 
across multiple patient cohorts. Our data, there-
fore, suggest that prompt valve replacement as 
soon as midwall fibrosis develops may hold prom-
ise in improving clinical outcomes in patients with 
aortic stenosis, and this hypothesis will be exam-
ined in the currently-recruiting EVOLVED trial (Early 
Valve Replacement guided by Biomarkers of Left 
Ventricular Decompensation in Asymptomatic 
Patients with Severe Aortic Stenosis).
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Image Analysis
Analysis of all MRI scans from both centers was performed at 
the Edinburgh Core Lab using CVI42 (Circle Cardiovascular 
Imaging Inc, Calgary, Canada) by a single reporter (R.J.E.) 
blinded to the scan time point (Data Supplement). Short-
axis cine images were used to calculate ventricular volumes, 
mass, and function. The presence of midwall LGE was deter-
mined both qualitatively and quantitatively by 2 experienced 
operators (R.J.E. and M.R.D.), and its distribution recorded. 
LGE was quantified in a semiautomated manner using a sig-
nal intensity threshold of >3 SDs above the mean value in 
a region of normal myocardium.12 Although segments with 
midwall late enhancement were included in the overall T1 
calculation, segments with subendocardial infarct pattern 
LGE were excluded. ECV fraction (ECV%) and indexed ECV 
(iECV: ECV%× LV end-diastolic myocardial volume nor-
malized to body surface area) were calculated using the 
motion-corrected native and postcontrast T1 maps (Data 
Supplement). We have previously reported the reproducibil-
ity of these measures at 3T13 and demonstrated that iECV 
acts as a marker of LV decompensation in AS, correlates with 
the burden of diffuse fibrosis on histology, and is associated 
with future clinical events.7 Other groups have also recently 
used the same parameter.14

Statistical Analysis
All statistical analyses were performed using GraphPad 
Prism version 7.0 and SPSS version 23. A 2-sided P<0.05 
was considered statistically significant. Given heterogeneity 
in timing of follow-up imaging, changes in the LV remodel-
ing variables were annualized. Annualized change was cal-
culated as the difference between the baseline and final 
follow-up MRI scans, divided by the number of days in 
between time points and multiplied by 365. This approach 
assumes that progression is linear. In a sensitivity analysis, 
we restricted analysis of progression and reverse remodel-
ing in those patients who had repeat imaging at the same 
time interval (2 years in the natural history cohort and 1 
year in the AVR cohort) and examined absolute change in 
the LV remodeling variables.

We assessed the distribution of all continuous variables 
using the Shapiro–Wilk test and presented them as appro-
priate using mean±SD or median (interquartile range). 
Annualized change was assessed using a 1 sample t test or 
Wilcoxon signed-rank test where appropriate to compare 
with a hypothetical mean (or median) of 0. Other compari-
sons were made using the Kruskal–Wallis test where appro-
priate. We presented all categorical variables as percentages 
and used the χ2 test for comparison. Absolute change in 
the sensitivity analysis was analyzed using the paired t test 
or Wilcoxon-matched pairs signed-rank test. Univariate lin-
ear regression was performed on both cohorts to investi-
gate the change in indexed LV mass (LVMi) using variables 
known or suspected to influence LVM change (including 
age, sex, history of hypertension, and valvuloarterial imped-
ance). Multivariable linear regression analysis was then per-
formed with change in LVMi as the dependent variable, and 
the same relevant clinical variables included as covariates. 
R.J.E. had full access to study data and is responsible for 
data integrity and analysis.

RESULTS

Repeat MRI was performed in a total of 99 patients (n=63 
from United Kingdom, n=36 from Canada; Table 1), 38 
underwent AVR (AVR cohort: age, 66±8 years; 76% 
men; peak aortic-jet velocity, 4.70±0.83 m/s) and 61 
remained under medical surveillance without interven-
tion (natural history cohort: age, 61±12 years; 66% 
men; peak aortic-jet velocity, 3.24±0.76 m/s).

Natural History Cohort (LV Remodeling)

At baseline, AS was graded as mild in half of the cohort, 
with the remainder split between moderate (34%) and 
severe (23%; Table 1). No patient had symptoms attrib-
utable to valve disease. Follow-up MRI was performed 
at 2.1±0.7 years after baseline scan.

As expected, AS severity increased (peak aortic-jet 
velocity, 0.15 m/s per year [0–0.29 m/s per year]; mean 
gradient, 3 mm Hg/y [1–5 mm Hg/y]; aortic valve area: 
−0.05 cm2/y [−0.08 to −0.01 cm2/y]; P<0.001 for all; 
Table 2) with concurrent increases in both LVMi (3 g/m2 
per year [1–5 g/m2 per year]; P<0.001) and maximum LV 
wall thickness (0.5 mm/y [0–1 mm/y]; P<0.001). These 
changes were accompanied by a reduction in longitu-
dinal systolic function (−0.5 mm/y [−1.5 to 0.3 mm/y]; 

Table 1. Baseline Characteristics of Patients in the Natural History and 

AVR Cohorts

 

Natural History 

Cohort, n=61

AVR Cohort, 

n=38

Age, y 61±12 66±8

Male sex, n (%) 40 (66) 29 (76)

Body mass index, kg/m2 28.3±5.6 27.3±3.6

Body surface area, m2 1.88±0.21 1.86±0.16

Past medical history

        Hypertension, n (%) 35 (58) 23 (61)

        Diabetes mellitus, n (%) 21 (34) 6 (16)

        Hyperlipidemia, n (%) 17 (28) 19 (50)

        Obstructive coronary artery disease, 
n (%)

15 (25) 16 (42)

        Previous percutaneous coronary 
intervention, n (%)

9 (15) 6 (16)

        Previous coronary artery bypass 
graft, n (%)

3 (5) 0 (0)

        Systolic blood pressure, mm Hg 139±22 146±22

        Diastolic blood pressure, mm Hg 82±11 85±13

Echocardiography

        Aortic stenosis severity, n (%)

         Mild 26 (43) 0

         Moderate 21 (34) 0

         Asymptomatic severe 14 (23) 0

         Symptomatic severe 0 38 (100)

AVR indicates aortic valve replacement.
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P=0.003) and an increase in LV filling pressures (E/e′, 
0.6 /y [−0.4 to 1.3 /y]; P=0.006; Table 3). There was no 
significant change in LV stroke volume or ejection frac-
tion over time (both P≥0.20).

When classified by baseline AS severity, there 
was a stepwise increase in the progression of both 
the valve stenosis severity (change in peak aortic-jet 

velocity: mild AS, 0.05 m/s per year [−0.03 to 0.20 
m/s per year]; moderate AS, 0.16 m/s per year [−0.04 
to 0.29 m/s per year]; and severe AS, 0.33 m/s per 
year [0.16–0.42 m/s per year]; P=0.002) and the 
hypertrophic response (change in LVMi: mild AS, 2 g/
m2 per year [1–4 g/m2 per year]; moderate AS, 3 g/
m2 per year [2–5 g/m2 per year]; and severe AS, 5 g/

Table 2. Baseline and Annualized Change in Markers of Left Ventricular Remodeling Among Patients in the Natural History and AVR Groups

LV Assessment

Natural History Group, n=61 (2.1±0.7 y  

Follow-Up) AVR Group, n=38 (0.9±0.3 y Follow-Up)

Baseline 

Values

Annualized 

Absolute Change, 

units/y P Value

Baseline 

Values Absolute Change

Annualized 

Absolute 

Change, units/y P Value

Indexed left ventricular end-
diastolic volume, mL/m2

70±12 −1 (−4, 2) 0.015 67±15 … −3 (−9, 2) 0.009

Indexed left ventricular end-
systolic volume, mL/m2

18±7 −1 (−3, 1) 0.03 19±13 … −2 (−5, 1) 0.19

Indexed stroke volume, mL/m2 52±9 0 (−3, 2) 0.31 49±8 … −3 (−7, 1) 0.009

Ejection fraction, % 75±8 0 (−2, 4) 0.23 74±8 … 0 (−4, 4) 0.78

Left ventricular mass index, g/m2 75±20 3 (1, 5) <0.0001 93±21 … −10 (−19, −5) <0.0001

