
Schuster et al. Journal of Cardiovascular Magnetic Resonance 2014, 16:82
http://jcmr-online.com/content/16/1/82
RESEARCH Open Access
Quantitative assessment of magnetic resonance
derived myocardial perfusion measurements
using advanced techniques: microsphere
validation in an explanted pig heart system
Andreas Schuster1,2*, Niloufar Zarinabad1, Masaki Ishida1, Matthew Sinclair1, Jeroen PHM van den Wijngaard3,
Geraint Morton1, Gilion LTF Hautvast4, Boris Bigalke1,5, Pepijn van Horssen3, Nicolas Smith1, Jos AE Spaan3,
Maria Siebes3, Amedeo Chiribiri1 and Eike Nagel1
Abstract

Background: Cardiovascular Magnetic Resonance (CMR) myocardial perfusion imaging has the potential to evolve
into a method allowing full quantification of myocardial blood flow (MBF) in clinical routine. Multiple quantification
pathways have been proposed. However at present it remains unclear which algorithm is the most accurate. An
isolated perfused, magnetic resonance (MR) compatible pig heart model allows very accurate titration of MBF and
in combination with high-resolution assessment of fluorescently-labeled microspheres represents a near optimal
platform for validation. We sought to investigate which algorithm is most suited to quantify myocardial perfusion
by CMR at 1.5 and 3 Tesla using state of the art CMR perfusion techniques and quantification algorithms.

Methods: First-pass perfusion CMR was performed in an MR compatible blood perfused pig heart model. We
acquired perfusion images at physiological flow (“rest”), reduced flow (“ischaemia”) and during adenosine-induced
hyperaemia (“hyperaemia”) as well as during coronary occlusion. Perfusion CMR was performed at 1.5 Tesla (n = 4
animals) and at 3 Tesla (n = 4 animals). Fluorescently-labeled microspheres and externally controlled coronary blood
flow served as reference standards for comparison of different quantification strategies, namely Fermi function
deconvolution (Fermi), autoregressive moving average modelling (ARMA), exponential basis deconvolution
(Exponential) and B-spline basis deconvolution (B-spline).

Results: All CMR derived MBF estimates significantly correlated with microsphere results. The best correlation was
achieved with Fermi function deconvolution both at 1.5 Tesla (r = 0.93, p < 0.001) and at 3 Tesla (r = 0.9, p < 0.001). Fermi
correlated significantly better with the microspheres than all other methods at 3 Tesla (p < 0.002). B-spline performed
worse than Fermi and Exponential at 1.5 Tesla and showed the weakest correlation to microspheres (r = 0.74, p < 0.001).
All other comparisons were not significant. At 3 Tesla exponential deconvolution performed worst (r = 0.49, p < 0.001).
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Conclusions: CMR derived quantitative blood flow estimates correlate with true myocardial blood flow in a controlled
animal model. Amongst the different techniques, Fermi function deconvolution was the most accurate technique at
both field strengths. Perfusion CMR based on Fermi function deconvolution may therefore emerge as a useful clinical
tool providing accurate quantitative blood flow assessment.

Keywords: Cardiovascular magnetic resonance, Myocardial perfusion imaging, Quantification, Deconvolution,
Microspheres, Isolated heart perfusion
Background
Coronary artery disease (CAD) related myocardial in-
farction (MI) and heart failure constitute a leading cause
of death in the western world [1]. Myocardial ischaemia
represents the major pathophysiological substrate under-
lying these cardiovascular diseases and is known to be
the most important predictor of negative outcome after
revascularization in CAD [2]. Myocardial perfusion im-
aging can accurately determine myocardial ischaemia
and therefore detect the physiological significance of a
coronary artery narrowing which is not possible with lu-
minal angiography [3,4]. Myocardial perfusion imaging
with cardiovascular magnetic resonance (CMR) com-
pares favourably to other non-invasive techniques [5-9]
and is increasingly used for patient management and
clinical decision-making [10-12]. Perfusion CMR has
been validated against invasive hemodynamic measure-
ments such as coronary flow reserve (CFR) and frac-
tional flow reserve (FFR) [7,13-19]. The feasibility of full
quantification of myocardial blood flow (MBF) with per-
fusion CMR has been demonstrated [20-23] and has
been compared to positron emission computed tomog-
raphy (PET) based quantification [24]. Even though the
diagnostic accuracy for detection of significant CAD is
similar between quantitative PET and CMR the perfu-
sion estimates based on different mathematical models
vary between modalities [24]. Therefore, before perfu-
sion CMR quantification can become a clinically useful
diagnostic test for non-invasive assessment of MBF
[21], a number of important considerations still have
to be addressed: 1) full quantification of myocardial
perfusion is estimated from signal intensity (SI) time curves
and the relationship between arterial input function (AIF)
and myocardial response curves. Both SI time curves de-
pend on heart rate, cardiac output, ejection fraction, and
coronary anatomy and may not necessarily be the same for
a given sequence or field strength. 2) There are several
mathematical algorithms available for perfusion quantifica-
tion based on CMR derived SI-time curves such as Fermi
function deconvolution (Fermi), autoregressive moving
average modelling (ARMA), deconvolution using an expo-
nential basis (Exponential) and deconvolution using a B-
spline basis (B-spline). At present it is unknown which
mathematical algorithmis most accurate.
We have recently introduced a novel MR compatible
explanted pig heart model that allows accurate control
of regional blood flow and therefore represents an ideal
vehicle for quantitative perfusion validation [25,26]. It is
also free of many of the influences mentioned above
which make quantification strategies difficult in living
animals or patients. Furthermore, CMR results of the
explanted pig heart model, which has precisely con-
trolled blood flow rates can be verified with the state of
the art imaging cryomicrotome technique [27]. This
technique provides an unprecedented reference-standard
for local tissue perfusion [28], via administration of dif-
ferently coloured fluorescently-labelled microspheres
into the bloodstream, which are quantified ex vivo from
high-resolution 3D reconstructions of the organ [29].
The aim of the current study was to investigate which

perfusion algorithm is most suited for quantitative ana-
lysis of perfusion CMR using this unique imaging set-up.

