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Abstract: Background parenchymal enhancement (BPE) of breast fibroglandular tissue (FGT) in
dynamic contrast-enhanced breast magnetic resonance imaging (MRI) has shown an association
with response to neoadjuvant chemotherapy (NAC) in patients with breast cancer. Fully automated
segmentation of FGT for BPE calculation is a challenge when image artifacts are present. Low
spatial frequency intensity nonuniformity due to coil sensitivity variations is known as bias or
inhomogeneity and can affect FGT segmentation and subsequent BPE measurement. In this study,
we utilized the N4ITK algorithm for bias correction over a restricted bilateral breast volume and
compared the contralateral FGT segmentations based on uncorrected and bias-corrected images
in three MRI examinations at pre-treatment, early treatment and inter-regimen timepoints during
NAC. A retrospective analysis of 2 cohorts was performed: one with 735 patients enrolled in the
multi-center I-SPY 2 TRIAL and the sub-cohort of 340 patients meeting a high-quality benchmark for
segmentation. Bias correction substantially increased the FGT segmentation quality for 6.3–8.0% of
examinations, while it substantially decreased the quality for no examination. Our results showed
improvement in segmentation quality and a small but statistically significant increase in the resulting
BPE measurement after bias correction at all timepoints in both cohorts. Continuing studies are
examining the effects on pCR prediction.

Keywords: bias correction; breast cancer; breast MRI; background parenchymal enhancement; neoad-
juvant chemotherapy

1. Introduction

Dynamic contrast-enhanced magnetic resonance imaging (DCE-MRI) provides quanti-
tative measurements reflecting the contrast enhancement kinetics of lesions and normal
tissues. Breast DCE-MRI measurements may be helpful to understand tumor biology and
physiology in breast cancer patients. More specifically, signal enhancement observed in
breast fibroglandular tissue (FGT) following contrast injection is known as background
parenchymal enhancement (BPE). BPE has been shown to be associated with breast cancer
risk and can be used as an imaging biomarker [1]. In clinical practice, BPE is qualitatively
interpreted by a radiologist according to the Breast Imaging Reporting and Data System
(BI-RADS) atlas using four categories: minimal, mild, moderate, or marked [2]. Studies
based on qualitatively assessed BPE are subject to inter-reader variability, which limits its
use as an imaging biomarker. As a result, numerous studies have investigated quantita-
tive approaches for measuring BPE and found it to be correlated with breast cancer risk,
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treatment response, and outcome [3–14]. Currently, there is no standardized method for
calculating quantitative BPE and many studies differ in their algorithms. For example, van
der Velden et al. calculates the late phase mean BPE in the top 10% of voxels exhibiting
enhancement [7,9] whereas Wu et al. calculates the absolute and relative volume of en-
hanced FGT above a predefined enhancement threshold at early and delayed phases [11].
We recently reported a fully automated method of calculating contralateral BPE by taking
the mean percent enhancement of FGT voxels at the early phase [12].

The quality of FGT segmentation can affect BPE quantification. However, accurate
segmentation of breast FGT using fully automated methods is a challenge when image
artifacts are present. Low spatial frequency intensity nonuniformity due to coil sensitivity
variations seen in the MRI data is known as bias or inhomogeneity, directly relating to
image quality. Thus, the presence of bias field inhomogeneity can negatively impact the
quantification of BPE which may be particularly problematic in multi-center trials utilizing
multiple imaging platforms. To address this obstacle, we utilized the N4ITK algorithm, an
improvement over the N3 (nonparametric nonuniformity normalization) method [15], to
perform bias correction. N4 bias correction has improved B-spline fitting and a modified
iterative optimization scheme which improves convergence performance. It is an intensity
distribution-based method that starts by iterating through deconvolving the intensity
histogram by a Gaussian, remapping the intensities, and then spatially smoothing the result
using a B-spline model until we reach our convergence threshold or a maximum number
of iterations.

The I-SPY 2 TRIAL (Investigation of Serial Studies to Predict Your Therapeutic Re-
sponse through Imaging and Molecular Analysis 2, NCT01042379) is an ongoing multicen-
ter clinical trial. This trial included a total of 25 participating sites with different magnetic
resonance scanner vendors, models, configurations, and sequences. MRI examinations
had various levels and types of field inhomogeneity across the participating sites. For this
retrospective study, we tested the effect of applying the N4ITK algorithm over a restricted
volume encompassing both breasts prior to BPE measurement. We applied our automated
breast FGT segmentation method to uncorrected and bias-corrected MRI and performed
a comparative visual assessment of the two FGT segmentations. We also quantitatively
compared the two FGT segmentations and the resulting BPE measurements.

2. Materials and Methods
2.1. Study Cohort

This retrospective study is based on the MRI data of 990 breast cancer patients who
were enrolled and randomized to neoadjuvant chemotherapy (NAC) drug arms in the
I-SPY2 TRIAL from May 2010 to November 2016. Women older than 18 years of age
diagnosed with locally advanced breast cancer (tumor size ≥ 2.5 cm) were eligible to
enroll in this multicenter clinical trial. Patients with evidence of distant metastasis and
patients with tumors that were diagnosed as HR+/HER2− and low risk according to the
MammaPrint 70-gene assay were excluded from the trial. Figure 1 shows the I-SPY2 trial
schema. Patients were randomized to the control (paclitaxel for HER2—or paclitaxel and
trastuzumab for HER2+) or one of the experimental drug arms. Participants received a
weekly dose of paclitaxel alone (control) or in combination with an experimental agent
for 12 weekly cycles followed by four cycles of anthracycline–cyclophosphamide (AC)
before surgery. MRI exams were performed before the initiation of NAC (pre-treatment,
T0), after 3 weeks of treatment (early-treatment, T1), after 12 weeks and between drug
regimens (inter-regimen, T2), and after completion of NAC and prior to surgery (pre-
surgery, T3). All patients provided written informed consent at the screening in order to
participate in the trial. A second consent was obtained if the patient was randomized to an
experimental treatment.
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Figure 1. I-SPY 2 study schema with adaptive randomization.

Of the 990 patients enrolled on completed drug arms of I-SPY 2 before November 2016,
this study included 878 patients whose detailed surgical pathology including residual can-
cer burden was available as of December 2019. Of the 878 patients, we excluded 97 patients
who did not have all four longitudinal DCE-MRI exams because of the following reasons:
patient’s withdrawal of treatment consent, patient illness, missed patient appointments,
MRI technical issues, or other image quality or protocol adherence issues. We also excluded
46 patients who had failed determination of breast contour using our automated method
for at least one of the four longitudinal DCE-MRI exams.