Maximum left ventricular wall 
thickness, mm

12±3 0.5 (0, 1) <0.0001 15±3 … −2 (−2, −1) <0.0001

Mass/volume, g/mL 1.09±0.28 0.08 (0.02, 0.14) <0.0001 1.43±0.32 … −0.08 (−0.19, 0.02) 0.003

Longitudinal systolic function, mm 14±3 −0.5 (−1.5, 0.3) 0.0003 12±3 … 1 (−1, 3) 0.10

Indexed left atrial volume, mL/m2 37±12 0 (−3, 3) 0.99 37±11 … −1 (−8, 4) 0.33

Infarct late gadolinium 
enhancement, n (%)

8 (13) … … 5 (13) … … …

Infarct late gadolinium 
enhancement mass, g

7.6±4.5 −0.1 (−1.4, 0.7) 0.56 4.8±2.8 … 0 (−0.7, 1.7) 0.72

Midwall late gadolinium 
enhancement, n (%)

16 (26) … … 10 (26) … … …

Midwall late gadolinium 
enhancement mass, g

2.5 (0.8, 4.8) 1.6 (0.4, 4.1) <0.0001 3.3 (2.6, 8.0) … −0.9 (−1.2, 0.5) 0.22

T1 mapping measures

        Extracellular volume fraction, % 26.6±3.1 0 (−1, 1) 0.80 27.2±2.8 … 1.2 (0.4, 2.2) 0.003

        Total extracellular volume, mL 40±13 0.8 (0.1, 4.0) <0.0001 47±18 … −3 (−12, −1) <0.0001

        Indexed extracellular volume, 
mL/m2

21±6 0.5 (0, 2.3) <0.0001 25±8 … −2 (−3, −1) <0.0001

Echocardiography

        Peak aortic-jet velocity, m/s 3.24±0.76 0.15 (0, 0.29) <0.0001 4.70±0.83 −2.05 (−2.70, 1.56) … <0.0001

        Mean aortic valve gradient, 
mm Hg

24±12 3 (1, 5) <0.0001 52±22 −32 (−44, −26) … <0.0001

        Aortic valve area, cm2 1.08±0.31 −0.05 (−0.08, −0.01) <0.0001 0.79±0.20 0.73 (0.46, 0.91) … <0.0001

        Indexed stroke volume, mL/m2 42±7 0 (−1, 2) 0.31 48±10 … −1 (−9, 4) 0.13

        Mean systolic blood pressure, 
mm Hg

139±22 −1 (−6, 2) 0.011 146±22 … −2 (−22, 11) 0.46

        Valvuloarterial impedance (Zva), 
mm Hg/mL per m2

4.06±0.99 −0.01 (−0.15, 0.20) 0.86 4.29±1.05 −0.60 (−1.19, 0.08) … <0.0001

        E/A ratio 1.1±0.3 0 (−0.1, 0.1) 0.71 1.0±0.3 … 0.16 (−0.06, 0.42) 0.004

        Mean e′, cm/s 7.47±2.34 −0.10 (−0.59, 0.42) 0.20 6.15±2.04 … 1.35 (0.26, 2.91) 0.0004

        E/e′ ratio 10.9 (8.7, 12.8) 0.6 (−0.4, 1.3) 0.006 12.9 (10.2, 18.0) … −1.3 (−4.3, 1.1) 0.02

Variables are expressed as mean±SD or median (IQR) as appropriate. For the annualized changes, the unit is the unit mentioned after the name of the variable 
per year: for example, for indexed left ventricular volumes (mL/m2), the unit for the annualized change is mL/m2 per year. AVR indicates aortic valve replacement; 
and IQR, interquartile range.
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m2 per year [2–9 g/m2 per year]; P=0.07; Table 4; Fig-
ure 1). Indeed, a moderate correlation was observed 
between the rate of peak aortic-jet velocity pro-
gression and the rate of LVMi progression (r=0.41; 
P=0.001) with both baseline and annualized peak 
aortic-jet velocity change being predictors of the rate 
of LVMi progression on univariable analysis. Annual-
ized change in peak aortic-jet velocity was the only 

independent predictor of LVMi progression on multi-
variable analysis (P=0.02; Table 5).

Myocardial Fibrosis

iECV increased over time (0.5 mL/m2 per year [0–2.3 
mL/m2 per year]; P<0.0001; Table  2; Figure  1), with 
progression again appearing to increase in a stepwise 

Table 3.  Diastolic Function Grade at Baseline and Follow-Up in the Natural History and AVR Groups

Diastolic Function Grade, 

n (%)

Natural History Group, n=61 (2.1±0.7 y Follow-Up) AVR Group, n=38 (0.9±0.3 y Follow-Up)

Baseline Follow-Up Baseline Follow-Up

0 5 (8) 0 0 0

1 34 (56) 39 (64) 23 (61) 24 (63)

2 22 (36) 21 (34) 15 (39) 13 (34)

3 0 1 (2) 0 1 (3)

AVR indicates aortic valve replacement.

Table 4. Annualized Change in Markers of Progression and Left Ventricular Remodeling According to Aortic Stenosis Severity in the 

Natural History Group

LV Assessment

Aortic Valve Stenosis Severity

P ValueMild, n=26 Moderate, n=21 Severe, n=14

        Indexed left ventricular end-diastolic volume, mL/m2 
per year

−1 (−5, 3) −1 (−4, 2) −2 (−5, 3) 0.93

        Indexed left ventricular end-systolic volume, mL/m2 per 
year

−1 (−5, 4) −1 (−7, 2) −3 (−5, 3) 0.43

        Indexed stroke volume, mL/m2 per year −1 (−3, 1) 0 (−3, 3) 0 (−3, 2) 0.55

        Ejection fraction, %/y 0 (−3, 2) 0 (−1, 4) 2 (−2, 4) 0.26

        Left ventricular mass index, g/m2 per year 2 (1, 4) 3 (2, 5) 5 (2, 9) 0.07

        Maximum left ventricular wall thickness, mm/y 0.5 (0.0, 1.0) 0.5 (−0.3, 1.2) 0.5 (0.0, 1.0) 0.91

        Mass/volume, g/mL per year 0.06 (−0.01, 0.11) 0.06 (0.02, 0.12) 0.14 (0.08, 0.27) 0.01

        Longitudinal systolic function, mm/y −0.5 (−1.1, 0.3) −1.2 (−2.0, −0.3) −0.1 (−1.5, 0.5) 0.08

        Indexed left atrial volume, mL/m2 per year −1 (−3, 2) 1 (−2, 5) 0 (−5, 2) 0.30

        Infarct late gadolinium enhancement, n (%) 2 (8) 3 (14) 3 (21) …

        Midwall late gadolinium enhancement, n (%) 1 (4) 10 (48) 5 (36) …

        Midwall late gadolinium enhancement mass, g/y 0 1.2 (0.3, 2.4) 4.1 (2.8, 7.2) 0.02

T1 mapping measures

        Extracellular volume fraction, %/y 0 (−1.9, 0.8) 0 (−0.8. 1.7) 0 (0.5, 0.9) 0.61

        Total extracellular volume, mL/y 0.7 (0.0, 1.0) 1.5 (−0.2, 6.8) 3.7 (0.4, 6.0) 0.08

        Indexed extracellular volume, mL/m2 per year 0.3 (−0.1, 0.6) 0.8 (−0.1, 2.9) 2.0 (0.2, 2.9) 0.07