Methods
Experimental design of the study
All animal experiments were conducted after approval
by the U.K. Home Office in accordance with the U.K.
Animals (Scientific Procedures) Act of 1986 and in com-
pliance with the World Medical Association Declaration
of Helsinki regarding ethical conduct of research involv-
ing animals. Eight healthy Large White Cross Landrace
pigs weighing between 41 and 54 kg were included in
this study (Harlan Laboratories, UK). Hearts were
harvested as previously described [25,26]. Sedation was
performed with ketamine (10 mg/kg i.m.) and xylazine
(0.3 mg/kg i.m.) in combination with alphaxolone for
general intravenous anaesthesia (1.5 mg/kg i.v.). Heparin
was administered (5,000 IU) and exsanguination started
through the superior vena cava. A schematic drawing of
the set-up is provided elsewhere [25]. The hearts were
removed after transection of the great heart vessels and
intra-coronary infusion of cold (4°C) cardioplegic solu-
tion (Martindale Pharmaceuticals, Romford, Essex, UK)
was performed. Back in the MR-suite, catheters were
inserted into the coronary arteries for reperfusion. The
perfusion circuit was then connected to the catheters to
allow continuous blood perfusion of the coronary arter-
ies. A 3-way stopcock was used at the arterial side of the
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circuit for the injection of contrast agents, microspheres
and adenosine. The stopcock was placed far away from
the heart to allow sufficient mixing of injected sub-
stances with the perfusing blood. Special attention was
drawn to precisely tape the arterial inflow tubing to the
outer wall of the heart chamber to allow a perpendicular
cut through the tubing within each perfusion slice acqui-
sition to derive the AIF [25]. To create left ventricular
(LV) preload a pressure balloon was inserted through
the aortic valve into the left ventricle and inflated to a
systolic pressure of 50 mmHg. After the hearts were
cannulated, pressure controlled perfusion of the coron-
ary arteries was started at around 50 mmHg. Arterial
perfusion pressure was measured using manometers
connected to the arterial inflow tubing. Over approxi-
mately 5 minutes pressure was slowly increased to a
constant perfusion mode of 0.8 mL/min/g. In the event
of ventricular fibrillation, electrical defibrillation was
performed. After preparation stability was achieved the
left anterior descending (LAD) coronary artery was oc-
cluded. The specific set-up of the explanted pig heart
model and the fact that there are virtually no collaterals
present in Large White Cross Landrace pigs allowed
creation of a territory with a perfusion defect and a
normally perfused remote territory and thus a variety
of different flow values for perfusion validation within
each animal. CMR imaging was started and perfusion-
CMR was performed (in randomized order) at rest,
with 50% flow reduction and during pharmacological
vasodilation with adenosine (Figure 1). During adeno-
sine infusion, the perfusion pressure dropped due to
the induced vasodilation. To achieve hyperaemia the
Figure 1 Time-course of the CMR examination. After preparation stabi
rest perfusion images. This process was repeated with a 50% flow reduc
coronary perfusion pressure controlled increase in MBF. Microspheres w
for each perfusion scan. Please note that the order of the changes made to the
flow was altered to restore the same coronary perfu-
sion pressure as during the resting state.

Cardiovascular magnetic resonance
The animal studies were performed on 1.5 Tesla (Achieva
CV, Philips, Best, The Netherlands), (n = 4) and 3 Tesla
(Achieva TX, Philips, Best, The Netherlands), (n = 4) clinical
MR scanners. For signal reception, a clinical interventional
L-flex receiver coil array was tightly positioned around the
heart chamber, which was then placed in the isocenter of
the magnet. Perfusion CMR data were acquired in short
axis orientation of the LV following a recognized standard
model [30].
Image parameters at 1.5 Tesla were as follows: CMR-

perfusion imaging was performed with a 5 fold k-t broad
linear speed up technique (BLAST) accelerated balanced
turbo gradient echo pulse sequence with 11 training pro-
files yielding a typical spatial resolution of 1.9×2×10
mm. TE/TR was 1.35/2.71; 50° flip angle; 90° prepulse
and 100 ms prepulse delay.
At 3 Tesla we used a saturation recovery gradient echo

pulse sequence accelerated with k–t BLAST (k-t factor 5
and 11 training profiles) with a repetition time of
2.7 ms, echo time of 0.9 ms, flip angle 20°, spatial reso-
lution at 1.3 × 1.3 × 8 mm.
Perfusion-CMR was performed using a dual bolus

scheme with 5 mL of dilute (0.007 mmol/mL) and 5 ml
of neat (0.07 mmol/mL) gadobutrol bolus injections
(Gadovist, Bayer Healthcare, Leverkusen, Germany) [31].
Perfusion images were acquired in three myocardial slices
according to the 16 segment model of the American Heart
Association (AHA) [30]. Post-processing of the perfusion
lity was achieved, CMR imaging was started with the acquisition of
tion and during pharmacological vasodilation with adenosine with
ere injected after each gadolinium injection with a different colour
flow and the respective colour of injected microspheres were randomized.
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images included the manual delineation of endocardial and
epicardial contours as well as selecting a region of interest
within the arterial inflow tubing to determine the AIF and
was performed with a dedicated software prototype (Philips
Healthcare, Best, The Netherlands) [25,32].

Quantitative analysis of perfusion CMR
The LV was divided into standard segments [30]. The
SI-time curves of the perfusion CMR images were incor-
porated into MATLAB (Natick, MA, USA) and different
algorithms for quantification were applied.
These quantification methods which are based on the

central volume principle [33] deconvolve the tissue sig-
nal during the first pass of a bolus of contrast agent with
the arterial input function normally sampled from the
LV or the arterial inflow tubing under the experimental
conditions of the current study.
According to the central volume principle the concen-

tration of the contrast agent in the tissue region Ctiss(t)
is related to the concentration of the contrast agent in
the arterial input region Caif(t) via the following convo-
lution equation:

Ctiss tð Þ ¼ Caif tð Þ ⊗ h tð Þ

where h(t) is the unknown tissue impulse response.
The above equation needs to be deconvolved to esti-

mate h(t) and therefore estimate the myocardial blood
flow (MBF) according to h(t = 0).
Deconvolution methods used in this work are Fermi

function deconvolution, (ARMA), Exponential basis de-
convolution and B-spline basis deconvolution [21,34].
These deconvolution algorithms consist of modelling

parameters and variables. The degree of splines, the
number of splines and the position of the break points
(control points) are the varying parameters in the B-
spline function. Similarly to B-spline, the total number
of exponential functions and the decay rates of the expo-
nential functions (or in other words the placement of
time scales and their distribution) are the modelling
parameters for exponential basis deconvolution. With
ARMA, no mathematical model is used for the representa-
tion of the tissue impulse response. The auto-regressive
and moving average order (Q and L respectively) are the
only factors, which have influence on the model’s accuracy.
The varying parameter in Fermi is a predefined parameter,
which is equal to the delay time between the arrival of
contrast agent at the site of the AIF, usually the LV (or the
inflow tubing in the current study) and the arrival in the
myocardium. This parameter which is called tOnset de-
pends on the placement of the individual region of interest
for measuring the AIF and the tissue response [35].
It is important to note that tOnset can affect the out-

come of all four deconvolution algorithms. Therefore
this parameter has to be taken into special consideration
when any of these methods is being used. Consequently
in this study, only the intensity values after arrival of the
contrast agent in the inflow tubing and myocardial tissue
have been used for quantification. Effects of variation of
these parameters on the outcome of deconvolution have
been previously demonstrated by our group [36].
The different algorithms and their sensitivity to

changes in the underlying modelling parameters are
highly affected by the quality of the data. Any perturb-
ation can affect the accuracy of the results and intro-
duce possible variation in the output of the process. In
order to render the deconvolution process more stable,
reduce the computational burden and obtain the most
accurate results we used 10 time scales for exponential
basis deconvolution, fourth-degree B-spline polynomial
with 15 equally spaced break points [36,37] and ARMA
(Q = 1,L = 2) for the representation of impulse response
[36]. Prior to deconvolution analysis, baseline correc-
tion, spatial and temporal filtering and homogeneity
correction was performed on the extracted SI curves.