After these preliminary exclusions, BPE was calculated in 735 women (median age,
49 years; range, 24–77) and were defined as the “whole cohort”, in which 258 (35.1%)
patients achieved pCR. Of the 735 patients, 340 women (median age, 49 years; range,
24–77) were defined as the “high-quality cohort” based on the FGT segmentation quality as
described in our previous publication [12] and later in this article (Section 2.7), in which
113 (33.2%) patients achieved pCR.

2.2. Pathological Response Assessment

Pathologic complete response (pCR) was defined as the absence of residual invasive
cancer in the breast or lymph nodes at the time of surgery. All patients were classified as
either pCR or non-pCR. Patients who did not complete the assigned treatment or did not
undergo surgery for any reason were considered non-pCR.

2.3. MRI Data Acquisition

MRI data were acquired with 1.5T or 3T scanners using a dedicated breast RF coil,
across a variety of vendor platforms and institutions. All MRI exams for the same patient
were performed using the same magnet configuration (manufacturer, field strength, and
breast coil model). The standardized image acquisition protocol included T2-weighted
and DCE-MRI sequences performed bilaterally in the axial orientation. DCE-MRI was
acquired as a series of 3D fat-suppressed T1-weighted images with the following pa-
rameters as specified in the I-SPY2 MRI protocol: TR = 4–10 ms, minimum TE, flip an-
gle = 10–20◦, field of view (FOV) = 260–360 mm to achieve full bilateral coverage, ac-
quisition matrix = 384–512 with in-plane resolution ≤1.4 mm, and slice thickness ≤2.5
mm, temporal resolution = 80–100 s. Gadolinium contrast agent was administered intra-
venously at a dose of 0.1 mmol/kg body weight, and at a rate of 2 mL/s, followed by a
20 mL saline flush. The same contrast agent brand was used for all MRI exams for the
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same patient. Pre-contrast and multiple post-contrast images were acquired using identical
sequence parameters. Post-contrast imaging continued for at least 8 min following contrast
agent injection.

2.4. FGT Segmentation and BPE Calculation

Automatic whole breast segmentation was performed (whole breast mask) using
in-house software developed in IDL (L3Harris Geospatial, Broomfield, CO, USA). Both
breasts were initially segmented from background for the volumes anterior to the sternal
notch using pre-contrast images reformatted to the coronal orientation. FGT of only the
contralateral breast was then segmented using fuzzy c-means (FCM) clustering [16]. All
clusters within the central 50% of all axial slices containing FGT were combined as a
half-stack BPE mask as described in a previous study [12]. For our semi-automated FCM
method, we explicitly set the number of clusters to 6 and we chose to keep the first six
clusters as our tissue segmentation to differentiate between fat and tissue. The advantage
to the applied fuzziness is that this addresses the partial volume effects happening when
multiple tissues contribute to a single voxel. We set the number of iterations to 20 in the
FCM algorithm in order to find the best solution. BPE was calculated by taking the mean
percent enhancement (PE = (S_1 − S_0)/S_0 × 100%, where S_0 and S_1 are voxel-wise
signal intensities at pre-contrast and early post-contrast phase, respectively) of all voxels in
the half-stack BPE mask.

2.5. Bias Correction

To correct for image inhomogeneity, pre-contrast images for all exams were prepro-
cessed with N4 bias correction within the generated whole breast mask. The N4 bias
correction code was sourced from the Advanced Normalization Tools (ANTs) package
developed by Avants et al. [17]. Default parameters were used and have been shown
to work fairly well in a variety of applications, such as brain and lung [18,19]. Figure 2
shows an example of the estimated bias field and bias correction. A 3D surface plot of the
estimated bias field is also shown for clarity and to show where the image is affected most
by bias field inhomogeneity.

Tomography 2022, 8, FOR PEER REVIEW 4 
 

 

and multiple post-contrast images were acquired using identical sequence parameters. 

Post-contrast imaging continued for at least 8 min following contrast agent injection. 

2.4. FGT Segmentation and BPE Calculation 

Automatic whole breast segmentation was performed (whole breast mask) using in-

house software developed in IDL (L3Harris Geospatial, Broomfield, Colorado, USA). Both 

breasts were initially segmented from background for the volumes anterior to the sternal 

notch using pre-contrast images reformatted to the coronal orientation. FGT of only the 

contralateral breast was then segmented using fuzzy c-means (FCM) clustering [16]. All 

clusters within the central 50% of all axial slices containing FGT were combined as a half-

stack BPE mask as described in a previous study [12]. For our semi-automated FCM 

method, we explicitly set the number of clusters to 6 and we chose to keep the first six 

clusters as our tissue segmentation to differentiate between fat and tissue. The advantage 

to the applied fuzziness is that this addresses the partial volume effects happening when 

multiple tissues contribute to a single voxel. We set the number of iterations to 20 in the 

FCM algorithm in order to find the best solution. BPE was calculated by taking the mean 

percent enhancement (PE = (S_1 − S_0)/S_0 × 100%, where S_0 and S_1 are voxel-wise sig-

nal intensities at pre-contrast and early post-contrast phase, respectively) of all voxels in 

the half-stack BPE mask. 

2.5. Bias Correction 

To correct for image inhomogeneity, pre-contrast images for all exams were prepro-

cessed with N4 bias correction within the generated whole breast mask. The N4 bias cor-

rection code was sourced from the Advanced Normalization Tools (ANTs) package de-

veloped by Avants et al. [17]. Default parameters were used and have been shown to work 

fairly well in a variety of applications, such as brain and lung [18,19]. Figure 2 shows an 

example of the estimated bias field and bias correction. A 3D surface plot of the estimated 

bias field is also shown for clarity and to show where the image is affected most by bias 

field inhomogeneity. 