Echocardiography

        Peak aortic-jet velocity, m/s per year 0.05 (−0.03, 0.20) 0.16 (−0.04, 0.29) 0.33 (0.16, 0.42) 0.002

        Mean aortic valve gradient, mm Hg/y 2 (0, 3) 2 (0, 5) 7 (3, 10) <0.001

        Aortic valve area, cm2/y −0.05 (−0.12, −0.02) −0.03 (−0.07, 0.00) −0.06 (−0.09, 0.00) 0.47

        Indexed stroke volume, mL/m2 per year −1 (−2, 1) 0 (−1, 2) 3 (−2, 5) 0.06

        Mean systolic blood pressure, mm Hg/y −2 (−6, 1) −1 (−7, 3) −5 (−15, 1) 0.65

        Valvuloarterial impedance, mm Hg/mL per m2 per year 0 (−0.15, 0.28) 0 (−0.15, 0.49) 0.36 (−0.32, 1.19) 0.50

        E/A ratio 0 (−0.1, 0.1) 0 (−0.1, 0.2) 0 (−0.2, 0.1) 0.91

        Mean e′, cm/s per year −0.17 (−0.56, 0.18) −0.04 (−0.73, 0.58) −0.15 (−0.78, 0.51) 0.82

        E/e′ ratio 0.6 (−0.4, 1.2) −0.1 (−0.9, 1.1) 1.6 (0.9, 2.3) <0.001

Results expressed as median (IQR). IQR indicates interquartile range; and LV, left ventricle.
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manner across patients with mild (0.3 mL/m2 [−0.1 to 
0.6 mL/m2]), moderate (0.8 mL/m2 [−0.1 to 2.9 mL/m2]), 
and severe (2.0 mL/m2 [0.2–2.9 mL/m2]) AS (P=0.07; 
Table 4). Indeed, iECV increased ≈7-fold faster in those 
with severe versus mild AS (P=0.01; Figure 1). By con-
trast, no progression in ECV% was observed over time 

either across the cohort as a whole (0% [−1% to 1%); 
P=0.80) or within severity subgroups (P=0.61).

Midwall LGE was present at baseline in 16 patients 
(26%) and progressed rapidly with time (change in LGE 
mass, 1.6 g/y [0.4–4.1 g/y]; P<0.0001; Table 2), equivalent 
to a relative annual progression of 78% (50%–158%). 

Figure 1. Annualized changes in aortic valve obstruction, left ventricular hypertrophy, and diffuse fibrosis in the natural history and aortic valve replacement (AVR) 
groups. Annualized progression in peak aortic-jet velocity (A), left ventricular mass (B), and diffuse fibrosis (indexed extracellular volume [iECV], C) increased in a 
stepwise fashion with severity of aortic stenosis. The slowest progression for each parameter was observed in patients with mild aortic stenosis and the fastest 
progression in those with severe stenosis. Extracellular volume fraction (ECV%) did not change (D), suggesting balanced progression in cellular hypertrophy and 
interstitial fibrosis. After AVR, there was significant regression in valve obstruction (A), left ventricular mass index (LVMi; B), and iECV (diffuse fibrosis, C). ECV% 
increased (D) suggesting more rapid regression in cellular hypertrophy than interstitial diffuse fibrosis (all P<0.005). *Significant (P<0.005) annualized change 
comparing pre- and post-AVR values for each measure.
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This occurred both at the sites of existing LGE and, in a 
quarter of patients, at remote sites with the development 
of new areas of midwall LGE (Figures  2 and 3). Again 
faster rates of progression were observed in patients with 
more advanced valve stenosis (P=0.02) and greater levels 
of diffuse fibrosis (P=0.019, by tertiles of iECV; Figure 2). 
Moreover, patients with the most midwall LGE at baseline 
demonstrated the fastest subsequent progression (tertile 
1 baseline LGE, 0.3 g/y [0.1–0.9 g/y]; tertile 2, 1.6 g/y 
[1.0–3.8 g/y]; and tertile 3, 4.1 g/y [3.4–7.2 g/y]; P=0.007; 
Figure 2). Eight patients (13%) had a subendocardial pat-
tern of LGE at baseline. On repeat MRI, there were no new 
areas of subendocardial LGE and no change in the sub-
endocardial LGE mass (P=0.56; Table 2), consistent with 
these areas representing previous myocardial infarction.

AVR Cohort (Reverse Remodeling)

Patients underwent AVR for a guideline-based indica-
tion 32 days (13–66 days) after baseline imaging with 
repeat imaging performed 0.9±0.3 years after AVR. 
Twenty-nine patients received a bioprosthetic AVR, 
and in 9 patients, a mechanical prosthesis was used. 
No patient underwent transcatheter valve replacement. 
As expected, echocardiographic assessments of aortic 
valve obstruction improved after surgery (change in 
peak aortic-jet velocity, −2.05 m/s [−2.70 to 1.56 m/s]; 
change in mean gradient, −32 mm Hg [−44 to −26 

mm Hg]; change in aortic valve area, 0.73 cm2 [0.46–
0.91 cm2]; change in valvuloarterial impedance, −0.60 
[−1.19 to 0.08]; all P<0.0001; Table 2).

There was a 19% reduction in LVMi (−10 g/m2 per year 
[−19 to −5 g/m2 per year]; P<0.0001; Table 2) after AVR, 
accompanied by a corresponding reduction in maximal 
LV wall thickness (−2 mm/y [−2 to −1 mm/y]; P<0.0001). 
A moderate correlation was observed between the mag-
nitude of LVM regression and the reduction in peak aor-
tic-jet velocity after valve intervention (ρ=0.35; P=0.03). 
On multivariable regression analysis, a high pre-AVR 
LVMi and the absence of hypertension were both asso-
ciated with greater LVM regression (Table 5) as was a 
lower post-AVR V

max
 although this last variable did not 

reach statistical significance (P=0.06).
Measures of LV relaxation and filling pressure improved 

after AVR (mean e′, 1.35 [0.26–2.91]; P=0.0004; E/e′, 
−1.3 [−4.3 to 1.1]; P=0.02), and there was an apparent 
trend toward improved longitudinal LV systolic function 
(1 mm/y [−1 to 3 mm/y]; P=0.10). No change in ejection 
fraction was observed (P=0.78) although the indexed 
end-diastolic LV volume did decrease modestly (−3 mL/
m2 per year [−9 to 2 mL/m2 per year]; P=0.009).

Myocardial Fibrosis

There was a 11% reduction in iECV on repeat imag-
ing after AVR (−2 mL/m2 per year [−3 to −1 mL/m2 

Table 5. Univariable and Multivariable Linear Regression Analysis to Examine the Predictors of Annualized Progression and 

Regression of Left Ventricular Mass Over Time

Univariable Analysis Multivariable Analysis

Change in Left Ventricular 

Mass Index, β (95% CI), g/

m2 per Year P Value

Change in Left Ventricular 

Mass Index, β (95% CI), g/

m2 per Year P Value

Natural history group: factors influencing left ventricular mass progression

        Age, y 0.03 (−0.05 to 0.10) 0.50 0.05 (−0.04 to 0.13) 0.30

        Men 0.66 (−1.33 to 2.64) 0.51 0.95 (−1.16 to 3.05) 0.37

        Hypertension −1.38 (−3.25 to 0.49) 0.14 −1.75 (−3.95 to 0.44) 0.12

        Valvuloarterial impedance −0.24 (−1.49 to 1.01) 0.70 −0.08 (−1.35 to 1.20) 0.91

        Baseline peak aortic-jet velocity, m/s 1.44 (0.26 to 2.63) 0.02 0.67 (−0.73 to 2.07) 0.34