Quantitative microsphere analysis using an imaging
cryomicrotome
Microspheres used were 15 μm in size and fluorescently
labelled with either of the following colours: green, yel-
low, red, carmine or scarlet (FluoSpheres®, Molecular
Probes Inc, Eugene, Oregon, USA). Before injection mi-
crospheres were sonicated and approximately 100,000
microspheres were diluted with whole blood to a total
volume of 2 ml. Immediately after the gadolinium injec-
tion microspheres were injected into the circulation over
a period of two minutes (1 ml/min injection speed) at
the same site used for gadolinium injection. Up to 3
different colours of microspheres were used during the
experiments. Quantitative analysis of the microtome
images was performed in the same standard segments
used for perfusion quantification according to previously
described methods [29]. In brief, the cryomicrotome
images with their superior spatial resolution depending
on slice thickness (range between hearts 59–100 μm)
and pixel density of the digital camera (4000 × 4000 pixel
Apogee Alta U-16 digital camera, USA; equipped with a
variable 70–180 mm focus lens, Nikon, The Netherlands)
effectively provided a point cloud of microspheres. To as-
sess microsphere deposition, this point cloud was aligned
with the heart geometry in the CMR images via image
registration - a process of anatomical landmark-based rigid
registration, followed by manual fine-tuning alignment of
anatomical features. Microsphere flow was quantified as a
function of segment volume, arterial flow rate, and
microsphere count fraction [29]. Accurate rigid registra-
tion was achieved by using a combination of anatomical
landmark-based rigid registration (i.e., identifying the
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aortic valve, the LV apex, and the proximal LAD) and
fine manual rigid transformation adjustments using
the 3D visualisation software CMGUI (OpenCMISS
Continuum Mechanics, Imaging, Signal processing and
System identification; http://www.cmiss.org/cmgui).
This allowed exact alignment of the upper and lower
right ventricular (RV) insertion points in both images
and thus precise overlay of the CMR and microsphere
images (Figure 2). Each AHA segment in the MR
perfusion images (with known slice thickness) then
defined a volume within which spatially co-registered
microspheres were counted.
Figure 2 Example illustrating the comparison of segmental perfusion b
a perfusion study at 3 Tesla after occlusion of the LAD is shown at the u
microsphere distribution after transfer of the cryomicrotome images in t
2D representation of the overlaid 3D perfusion and microsphere volume
CMR slices. There was good agreement between CMR and microsphere
microspheres. Segmental microsphere quantification reveals the perfusi
right corner). In the middle row segmentation of the perfusion image is
during first pass of gadolinium (middle). Using the SI-time curves with d
results [mL/min/g] depending on the algorithm used (lower row). In thi
agreement with the microspheres based results (lower left corner).
Flow was calculated in mL/min/g of tissue from the
following equation:

Ns

Ms
� Ft

Nt

where Ns is the number of microspheres counted in a
segment, Nt is the total number of microspheres
injected, Ft is the total arterial input flow rate in mL/
min, and Ms is the mass of a segment in grams. Segment
mass was derived from segment volume, which was cal-
culated from a fine 3D binarised left ventricular mesh.
y CMR and microsphere techniques at rest. A single time frame of
pper left. The middle image (top row) shows the overlay with the
he same coordinate space. Please note that this image provides a
s of interest as defined by the slice thickness of the perfusion
derived perfusion values without any clustering or clumping of the
on defect and the normal perfusion in remote myocardium (upper
displayed (left), as well as segmental signal intensity (SI) time curves
ifferent quantification algorithms delivers CMR based quantitative
s example Fermi function deconvolution shows the closest

http://www.cmiss.org/cmgui


Figure 3 Agreement of quantitative perfusion analysis using different algorithms with the reference-standard of microsphere derived antitative perfusion at 1.5 Tesla. The top row
shows the correlation of CMR derived quantitative perfusion analysis using different algorithms with the reference-standard of microsphere derive quantitative perfusion (Microspheres MBF). The
bottom row shows the agreement between CMR derived perfusion and Microspheres MBF using the Bland Altman analysis. There was good corr tion with minimal error between CMR derived
quantitative perfusion analysis and microspheres, which was most evident for Fermi function deconvolution (left hand side).
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Figure 4 Agreement of quantitative perfusion analysis using different algorithms with the reference-standard of microsphere derived antitative perfusion at 3 Tesla. The top row
shows the correlation of quantitative perfusion analysis using different algorithms with the reference-standard of microsphere derived quantitativ erfusion (Microspheres MBF). The bottom row
shows the agreement between CMR derived perfusion and Microspheres MBF using the Bland Altman analysis. There was excellent correlation w minimal error between CMR derived
quantitative perfusion analysis and microspheres using Fermi function deconvolution (left hand side) as opposed to moderate correlation using t other algorithms.
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Table 1 The table shows the correlation strength of the
individual algorithms with the reference-standard of
microspheres

1.5 Tesla 3 Tesla p-value

Algorithm r r

Fermi 0.93 0.9 <0.001

ARMA 0.88 0.59 <0.001

Exponential 0.92 0.49 <0.001

B-spline 0.74 0.64 <0.001
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To quantify microspheres circumferentially in the
same standard segments used for quantitative perfu-
sion CMR analysis, the LV centroid and anterior RV
insertion point were identified in each perfusion slice,
with circumferential segments then defined every 60
degrees around the centroid allowing very accurate
alignment of the respective perfusion and cryomicro-
tome segments (Figure 2).
Statistics
Data analysis was performed with IBM SPSS statistics for
Mac 20.0.0 (SPSS Inc., Chicago, Illinois, USA). Continuous
data are expressed as the mean ± standard deviation (SD).
To compare quantitative perfusion measurements of the
different algorithms with CMR and microspheres we used
linear regression analysis and the method proposed by
Bland and Altman [38]. The Fisher z transformation was
used to compare the correlation strength of the individual
algorithms with the microsphere reference-standard. To
correct for multiple comparisons a Bonferroni adjustment
for post hoc analysis was performed.
The paired sample t-test was used to assess the mean

differences between perfusion measurements based on
CMR and with microspheres. Intra-observer variability
of perfusion CMR analysis was assessed using the coeffi-
cient of variation (CV) defined as the ratio of the SD to
the mean of the differences between the measurements.
A p-value of <0.05 was considered statistically signifi-
cant. P-values of less than 0.008 remained significant
after Bonferroni correction for multiple comparisons.
Table 2 Comparison of the correlation coefficients of the indi

