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Abstract

Objective—To evaluate trabecular bone structure in relationship with cartilage parameters in distal
femur and proximal tibia of the human knee at 3 Tesla (3T) using high-resolution magnetic resonance
imaging (MRI) with parallel imaging.

Method—Sixteen healthy controls and sixteen patients with mild OA were studied using a 3T MR
scanner and an 8 channel phase-array knee coil. Axial 3D GeneRalized Autocalibrating Partially
Parallel Acquisition (GRAPPA) — based phase cycled Fast Imaging Employing Steady State
Acquisition (FIESTA-c) images were acquired in order to quantify the trabecular bone structure. For
assessing cartilage morphology (thickness, volume), sagittal high-resolution 3D spoiled gradient
echo (SPGR) images were acquired. In a subset of the subjects, sagittal images were acquired for
measuring T1p and T2 relaxation times, using 3D T1p and T2 mapping techniques.

Results—Good measurement reproducibility was observed for bone parameters, the CVs ranging
from 1.8% for trabecular number (app. Tb.N) to 5.5% for trabecular separation (app. Tb.Sp).
Significant differences between control and OA groups were found for bone volume fraction (app.
BV/TV) and app. Tb.Sp in all compartments. Significantly increased values in T1p and T2 were
demonstrated in OA patients compared with controls at the femur, but not at the tibia. T1p was
negatively correlated with app. BV/TV, app. Th.N and app. Th.Sp both at the medial femoral condyle
(MFC) and lateral tibia (LT), while T2 was only correlated at the LT. Also, medial tibia (MT) T1p
was negatively correlated with app. BV/TV (R2=—0.49, P<0.05) and app. Th.N (R?= —0.42, P<0.05)
from the opposite side of lateral femoral condyle (LFC). Significant correlations were found between
trabecular bone parameters and cartilage thickness and normalized volume, mainly at LT, tibia (T)
and femur (F).

Conclusion—At this early stage of OA, an overall decrease in bone structure parameters and an
increase in cartilage parameters (T1p, T2) were noticed in patients. Trabecular bone structure

Corresponding Author: Radu I. Bolbos, PhD, 185 Berry Street, Suite 350, Department of Radiology, University of California at San
Francisco, San Francisco, CA 94107, Tel: (415) 353-4928, Fax: (415) 353-3438, E-mail: radu.bolbos@radiology.ucsf.edu.
Publisher's Disclaimer: This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to our customers
we are providing this early version of the manuscript. The manuscript will undergo copyediting, typesetting, and review of the resulting
proof before it is published in its final citable form. Please note that during the production process errors may be discovered which could
affect the content, and all legal disclaimers that apply to the journal pertain.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Bolbos et al.

Page 2

correlated with articular cartilage parameters suggesting that loss of mineralized bone is associated
with cartilage degeneration.
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INTRODUCTION

Osteoarthritis (OA) is a degenerative joint disease which typically affects the weight-bearing
knee joints. It was suggested that pathological alterations at early stage of OA primarily affect
the articular cartilage and the underlying bone 13 The articular cartilage’s early changes
consist in increase in water content, loss of proteoglycans (PGs) and disruption of collagen
fibers 4, while for trabecular bone, the volumetric mineral density decreases due to incomplete
mineralization of trabecular structure °. As the early OA stages are practically asymptomatic,
the need of an early detection method is necessary.

Quantitative magnetic resonance imaging (QMRI) could serve as an early marker of changes
in the mechanical properties of cartilage and underlying bone. gMRI provides a way to directly
assess the integrity (thickness and volume) and composition (T1p, T2) of the articular cartilage
in vivo in osteoarthritis. Eckstein et al. 8 evaluated the precision of gMRI when performed on
1.5T and 3T magnets, reporting errors from 1 to 4% for cartilage thickness and volume
measurements. In the last years, significant interest focused on imaging cartilage biochemical
composition. In particular, T1p and T2 relaxation time mapping techniques have been proposed
to quantitatively examine the early stages of cartilage degeneration. T2 mapping represents a
significant marker of cartilage degeneration by its sensitivity to tissue hydration and
biochemical composition related to the integrity of collagen in the cartilage extracellular matrix
-9, Quantitative T1p mapping based on spin-locking technique represents a potential of MRI
to reflect changes in biochemical composition of cartilage with early OA, such as proteoglycan
loss 10-13 These studies demonstrated that the higher the values of these relaxation
parameters, the more significant changes take place within the cartilage organization (collagen
fibers) and composition (proteoglycan). Li et al. 14 quantified the cartilage volume and
thickness as well as T1p and T2 values at 3T and compared these parameters between normal
and OA patients. They found that the average T1p and T2 values were significantly increased
in OA patients compared with controls, whereas no significant difference was found in terms
of cartilage volume and thickness. They suggested that, based on these significantly higher
values of the T1p and T2 relaxation times obtained in patients, early degeneration could take
place within the cartilage composition before the morphological changes occur.

