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Abstract

Objective—In a recent multi-center trial of gadolinium contrast-enhanced magnetic resonance
angiography (Gd-MRA\) for diagnosis of acute pulmonary embolism (PE), two centers utilized a
common MRI platform though at different field strengths (1.5T and 3T) and realized a signal-to-
noise gain with the 3T platform. This retrospective analysis investigates this gain in signal-to-
noise of pulmonary vascular targets.

Methods—Thirty consecutive pulmonary MRA examinations acquired on a 1.5T system at one
institution were compared to 30 consecutive pulmonary MRA examinations acquired on a 3T
system at a different institution. Both systems were from the same MRI manufacturer and both
used the same Gd-MRA pulse sequence, although there were some protocol adjustments made due
to field strength differences. Region-of-interests were manually defined on the main pulmonary
artery, 4 pulmonary veins, thoracic aorta, and background lung for objective measurement of
signal-to-noise, contrast-to-noise, and bolus timing bias between centers.
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Results—The 3T pulmonary MRA protocol achieved higher spatial resolution yet maintained
significantly higher signal-to-noise ratio (= 13%, p = 0.03) in the main pulmonary vessels relative
to 1.5T. There was no evidence of operator bias in bolus timing or patient hemodynamic
differences between groups.

Conclusion—Relative to 1.5T, higher spatial resolution Gd-MRA can be achieved at 3T with a
sustained or greater signal-to-noise ratio of enhanced vasculature.
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Introduction

Methods

Patients

The Prospective Investigation of Pulmonary Embolism Diagnosis 111 (PIOPED I11) was a
National Institutes of Health (NIH)-funded prospective multicenter cohort trial performed to
assess the accuracy of gadolinium contrast-enhanced magnetic resonance angiography
(MRA) for the detection of acute pulmonary embolism (PE). The PIOPED |1l was third in a
series of multicenter trials to assess the performance of a variety of diagnostic tests for
PE.1=3 If pulmonary MRA proved valid, it would provide a viable alternative for patients
having a contraindication to iodinated contrast material and would eliminate exposure of
patients to ionizing radiation. While the pulmonary MRA technique has existed for over 15
years, most publications on this topic introduce technological enhancements -1 or report
single-institution trials.12-17 In contrast to this, the PIOPED |1 study was the first large
multicenter trial incorporating standardized inclusion/exclusion criteria that yielded a broad
spectrum of patients with and without PE, along with patients having comorbid conditions
that are commonly associated with PE.3:18 In addition, since the PIOPED 111 study was
performed at several centers having variable experience in performing pulmonary MRA, and
the examinations were conducted on a variety of magnetic resonance imaging (MRI)
hardware platforms, this study provides an insight into the performance of pulmonary MRA
if used on a large-scale clinical basis. Among technical variations was 1 center utilizing a 3
T scanner with all other scanners being at 1.5 T. Magnetic resonance imaging protocols
typically require adjustment between 1.5 and 3 T to exploit gains afforded by the higher
field, as well as address field strength—dependent issues such as radiofrequency (RF) power
deposition. The pulmonary vasculature resides in the most sensitive environment for air/
tissue susceptibility artifact in the body. This study offered the opportunity to quantify the
impact of not just increasing signal-to-noise ratio (SNR) and spatial resolution at higher field
strengths, which has been well reported, but also the impact of the greater air/tissue
susceptibility artifact.19 As previously reported of the PIOPED 11 study,3 there was a
signal-to-noise gain in the 3 T system relative to the 1.5 T system. This article presents a
retrospective analysis of the impact of field strength on MRA SNR of the main pulmonary
vessels using images provided by these 2 PIOPED |11 study centers.