1.5 Tesla

Algorithm Fermi ARMA Exponential B-splin

Fermi p = 1 p = 0.06 p = 0.64 p = 0.0

ARMA p = 0.06 p = 1 p = 0.16 p = 0.0

Exponential p = 0.64 0.16 p = 1 p = 0.0

B-spline p = 0.001 0.04 p = 0.001 p = 1

The table shows the results of the comparison of the correlation coefficients of the
at both field strengths. In comparison with the other methods it performed signific
spline deconvolution but not than ARMA and exponential deconvolution. The compariso
reference-standard was based on Fisher z transformation. P values of less than 0.008 rem
Results
All the explanted hearts recovered electrical function
upon reperfusion. In case of reperfusion arrhythmias,
defibrillation was performed to achieve sinus rhythm.
Hearts were shocked for 3 ± 2 times on average. All
hearts remained reasonably stable throughout the perfu-
sion experiments. Heart Rate was 71 ± 15. The heart
weight was 272 ± 19 g. The external roller pump blood
flow was set to 238 ± 46 mL/min. Further measurements
were taken during reduced flow at 118 ± 20 mL/min and
during adenosine induced hyperemia with 392 ± 47 mL/
min. These flow rates constituted an overall LV perfu-
sion of 0.89 ± 0.18, 0.45 ± 0.1 and 1.47 ± 0.16 mL/min/g
LV, respectively. On a segmental level, perfusion esti-
mates derived from the different techniques based on
CMR SI-time curves were compared to those obtained
with microspheres. Figure 3 shows the relation between
segmental microsphere and CMR derived perfusion for
1.5 Tesla and Figure 4 for 3 Tesla.
All CMR derived MBF estimates correlated signifi-

cantly with those obtained by microspheres (Table 1).
The best correlation was achieved with Fermi function
deconvolution both at 1.5 Tesla (r = 0.93, p < 0.001) and
at 3 Tesla (r = 0.9, p < 0.001, Table 1).
Fermi function deconvolution correlated significantly

better with the microspheres as compared to all other
methods at 3 Tesla (p < 0.002, Table 2). Whilst it was
superior to B-spline at 1.5 Tesla (p = 0.001) there was
no difference with exponential deconvolution and
ARMA at 1.5 Tesla in terms of correlation strength
(p > 0.05, Table 2).
The Bland Altman analysis and 95% confidence inter-

vals of the difference showed excellent results for Fermi
with minimal overestimation of perfusion at 3 Tesla
(mean difference −0.01 ± 0.4 mL/min/g at 1.5 Tesla
and 0.07 ± 0.31 mL/min/g at 3 Tesla; see Table 3).
ARMA showed minimal underestimation of perfusion
at 3 Tesla (mean difference −0.05 ± 0.74 mL/min/g)
and moderate underestimation at 1.5 Tesla (mean dif-
ference −0.18 ± 0.59 mL/min/g). Exponential deconvo-
lution showed excellent results at 1.5 Tesla (mean
difference 0.06 ± 0.43 mL/min/g), however moderate
vidual algorithms

3 Tesla

e Fermi ARMA Exponential B-spline

01 p = 1 p < 0.001 p < 0.001 p = 0.001

4 p < 0.001 p = 1 p = 0.36 p = 0.6

01 p < 0.001 p = 0.36 p = 1 p = 0.15

p = 0.001 p = 0.6 p = 0.15 p = 1

individual algorithms. Fermi function deconvolution had the strongest r-value
antly better at 3 Tesla. At 1.5 Tesla it performed significantly better than B-
n of the correlation strength of the individual algorithms with the microsphere
ained significant after Bonferroni correction for multiple comparisons.



Table 3 Mean perfusion values based on microspheres and CMR for both field strengths

Field strength Modality Mean [mL/min/g] Mean difference and CI (95%) of the difference p-value

1.5 Tesla Microspheres 1.17 ± 1.05

Fermi 1.15 ± 0.96 −0.01 ± 0.4 (−0.1-0.07) 0.74

ARMA 0.99 ± 0.62 −0.18 ± 0.59 (−0.3-(−0.06)) 0.04

Exponential 1.22 ± 0.83 0.06 ± 0.43 (−0.03-0.14) 0.22

B-spline 1.39 ± 1.17 0.23 ± 0.81 (0.06-0.39) 0.009

3 Tesla Microspheres 0.9 ± 0.72

Fermi 0.97 ± 0.66 0.07 ± 0.31 (0.002-0.14) 0.43

ARMA 0.85 ± 0.88 −0.05 ± 0.74 (−0.21-0.1) 0.5

Exponential 1.21 ± 0.74 0.3 ± 0.74 (0.14-0.46) <0.001

B-spline 1.34 ± 0.86 0.43 ± 0.68 (0.29-0.58) <0.001

Data is presented as mean ± standard deviation (SD) along with p-values indicating statistical significance based on the paired t-test. (CI)- Confidence Intervals;
(CMR)-cardiovascular magnetic resonance.
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overestimation of perfusion at 3 Tesla (mean differ-
ence 0.3 ± 0.74 mL/min/g). B-spline deconvolution
showed moderate overestimation of perfusion at both
field strengths (mean difference 0.23 ± 0.81 mL/min/g
at 1.5 Tesla and 0.43 ± 0.68 mL/min/g at 3 Tesla;
Figures 3 and 4, Table 3).
There was a trend towards more pronounced error

(i.e. underestimation or overestimation of perfusion) at
higher flow values (Table 4). Whilst Fermi showed the
least error amongst algorithms at high flow values the
error was most pronounced for ARMA deconvolution at
1.5 Tesla.
Intra-observer variability differed between algorithms.

Whilst B-spline showed minimal intra-observer variabil-
ity at both field strengths, the intra-observer variability
of Fermi deconvolution was minimal at 1.5 Tesla and
moderate to good at 3 Tesla. Exponential deconvolution
showed little intra-observer variability at both field
strengths whereas ARMA showed some variability at
both scanners (Table 5).
Table 4 Mean perfusion values based on microspheres and C
values ≥ 2

Field strength Modality Mean [ml/min/g]

1.5 Tesla Microspheres 3.36 ± 1.11

Fermi 3.16 ± 1

ARMA 2.2 ± 0.5

Exponential 2.93 ± 0.61

B-spline 3.59 ± 1.5

3 Tesla Microspheres 2.57 ± 0.46

Fermi 2.51 ± 0.57

ARMA 3.03 ± 1

Exponential 2.4 ± 0.88

B-spline 3.34 ± 0.94

Data is presented as mean ± standard deviation (SD) along with p-values indicating
(CMR)- cardiovascular magnetic resonance.
Discussion
The current study yielded several important findings.
Firstly, we demonstrated that Fermi function deconvolu-
tion quantitative magnetic resonance perfusion analysis
accurately assesses true myocardial blood flow at 1.5 and
3 Tesla using state of the art MR perfusion acquisitions.
Secondly, amongst four widely used perfusion quantifi-
cation algorithms Fermi function reaches the best correl-
ation coefficient and least error at both field strengths.
These findings are based on the utilisation of an

explanted heart model in a controlled environment
where myocardial blood flow is known and its distribu-
tion over time within the myocardium is quantified
with CMR and validated versus a microsphere depos-
ition method [29]. The availability of this reference-
standard allows the identification of underestimation
or overestimation of perfusion by a given CMR quanti-
fication algorithm. It is important to note that the
microsphere method we have employed arguably pro-
vides superior accuracy to previous methods, where
MR for both field strengths for microsphere perfusion