 

Figure 2. (A) Uncorrected pre-contrast image and the enlarged image, (B) Bias-corrected pre-con-

trast image and the enlarged image, (C) Overlay of the corresponding estimated bias field, (D) 3D 

A

B

C

DD

Figure 2. (A) Uncorrected pre-contrast image and the enlarged image, (B) Bias-corrected pre-contrast
image and the enlarged image, (C) Overlay of the corresponding estimated bias field, (D) 3D surface
plot of the estimated bias field on a single axial slice. The numbers (unitless) in the scale represent
the distribution of pixel intensity mean and variance with respect to the measured tissue in the local
region. Please note that (C,D) show the estimated bias field for the whole image. In this study,
bias-correction was performed only within the whole breast mask. Arrowheads and the enlarged
images highlight the area with significant field inhomogeneity in the contralateral breast.
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2.6. Quantitative Comparison of Uncorrected vs. Bias-Corrected BPE Masks

For each exam, two different BPE masks were generated from the uncorrected image
(uncorrected BPE mask) and the bias-corrected image (bias-corrected BPE mask). For
each BPE mask, the voxel count and the resulting BPE measurement were calculated. We
also calculated the Sørensen-Dice similarity coefficient (DICE score) between the two BPE
masks for each exam. The DICE score gives a quantitative overview of how much the FGT
segmentation has changed after bias correction.

2.7. Visual Comparison of Uncorrected vs. Bias-Corrected BPE Masks

In our previous studies [12,14], radiologist 1 (N.O., a breast radiologist with 10 years
of experience in breast MRI) visually assessed the quality of bias-corrected BPE mask using
a 3-point grade (good, adequate, or poor) based on the presence and degree of under
or oversampling because of coil artifacts, poor fat suppression or tissue distortion. The
assessment was performed using a PDF report for each patient and each timepoint showing
pre-contrast T1-weighted images with and without BPE mask overlaid at representative
three slices in the axial orientation: the center slice and slices at the upper and lower
ends of the half-stack BPE mask (BPE report). Based on the assessments, a high-quality
cohort (n = 340) was identified from the whole cohort (n = 735) by limiting to patients with
good or adequate FGT segmentations at all three time points of T0, T1 and T2 [12].

For the current study, a comparative visual assessment of uncorrected and bias-
corrected BPE masks was performed by the same reader (radiologist 1, N.O.) after 2 years of
the interval from the initial segmentation quality assessment. BPE reports were separately
prepared for uncorrected and bias-corrected masks at same representative slices, labeled as
A and B, respectively, and presented in a blinded randomized order. The radiologist reader
assessed which BPE mask (A or B) showed better agreement with the visually observed
distribution of the fibroglandular tissue on the corresponding slices of the pre-contrast
T1-weighted image (gold standard) and whether there was a substantial difference between
A and B equivalent to one or two grades (i.e., poor vs. adequate, adequate vs. good, poor vs.
good). Concretely, the comparison was assessed using five categories as follows (A >> B:
better agreement for A than B with change in grade, A > B: better agreement for A than
B within grade, A = B: A and B show equivalent agreement, A < B: worse agreement for
A than B within grade, A << B: worse agreement for A than B with change in grade). By
collating the labels (A or B) for uncorrected and bias-corrected BPE masks which were
blinded for the reader at the time of assessment, the above assessments were translated
into five categories (−2, −1, 0, 1 and 2) as shown in Table 1. Negative values represent a
worse agreement for the bias-corrected BPE mask than the uncorrected BPE mask, a zero
represents that the two masks showed an equivalent agreement with the gold standard,
and positive values represent a better agreement for the bias-corrected BPE mask than the
uncorrected BPE mask. A 2 or −2 represents that the bias-corrected BPE mask showed
better or worse agreement than the uncorrected BPE mask with a substantial difference.

Table 1. Comparative Visual Assessment of Uncorrected vs. Bias-corrected BPE masks.

Assessment Label
for UC

Label
for BC Category

A >> B A B −2: worse agreement for BC than UC with substantial difference *
A > B A B −1: worse agreement for BC than UC
A = B A B 0: BC and UC showed equivalent agreement with the gold standard
A < B A B 1: better agreement for BC than UC

A << B A B 2: better agreement for BC than UC with substantial difference *
A >> B B A 2: better agreement for BC than UC with substantial difference *
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Table 1. Cont.

Assessment Label
for UC

Label
for BC Category

A > B B A 1: better agreement for BC than UC
A = B B A 0: BC and UC showed equivalent agreement with the gold standard
A < B B A −1: worse agreement for BC than UC

A << B B A −2: worse agreement for BC than UC with substantial difference *

UC = uncorrected BPE mask, BC = bias-corrected BPE mask. * The difference between UC and BC was equivalent
to one or two grades difference as defined in the initial quality assessment.

To assess the inter-reader agreement of the comparative visual assessment, radiologist
2 (J.C.-B. a breast radiologist with 5 years of experience in breast MRI) independently
assessed a sub-sample of 100 patients using the same method as radiologist 1.

2.8. Statistical Analysis

For the comparison of patient characteristics (the high-quality cohort vs. the non-high-
quality patients), the Mann–Whitney U test for continuous variables and the Fisher exact
test for categorical variables were used. Cohen’s weighted kappa between the two readers
was estimated to evaluate the inter-reader agreement of the comparative visual assessment
in the sub-sample of 100 patients. The voxel count and BPE measurements before and
after bias correction were compared using Wilcoxon signed-rank test. To examine the
performance of uncorrected and bias-corrected BPE measurements in predicting pCR,
single predictor logistic regression models for pCR were developed independently for
percent change in BPE from T0 to T1 (∆BPE1) and from T0 to T2 (∆BPE2) using Scikit-
learn [20]. Hyperparameter optimization was performed using a grid search over the
inverse of regularization strength [100, 10, 1.0, 0.1, 0.01] and optimization solver [‘newton-
cg’, ‘lbfgs’, ‘liblinear’]. Bootstrap sampling with 2000 iterations was performed to create
multiple training datasets with the out-of-sample data used each time as the corresponding
test set. The area under the receiving operator curve (AUC) of the logistic regression
hyperparameter optimized model was used to assess the predictive performance of ∆BPE1
and ∆BPE2 in the full patients and within sub-groups by immunohistochemical subtypes
(HR+/HER2−, HR+/HER2+, HR−/HER2+, HR−/HER2−), independently within the
whole cohort and the high-quality cohort.

3. Results
3.1. Patient Characteristics

Of the 990 patients enrolled at 22 clinical centers, 735 met inclusion for this study.
Patient characteristics are shown in Table 2. No statistically significant differences were
found in patient characteristics between the high-quality cohort (n = 340) and the non-high-
quality patients (n = 395). Furthermore, the data summaries of all characteristics appear to
be well-matched qualitatively between the cohorts.