In all, 60 MRA examinations were drawn from the PIOPED III study that included 371
patients with suspected acute PE. These patients were recruited from the emergency
department, inpatient clinics, outpatient clinics, or radiology and underwent a pulmonary
MRA within 72 hours of the onset of acute symptoms. Exclusion criteria included common
MRI contraindications as well as exclusion of patients having a glomerular filtration rate
(GFR) below!8:20.21 60 mL/min per 1.73 m2, although levels of serum creatinine and GFR
that excluded patients changed during recruitment as information about the risks of
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nephrogenic systemic fibrosis/nephrogenic fibrosing dermopathy became available. The 60
MRA examinations were drawn from 2 of the 7 PIOPED II1 centers. The protocol and
consent forms were approved by the institutional review board of each center and by a Data
Safety Monitoring Board appointed by the National Heart Lung and Blood Institute. All
recruited patients gave written informed consent. Additional study details are available
elsewhere.18

Among the 7 PIOPED I11 centers, 1 center utilized a 3 T MRI system and another used the
same vendor platform but at 1.5 T. The last 30 cases submitted from both of these centers
were extracted for a retrospective analysis of image quality versus field strength. Both of
these centers contributed over 50 cases to the PIOPED 11 study, so any potential effect of a
learning curve was minimized by selection of the last 30 cases from each center. No patients
included in this article had PE.

Pulmonary MRA

The PIOPED 11l MRA protocol was designed to allow latitude for system- and site-specific
MRA capabilities. 18 The 1.5 and 3 T sites involved in this substudy had a common vendor
platform and utilized the same sequence class: centric-ordered 3-dimensional (3D) T;-
weighted fast-field-echo sequence at minimum time repetition (TR) and time echo (TE).
Significant protocol differences between the sites are summarized in Table 1.

The PIOPED |1l image acquisition protocol called for a single arterial phase gadolinium-
enhanced, breath hold, pulmonary MRA. The MRA scan was performed in the coronal plane
with field of view (FOV) and anterior—posterior coverage adjusted to guarantee adequate
coverage of the pulmonary vasculature. For the 2 centers in this substudy, timing of
theMRAscan was determined using the test-dose method consisting of a single sagittal
location transecting the pulmonary artery and vein, with injection of 1 mL of contrast
material followed by 15 mL saline flush injected into an antecubital vein (Figure 1). Both
the test-dose and subsequent MRA dose combined to a total body weight dose of 0.1 mmaol/
kg gadobenate dimeglumine (Multihance, Bracco, Milan, Italy). The test-dose and contrast
material for diagnosis with a 15 mL saline flush were injected at 2 mL/s. Time to peak
enhancement of the main pulmonary artery on the sagittal test-dose images (Figure 1) was
used to calculate the pulmonary MRA scan delay for each patient according to a well-
established formula.22 Patients were instructed to suspend respiration over the <22 s
pulmonary MRA scan interval.

Measurements

All image data were shipped from George Washington University, the PIOPED I11
Biostatistics Center, to the University of Michigan on optical CDs in Digital Imaging and
Communications in Medicine (DICOM) format. All images were de-identified of personal
health information, although technical MRI factors were retained and available. Region of
interest (ROI) measurements were defined by 1 person (F.J.L.) and were performed on a
clinical 3D workstation using commercial software tools. Figure 2 illustrates the typical ROI
placements of the pulmonary artery, right and left superior and inferior pulmonary veins,
aorta, and nonenhancing lung in the left upper lobe as a measure of background. Signal
mean and standard deviation within the ROIs drawn on source images were recorded for
each patient as mPA (mean of pulmonary artery ROI), mPV (average of the 4 mean
pulmonary vein ROIs), mAO (mean of aorta ROI), and oLN (standard deviation of
nonenhancing lung ROI). These values were used to calculate the following SNR and
contrast-to-noise ratio (CNR) quantities:
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These quantities produced a measure of enhancement with various degrees of sensitivity to
bolus timing.

Finally, the dynamic test-dose series was used as an indicator of patient hemodynamic
properties. Two ROIs were defined on the pulmonary artery and pulmonary vein thatwere
intersected by the sagittal test-dose slice. Inspection of peaks from signal intensity versus
time plots provided a quantitative measure of pulmonary-artery-to-vein transit time (Tpapy)
as graphically illustrated in Figure 1. This quantity was used to test the hemodynamic
differences between the 1.5 and 3 T patient groups.