        Annualized peak aortic-jet velocity change, 
m/s per year

7.10 (2.90 to 11.30) 0.001 4.98 (0.53 to 9.91) 0.048

        Presence midwall late gadolinium 
enhancement

0.45 (−1.67 to 2.56) 0.68 −0.17 (−2.28 to 1.95) 0.88

AVR group: factors influencing left ventricular mass regression

        Age, y 0.45 (0.01 to 0.90) 0.047 −0.11 (−0.46 to 0.24) 0.53

        Men −3.0 (−12.1 to 6.1) 0.50 5.23 (−1.10 to 11.55) 0.10

        Hypertension 10.4 (3.9 to 16.8) 0.002 5.52 (0.29 to 10.75) 0.04

        Valvuloarterial impedance 1.9 (−1.4 to 5.2) 0.26 −0.69 (−3.18 to 1.79) 0.57

        Pre-AVR left ventricular mass index, g/m2 −0.37 (−0.49 to −0.25) <0.001 −0.39 (−0.53 to −0.26) <0.001

        Peak aortic-jet velocity at 1 y post-AVR, m/s 2.2 (−4.3 to 8.8) 0.49 4.33 (−0.27 to 8.93) 0.06

        Presence midwall late gadolinium 
enhancement

−9.3 (−17.5 to −1.1) 0.027 −4.7 (−10.5 to 1.12) 0.11

AVR indicates aortic valve replacement; and CI, confidence interval.
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per year]; P<0.001; Table 2; Figure 1). In contrast, the 
ECV% increased (1.2% /y [0.4%–2.2% /y]; P=0.003; 
Figure 1) consistent with faster regression of LVM than 
diffuse fibrosis. The type of replacement valve implant-
ed did not influence the degree of LVM (P=0.61) or 
iECV (P=0.97) regression.

On visual assessment, midwall LGE was present in 
10 patients (26%) at baseline. No patient went on to 
develop new areas of LGE on repeat imaging nor did 
any patient with existing LGE demonstrate resolution 
of any established areas post-AVR (Figure 3). Quantita-
tively, there was no significant change in LGE mass after 
AVR (P=0.22; Table 2) even in patients rescanned after 
2 years. Infarct pattern LGE was observed at baseline 
in 5 patients (13%). One new infarct was detected on 
repeat imaging, but overall no change was observed in 
LGE mass in these patients (P=0.72).

Sensitivity analysis was performed in patients who 
underwent repeat imaging at the same time interval (2 
years in the natural history cohort, n=50; 1 year in the 
AVR cohort, n=27). Our findings were unchanged from 
those made across the cohort as a whole (Figure I and 
Table I in the Data Supplement).

DISCUSSION

This is the first study to characterize how LVH and fibro-
sis progress in AS and how these processes then reverse 
remodel after AVR. Using a multicenter multimodality 
imaging approach with serial echocardiography and 
MRI, we have demonstrated that both hypertrophy and 
fibrosis progress in an increasingly rapid manner as AS 
severity advances. Once midwall patterns of replace-
ment fibrosis (LGE) have become established, further 
scarring seems to accumulate rapidly. Although LVH 
and diffuse fibrosis reverse after AVR, midwall LGE does 
not and seems to be irreversible. Given the adverse 
prognosis associated with midwall fibrosis burden, our 
data suggest prompt AVR at the first sign of midwall 
LGE or just before its development might improve long-
term patient outcomes.

In the natural history cohort, we observed a slow and 
steady progression in each of the echocardiographic 
measures of valvular stenosis as anticipated.15 This 
valve progression was strongly influenced by baseline 
AS severity, with the slowest progression in patients 
with mild stenosis and the most rapid progression in 

Figure 2. Serial magnetic resonance images in a patient with severe aortic stenosis and progression of replacement fibrosis. Top row, Midwall late gadolinium 
enhancement (LGE) is present baseline magnetic resonance imaging (MRI; white arrow, baseline image). New areas of LGE can be seen on follow-up MRI after 1 
y (red arrows). The patient subsequently developed exertional breathlessness and underwent aortic valve replacement (AVR). Repeat imaging 1 y after AVR dem-
onstrated no change in the pattern or volume of LGE. In patients with established midwall LGE, rapid accumulation of further LGE was observed with the fastest 
progression in those with the most severe aortic stenosis (A), the highest baseline burden of LGE (B), and the most advanced indexed extracellular volume (iECV; 
C). After AVR, there was no change in LGE burden (A). NS indicates no significant annualized change in AVR group compared with baseline values.
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those with severe obstruction. This was mirrored by a 
similar pattern of increasing LVM progression. Indeed, 
a moderate correlation was observed between valve 
stenosis progression and LVM progression, with the 
annualized increase in peak aortic-jet velocity, the only 
independent predictor of LVM progression on multi-
variable analysis. Consistent with this, AVR resulted in 
a substantial reduction in aortic valve obstruction that 
was accompanied by a ≈20% reduction in the LVM. 
Again, there was a strong correlation between the 
reduction in transvalvular gradient and LVM regression, 
with the former emerging as an independent predictor 
of reverse remodeling on multivariable analysis. One 
surprising finding was a small but significant reduction 
in stroke volume after AVR. This may relate to accom-
panying reductions in LV end-diastolic volume but 
requires further study.

What about myocardial fibrosis? MRI is the only 
noninvasive imaging technique capable of assessing 
both diffuse interstitial (T1 mapping techniques) and 
replacement fibrosis (LGE). T1 mapping provides mul-
tiple different measurements that demonstrate close 
agreement with collagen volume fraction on histology 
and therefore act as surrogates of interstitial myocardial 
fibrosis.7,16 We here investigated the ECV% and iECV 
because of the advantages these measures hold when 
comparing values acquired in a multicenter setting 
on different scanners and at different field strengths. 
Although ECV% gives an indication of the proportion 
of the myocardium made up of fibrosis, iECV is a sur-
rogate of the total fibrosis burden in the LV. Togeth-
er these 2 measures can provide unique insights into 
how the extracellular and intracellular compartments 

of the myocardium change in AS and in response to 
AVR. Like peak aortic-jet velocity and LVMi, the iECV 
increased with time suggesting progressive expansion 
of the extracellular compartment and diffuse interstitial 
fibrosis. Once again, this progression appeared to occur 
quickest in those with the most advanced valvular ste-
nosis. By comparison, ECV% did not demonstrate any 
evidence of progression, suggesting balanced increases 
in the size of the cellular and extracellular compart-
ments as LV remodeling advances.

After AVR, reductions in iECV were observed similar 
to those observed in peak aortic-jet velocity and LVM, 
confirming that diffuse interstitial fibrosis is indeed 
reversible. However, the accompanying rise in ECV% 
suggests that regression in cellular hypertrophy occurs 
faster and to a greater degree than this reduction in 
diffuse fibrosis. These novel imaging findings are in 
keeping with historical data from myocardial biopsies 
performed after AVR showing an initial increase of per-
centage interstitial fibrosis on histology at 18 months.17

Midwall LGE represents a more advanced stage of 
focal replacement fibrosis18 in the myocardium and 
has been described in numerous AS populations.4,6,19 
Midwall LGE is a marker of LV decompensation dem-
onstrating a close association with myocardial injury, 
LV diastolic function, LV systolic function, and exercise 
capacity.7 Moreover, multiple different studies from 
multiple centers have confirmed midwall LGE as a pow-
erful prognostic marker of long-term all-cause and car-
diovascular mortality.4–7 Most of these adverse events 
occur after AVR,20 and there seems to be a proportion-
ate relationship: the more myocardial LGE, the worse 
the clinical outcomes.4,5