Mean difference and CI (95%) of the difference p-value

−0.2 ± 0.85 (−0.74-0.33) 0.42

−1.18 ± 1.02 (−1.84-(−0.53)) 0.02

−0.43 ± 0.81 (−0.94-0.08) 0.91

0.23 ± 1.84 (−0.94-1.4) 0.67

−0.07 ± 0.52 (−0.5-0.37) 0.72

0.46 ± 0.91 (−0.31-1.22) 0.2

−0.17 ± 0.68 (−0.74-0.4) 0.5

0.77 ± 0.78 (0.12-1.42) 0.03

statistical significance based on the paired t-test. (CI)- Confidence Intervals;



Table 5 Intra-observer variability of CMR quantitative
perfusion analysis as expressed by the coefficient of
variation (CV)

Algorithm CV at 1.5 T CV at 3 T

Fermi 6% 19%

ARMA 27% 32%

Exponential 14% 10%

B-spline 3% 7%
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hearts needed to be physically dissected into segments
corresponding to those used for flow quantification
from the perfusion CMR images [39-41]. In contrast to
this, the current method provides anatomical align-
ment of heart geometry from two imaging modalities
for the comparison of microspheres with perfusion
CMR. The current work shows that CMR derived quan-
titative perfusion imaging assessed with either Fermi,
ARMA, Exponential or B-spline deconvolution corre-
lates with fluorescently-labelled microspheres both at
1.5 and 3 Tesla. There is however a difference in the
performance of these algorithms. Whilst Fermi per-
forms best at both field strengths, B-spline shows the
biggest error at both field strengths. In the current work
Fermi function deconvolution is statistically signifi-
cantly superior to all other algorithms at 3 Tesla. At 1.5
Tesla, although Fermi function reaches the highest cor-
relation coefficient of all algorithms, it does not reach
statistically significant superiority over ARMA and ex-
ponential deconvolution. Fermi, ARMA and exponential
deconvolution have been shown to be less sensitive to
noise as compared to B-spline in an ex-vivo, synthetic
perfusion phantom [34]. In this phantom the perfusion
is known in the whole myocardial compartment [42]
and amongst the aforementioned algorithms Fermi
showed the least variability of error under very well
controlled experimental conditions [34]. It is interesting
to speculate whether the slightly lower perfusion values
measured with microspheres or the slightly higher ob-
server variability had an impact on the worse perform-
ance of ARMA, Exponential and B-spline deconvolution
at 3 Tesla. Notwithstanding these considerations the
fact that the performance of all algorithms at both field
strengths slightly decreased at higher perfusion values
and Fermi showed excellent performance at both field
strengths, which is in line with previous investigations
showing excellent correlations of Fermi with micro-
spheres both at 1.5 and 3 Tesla [39], would argue
against this theory. In line with this evidence the results
of the current paper add further weight to the value of
Fermi, which has also been shown to correlate with FFR
with excellent accuracy for the detection of significant
CAD using a similar sequence as employed in the
present paper at 3 Tesla [18].
Clinically it is important that quantification algorithms
have good performance at both field strengths. Higher
spatial resolution MR perfusion acquisitions were shown
to offer greater visual diagnostic accuracy at 1.5 Tesla
most likely due to the increased detection of more sub-
endocardial ischaemia [43]. The higher spatial resolution
present at 3 Tesla compared to 1.5 Tesla should allow
even better detection of subendocardial ischaemia and
the detection of the severity of the ischaemia in addition
to its pure present and extent. Hsu et al. demonstrated
that perfusion gradients between subendocardial and
subepicardial perfusion can be detected using low spatial
resolution techniques and pixel wise quantification strat-
egies in patients [40]. This technique has also been de-
veloped for 3 Tesla and interestingly, Fermi function
deconvolution also showed the best results in pixel-wise
analysis at 3 Tesla [34]. On the other hand, there is re-
cent evidence from our group that standard kt-balanced
turbo field echo (kt-BTFE) based perfusion CMR at 1.5
Tesla has a similar diagnostic accuracy for quantitative
myocardial perfusion reserve analysis as compared to the
clinical reference-standard of quantification PET in patients
with CAD [24]. This sequence has also been selected in a
major ongoing perfusion CMR clinical trial (MR-INFORM,
clinicaltrials.gov NCT01236807) [44]. Our study shows that
it may also allow accurate quantitative perfusion analysis.
Sub-studies of the MR-INFORM trial aiming to investigate
its diagnostic accuracy and prognostic implications will cer-
tainly be of interest.
The detected differences in quantitative perfusion as-

sessment using different algorithms are likely to be real
because some unknown variables, that occur in patient
or in living animal studies, affecting quantitative perfu-
sion assessment do not exist in the explanted pig heart
model used in this study. These include the known
intracoronary blood flow rates and the fact that the AIF
is directly taken from the tubing connecting to the cor-
onaries. Quantification in the explanted heart is less
susceptible to external influences such as heart rate,
ejection fraction or cardiac output, factors that are all
known to heavily influence the shape of the AIF bolus
measured in the left ventricular cavity in patients. In
fact, in the current model we measure the AIF of the
bolus that directly and completely washes into the myo-
cardium. The current model may therefore be useful as
a new reference standard for quantitative perfusion val-
idation using CMR especially given the fact that tech-
niques are very easily translatable to patients.
Given the mounting evidence of the use of quantitative

perfusion analysis to detect early and subtle changes for
various diseases, we believe that Fermi function deconvolu-
tion represents an accurate and robust technique that can
be recommended at 1.5 and 3 Tesla using current state of
the art perfusion sequences. Whether this approach or
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recently introduced novel CMR based perfusion method-
ology such as the gradientogram method [45] or pixel wise
assessment of perfusion are most accurate will need to be
clarified in future studies [34,40].
Limitations
The fact that the explanted heart is less physiological
and free from external influences such as changes in
heart rate and cardiac output makes it an ideal validation
platform for quantitative perfusion. However, this model
may oversimplify in vivo imaging conditions, where the
AIF cannot be measured directly and which suffer
from artifacts due to breathing motion during stress.
Consequently, within in-vivo perfusion quantification
experimental settings both CMR and microsphere
blood flow quantification techniques still require as-
sumptions (e.g. adequate reference flow measurements
with microspheres and adequate AIF measurements with
CMR) and therefore neither CMR in the current version
nor microspheres may provide absolute fully quantitative
measurements. Furthermore, future work should study per-
fusion under fully working-heart conditions to achieve sce-
narios that even closer resemble in-vivo physiology to
investigate the influence of different filling or working states
of the heart on quantitative perfusion analysis.
The current paper describes validation of different quan-

tification algorithms based on AHA segments. Future stud-
ies will also need to determine transmural differences of
perfusion from subendocardium to subepicardium and to
define the diagnostic merits of such assessments at a reso-
lution beyond the AHA segmental classification.
Conclusions
CMR derived quantitative blood flow estimates accur-
ately assess true myocardial blood flow in a controlled
animal model. There are inherent differences between
the quantification algorithms used at 1.5 Tesla and 3
Tesla. Fermi function deconvolution qualifies as the
most accurate at both field strengths and may represent
a technique that allows perfusion CMR quantification to
develop into a useful clinical tool.