Table 2. Patient Characteristics.

Parameter Whole Cohort
(n = 735)

High-Quality
Cohort

(n = 340)

Non-High-
Quality Patients

(n = 395)
p Value

Age (y)
Mean ± SD 49 ± 11 49 ± 10 49 ± 11 0.898

Range 24–77 24–77 25–73
Menopausal status 0.942

Pre-menopausal 342 (47) 153 (45) 189 (48)
Peri-menopausal 26 (4) 12 (4) 14 (4)
Post-menopausal 223 (30) 105 (31) 118 (30)
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Table 2. Cont.

Parameter Whole Cohort
(n = 735)

High-Quality
Cohort

(n = 340)

Non-High-
Quality Patients

(n = 395)
p Value

Unclear * 95 (13) 47 (14) 48 (12)
No data 49 (7) 23 (7) 26 (7)

Race 0.359
White 597 (81) 281 (83) 316 (80)

African American 78 (11) 28 (8) 50 (13)
Asian 47 (6) 23 (7) 24 (6)

American Indian or Alaska Native 3 (0) 2 (1) 1 (0)
Native Hawaiian or Pacific Islander 4 (1) 2 (1) 2 (1)

Mix 6 (1) 4 (1) 2 (1)
Immunohistochemical subtype 0.667

HR+/HER2– 299 (41) 140 (41) 159 (40)
HR+/HER2+ 112 (15) 57 (17) 55 (14)
HR–/HER2+ 61 (8) 27 (8) 34 (9)
HR–/HER2– 263 (36) 116 (34) 147 (37)

Assigned chemotherapy 0.720
Standard chemotherapy 158 (21) 71 (21) 87 (22)

Experimental chemotherapy 577 (79) 269 (79) 308 (78)
Treatment response 0.353

pCR 258 (35) 113 (33) 145 (37)
non-pCR 477 (65) 227 (67) 250 (63)

Unless otherwise specified, data represent the number of patients and data in parentheses are percentages. p values
show the results of the comparisons between the high-quality cohort vs. the non-high-quality patients. The
Mann–Whitney U test was used for continuous variables (i.e., age), and Fisher’s exact test was used for categorical
variables. * Unclear because of estrogen replacement therapy or prior gynecological surgery. SD = standard
deviation, HR = hormone receptor, HER2 = human epidermal growth factor receptor 2, pCR = pathologic
complete response.

3.2. Quantitatively Evaluated Effect of Bias Correction

Tables 3 and 4 show the voxel count and BPE measurements for the two BPE masks
before and after bias-correction in the whole cohort and the high-quality cohort, respec-
tively. At all timepoints in both cohorts except for at T2 in the whole cohort, the estimated
pseudo-median differences in the voxel counts between the two masks suggest potentially
important change after bias-correction (approximately from 300 to 700 in absolute value).
However, these were count changes corresponded to an average change that was not
statistically significantly different from zero, and the corresponding confidence intervals
included both negative and positive values above >100 in absolute value. The results from
these data were, therefore, inconclusive regarding the question of whether voxel count
increased or decreased on average after bias correction, with potentially clinically impor-
tant effects being plausible in either direction (Table 3). After bias correction, small (but
statistically significant) increases in BPE measurements were observed for all timepoints in
both cohorts (Table 4). In the whole cohort, the median [first, third quartile] of DICE score
were 0.846 [0.771, 0.895] at T0, 0.844 [0.761, 0.899] at T1, and 0.837 [0.763, 0.893] at T2. In the
high-quality cohort, the median [first, third quartile] of DICE score were 0.866 [0.808, 0.907]
at T0, 0.866 [0.807, 0.913] at T1, and 0.864 [0.800, 0.908] at T2. For all timepoints, higher
median DICE scores were observed when restricted to only the high-quality cohort as
opposed to when considering the whole cohort.

In Figure 3, an example of bias field inhomogeneity is shown. In the uncorrected
pre-contrast image (top left), evident bias field inhomogeneity is seen on the lateral area of
the breast and the uncorrected BPE mask (top right) includes that area. In the bias-corrected
pre-contrast image (bottom left) and the bias-corrected BPE mask (bottom right), bias field
inhomogeneity and its inclusion within the segmentation are alleviated.
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Table 3. Voxel count before and after bias-correction.

Cohort and
Timepoint

Voxel Count for
UC BPE Mask

Voxel Count for
BC BPE Mask

Difference of Voxel Count *

Estimated
Pseudo-Median 95% CI p-Value

Whole cohort
T0 62,791 [39,090, 92,646] 62,372 [37,478, 94,399] 493.5 −357, 1374.5 0.251
T1 58,831 [34,199, 89,447] 58,343 [35,580, 91,010] 693.5 −100.5, 1493 0.086
T2 53,996 [33,076, 85,252] 52,834 [33,168, 83,312] 2.5 −739.5, 770.5 0.995

High-quality cohort
T0 59,190 [37,981, 87,995] 60,343 [37,233, 87,997] −310.5 −1293.5, 731 0.565
T1 56,245 [36,219, 83,899] 55,510 [35,830, 83,418] 326.48 −657, 1305.5 0.519
T2 51,346 [34,779, 77,317] 51,124 [33,884, 80,426] −348 −1247.5, 629 0.455

Data for voxel count show median along with the first and third quartile. BPE = background parenchymal
enhancement, UC = uncorrected, BC = bias-corrected. * Voxel count for BC BPE mask minus voxel count for UC
BPE mask.

Table 4. BPE measurement before and after bias-correction.