Figure 3. Changes in left ventricular mass (LVM), diffuse fibrosis, and replacement fibrosis in aortic stenosis before and after valve replacement. Longitudinal 
changes in LVM index (LVMi), diffuse fibrosis (indexed extracellular volume [iECV]), and replacement fibrosis (late gadolinium enhancement [LGE]) before and after 
valve replacement (AVR) are illustrated with 2 example patients (A and B). All 3 measures increase exponentially as stenosis severity increases (patient A, natural 
history cohort), and new areas of LGE are seen on follow-up imaging (red arrows). However, after AVR, cellular hypertrophy regresses more quickly than diffuse 
fibrosis, and replacement fibrosis seems unchanged (patient B, white arrows). AVR indicates aortic valve replacement; and V

max
, peak aortic-jet velocity.
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For the first time, we have demonstrated that the 
burden of midwall LGE increases while asymptomat-
ic patients are being monitored in the clinic. Indeed, 
once midwall LGE has become established, then fur-
ther accumulation of such scarring is relatively rapid, 
increasing on average by 75% each year especially in 
patients with a high baseline fibrosis burden. Impor-
tantly, we go on to demonstrate that although this 
progressive scarring is arrested by AVR, it does not 
reverse even out to 2 years after AVR. This is consis-
tent with smaller short-term studies and implies that 
the scar that patients develop while waiting for surgery 
remains with them for the rest of their life, contribut-
ing to their poorer long-term prognosis. These findings 
could have important clinical implications for optimiz-
ing patient care and the timing of AVR. For example, 
based on our data, prompt AVR could be undertaken 
when midwall LGE is first identified to prevent the 
accumulation of further scarring and to improve long-
term patient outcomes. This strategy requires prospec-
tive confirmation and is currently being tested in the 
EVOLVED (Early Valve Replacement guided by Biomark-
ers of Left Ventricular Decompensation in Asymptom-
atic Patients with Severe Aortic Stenosis) randomized 
controlled trial (NCT03094143).

Our study does have some limitations. Given the 
heterogeneity in the timing of follow-up imaging, we 
used annualized change for our primary analysis. This 
assumes linear progression or regression of variables 
which may not be the case. In the sensitivity analysis, 
we repeated our analysis of the data using absolute 
change in the subgroup of patients who underwent 
repeat imaging after the same time interval (2 years 
in the natural history cohort [n=50] and 1 year in the 
AVR cohort [n=27]). Our results were consistent with 
the annualized analysis. Further studies are still required 
to investigate how LV remodeling and reverse remod-
eling progress over multiple time points in individual 
patients. The ECV measurements (ECV%, iECV) reflect 
the size of the extracellular compartment and therefore 
potentially represent multiple different factors, includ-
ing the intravascular space and myocardial infiltration. 
However, in patients with AS (and in the absence of 
associated cardiac amyloidosis), there is a close associa-
tion between these ECV measurements and histological 
markers of interstitial fibrosis, confirming that they pro-
vide a useful surrogate measure of interstitial fibrosis, 
as here presented.

CONCLUSIONS

We have used echocardiography and MRI to character-
ize the structural changes in the myocardium that occur 
in patients with AS both during routine surveillance 
and after AVR. In patients with AS, cellular hypertrophy 
and diffuse interstitial fibrosis increase in a balanced 

and exponential manner before reversing at different 
rates after AVR. Once established, midwall replacement 
fibrosis accumulates rapidly but seems irreversible after 
AVR. The myocardial scar burden that patients develop 
while waiting for surgery, therefore, persists into the 
long term along with prognostic implications that this 
entails. Prompt valve replacement as soon as midwall 
fibrosis develops holds promise in improving clinical 
outcomes in patients with AS.

ARTICLE INFORMATION

Received December 10, 2017; accepted April 23, 2018.
The Data Supplement is available at http://circimaging.ahajournals.org/

lookup/suppl/doi:10.1161/CIRCIMAGING.117.007451/-/DC1.

Correspondence

Russell J. Everett, MD, BSc, British Heart Foundation Centre for Cardiovascular 
Science, Chancellor’s Bldg, University of Edinburgh, 49 Little France Crescent, 
Edinburgh, EH16 4SB, United Kingdom. E-mail Russell.everett@ed.ac.uk

Affiliations

British Heart Foundation Centre for Cardiovascular Science (R.J.E., J.K., M.G., 
E.J.R.v.B., C.W., S.S., D.E.N., M.R.D.), Edinburgh Imaging Queen’s Medical 
Research Institute Facility (E.J.R.v.B., S.S.), and Edinburgh Clinical Trials Unit, 
Usher Institute of Population Health Sciences and Informatics (C.T.), Univer-
sity of Edinburgh, United Kingdom. Department of Medicine, Quebec Heart 
and Lung Institute, Canada (L.T., M.-A.C., R.C., E.L., P.P.). Department of 
Cardiovascular Science, National Heart Center Singapore (C.W.L.C.). Cardio-
vascular Magnetic Resonance Unit, Royal Brompton Hospital, London, Unit-
ed Kingdom (V.S.V., S.K.P.). Norwich Medical School, Norfolk and Norwich 
University Hospital, United Kingdom (V.S.V.). First Department of Cardiology, 
Poznan University of Medical Sciences, Poland (J.K.). Hospital del Mar Medi-
cal Research Institute, Universitat Pompeu Fabra, Barcelona, Spain (M.G.).

Sources of Funding

The work was supported by the British Heart Foundation (CH/09/002/26360 
to Dr Newby RE/13/3/30183 to Dr Prasad FS/14/78/31020 to Dr Dweck), the 
Wellcome Trust (WT103782AIA to Dr Newby), the Sir Jules Thorn Charitable 
Trust (15/JTA to Dr Dweck), the Québec Heart and Lung Institute Foundation, 
and Canadian Institutes of Health Research (FDN-143225 and MOP-114997 to 
Drs Pibarot and Clavel).

Disclosures

None.

REFERENCES

 1. Iung B, Baron G, Butchart EG, Delahaye F, Gohlke-Bärwolf C, Levang OW, 
Tornos P, Vanoverschelde JL, Vermeer F, Boersma E, Ravaud P, Vahanian A. 
A prospective survey of patients with valvular heart disease in Europe: the 
Euro Heart Survey on Valvular Heart Disease. Eur Heart J. 2003;24:1231–
1243.

 2. Dweck MR, Boon NA, Newby DE. Calcific aortic stenosis: a disease of the 
valve and the myocardium. J Am Coll Cardiol. 2012;60:1854–1863. doi: 
10.1016/j.jacc.2012.02.093.

 3. Hein S, Arnon E, Kostin S, Schönburg M, Elsässer A, Polyakova V, Bauer 
EP, Klövekorn WP, Schaper J. Progression from compensated hypertrophy 
to failure in the pressure-overloaded human heart: structural deterioration 
and compensatory mechanisms. Circulation. 2003;107:984–991.

 4. Dweck MR, Joshi S, Murigu T, Alpendurada F, Jabbour A, Melina G, Banya 
W, Gulati A, Roussin I, Raza S, Prasad NA, Wage R, Quarto C, Ange-
loni E, Refice S, Sheppard M, Cook SA, Kilner PJ, Pennell DJ, Newby DE, 
Mohiaddin RH, Pepper J, Prasad SK. Midwall fibrosis is an independent 
predictor of mortality in patients with aortic stenosis. J Am Coll Cardiol. 
2011;58:1271–1279. doi: 10.1016/j.jacc.2011.03.064.

 b
y
 g

u
est o

n
 Ju

n
e 2

1
, 2

0
1
8

h
ttp

://circim
ag

in
g
.ah

ajo
u
rn

als.o
rg

/
D

o
w

n
lo

ad
ed

 fro
m

 

mailto:Russell.everett@ed.ac.uk
http://circimaging.ahajournals.org/


Circ Cardiovasc Imaging. 2018;11:e007451. DOI: 10.1161/CIRCIMAGING.117.007451 June 2018 11

Everett et al; Myocardial Fibrosis Progression in Aortic Stenosis

 5. Azevedo CF, Nigri M, Higuchi ML, Pomerantzeff PM, Spina GS, Sampaio 
RO, Tarasoutchi F, Grinberg M, Rochitte CE. Prognostic significance of 
myocardial fibrosis quantification by histopathology and magnetic reso-
nance imaging in patients with severe aortic valve disease. J Am Coll Car-

diol. 2010;56:278–287. doi: 10.1016/j.jacc.2009.12.074.
 6. Barone-Rochette G, Piérard S, De Meester de Ravenstein C, Seldrum S, 

Melchior J, Maes F, Pouleur AC, Vancraeynest D, Pasquet A, Vanoverschel-
de JL, Gerber BL. Prognostic significance of LGE by CMR in aortic stenosis 
patients undergoing valve replacement. J Am Coll Cardiol. 2014;64:144–
154. doi: 10.1016/j.jacc.2014.02.612.