Abbreviations
AIF: Arterial input function; ARMA: Autoregressive moving average modelling;
BLAST: Broad linear speed up technique; CAD: Coronary artery disease;
CFR: Coronary flow reserve; CI: Confidence intervals; CMR: Cardiovascular
magnetic resonance; CV: Coefficient of variation; FFR: Fractional flow reserve;
LV: Left ventricle; MBF: Myocardial blood flow; MI: Myocardial infarction;
MR: Magnetic resonance; PET: Positron emission tomography; SD: Standard
deviation; SI: Signal intensity.
Competing interests
Amedeo Chiribiri received grant support from Philips Healthcare. Eike Nagel
received significant grant support from Bayer Schering and Philips
Healthcare. The other authors declare that they have no competing interests.
Authors’ contributions
AS designed the study protocol, acquired the data, analyzed the data and
drafted the manuscript. NZ performed quantitative perfusion analysis. MI
and GM participated in the study design and acquired MR data. MS analysed
the microsphere data. JW and PH performed the cryomicrotome data
acquisition; GH supported the quantitative perfusion analysis. BB performed
the statistical analyses and participated in the scientific discussion during the
study. NS supported the microsphere data analysis and participated in the
scientific discussion during the study. JS and MS supported the cryomicrotome
data acquisition and participated in the scientific discussion during the study. AC
designed the study protocol and acquired the data. EN designed the study
protocol. All authors read and approved the final manuscript.

Acknowledgements
Andreas Schuster was supported by the British Heart Foundation (FS/10/029/
28253), the Biomedical Research Centre (BRC-CTF 196) and the Research program
of the Faculty of Medicine of the Georg-August-University in Göttingen, Germany.
Matthew Sinclair receives support from the Engineering and Physical Sciences
Research Council (EP/H046410/1). Jeroen P. H. M. van den Wijngaard is funded by
a VENI grant of the Netherlands Organization for Scientific Research (NWO/ZonMw
916.11.171). This study was further supported by grants to the AMC from the
Netherlands Heart Foundation (NHS 2006B186 and 2006B226), the Netherlands
Organization for Health Research and Development (ZonMw 91105008 and
91112030), and the European Community (FP7-2007-224495: euHeart project).
Nicolas Smith receives grant support from Wellcome Trust and Engineering
and Physical Sciences Research Council (EPSRC, WT 088641/Z/09/Z, EP/
H046410/1, EP/G007527/2). Amedeo Chiribiri was funded by the Wellcome
Trust and EPSRC under grant number WT 088641/Z/09/Z. Eike Nagel receives
grant support from the BHF (RE/08/003), the Wellcome Trust and Engineering
and Physical Sciences Research Council (EPSRC, WT 088641/Z/09/Z) and the
National Institute for Health Research (NIHR) via the comprehensive BRC award
to Guy’s and St Thomas’ NHS Foundation Trust in partnership with King’s
College London and King’s College Hospital NHS Foundation Trust.

Author details
1Division of Imaging Sciences and Biomedical Engineering; King’s College
London British Heart Foundation (BHF) Centre of Excellence; National
Institute of Health Research (NIHR) Biomedical Research Centre at Guy’s and
St. Thomas’ NHS Foundation Trust; Wellcome Trust and Engineering and
Physical Sciences Research Council (EPSRC) Medical Engineering Centre, The
Rayne Institute, St. Thomas´ Hospital, London, UK. 2Department of Cardiology
and Pneumology and German Centre for Cardiovascular Research (DZHK,
Partner Site Göttingen), Georg-August-University, Göttingen, Germany.
3Department of Biomedical Engineering & Physics, Academic Medical Centre,
Amsterdam, The Netherlands. 4Philips Healthcare, Imaging Systems – MR, Best,
The Netherlands. 5Medizinische Klinik III, Kardiologie und Kreislauferkrankungen,
Eberhard-Karls-Universität Tübingen, Tübingen, Germany.

Received: 13 May 2014 Accepted: 11 September 2014

References
1. Murray CJ, Lopez AD. Alternative projections of mortality and disability

by cause 1990–2020: Global Burden of Disease Study. Lancet. 1997;
349(9064):1498–504.

2. Hachamovitch R, Rozanski A, Hayes SW, Thomson LE, Germano G, Friedman
JD, Cohen I, Berman DS. Predicting therapeutic benefit from myocardial
revascularization procedures: are measurements of both resting left
ventricular ejection fraction and stress-induced myocardial ischemia
necessary? J Nucl Cardiol. 2006; 13(6):768–78.

3. Tonino PAL, De Bruyne B, Pijls NHJ, Siebert U, Ikeno F, van' t Veer M, Klauss
V, Manoharan G, Engstrøm T, Oldroyd KG, Ver Lee PN, MacCarthy PA, Fearon
WF, Fame Study Investigators. Fractional flow reserve versus angiography
for guiding percutaneous coronary intervention. N Engl J Med. 2009;
360(3):213–24.

4. Schuster A, Morton G, Nagel E. Letter by Schuster et Al. regarding article,
"selecting a noninvasive imaging study after an inconclusive exercise
test". Circulation. 2011; 123(23):e632.

5. Lee DC, Simonetti OP, Harris KR, Holly TA, Judd RM, Wu E, Klocke FJ. Magnetic
resonance versus radionuclide pharmacological stress perfusion imaging for
flow-limiting stenoses of varying severity. Circulation. 2004; 110(1):58–65.



Schuster et al. Journal of Cardiovascular Magnetic Resonance 2014, 16:82 Page 12 of 13
http://jcmr-online.com/content/16/1/82
6. Schwitter J, Wacker CM, van Rossum AC, Lombardi M, Al-Saadi N, Ahlstrom
H, Dill T, Larsson HBW, Flamm SD, Marquardt M, Johansson L. MR-IMPACT:
comparison of perfusion-cardiac magnetic resonance with single-photon
emission computed tomography for the detection of coronary artery
disease in a multicentre, multivendor, randomized trial. Eur Heart J. 2008;
29(4):480–89.