Data for each parameter defined above were available for 30, 1.5 T scans and 30, 3 T scans.
Most of the parameter distributions were skewed. Therefore, a Wilcoxon sign rank test was
used to test significant differences between 1.5 and 3 T groups.23

Results for each parameter in 1.5 and 3 T groups are presented as median along with
minimum and maximum value and are summarized in Table 2. There was a significant
difference between groups for all 3 SNR parameters with the 3 T group showing higher SNR
values by at least 13% relative to the 1.5 T group. Decreasing P values from SNR; to SNR,
and SNR3 indicates the 3 T group had incremental signal enhancement gains as sensitivity to
bolus timing was reduced by the inclusion of downstream vessels in the SNR calculation.
However, a systematic bias in bolus timing was not detected between the 1.5 and 3 T groups
as indicated by a lack of significant group differences in CNR; and CNR. Also note, there
was no significant difference between 1.5 and 3 T groups in terms of hemodynamics as
characterized by the pulmonary-artery-to-vein transit time Tpapy. These findings suggest
that image signal-to-noise differences between 1.5 and 3 T groups are not attributable to
bolus timing bias between centers or to cardiac flow dynamics.

Representative pulmonary MRA maximum intensity projections (MIPs) from 1.5and 3 T
patients are illustrated in Figure 3. These MIPs were derived from native MRA images (ie,
without subtraction of a precontrast mask). While both MRA pairs exhibit good bolus timing
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and good quality, the increased in-plane and through-plane spatial resolution of the 3 T
MIPs is visually apparent.

Discussion

There are several magnetic field strength-dependent factors that affect image quality and
SNR for a given MRI/MRA application. Despite an assumed SNR gain at 3 T, there are
recognized physical and technical drawbacks to 3 T MRI. Local magnetic susceptibility
gradients near air/tissue interfaces dephase 3 T signal more rapidly relative to 1.5 T. Field
strength—dependent tissue relaxation rates along with higher per-pulse RF power deposition
force imaging protocol adjustments that result in altered image contrast, signal-to-noise, and
scan time. These along with dielectric-induced nonuniformity of the transmitted field, all
affect the net gain (or loss) in the final SNR realized on 1.5 and 3 T images. Considering the
pulmonary MRA application, for a fixed voxel size and technique factors, signal loss due to
local magnetic susceptibility gradients in lung parenchyma is expected to be greater at 3
relative to 1.5 T. Indeed, this was demonstrated by others.2* While signal loss in
nonenhancing lung is greater at 3 T, others have demonstrated higher SNR in contrast-
enhanced vessels at 3 T2425 which is in agreement with our findings. These prior studies
involved healthy volunteers, each scanned twice by contrast-enhanced MRA on 1.5and 3 T
systems (same vendor) with relatively fixed acquisition parameters. These groups
demonstrated 50% to 80% increased SNR of contrast-enhanced pulmonary vasculature with
3 T. Our data involved 2 patient groups, all with symptomatic of PE, but scanned at 2
different institutions. Although the 1.5 and 3 T systems shared a common vendor, there were
significant protocol differences driven in part by field strength issues and local preferences.
The lower flip angle at 3 T was selected to reduce RF power deposition, which allowed a
shorter repetition time thus more phase-encode steps per 22-s breath-hold interval. Lower
flip angle can also reduce T, contrast, but gadolinium contrast enhancement is amplified by
longer tissue T; relaxation times at 3 T. Shorter TR combined with higher SENSE factor
allows a higher acquired matrix, resulting in reduced voxel volume which mitigates
intravoxel signal loss due to magnetic susceptibility effects. In our study, the additional
signal gain due to higher field strength led to a slight (13%-45%) but significant net SNR
improvement in the 3 T studies and afforded a substantially higher spatial resolution. Our
analysis of several SNR and CNR indices was performed to expose any potential bolus
timing bias between the 1.5 and 3 T examinations, and none was revealed. The rationale
behind this combination of SNR and CNR indices is to determine whether there is signal-to-
noise difference between 1.5 and 3 T protocols but also detects any evidence of systematic
bolus timing bias between the 1.5 and 3 T MRA scan groups. Recall, these studies were
performed at separate centers by different staff. Test-dose calculations were based on peak
enhancement in the main pulmonary artery, thereby targeting a high SNR;. However, if 1
center systematically added scan delay to favor downstream enhancement of the pulmonary
veins and aorta, then SNR; may be reduced somewhat but there would be a compensatory
increase in SNRy and SNR3. That is, all 3 SNR quantities reflect the degree of MRA
contrast enhancement relative to noise, although the sensitivity to precise bolus timing is
reduced by inclusion of multiple vascular targets that enhance over a broader temporal
window. By similar argument, CNR1 and CNR5 are quantities designed to amply sensitivity
to potential timing bias between 1.5 and 3 T groups. That is, if either center systematically
aimed for maximal pulmonary artery enhancement at the expense of downstream pulmonary
vein and aorta enhancement, then CNR1 and CNR, should increase relative to results where
one conservatively adds scan delay to favor downstream enhancement which reduces CNR;
and CNR,. Moreover, both patient groups appear to be hemodynamically similar suggesting
the sustained high SNR level at 3 T was not a result of operator bolus timing or patient
hemodynamics.
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Our subanalysis of PIOPED 11 data was strictly limited to investigate the impact of field
strength on contrast-enhanced pulmonary MRA signal to noise. For consistency, we used
ROIs drawn by 1 individual on clearly defined large vascular targets relative to nonenhanced
lung tissue. These measurements were performed independent of other PIOPEDIII measures
done at the various participating centers and by central readers. Central readers assessed
presence or absence of PE, subjectively scored degree of vascular opacification for 3 orders
of pulmonary arteries (main/lobar, segmental, and subsegmental) and level of artifacts
(image wrap, parallel imaging artifact, and motion artifact).2