 7. Chin CWL, Everett RJ, Kwiecinski J, Vesey AT, Yeung E, Esson G, Jenkins 
W, Koo M, Mirsadraee S, White AC, Japp AG, Prasad SK, Semple S, 
Newby DE, Dweck MR. Myocardial fibrosis and cardiac decompensation 
in aortic stenosis. JACC Cardiovasc Imaging. 2017;10:1320–1333. doi: 
10.1016/j.jcmg.2016.10.007.

 8. Vassiliou VS, Perperoglou A, Raphael CE, Joshi S, Malley T, Everett R, Hal-
liday B, Pennell DJ, Dweck MR, Prasad SK. Midwall fibrosis and 5-year 
outcome in moderate and severe aortic stenosis. J Am Coll Cardiol. 
2017;69:1755–1756. doi: 10.1016/j.jacc.2017.01.034.

 9. Capoulade R, Mahmut A, Tastet L, Arsenault M, Bédard É, Dumesnil JG, Després 
JP, Larose É, Arsenault BJ, Bossé Y, Mathieu P, Pibarot P. Impact of plasma 
Lp-PLA2 activity on the progression of aortic stenosis: the PROGRESSA study. 
JACC Cardiovasc Imaging. 2015;8:26–33. doi: 10.1016/j.jcmg.2014.09.016.

 10. Messroghli DR, Greiser A, Fröhlich M, Dietz R, Schulz-Menger J. Optimi-
zation and validation of a fully-integrated pulse sequence for Modified 
Look-Locker Inversion-recovery (MOLLI) T1 mapping of the heart. J Magn 

Reson Imaging. 2007;26:1081–1086. doi: 10.1002/jmri.21119.
 11. Lee JJ, Liu S, Nacif MS, Ugander M, Han J, Kawel N, Sibley CT, Kellman 

P, Arai AE, Bluemke DA. Myocardial T1 and extracellular volume frac-
tion mapping at 3 tesla. J Cardiovasc Magn Reson. 2011;13:75. doi: 
10.1186/1532-429X-13-75.

 12. Mikami Y, Kolman L, Joncas SX, Stirrat J, Scholl D, Rajchl M, Lydell CP, 
Weeks SG, Howarth AG, White JA. Accuracy and reproducibility of semi-
automated late gadolinium enhancement quantification techniques in 
patients with hypertrophic cardiomyopathy. J Cardiovasc Magn Reson. 
2014;16:85. doi: 10.1186/s12968-014-0085-x.

 13. Chin CW, Semple S, Malley T, White AC, Mirsadraee S, Weale PJ, Prasad 
S, Newby DE, Dweck MR. Optimization and comparison of myocardial T1 
techniques at 3T in patients with aortic stenosis. Eur Heart J Cardiovasc 

Imaging. 2014;15:556–565. doi: 10.1093/ehjci/jet245.
 14. Treibel TA, Kozor R, Schofield R, Benedetti G, Fontana M, Bhuva AN, 

Sheikh A, López B, González A, Manisty C, Lloyd G, Kellman P, Díez J, 
Moon JC. Reverse myocardial remodeling following valve replacement in 
patients with aortic stenosis. J Am Coll Cardiol. 2018;71:860–871. doi: 
10.1016/j.jacc.2017.12.035.

 15. Otto CM, Burwash IG, Legget ME, Munt BI, Fujioka M, Healy NL, Kraft 
CD, Miyake-Hull CY, Schwaegler RG. Prospective study of asymptomatic 
valvular aortic stenosis. Clinical, echocardiographic, and exercise predic-
tors of outcome. Circulation. 1997;95:2262–2270.

 16. Flett AS, Hayward MP, Ashworth MT, Hansen MS, Taylor AM, Elliott 
PM, McGregor C, Moon JC. Equilibrium contrast cardiovascular mag-
netic resonance for the measurement of diffuse myocardial fibrosis: 
preliminary validation in humans. Circulation. 2010;122:138–144. doi: 
10.1161/CIRCULATIONAHA.109.930636.

 17. Krayenbuehl HP, Hess OM, Monrad ES, Schneider J, Mall G, Turina 
M. Left ventricular myocardial structure in aortic valve disease before, 
intermediate, and late after aortic valve replacement. Circulation. 
1989;79:744–755.

 18. Treibel TA, López B, González A, Menacho K, Schofield RS, Ravassa S, 
Fontana M, White SK, DiSalvo C, Roberts N, Ashworth MT, Díez J, Moon 
JC. Reappraising myocardial fibrosis in severe aortic stenosis: an invasive 
and non-invasive study in 133 patients. Eur Heart J. 2018;39:699–709. 
doi: 10.1093/eurheartj/ehx353.

 19. Rudolph A, Abdel-Aty H, Bohl S, Boyé P, Zagrosek A, Dietz R, Schulz-
Menger J. Noninvasive detection of fibrosis applying contrast-enhanced 
cardiac magnetic resonance in different forms of left ventricular hyper-
trophy relation to remodeling. J Am Coll Cardiol. 2009;53:284–291. doi: 
10.1016/j.jacc.2008.08.064.

 20. Quarto C, Dweck MR, Murigu T, Joshi S, Melina G, Angeloni E, Prasad 
SK, Pepper JR. Late gadolinium enhancement as a potential marker of in-
creased perioperative risk in aortic valve replacement. Interact Cardiovasc 

Thorac Surg. 2012;15:45–50. doi: 10.1093/icvts/ivs098.

 b
y
 g

u
est o

n
 Ju

n
e 2

1
, 2

0
1
8

h
ttp

://circim
ag

in
g
.ah

ajo
u
rn

als.o
rg

/
D

o
w

n
lo

ad
ed

 fro
m

 

http://circimaging.ahajournals.org/


Philippe Pibarot and Marc R. Dweck
White, Sanjay K. Prasad, Eric Larose, Christopher Tuck, Scott Semple, David E. Newby,

Vassilios S. Vassiliou, Jacek Kwiecinski, Miquel Gomez, Edwin J.R. van Beek, Audrey C. 
Russell J. Everett, Lionel Tastet, Marie-Annick Clavel, Calvin W.L. Chin, Romain Capoulade,

Cardiac Magnetic Resonance Study
Progression of Hypertrophy and Myocardial Fibrosis in Aortic Stenosis: A Multicenter

Print ISSN: 1941-9651. Online ISSN: 1942-0080 
Copyright © 2018 American Heart Association, Inc. All rights reserved.

Dallas, TX 75231
is published by the American Heart Association, 7272 Greenville Avenue,Circulation: Cardiovascular Imaging 

doi: 10.1161/CIRCIMAGING.117.007451
2018;11:Circ Cardiovasc Imaging. 