Cohort and
Timepoint

BPE
Measurement for

UC BPE Mask

BPE
Measurement for

BPE Mask

Difference of BPE Measurement *

Estimated
Pseudo-Median 95% CI p Value

Whole cohort
T0 23.3 [16.3, 34.3] 24.0 [16.6, 35.1] 0.64 0.52, 0.76 <0.001 **
T1 19.1 [13.5, 27.4] 19.9 [14.1, 28.6] 0.58 0.48, 0.69 <0.001 **
T2 17.1 [12.3, 23.4] 17.6 [12.6, 24.3] 0.48 0.38, 0.58 <0.001 **

High-quality cohort
T0 23.2 [16.5, 35.1] 23.4 [16.3, 35.1] 0.43 0.29, 0.58 <0.001 **
T1 19.7 [14.5, 27.7] 19.9 [15.2, 27.6] 0.41 0.28, 0.55 <0.001 **
T2 17.7 [13.4, 24.1] 18.1 [13.7, 25.3] 0.36 0.24, 0.49 <0.001 **

Data for BPE measurement show median along with the first and third quartile. BPE = background parenchy-
mal enhancement, UC = uncorrected, BC = bias-corrected. * BPE measurement for BC BPE mask minus BPE
measurement for UC BPE mask. ** p-value < 0.05.
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Figure 3. Representative section of a case: (A) uncorrected pre-contrast image, (B) uncor-
rected BPE mask (voxel count, 79492; BPE measurement, 42.7), (C) bias-corrected pre-contrast
image, (D) bias-corrected BPE mask (voxel count, 61205; BPE measurement, 45.0). Arrowheads
highlight the effect of bias-correction.
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In Figure 4, the uncorrected BPE mask (top right) failed to include the lateral area of the
fibroglandular tissue. Because of the bias field inhomogeneity as shown in the uncorrected
pre-contrast image (top left), it is assumed that the automated FCM clustering classified the
medial and the lateral part of the fibroglandular tissue as different clusters, which led to
the apparent under-segmentation. In the bias-corrected pre-contrast image (bottom left),
bias field inhomogeneity is alleviated, and the bias-corrected BPE mask (bottom right)
successfully included the lateral area.
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Figure 4. Representative section of a case: (A) uncorrected pre-contrast image, (B) uncorrected
BPE mask (voxel count, 145049; BPE measurement, 24.0), (C) bias-corrected pre-contrast image,
(D) bias-corrected BPE mask (voxel count, 186266; BPE measurement, 32.5).

3.3. Visually Evaluated Effect of Bias Correction

Figure 5 shows the results for the comparative visual assessment of uncorrected and
bias-corrected BPE masks at T0, T1, and T2 in the whole cohort and the high-quality cohorts.
At all timepoints in both cohorts, 6.3–8.0% of examinations showed substantially better
agreement with the gold standard for the bias-corrected BPE mask than the uncorrected
BPE mask (category 2), while no examinations showed substantially worse agreement
with the gold standard for the bias-corrected BPE mask than the uncorrected BPE mask
(category −2). Only 0–2.6% of examinations were categorized as −1 (worse agreement for
the bias-corrected BPE mask than the uncorrected BPE mask). The two categories with the
largest sets of the examinations were categorized as 0 (58.5–66.2%, equivalent agreement
with the gold standard) and 1 (25.9–32.0%, better agreement for the bias-corrected BPE
mask than the uncorrected BPE mask). In the sub-sample assessment by radiologist 2,
similar results were shown. Between radiologist 1 and 2, the Cohen’s weighted kappa
coefficient for the comparative visual assessment was 0.58 [95% CI: 0.41, 0.76] for examina-
tions at T0, 0.53 [95% CI: 0.32, 0.73] for examinations at T1, and 0.53 [95% CI: 0.34, 0.72] for
examinations at T2.
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Figure 5. (A–F) Results for comparative visual assessment of uncorrected (UC) and bias-corrected (BC)
BPE masks at each timepoint in the whole cohort and the high-quality cohort. Detailed explanations
for the five categories (−2, −1, 0, 1, 2) can be found in Table 1. Numbers in the parentheses are the
number of examinations.

3.4. pCR Prediction Analysis
For both the whole cohort and the high-quality cohort, logistic regression models

using percent change of uncorrected and bias-corrected BPE as predictor showed similar
predictive results with a large overlap in the full cohort and within sub-groups by immuno-
histochemical subtypes. Still, it is noteworthy that all sub-groups in the high-quality cohort
showed higher estimated mean AUC for the bias-corrected BPE than the uncorrected BPE
both in ∆BPE1 and ∆BPE2 in this study cohort (Figure 6).
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Figure 6. pCR prediction performance of BPE in the high-quality cohort (n = 340): (A) percent change
in BPE from T0 to T1 (∆BPE1) and (B) percent change from T0 to T2 (∆BPE2). Error bars show
1 standard deviation.
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4. Discussion

This study examined whether bias correction performed over a restricted bilateral
volume on breast DCE improved segmentation of fibroglandular tissue and resulting
measurement of BPE for prediction of a pathologic response to neoadjuvant chemotherapy.
Bias-correction substantially increased the fibroglandular tissue segmentation quality for
6.3–8.0% of examinations, while it substantially decreased the quality for no examination.
Our results showed a small but statistically significant increase in BPE measurements after
bias correction at all timepoint in both cohorts. Percent change of BPE based on uncorrected
and bias-corrected BPE masks showed similar predictive performance of pCR.

Biomarkers play an important role in the management of patients with breast cancer.
In particular, biomarkers based on gene signatures are increasingly being used to predict
treatment response and patient outcome. This helps to estimate the optimal treatment
strategy and provide precision medicine. Previous studies have shown that BPE derived
from breast MRI has promise as an imaging biomarker to predict treatment outcome in NAC
for breast cancer [3,4,12–14,21–25]. In order to obtain the most accurate BPE measurements
and the prediction based on them, a high standard of image processing must be met. At
the same time, an automated method of quantitative calculation is essential in order to
realize clinically applicable BPE measurement workflow [1,25,26]. Thus, we have been
investigating a robust, automated method to quantitatively assess BPE [16,27]. One of the
biggest challenges that we experience in the multi-center setting is the presence of image
artifacts that can negatively impact the quality of automated FGT segmentation, despite
not adversely affecting tumor measurements. Of the various artifacts known for breast
MRI [28–30], field inhomogeneity might be alleviated by using the N4ITK algorithm for
bias correction. In this study, we investigated the efficacy of the N4ITK algorithm on the
automated FGT segmentation quality in breast MRI. In our comparative visual assessment,
the bias-corrected BPE mask showed better agreement with the gold standard than the
uncorrected BPE mask, with a substantial difference for 6.3–8.0% of the examinations. This
means that the FGT segmentation quality grades increased from poor to adequate or from
adequate to good by means of bias-correction. Bias corrected BPE masks had significantly
higher BPE measurements than uncorrected BPE masks, although voxel counts did not
show statistically significant differences. This might suggest that FGT segmentation after
bias correction increased the number of voxels correctly identified as fibroglandular tissue
while reducing the number of voxels incorrectly identified.