Conclusion

In this comparison of MR PE examinations, we were able to demonstrate that relative to 1.5
T, there was a significant gain (>13%) in signal to noise in the pulmonary vasculature at 3 T.
This gain in signal was achieved despite a higher spatial resolution. We also were unable to
detect any systematic operator bias in bolus timing or a difference in patient hemodynamics
that could have attributed to this difference.

Acknowledgments

Funding

The authors received no financial support for the research, authorship, and/or publication of this article.

References

1. Value of the ventilation/perfusion scan in acute pulmonary embolism. Results of the prospective
investigation of pulmonary embolism diagnosis (PIOPED). The PIOPED Investigators. JAMA.
1990; 263(20):2753-2759. [PubMed: 2332918]

2. Stein PD, Fowler SE, Goodman LR, et al. Multidetector computed tomography for acute pulmonary
embolism. N Engl J Med. 2006; 354(22):2317-2327. [PubMed: 16738268]

3. Stein PD, Chenevert TL, Fowler SE, et al. Gadolinium enhanced magnetic resonance angiography
for acute pulmonary embolism: results of the PIOPED Il Trial. Ann Intern Med. 2010; 152(7):434—
443. [PubMed: 20368649]

4. 1soda H, Ushimi T, Masui T, et al. Clinical evaluation of pulmonary 3D time-of-flight MRA with
breath holding using contrast media. J Comput Assist Tomogr. 1995; 19(6):911-919. [PubMed:
8537525]

5. Vrachliotis TG, Bis KG, Kirsch MJ, Shetty AN. Contrast-enhanced MRA in pre-embolization
assessment of a pulmonary arteriovenous malformation. J Magn Reson Imaging. 1997; 7(2):434—
436. [PubMed: 9090603]

6. Hany TF, Schmidt M, Hilfiker PR, Steiner P, Bachmann U, Debatin JF. Optimization of contrast
dosage for gadolinium-enhanced 3D MRA of the pulmonary and renal arteries. Magn Reson
Imaging. 1998; 16(8):901-906. [PubMed: 9814772]

7. Friedli JL, Paschal CB, Loyd JE, Halliburton SS. Quantitative 3D VUSE pulmonary MRA. Magn
Reson Imaging. 1999; 17(3):363-370. [PubMed: 10195579]

8. Schoenberg SO, Bock M, Floemer F, et al. High-resolution pulmonary arterio- and venography
using multiple-bolus multiphase 3D-Gd-mRA. J Magn Reson Imaging. 1999; 10(3):339-346.
[PubMed: 10508295]