Free via Open Access 
 http://circimaging.ahajournals.org/content/11/6/e007451

World Wide Web at: 
The online version of this article, along with updated information and services, is located on the

 http://circimaging.ahajournals.org/content/suppl/2018/06/15/CIRCIMAGING.117.007451.DC1
Data Supplement (unedited) at:

  
 http://circimaging.ahajournals.org//subscriptions/

is online at: Circulation: Cardiovascular Imaging  Information about subscribing to Subscriptions:
  

 http://www.lww.com/reprints
 Information about reprints can be found online at: Reprints:

  
document. Permissions and Rights Question and Answer information about this process is available in the

requested is located, click Request Permissions in the middle column of the Web page under Services. Further
Center, not the Editorial Office. Once the online version of the published article for which permission is being 

 can be obtained via RightsLink, a service of the Copyright ClearanceCirculation: Cardiovascular Imagingin
 Requests for permissions to reproduce figures, tables, or portions of articles originally publishedPermissions:

 b
y
 g

u
est o

n
 Ju

n
e 2

1
, 2

0
1
8

h
ttp

://circim
ag

in
g
.ah

ajo
u
rn

als.o
rg

/
D

o
w

n
lo

ad
ed

 fro
m

 

http://circimaging.ahajournals.org/content/11/6/e007451
http://circimaging.ahajournals.org/content/suppl/2018/06/15/CIRCIMAGING.117.007451.DC1
http://www.ahajournals.org/site/rights/
http://www.lww.com/reprints
http://circimaging.ahajournals.org//subscriptions/
http://circimaging.ahajournals.org/


  Page 1 of 9 

 

SUPPLEMENTAL MATERIAL  

 

Progression of Hypertrophy and Myocardial Fibrosis in Aortic Stenosis: 

A Multicenter Cardiac Magnetic Resonance Study 

 

Everett, Myocardial fibrosis progression in aortic stenosis 

 

Russell J Everett*, Lionel Tastet*, Marie-Annick Clavel, Calvin WL Chin, Romain 

Capoulade, Vassilios S Vassiliou, Jacek Kwiecinski, Miquel Gomez, Edwin JR van 

Beek, Audrey C White, Sanjay K Prasad, Eric Larose, Christopher Tuck, Scott 

Semple, David E Newby, Philippe Pibarot^, Marc R Dweck^ 

 
 
*Joint contribution as first author 
^Joint contribution as senior author 
 

CORRESPONDING AUTHOR 

Russell Everett, MD 

Chancellor’s Building 

University of Edinburgh 

49 Little France Crescent 

EH16 4SB 

 

Email: Russell.everett@ed.ac.uk  

Telephone: 01312426361 
Fax: 01312426379 
 

 

 

  

mailto:Russell.everett@ed.ac.uk


  Page 2 of 9 

 

Methods 
 

 

 

Echocardiography 

A comprehensive transthoracic echocardiographic assessment was performed in all patients 

(Edinburgh: iE33, Philips Medical Systems, The Netherlands. Quebec: iE33 or EPIQ, Philips Healthcare, 

Ontario, Canada) by dedicated research ultrasonographers. Careful attention was given in the 

assessment of aortic stenosis severity.  The left ventricular (LV) outflow tract diameter was measured 

in the parasternal long-axis view, at the insertion of the aortic cusps from the inner edge of the septal 

endocardium to the inner edge of the anterior mitral leaflet in mid-systole.  Left ventricular outflow 

tract velocity-time integral was measured in the apical 5-chamber view using pulsed-wave Doppler 

just proximal to the aortic valve, with care taken to obtain a laminar spectral tracing.  The peak aortic 

jet velocity and mean transvalvular gradient were derived from the aortic valve velocity-time integral, 

using continuous-wave Doppler. The highest aortic jet velocity and mean transvalvular gradient were 

determined in multiple acoustic windows using both standard S51 and D2cwc probes (Philips Medical 

Systems, Best, the Netherlands). The mean of 3 readings (5 if the patient had atrial fibrillation) was 

recorded.  Aortic valve area was calculated using the continuity equation.  The severity of aortic 

stenosis was assessed and classified according to the European Association of 

Echocardiography/American Society of Echocardiography guidelines.1  

 

Trans-mitral early (E) and late diastolic velocities, as well as, deceleration time of early filling velocity 

were measured at the tips of the mitral valve leaflets using pulsed-wave Doppler.  The mean early 

diastolic velocities of the medial and lateral mitral annulus (e’) were measured using pulsed-wave 

tissue Doppler imaging. Diastolic function was assessed as recommended in recent guidelines.2 
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Magnetic resonance imaging 

Magnetic resonance imaging was performed using both 1.5 and 3T scanners (Edinburgh: MAGNETOM 

Verio, Siemens AG, Erlangen, Germany; Quebec: ACHIEVA and INGENIA, Philips Healthcare, Best, the 

Netherlands or, Erlangen, Germany). Repeat imaging was performed using the same standardized 

protocols at each site. Short-axis cine images extending from the mitral valve to the left ventricular 

apex were obtained using a balanced steady-state free precession sequence (Edinburgh: 8-mm 

parallel slices with 2-mm spacing; temporal resolution 45ms. Quebec: 8 mm parallel slices with no 

gap). Typical parameters at 1.5T were FOV 380 mm, TR/TE 3.2/1.6 ms, flip angle 60º and NEX of 1, in-

plane spatial resolution of 1.6 x 2 mm. Equivalent acquisition parameters at 3T were FOV 380 mm, 

TR/TE 2.8/1.3 ms, flip angle 45º, and NEX of 1, in-plane spatial resolution of 1.7 mm x 2 mm, 7-mm 

slice thickness, 0-mm gap.  

 

Focal replacement and diffuse interstitial myocardial fibrosis was assessed in all patients using late 

gadolinium enhancement (LGE) and myocardial T1 mapping, respectively.  Late gadolinium 

enhancement was performed 15 min following gadobutrol (Gadovist, Bayer Pharma AG, Germany, 0.1 

mmol/kg [Edinburgh], 0.2 mmol/kg [Quebec]) using an inversion-recovery fast gradient-echo 

sequence performed in two phase-encoding directions to differentiate true late enhancement from 

artefact. The LGE imaging parameters at 1.5T were FOV 350 mm, TR/TE 4.5/1.3 ms, flip angle 15 º, 8-

mm slice thickness, in-plane resolution of 1.9 mm x 3.1 mm with an inversion time of 200 to 300 ms 

adjusted to null normal myocardium following gadolinium contrast administration. Equivalent 

acquisition parameters at 3T were FOV 350 mm, TR/TE 6.1/3 ms, flip angle 25 º, 8 mm slice thickness, 

in-plane resolution of 1.6 mm x 2 mm. The inversion time was optimized to achieve satisfactory nulling 

of the myocardium.  

 

Diffuse myocardial fibrosis was assessed using Modified Look-Locker Inversion-recovery with built-in 

motion correction. A heart beat acquisition scheme of 3(3)-3(3)-5 was used in Edinburgh (flip angle 
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35; minimum TI 100 ms; TI increment of 80 ms; time delay of 150 ms)3,4,5 whilst an acquisition scheme 

of 5(3)-3 was used in Quebec (with a post-contrast acquisition scheme of 4(1)3(1)2 used in patients 

scanned at 3T).6 A gradient echo field map and associated shim were performed to minimize off-

frequency artefact.   

 

Image analysis 

Ventricular volumes, mass and function were quantified using dedicated software (CVI42 (Circle 

Cardiovascular Imaging Inc., Calgary, Canada) by a single reporter (RJE) blinded to the scan time-point.  

Basal ventricular slices were included if >50% of the LV blood pool was surrounded by myocardium. 