Our recent study by Li et al. [13] demonstrated that addition of BPE to functional
tumor volume, longest diameter and sphericity in a multi-feature analysis showed an
improvement in pCR prediction over individual features. Another study from our group
by Onishi et al. [14] showed the association between lack of BPE suppression and inferior
treatment outcome after NAC. These studies illustrate the possible utility of BPE as a
biomarker for predicting pathologic outcomes. In these studies, however, a large percentage
(about 30–50%) of available MRI examinations were excluded from analyses because of poor
segmentation quality even after bias correction. Thus, further refinement of the automated
FGT segmentation method is required to take full advantage of BPE in predicting pCR.
Additionally, this limitation may be partially due to image quality issues other than field
inhomogeneity in the study cohort, in which patients up until 2016 were included in the
analyses. Since then, the I-SPY 2 trial has been continually improving image quality. The
automated BPE calculation method will continue to be tested in newer cohorts.

This study had several limitations. First, our mean BPE metric is likely to be insensitive
to spatial heterogeneity over the entire fibroglandular tissue. In a study by Giess et al., BPE
was found to have an asymmetric distribution with higher BPE at peripheral areas due
to the arterial blood supply to the breast [31]. By taking the mean overall voxels, we are
losing information about spatial BPE patterns. However, since accurate FGT segmentation
has a direct impact on the subsequent accuracy of BPE quantification, this study focused
on the segmentation aspect. A second limitation is that our dataset is from a multi-center
study and some exams may have already been bias corrected using full field-of-view
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methods. We do not have complete information for the time frame of studies used in this
study of whether prior bias correction was performed. This could lessen the effect of our
post-process bias correction performed over the restricted bilateral volume. An additional
limitation of the FCM method is the a priori selection of the number of clusters. Breast
tissue density varies widely in the study population and selection of the first two out of six
predefined clusters may not have been optimal for all patients.

To address a few of these limitations, our next steps are to look at other methods for
quantifying BPE from FGT segmentations, such as looking at quadrants or other labeled
regions of the breast and applying radiomic approaches to better capture heterogeneity.
Instead of a single mean BPE metric, additional information about BPE kinetics and spatial
patterns may help with outcome prediction for treatment response. As deep learning
approaches for image segmentation have become increasingly effective in recent years, we
plan to implement such models to obtain better whole breast and tissue segmentations
which in turn may give us more accurate BPE estimates.

In conclusion, our study showed that volume-restricted bias field inhomogeneity
correction can improve tissue segmentation quality and thus may help further improve
quantitative BPE measurements. Exclusion of examinations with poor FGT segmentation
leads to an overall smaller sample size and may limit the utility of BPE as a predictor of
pCR. Therefore, it is important to improve segmentation accuracy without adverse impact
on the yield of examinations for which BPE can be successfully measured. Continued
research for improved BPE metrics is in progress and BPE may become a stronger predictor
in our future studies.

Author Contributions: Conceptualization, A.A.-T.N., D.C.N. and N.M.H.; methodology, A.A.-T.N.
and D.C.N.; software, D.C.N.; formal analysis, A.A.-T.N., N.O. and J.K.; investigation, A.A.-T.N.,
N.O. and J.C.-B.; resources, W.L. and D.C.N.; data curation, A.A.-T.N., N.O., W.L. and D.C.N.;
writing—original draft preparation, A.A.-T.N.; writing—review and editing, N.O., J.C.-B., W.L., J.K.,
D.C.N. and N.M.H.; visualization, A.A.-T.N.; supervision, D.C.N. and N.M.H.; project administration,
D.C.N. and N.M.H.; funding acquisition, D.C.N. and N.M.H. All authors have read and agreed to the
published version of the manuscript.

Funding: This research was funded by NIH grants U01CA151235, R01CA132870, and P01CA210961.
The I-SPY 2 TRIAL is supported by the Quantum Leap Healthcare Collaborative.

Institutional Review Board Statement: This study used data from the I-SPY2 TRIAL which was
conducted in accordance with the Declaration of Helsinki, and the Health Insurance Portability
and Accountability Act. All participating sites in the I-SPY 2 TRIAL received approval from their
institutional review board.

Informed Consent Statement: All patients provided written informed consent to participate in the
I-SPY 2 TRIAL.

Data Availability Statement: The MRI data analyzed in this study is being deposited and will be
publicly available in NCI The Cancer Imaging Archive (TCIA): https://www.cancerimagingarchive.
net/ (accessed on 18 March 2022) in Spring 2022. In the interim, please contact the corresponding
author with data queries.

Acknowledgments: The authors would like to thank all patients who participated in the I-SPY 2
Trial, working group chairs, investigators, and study coordinators from all participant sites for their
contributions to the project.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References
1. Liao, G.J.; Henze Bancroft, L.C.; Strigel, R.M.; Chitalia, R.D.; Kontos, D.; Moy, L.; Partridge, S.C.; Rahbar, H. Background

parenchymal enhancement on breast MRI: A comprehensive review. J. Magn. Reson. Imaging 2019, 51, 43–61. [CrossRef] [PubMed]
2. Morris, E.A.; Comstock, C.E.; Lee, C.H. ACR BI-RADS® Magnetic Resonance Imaging. In ACR BI-RADS® Atlas, Breast Imaging

Reporting and Data System; American College of Radiology: Reston, VA, USA, 2013.

https://www.cancerimagingarchive.net/
https://www.cancerimagingarchive.net/
http://doi.org/10.1002/jmri.26762
http://www.ncbi.nlm.nih.gov/pubmed/31004391


Tomography 2022, 8 903

3. Chen, J.H.; Yu, H.J.; Hsu, C.; Mehta, R.S.; Carpenter, P.M.; Su, M.Y. Background Parenchymal Enhancement of the Contralateral
Normal Breast: Association with Tumor Response in Breast Cancer Patients Receiving Neoadjuvant Chemotherapy. Transl. Oncol.
2015, 8, 204–209. [CrossRef] [PubMed]

4. You, C.; Peng, W.; Zhi, W.; He, M.; Liu, G.; Xie, L.; Jiang, L.; Hu, X.; Shen, X.; Gu, Y. Association between background parenchymal
enhancement and pathologic complete remission throughout the neoadjuvant chemotherapy in breast cancer patients. Transl.
Oncol. 2017, 10, 786–792. [CrossRef]