7. Schwitter J, Nanz D, Kneifel S, Bertschinger K, Büchi M, Knüsel PR, Marincek
B, Lüscher TF, von Schulthess GK. Assessment of myocardial perfusion in
coronary artery disease by magnetic resonance: a comparison with
positron emission tomography and coronary angiography. Circulation.
2001; 103(18):2230–35.

8. Greenwood JP, Maredia N, Younger JF, Brown JM, Nixon J, Everett CC,
Bijsterveld P, Ridgway JP, Radjenovic A, Dickinson CJ, Ball SG, Plein S.
Cardiovascular magnetic resonance and single-photon emission
computed tomography for diagnosis of coronary heart disease
(CE-MARC): a prospective trial. Lancet. 2012; 379(9814):453–60.

9. Bettencourt N, Chiribiri A, Schuster A, Nagel E. Assessment of myocardial
ischemia and viability using cardiac magnetic resonance. Curr Heart Fail
Rep. 2009; 6(3):142–53.

10. Documents ACoCFTFoEC, Hundley WG, Bluemke DA, Finn JP, Flamm SD,
Fogel MA, Friedrich MG, Ho VB, Jerosch-Herold M, Kramer CM, Manning WJ,
Patel M, Pohost GM, Stillman AE, White RD, Woodard PK. ACCF/ACR/AHA/
NASCI/SCMR 2010 expert consensus document on cardiovascular
magnetic resonance: a report of the American College of Cardiology
Foundation Task Force on Expert Consensus Documents. J Am Coll
Cardiol. 2010; 55(23):2614–62.

11. Morton G, Schuster A, Perera D, Nagel E. Cardiac magnetic resonance
imaging to guide complex revascularization in stable coronary artery
disease. Eur Heart J. 2010; 31(18):2209–15.

12. Schuster A, Morton G, Chiribiri A, Perera D, Vanoverschelde J-L, Nagel E.
Imaging in the management of ischemic cardiomyopathy: special focus
on magnetic resonance. J Am Coll Cardiol. 2012; 59(4):359–70.

13. Kurita T, Sakuma H, Onishi K, Ishida M, Kitagawa K, Yamanaka T, Tanigawa T,
Kitamura T, Takeda K, Ito M. Regional myocardial perfusion reserve
determined using myocardial perfusion magnetic resonance imaging
showed a direct correlation with coronary flow velocity reserve by
Doppler flow wire. Eur Heart J. 2009; 30(4):444–52.

14. Costa MA, Shoemaker S, Futamatsu H, Klassen C, Angiolillo DJ, Nguyen M, Siuciak
A, Gilmore P, Zenni MM, Guzman L, Bass TA, Wilke N. Quantitative magnetic
resonance perfusion imaging detects anatomic and physiologic coronary
artery disease as measured by coronary angiography and fractional flow
reserve. J Am Coll Cardiol. 2007; 50(6):514–22.

15. Wilke N, Jerosch-Herold M, Wang Y, Huang Y, Christensen BV, Stillman AE,
Ugurbil K, McDonald K, Wilson RF.Myocardial perfusion reserve: assessment
with multisection, quantitative, first-pass MR imaging. Radiology. 1997; 204
(2):373–84.

16. Barmeyer AA, Stork A, Muellerleile K, Tiburtius C, Schofer AK, Heitzer TA,
Hofmann T, Adam G, Meinertz T, Lund GK. Contrast-enhanced cardiac MR
imaging in the detection of reduced coronary flow velocity reserve.
Radiology. 2007; 243(2):377–85.

17. Kühl HP, Katoh M, Buhr C, Krombach GA, Hoffmann R, Rassaf T, Neizel M,
Buecker A, Kelm M. Comparison of magnetic resonance perfusion
imaging versus invasive fractional flow reserve for assessment of the
hemodynamic significance of epicardial coronary artery stenosis. Am J
Cardiol. 2007; 99(8):1090–95.

18. Lockie T, Ishida M, Perera D, Chiribiri A, De Silva K, Kozerke S, Marber M,
Nagel E, Razavi R, Redwood S, Plein S. High-resolution magnetic
resonance myocardial perfusion imaging at 3.0-tesla to detect
hemodynamically significant coronary stenoses as determined by
fractional flow reserve. J Am Coll Cardiol. 2010; 57(1):70–5.

19. Watkins S, McGeoch R, Lyne J, Steedman T, Good R, McLaughlin M-J,
Cunningham T, Bezlyak V, Ford I, Dargie HJ, Oldroyd KG. Validation of
magnetic resonance myocardial perfusion imaging with fractional flow
reserve for the detection of significant coronary heart disease.
Circulation. 2009; 120(22):2207–13.

20. Plein S, Ryf S, Schwitter J, Radjenovic A, Boesiger P, Kozerke S. Dynamic
contrast-enhanced myocardial perfusion MRI accelerated with k-t sense.
Magn Reson Med. 2007; 58(4):777–85.

21. Ishida M, Morton G, Schuster A, Nagel E, Chiribiri A. Quantitative
Assessment of Myocardial Perfusion MRI. Curr Cardiovasc Imaging Rep.
2010; 3(2):65–73.
22. Attili AK, Schuster A, Nagel E, Reiber JHC, van der Geest RJ. Quantification
in cardiac MRI: advances in image acquisition and processing. Int J
Cardiovasc Imaging. 2010; 26(Suppl 1):27–40.

23. Morton G, Jogiya R, Plein S, Schuster A, Chiribiri A, Nagel E. Quantitative
cardiovascular magnetic resonance perfusion imaging: inter-study
reproducibility. Eur Heart J Cardiovasc Imaging. 2012; 13(11):954–60.

24. Morton G, Chiribiri A, Ishida M, Hussain ST, Schuster A, Indermuehle A,
Perera D, Knuuti J, Baker S, Hedström E, Schleyer P, O'Doherty M, Barrington
S, Nagel E. Quantification of Absolute Myocardial Perfusion in Patients
With Coronary Artery DiseaseComparison Between Cardiovascular
Magnetic Resonance and Positron Emission Tomography. J Am Coll
Cardiol. 2012; 60(16):1546–55.

25. Schuster A, Grünwald I, Chiribiri A, Southworth R, Ishida M, Hay G, Neumann N,
Morton G, Perera D, Schaeffter T, Nagel E. An isolated perfused pig heart model
for the development, validation and translation of novel cardiovascular
magnetic resonance techniques. J Cardiovasc Magn Reson. 2010; 12:53.

26. Schuster A, Chiribiri A, Ishida M, Morton G, Paul M, Hussain S, Bigalke B,
Perera D, Schaeffter T, Nagel E. Cardiovascular magnetic resonance
imaging of isolated perfused pig hearts in a 3T clinical MR scanner. Interv
Med Appl Sci. 2012; 4(4):186–92.