Papillary muscles and minor trabeculations were included in the left ventricular mass measurements 

and excluded from the intracavity volume measurements as per Society for Cardiovascular Magnetic 

Resonance guidelines.7  

 

The left ventricular wall thickness was measured in each of the 16 myocardial segments (excluding the 

LV apex) and the maximum value recorded. Left ventricular longitudinal function was determined by 

measuring the difference in the distance between the mitral valve plane and the epicardial left 

ventricular apex in end-systole and end-diastole. The final value was calculated as the mean value of 

the recorded measurements in both 4-chamber and 2-chamber views. Left atrial volume was 

calculated using the bi-plane area-length method by tracing the endocardial LA contour in end-

ventricular systole in both 2 and 4 chamber long-axis views. 

 

The presence of mid-wall myocardial fibrosis was determined qualitatively by two independent and 

experienced operators (MRD and RJE).  The distribution of mid-wall fibrosis was described according 

to the standard 17-segment model recommended by the American College of Cardiology/American 

Heart Association.8 LGE was quantified in a semi-automated manner using a signal intensity threshold 

of >3 standard deviations above the mean value in a region of normal myocardium.9 Areas of inversion 
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artefact, infarct pattern LGE or signal contamination by epicardial fat or blood pool were manually 

excluded. Sub-endocardial LGE was also identified and quantified using the same analysis technique. 

 

T1 mapping analysis was performed using CVI42 (Circle Cardiovascular Imaging Inc., Calgary, Canada). 

Endocardial and epicardial contours were manually contoured on the native motion-corrected 

myocardial T1 maps with manual offsetting of the contours to avoid partial volume effects. The right 

ventricular insertion points were identified leading to automatic segmentation of the basal and mid-

ventricular slices. No analysis was performed on the apical myocardial segments as these are most 

susceptible to partial volume effects. These contours were subsequently copied onto corresponding 

20-minute post-contrast maps with minor adjustments made to avoid partial volume effects and 

artifact. Segments demonstrating mid-wall late enhancement were included in the overall T1 analysis 

whereas those containing infarct pattern LGE were excluded as per recent post-processing 

guidelines.10 The extracellular volume fraction (ECV%) was calculated according to: ECV% = partition 

coefficient x [1-haematocrit], where partition coefficient = [∆R1myocardium/∆R1blood-pool] and ∆R1 = 

(1/post-contrast T1-1/pre-contrast T1). This was calculated based on the average of the values 

obtained from the basal and mid ventricular segments. Hematocrit was sampled at the time of 

cardiovascular magnetic resonance imaging.  The indexed extracellular volume (iECV) in each patient 

was derived using the following: ECV% x left ventricular end-diastolic myocardial volume indexed to 

body surface area (using the Dubois formula), where left ventricular myocardial volume = left 

ventricular mass /1.05 g/mL.11,12 
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Supplemental Table 1: Baseline and Absolute Change in Markers of Left Ventricular Remodeling at 

2 Years in the Natural History Group and 1 Year in the AVR Group.  

 

 NATURAL HISTORY GROUP 

N = 50 

AVR GROUP 

N=27 

LV assessment 
Baseline 

values 

2-year 

absolute 

change 

P value 
Baseline 

values 

1-year 

absolute 

change 

P value 

Indexed left ventricular-end 

diastolic volume, mL/m2 
69±11 -2 [-8, 5] 0.058 68±16 -4 [-18, 6] 0.047 

Indexed left ventricular-end 

systolic volume, mL/m2 
15 [13, 22] -2 [-5, 3] 0.07 19 [13, 25] -3 [-8, 4] 0.22 

Indexed stroke volume, mL/m2 52±9 -1 [-6, 4] 0.47 48±9 -3 [-14, 4] 0.08 

Ejection fraction, % 75±9 0 [-4, 8] 0.15 73±9 1 [-5, 7] 0.77 

Left ventricular mass index, g/m2 72±17 5 [2, 12] <0.0001 97±23 
-18 [-26, -

7] 
<0.0001 

Maximum left ventricular wall 

thickness, mm 
12±3 1 [0, 2] <0.0001 15±3 -2 [-4, -2] <0.0001 

Mass/volume 1.06±0.28 
0.15 [0.02, 

0.29] 
<0.0001 1.50±0.35 

-0.17 [-

0.34, -0.07] 
0.02 

Longitudinal systolic function, mm 14±3 -1 [-3, 0.5] 0.0005 11±3 3 [-1, 5] 0.003 

Indexed left atrial volume, mL/m2 37±11 -1 [-7, 5] 0.79 36±11 -12 [-26, 0] 0.08 

Infarct late gadolinium 

enhancement, n (%) 
4 (8) 4 (8) - 3 (11) 4 (15) - 

Infarct late gadolinium 

enhancement mass, g 
8.2±4.9 0.6 [-1.8, 1.4] 0.94 4.8±2.8 0 [-0.8, 1.7] 0.72 

Mid-wall late gadolinium 

enhancement, n (%) 
10 (20) 10 (20) - 10 (37) 10 (37) - 

Mid-wall late gadolinium 

enhancement mass, g 

1.2 [0.5, 

4.5] 
2.6 [0.7, 6.0] 0.002 

3.6 [2.6, 

9.6] 
-1 [-1.4, 0] 0.14 

T1 mapping measures       

Extracellular volume fraction, % 26.6±3.4 0.1 [-1.0, 1.5] 0.89 26.9±2.5 
1.4 [0.8, 

4.0] 
<0.0001 

Total extracellular volume, mL 38±11  2 [4, 1] 0.001 50±20 -4 [-12, -1] <0.0001 

Indexed extracellular volume, 

mL/m2  
20±5 1 [0, 4] 0.001 27±9 -2 [-7, -1] <0.0001 

Echocardiography       

Peak aortic-jet velocity, m/s 3.13±0.73 
0.25 [-0.05, 

0.51] 
<0.0001 4.73±0.91 

-2.15 [-

2.78, -1.60] 
<0.0001 

Mean aortic valve gradient, 

mmHg 
23±12 4 [1, 9] <0.0001 54±25 

-32 [-48, -

26] 
<0.0001 

Aortic valve area, cm2 1.12±0.31 
-0.09 [-0.16, -

0.02] 
<0.0001 0.79±0.22 

0.70 [0.49, 

1.06] 
<0.0001 

Indexed stroke volume, mL/m2 42±7 -1 [-3, 3] 0.73 47±10 -2 [-8, 3] 0.028 

Mean systolic blood pressure, 

mmHg 
138±20 -3 [-12, 5] 0.06 143±21 -4 [-17, 12] 0.15 

Valvuloarterial impedance (Zva), 

mmHg/mL/m2 
3.99±0.97 

0.02 [-0.28, 

0.44] 
0.26 4.33±1.14 

-0.56 [-

1.39, -0.05] 
0.0004 

Mean e’, cm/s 7.58±2.07 
-0.10 [-1.17, 

0.96] 
0.33 6.05±2.01 

1.38 [-0.12, 

3.37] 
0.003 

E/e’ ratio 
10.9 [8.7, 

11.9] 
1.2 [-0.8, 2.5] 0.019 

12.9 [10.1, 

18.0] 
-1 [-5, 3] 0.56 
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Supplemental Figure 1: Absolute Changes in Aortic Valve Obstruction, Left Ventricular Hypertrophy 

and Diffuse Fibrosis in the Natural History and AVR Groups.   

Absolute change in measures was assessed at the time-point with the majority of patient follow-up in 

the Natural History (2 years, N=50) and the AVR (1 year, N=27) groups. As in the annualised change 

analysis, there is an increase in rate of progression of aortic-jet velocity, LVMi and iECV with increasing 

AS severity in the Natural History group. However ECV fraction does not change at 2 years. Following 

AVR, there is regression of both LVMi and iECV, and again consistent with the annualised change 

analysis, we see an increase in ECV fraction, suggesting that cellular hypertrophy regresses more 

quickly than diffuse fibrosis. 
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