5. Lam, D.L.; Hippe, D.S.; Kitsch, A.E.; Partridge, S.C.; Rahbar, H. Assessment of quantitative magnetic resonance imaging
background parenchymal enhancement parameters to improve determination of individual breast cancer risk. J. Comput. Assist.
Tomogr. 2019, 43, 85–92. [CrossRef] [PubMed]

6. Hu, X.; Jiang, L.; Li, Q.; Gu, Y. Quantitative assessment of background parenchymal enhancement in breast magnetic resonance
images predicts the risk of breast cancer. Oncotarget 2017, 8, 10620–10627. [CrossRef]

7. van der Velden, B.H.M.; Sutton, E.J.; Carbonaro, L.A.; Pijnappel, R.M.; Morris, E.A.; Gilhuijs, K.G.A. Contralateral parenchymal
enhancement on dynamic contrast-enhanced MRI reproduces as a biomarker of survival in ER-positive/HER2-negative breast
cancer patients. Eur. Radiol. 2018, 28, 4705–4716. [CrossRef]

8. Ragusi, M.A.A.; Loo, C.E.; van der Velden, B.H.M.; Wesseling, J.; Linn, S.C.; Beets-Tan, R.G.; Elias, S.G.; Gilhuijs, K.G.A.
Contralateral parenchymal enhancement on breast MRI before and during neoadjuvant endocrine therapy in relation to the
preoperative endocrine prognostic index. Eur. Radiol. 2020, 30, 6740–6748. [CrossRef]

9. van der Velden, B.H.M.; Dmitriev, I.; Loo, C.E.; Pijnappel, R.M.; Gilhuijs, K.G.A. Association between Parenchymal Enhancement
of the Contralateral Breast in Dynamic Contrast-enhanced MR Imaging and Outcome of Patients with Unilateral Invasive Breast
Cancer. Radiology 2015, 276, 675–685. [CrossRef]

10. Luo, J.; Johnston, B.S.; Kitsch, A.E.; Hippe, D.S.; Korde, L.A.; Javid, S.; Lee, J.M.; Peacock, S.; Lehman, C.D.; Partridge, S.C.; et al.
Ductal Carcinoma in Situ: Quantitative Preoperative Breast MR Imaging Features Associated with Recurrence after Treatment.
Radiology 2017, 285, 788–797. [CrossRef]

11. Wu, S.; Weinstein, S.P.; DeLeo, M.J.; Conant, E.F.; Chen, J.; Domchek, S.M.; Kontos, D. Quantitative assessment of background
parenchymal enhancement in breast MRI predicts response to risk-reducing salpingo-oophorectomy: Preliminary evaluation in a
cohort of BRCA1/2 mutation carriers. Breast Cancer Res. 2015, 17, 67. [CrossRef]

12. Nguyen, A.A.-T.; Arasu, V.A.; Strand, F.; Li, W.; Onishi, N.; Gibbs, J.; Jones, E.F.; Joe, B.N.; Esserman, L.J.; Newitt, D.C.; et al.
Comparison of segmentation methods in assessing background parenchymal enhancement as a biomarker for response to
neoadjuvant therapy. Tomography 2020, 6, 101–110. [CrossRef] [PubMed]

13. Li, W.; Newitt, D.C.; Gibbs, J.; Wilmes, L.J.; Jones, E.F.; Arasu, V.A.; Strand, F.; Onishi, N.; Nguyen, A.A.-T.; Kornak, J.; et al.
Predicting breast cancer response to neoadjuvant treatment using multi-feature MRI: Results from the I-SPY 2 TRIAL. NPJ Breast
Cancer 2020, 6, 63. [CrossRef] [PubMed]

14. Onishi, N.; Li, W.; Newitt, D.C.; Harnish, R.J.; Strand, F.; Nguyen, A.A.-T.; Arasu, V.A.; Gibbs, J.; Jones, E.F.; Wilmes, L.J.; et al.
Breast MRI during Neoadjuvant Chemotherapy: Lack of Background Parenchymal Enhancement Suppression and Inferior
Treatment Response. Radiology 2021, 301, 295–308. [CrossRef] [PubMed]

15. Tustison, N.J.; Avants, B.B.; Cook, P.A.; Zheng, Y.; Egan, A.; Yushkevich, P.A.; Gee, J.C. N4ITK: Improved N3 bias correction. IEEE
Trans. Med. Imaging 2010, 29, 1310–1320. [CrossRef]

16. Klifa, C.; Carballido-Gamio, J.; Wilmes, L.; Laprie, A.; Lobo, C.; Demicco, E.; Watkins, M.; Shepherd, J.; Gibbs, J.; Hylton, N.
Quantification of breast tissue index from MR data using fuzzy clustering. In Proceedings of the 26th Annual International
Conference of the IEEE Engineering in Medicine and Biology Society, San Francisco, CA, USA, 1–5 September 2004; Volume 3,
pp. 1667–1670.

17. Avants, B.B.; Tustison, N.J.; Song, G.; Cook, P.A.; Klein, A.; Gee, J.C. A reproducible evaluation of ANTs similarity metric
performance in brain image registration. Neuroimage 2011, 54, 2033–2044. [CrossRef]

18. Swift, A.J.; Wild, J.M.; Fichele, S.; Woodhouse, N.; Fleming, S.; Waterhouse, J.; Lawson, R.A.; Paley, M.N.J.; Van Beek, E.J.R.
Emphysematous changes and normal variation in smokers and COPD patients using diffusion 3He MRI. Eur. J. Radiol. 2005, 54,
352–358. [CrossRef]

19. Nalawade, S.; Murugesan, G.K.; Vejdani-Jahromi, M.; Fisicaro, R.A.; Bangalore Yogananda, C.G.; Wagner, B.; Mickey, B.; Maher,
E.; Pinho, M.C.; Fei, B.; et al. Classification of brain tumor isocitrate dehydrogenase status using MRI and deep learning. J. Med.
Imaging (Bellingham) 2019, 6, 046003. [CrossRef]

20. Pedregosa, F.; Varoquaux, G.; Gramfort, A.; Michel, V.; Thirion, B.; Grisel, O.; Blondel, M.; Prettenhofer, P.; Weiss, R.; Dubourg, V.;
et al. Scikit-learn: Machine Learning in Python. J. Mach. Learn. Res. 2011, 12, 2825–2830.