9. Li G, Zeng JZ, Wang XY, Wang RW, Li JL. [Comparative study of pulmonary magnetic resonance
angiography (MRA)] [Article in Chinese]. Hunan Yi Ke Da Xue Xue Bao. 2000; 25(2):173-175.
[PubMed: 12212214]

10. Vonken EP, Velthuis BK, Wittkampf FH, Rensing BJ, Derksen R, Cramer MJ. Contrast-enhanced

MRA and 3D visualization of pulmonary venous anatomy to assist radiofrequency catheter
ablation. J Cardiovasc Magn Reson. 2003; 5(4):545-551. [PubMed: 14664132]

Clin Appl Thromb Hemost. Author manuscript; available in PMC 2013 July 02.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Londy et al.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Page 7

Nael K, Fenchel M, Krishnam M, Finn JP, Laub G, Ruehm SG. 3.0 Tesla high spatial resolution
contrast-enhanced magnetic resonance angiography (CE-MRA) of the pulmonary circulation:
initial experience with a 32-channel phased array coil using a high relaxivity contrast agent. Invest
Radiol. 2007; 42(6):392-398. [PubMed: 17507810]

Wolff K, Bergin CJ, King MA, et al. Accuracy of contrast-enhanced magnetic resonance
angiography in chronic thromboembolic disease. Acad Radiol. 1996; 3(1):10-17. [PubMed:
8796634]

Grist TM, Sostman HD, MacFall JR, et al. Pulmonary angiography with MR imaging: preliminary
clinical experience. Radiology. 1993; 189(2):523-530. [PubMed: 8210385]

Erdman WA, Peshock RM, Redman HC, et al. Pulmonary embolism: comparison of MR images
with radionuclide and angiographic studies. Radiology. 1994; 190(2):499-508. [PubMed:
8284406]

Gefter WB, Hatabu H, Dinsmore BJ, et al. Pulmonary vascular cine MR imaging: a noninvasive
approach to dynamic imaging of the pulmonary circulation. Radiology. 1990; 176(3):761-770.
[PubMed: 2389034]

Schiebler ML, Holland GA, Hatabu H, et al. Suspected pulmonary embolism: prospective
evaluation with pulmonary MR angiography. Radiology. 1993; 189(1):125-131. [PubMed:
8372181]

Bergin CJ, Sirlin CB, Hauschildt JP, et al. Chronic thromboembolism: diagnosis with helical CT
and MR imaging with angiographic and surgical correlation. Radiology. 1997; 204(3):695-702.
[PubMed: 9280245]

Stein PD, Gottschalk A, Sostman HD, et al. Methods of prospective investigation of pulmonary
embolism diagnosis 11 (PIOPED I11). Semin Nucl Med. 2008; 38(6):462—470. [PubMed:
19331840]

Farahani K, Sinha U, Sinha S, Chiu LC, Lufkin RB. Effect of field strength on susceptibility
artifacts in magnetic resonance imaging. Comput Med Imaging Graph. 1990; 14(6):409-413.
[PubMed: 2272012]

Kanal E, Barkovich AJ, Bell C, et al. ACR guidance document for safe MR practices: 2007. AJR
Am J Roentgenol. 2007; 188(6):1447-1474. [PubMed: 17515363]

Kuo PH, Kanal E, Abu-Alfa AK, Cowper SE. Gadolinium-based MR contrast agents and
nephrogenic systemic fibrosis. Radiology. 2007; 242(3):647-649. [PubMed: 17213364]

Maki JH, Chenevert TL, Prince MR. Contrast-enhanced MR angiography. Abdom Imaging. 1998;
23(5):469-484. [PubMed: 9841060]

Gibbons, J.; Chakraborti, S. Nonparametric Statistical Inference. 4th ed.. New York, NY: Marcel
Dekker; 2005.