27. Spaan JAE, Ter Wee R, van Teeffelen JWGE, Streekstra G, Siebes M, Kolyva C,
Vink H, Fokkema DS, VanBavel E. Visualisation of intramural coronary
vasculature by an imaging cryomicrotome suggests compartmentalisation
of myocardial perfusion areas. Med Biol Eng Comput. 2005;
43(4):431–35.

28. Prinzen FW, Bassingthwaighte JB. Blood flow distributions by microsphere
deposition methods. Cardiovasc Res. 2000; 45(1):13–21.

29. van Horssen P, Siebes M, Hoefer I, Spaan JAE, van den Wijngaard JPHM.
Improved detection of fluorescently labeled microspheres and vessel
architecture with an imaging cryomicrotome. Med Biol Eng Comput. 2010;
48(8):735–44.

30. Cerqueira MD, Weissman NJ, Dilsizian V, Jacobs AK, Kaul S, Laskey WK, Pennell
DJ, Rumberger JA, Ryan T, Verani MS, Imaging AHAWGoMSaRfC. Standardized
myocardial segmentation and nomenclature for tomographic imaging of
the heart: a statement for healthcare professionals from the Cardiac
Imaging Committee of the Council on Clinical Cardiology of the American
Heart Association. Circulation. 2002; 105(4):539–42.

31. Ishida M, Schuster A, Morton G, Chiribiri A, Hussain S, Paul M, Merkle N, Steen H,
Lossnitzer D, Schnackenburg B, Alfakih K, Plein S, Nagel E. Development of a
universal dual-bolus injection scheme for the quantitative assessment of
myocardial perfusion cardiovascular magnetic resonance. J Cardiovasc Magn
Reson. 2011; 13(1):28.

32. Hautvast G, Chiribiri A, Zarinabad N, Schuster A, Breeuwer M, Nagel E. Myocardial
blood flow quantification from MRI by deconvolution using an exponential
approximation basis. IEEE Trans Biomed Eng. 2012; 59(7):2060–67.

33. Zierler KL. Tracer-dilution techniques in the study of microvascular
behavior. Fed Proc. 1965; 24(5):1085–91.

34. Zarinabad N, Chiribiri A, Hautvast GLTF, Ishida M, Schuster A, Cvetkovic Z,
Batchelor PG, Nagel E. Voxel-wise quantification of myocardial perfusion
by cardiac magnetic resonance. Feasibility and methods comparison.
Magn Reson Med. 2012; 68(6):1994–04. doi:10.1002/mrm.24195.

35. Zarinabad N, Hautvast G, Sammut E, Arujuna A, Breeuwer M, Nagel E,
Chiribiri A. Effects of tracer arrival time on the accuracy of high-resolution
(voxel-wise) myocardial perfusion maps from contrast-enhanced first-pass
perfusion magnetic resonance. IEEE Trans Biomed Eng. 2014. doi:10.1109/
TBME.2014.2322937.

36. Zarinabad N, Chiribiri A, Hautvast G, Schuster A, Sinclair M, van den
Wijngaard JPHM, Smith N, Spaan JA, Siebes M, Breeuwer M, Nagel E.
Modelling Parameter Role on Accuracy of Cardiac Perfusion
Quantification. Lect Notes Comput Sci. 2013; 7945:13.

37. Keeling SL, Kogler T, Stollberger R. Deconvolution for DCE-MRI using an
exponential approximation basis. Med Image Anal. 2009; 13(1):80–90.

38. Bland JM, Altman DG. Statistical methods for assessing agreement
between two methods of clinical measurement. Lancet. 1986;
1(8476):307–10.

39. Christian TF, Bell SP, Whitesell L, Jerosch-Herold M. Accuracy of cardiac
magnetic resonance of absolute myocardial blood flow with a high-field
system: comparison with conventional field strength. JACC Cardiovasc
Imaging. 2009; 2(9):1103–10.

40. Hsu L-Y, Groves DW, Aletras AH, Kellman P, Arai AE. A Quantitative
Pixel-Wise Measurement of Myocardial Blood Flow by Contrast-Enhanced



Schuster et al. Journal of Cardiovascular Magnetic Resonance 2014, 16:82 Page 13 of 13
http://jcmr-online.com/content/16/1/82
First-Pass CMR Perfusion Imaging: Microsphere Validation in Dogs and
Feasibility Study in Humans. JACC Cardiovasc Imaging. 2012; 5(2):154–66.

41. Christian TF, Rettmann DW, Aletras AH, Liao SL, Taylor JL, Balaban RS, Arai
AE. Absolute myocardial perfusion in canines measured by using
dual-bolus first-pass MR imaging. Radiology. 2004; 232(3):677–84.

42. Chiribiri A, Schuster A, Ishida M, Hautvast G, Zarinabad N, Morton G, Otton J,
Plein S, Breeuwer M, Batchelor P, Schaeffter T, Nagel E. Perfusion phantom: An
efficient and reproducible method to simulate myocardial first-pass
perfusion measurements with cardiovascular magnetic resonance. Magn
Reson Med. 2012; 69(3):698–07.

43. Motwani M, Maredia N, Fairbairn TA, Kozerke S, Radjenovic A, Greenwood
JP, Plein S. High-Resolution Versus Standard-Resolution Cardiovascular
Magnetic Resonance Myocardial Perfusion Imaging for the Detection of
Coronary Artery Disease. Circ Cardiovasc Imaging. 2012; 5(3):306–13.
doi:10.1161/CIRCIMAGING.111.971796.

44. Hussain ST, Paul M, Plein S, Shah AM, McCann G, Marber MS, Maccarthy P,
Redwood S, Chiribiri A, Morton G, Schuster A, Ishida M, Westwood MA,
Perera D, Nagel E. Design and rationale of the MR-INFORM study: stress
perfusion cardiovascular magnetic resonance imaging to guide the
management of patients with stable coronary
artery disease. J Cardiovasc Magn Reson. 2012; 14(1):65.

45. Chiribiri A, Hautvast GLTF, Lockie T, Schuster A, Bigalke B, Olivotti L,
Redwood SR, Breeuwer M, Plein S, Nagel E. Assessment of coronary artery
stenosis severity and location: quantitative analysis of transmural
perfusion gradients by high-resolution MRI versus FFR. J Am Coll Cardiol
Img. 2013; 6(5):600–09.

doi:10.1186/s12968-014-0082-0
Cite this article as: Schuster et al.: Quantitative assessment of magnetic
resonance derived myocardial perfusion measurements using advanced
techniques: microsphere validation in an explanted pig heart system.
Journal of Cardiovascular Magnetic Resonance 2014 16:82.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Experimental design of the study
	Cardiovascular magnetic resonance
	Quantitative analysis of perfusion CMR
	Quantitative microsphere analysis using an imaging cryomicrotome
	Statistics

	Results
	Discussion
	Limitations

	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