21. Oh, S.J.; Chae, E.Y.; Cha, J.H.; Shin, H.J.; Choi, W.J.; Kim, H.H. Relationship between background parenchymal enhancement on
breast MRI and pathological tumor response in breast cancer patients receiving neoadjuvant chemotherapy. Br. J. Radiol. 2018, 91,
20170550. [CrossRef] [PubMed]

22. Preibsch, H.; Wanner, L.; Bahrs, S.D.; Wietek, B.M.; Siegmann-Luz, K.C.; Oberlecher, E.; Hahn, M.; Staebler, A.; Nikolaou, K.;
Wiesinger, B. Background parenchymal enhancement in breast MRI before and after neoadjuvant chemotherapy: Correlation
with tumour response. Eur. Radiol. 2016, 26, 1590–1596. [CrossRef]

http://doi.org/10.1016/j.tranon.2015.04.001
http://www.ncbi.nlm.nih.gov/pubmed/26055178
http://doi.org/10.1016/j.tranon.2017.07.005
http://doi.org/10.1097/RCT.0000000000000774
http://www.ncbi.nlm.nih.gov/pubmed/30052617
http://doi.org/10.18632/oncotarget.13538
http://doi.org/10.1007/s00330-018-5470-7
http://doi.org/10.1007/s00330-020-07058-3
http://doi.org/10.1148/radiol.15142192
http://doi.org/10.1148/radiol.2017170587
http://doi.org/10.1186/s13058-015-0577-0
http://doi.org/10.18383/j.tom.2020.00009
http://www.ncbi.nlm.nih.gov/pubmed/32548286
http://doi.org/10.1038/s41523-020-00203-7
http://www.ncbi.nlm.nih.gov/pubmed/33298938
http://doi.org/10.1148/radiol.2021203645
http://www.ncbi.nlm.nih.gov/pubmed/34427465
http://doi.org/10.1109/TMI.2010.2046908
http://doi.org/10.1016/j.neuroimage.2010.09.025
http://doi.org/10.1016/j.ejrad.2004.08.002
http://doi.org/10.1117/1.JMI.6.4.046003
http://doi.org/10.1259/bjr.20170550
http://www.ncbi.nlm.nih.gov/pubmed/29848015
http://doi.org/10.1007/s00330-015-4011-x


Tomography 2022, 8 904

23. You, C.; Gu, Y.; Peng, W.; Li, J.; Shen, X.; Liu, G.; Peng, W. Decreased background parenchymal enhancement of the contralateral
breast after two cycles of neoadjuvant chemotherapy is associated with tumor response in HER2-positive breast cancer. Acta
Radiol. 2018, 59, 806–812. [CrossRef] [PubMed]

24. Rella, R.; Bufi, E.; Belli, P.; Contegiacomo, A.; Giuliani, M.; Rosignuolo, M.; Rinaldi, P.; Manfredi, R. Background parenchymal
enhancement in breast magnetic resonance imaging: A review of current evidences and future trends. Diagn. Interv. Imaging 2018,
99, 815–826. [CrossRef] [PubMed]

25. Bauer, E.; Levy, M.S.; Domachevsky, L.; Anaby, D.; Nissan, N. Background parenchymal enhancement and uptake as breast cancer
imaging biomarkers: A state-of-the-art review. Clin. Imaging 2022, 83, 41–50. [CrossRef] [PubMed]

26. Bignotti, B.; Signori, A.; Valdora, F.; Rossi, F.; Calabrese, M.; Durando, M.; Mariscotto, G.; Tagliafico, A. Evaluation of background
parenchymal enhancement on breast MRI: A systematic review. Br. J. Radiol. 2017, 90, 20160542. [CrossRef]

27. Klifa, C.; Suzuki, S.; Aliu, S.; Singer, L.; Wilmes, L.; Newitt, D.; Joe, B.; Hylton, N. Quantification of background enhancement in
breast magnetic resonance imaging. J. Magn. Reson. Imaging 2011, 33, 1229–1234. [CrossRef] [PubMed]

28. Fiaschetti, V.; Pistolese, C.A.; Funel, V.; Rascioni, M.; Claroni, G.; Della Gatta, F.; Cossu, E.; Perretta, T.; Simonetti, G. Breast MRI
artefacts: Evaluation and solutions in 630 consecutive patients. Clin. Radiol. 2013, 68, e601–e608. [CrossRef]

29. Harvey, J.A.; Hendrick, R.E.; Coll, J.M.; Nicholson, B.T.; Burkholder, B.T.; Cohen, M.A. Breast MR imaging artifacts: How to
recognize and fix them. Radiographics 2007, 27 (Suppl. 1), S131–S145. [CrossRef]

30. Yitta, S.; Joe, B.N.; Wisner, D.J.; Price, E.R.; Hylton, N.M. Recognizing artifacts and optimizing breast MRI at 1.5 and 3 T. AJR Am.
J. Roentgenol. 2013, 200, W673–W682. [CrossRef]

31. Giess, C.S.; Yeh, E.D.; Raza, S.; Birdwell, R.L. Background parenchymal enhancement at breast MR imaging: Normal patterns,
diagnostic challenges, and potential for false-positive and false-negative interpretation. Radiographics 2014, 34, 234–247. [CrossRef]

http://doi.org/10.1177/0284185117738560
http://www.ncbi.nlm.nih.gov/pubmed/29065702
http://doi.org/10.1016/j.diii.2018.08.011
http://www.ncbi.nlm.nih.gov/pubmed/30249463
http://doi.org/10.1016/j.clinimag.2021.11.021
http://www.ncbi.nlm.nih.gov/pubmed/34953310
http://doi.org/10.1259/bjr.20160542
http://doi.org/10.1002/jmri.22545
http://www.ncbi.nlm.nih.gov/pubmed/21509883
http://doi.org/10.1016/j.crad.2013.05.103
http://doi.org/10.1148/rg.27si075514
http://doi.org/10.2214/AJR.12.10013
http://doi.org/10.1148/rg.341135034

	Introduction 
	Materials and Methods 
	Study Cohort 
	Pathological Response Assessment 
	MRI Data Acquisition 
	FGT Segmentation and BPE Calculation 
	Bias Correction 
	Quantitative Comparison of Uncorrected vs. Bias-Corrected BPE Masks 
	Visual Comparison of Uncorrected vs. Bias-Corrected BPE Masks 
	Statistical Analysis 

	Results 
	Patient Characteristics 
	Quantitatively Evaluated Effect of Bias Correction 
	Visually Evaluated Effect of Bias Correction 

	Discussion 
	References