Nael K, Michaely HJ, Lee M, Goldin J, Laub G, Finn JP. Dynamic pulmonary perfusion and flow
quantification with MR imaging, 3.0 T vs. 1.5 T: initial results. J Magn Reson Imaging. 2006;
24(2):333-339. [PubMed: 16786566]

Michaely HJ, Kramer H, Dietrich O, et al. Intraindividual comparison of high-spatial-resolution
abdominal MR angiography at 1.5 T and 3.0 T: initial experience. Radiology. 2007; 244(3):907-
913. [PubMed: 17709837]

Stein PDCT, Fowler SE, Goodman LR, et al. for the PIOPED Il Investigators. Gadolinium
enhanced magnetic resonance angiography for acute pulmonary embolism: results of the PIOPED
111 Trial. Ann Intern Med. 2010; 152(7):434-443. [PubMed: 20368649]

Clin Appl Thromb Hemost. Author manuscript; available in PMC 2013 July 02.



1dussnuein Joyny vd-HIN 1duosnueln Joyny vd-HIN

1duosnuey JoyIny vd-HIN

Londy et al.

Page 8

>
=
w
| gy
o‘
-~
£
©
o=
2
n .
6
o
()
@)
©
—
)]
>,
<

 Contrast arrival Contrast arrival

in PA === . Cu—in PV

12 A 14 1€ | 1;;: :
Time (Seconds)

«N Pl

Figure 1.

Plot of signal intensity versus time for a test bolus consisting of 1 mL of contrast followed
with a 15 mL saline flush. Difference in test dose arrival time from the pulmonary artery to

the pulmonary vein, denoted Tpapy/, Was used as an indicator of patient hemodynamic

properties.
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Figure 2.

Representative ROI locations and sizes for pulmonary artery (1), pulmonary veins (2),
unenhanced lung (3), and aorta (4) illustrated on an MIP. The actual ROl measurements
were preformed on source images. ROI indicates region of interest; MIP, maximum
intensity projection.
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Figure 3.

Representative subvolume, pulmonary MRA MIPs of patients scanned at 1.5 T (A, B, and
C)and 3T (D, E, and F). Coronal 7.5 cm thick subvolume MIPs demonstrate the higher in-
plane spatial resolution that was achieved on the 3.0 T scans (D and E) relative to 1.5 T (A
and B) with comparable enhancement quality. Pulmonary MRA data sets shown in (B) and
(E) were also reformatted into axial 3.5 cm thick subvolume MIPs (C and F, respectively),
to illustrate the effect of thinner slices used for the 3 T. MRA indicates magnetic resonance
angiography; MIP, maximum intensity projection.
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Table 1

Scan Parameters?
Field Strength, T 3.0 15
Max gradient field strength, mT/m 40 33
Slew rate, mT/ms 200 180
Bandwidth, Hz/pixel 1308 216.5
TR, ms 43 5.0
TE, ms 14 15
Slice thickness/slice overlap, mm, average (minimum:maximum) 2.5(2.2:2.8) 3.0
Slice overlap, mm, average (minimum:maximum) 1.3(1.1:1.4) 15
Number of slices 205-214 100
Field of view, mm? 350 370
Acquired matrix 352 x 350 352 x 180
Acquired voxel size, mm3, average (minimum:maximum) 2.4(2.2:2.8) 5.2
Derived matrix 576 x 576 512 x 512
Flip angle, degree 25 40
SENSE factor 2 1
Receiver coil SENSE cardiac  SENSE cardiac

Abbreviations: TR, time repetition; TE, time echo.

aA SENSE factor of 1 indicates parallel imaging not used.
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Table 2

Quantitative Comparison Between 1.5 and 3 T Data Sets

Median (minimum:maximum)

Field Strength, T 1.5 3.0 P Valued
SNR; 31.6(22.0:63.0)  45.7(23.9:90.9) .03

SNR, 33.3(14.5:57.3)  41.0(23.8:85.3) .01

SNR; 31.2(13.0:53.0)  35.2(22.3:76.7) .003
CNR; 7.3(-14.7:204)  65(-6.4:382) .75
CNR, 14.4 (-11.2:53.0) 9.6 (-8.5:66.6) .061
Tpapvs S 4.1 (2:8) 4.3 (2:6) 29

Abbreviations: SNR, signal-to-noise ratio; CNR, contrast-to-noise ratio.

aWiIcoxon sign rank test.
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