Remarkable progress in high-resolution MRI (HR-MRI) over the last 15 years offers now a
new promising noninvasive tool for depicting trabecular microstructure in vivo 15,16,
Trabecular bone consists of a network of oriented elements or trabeculae (~80-100 um) that
are usually spaced ~200 um apart. Given the size of the trabeculae, spatial resolution is perhaps
the single most critical parameter since this is required to be in the order of the trabeculae
structural dimension for an accurate representation of topology, scale and orientation of
trabecular bone networks. Since spatial resolution and signal-to-noise ratio (SNR) are inversely
related, imaging at even higher spatial resolutions would entail a very long acquisition time to
maintain a reasonable SNR. The currently achievable spatial resolution for in vivo trabecular
bone imaging is ~130-190 um in plane and ~500 um through plane with an acquisition time
of 15-20 minutes 17, 18,

Several gMRI techniques have recently been introduced for the noninvasive assessment of
structure and composition of trabecular bone and articular cartilage. An ex vivo study
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investigated human cadaver patellae employing qMRI and several reference methods,
demonstrating the relationship between structural and mechanical properties of articular
cartilage and trabecular bone with different stages of degeneration 19 Beufetal. 1 performed
an in vivo MRI study and demonstrate significant variations in trabecular bone structure within
the knee joint in patients with OA. Other previous studies using the same in vivo MRI technique
2,3 demonstrated that cartilage degeneration in the knee joint is associated with changes in
trabecular bone structure, and that cartilage loss on one side of the knee joint is related to loss
of mineralized trabecular bone on the opposite side of the knee joint.

Over the last few years, parallel MRI acquisition strategies have been proposed and have seen
increased acceptance in the MRI community. In parallel MRI, spatial information contained
in the component coils of an array is used to partially replace spatial encoding normally
performed by gradients, thereby reducing imaging time 20-22 e of them, GeneRalized
Autocalibrating Partially Parallel Acquisitions (GRAPPA) technique is particularly suitable
for small field-of-view imaging 22 stryctural depiction of trabecular bone has been seen to be
preserved in images in GRAPPA based parallel MRI. In this work, we apply GRAPPA based
parallel MRI method to shorten the acquisition time involved in high resolution MRI of
trabecular bone, thereby reducing patient motion induced artifacts. The time saved can also
allow more flexibility in the protocol design.

Therefore, the aim of this study is to use high-resolution magnetic resonance imaging (MRI)
to evaluate the trabecular bone structure in the distal femur and the proximal tibia and to
establish its relationship with articular cartilage of the human knee at 3T strength field using
a parallel imaging protocol.

MATERIAL AND METHODS

Subjects

The study was performed in accordance with the rules and regulations the Committee for
Human Research at our institution. Informed consent was obtained from all of the subjects
after the nature of the examinations had been fully explained. An orthopedic surgeon recruited
all subjects based on clinical investigation and diagnosis from antero-posterior weight-bearing
radiographs. The severity of each subject’s OA was evaluated based using the X-ray based
Kellgren-Lawrence scale 23,

Sixteen normal control subjects who did not show any clinical symptoms of OA (7 female, 9
male, age range 27 to 56 years; average = 36.3 years) were recruited and classified as Control
group. Sixteen patients (7 female, 9 male, age range 29 to 72 years; average = 47.2 years) which
exhibited mild radiographic signs of OA (K-L grades of 1 or 2) were classified as mild OA
Group. A standardized questionnaire (Western Ontario and McMaster Universities Pain,
Stiffness, and Physical Function scales, WOMAC) 24 for measuring the degree of pain,
functional impairment and stiffness in all subjects through a 5-point scale (none, slight,
moderate, severe and extreme) was used. The subject characteristics are presented in Table 1.
Reproducibility of the trabecular bone structure measurements was assessed in 4 healthy
controls (4 male, age = 31 — 39 years) with repositioning between 2 measurements.

MRI protocol

MRI of the study knee of each subject was acquired at a 3T GE Excite Signa MR scanner
(General Electric, Milwaukee, WI) using an 8 channel phased-array knee coil (General Electric
Medical Systems, WI).
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Morphologic imaging—In order to quantify the trabecular bone structure, images were
acquired with axial fully refocused steady-state free-precession (SSFP) 3D phase cycled Fast
Imaging Employing Steady State Acquisition (3D FIESTA-c) sequence. The sequence
parameters were: TR/TE = 11/4.2 ms, acquisition matrix = 512 x 384, flip angle = 60°, field
of view (FOV) = 10 cm, 90 slices, slice thickness = 1mm, scanning time approximately 10
minutes. A modified sampling scheme allowed the sequence to be employed with
autocalibration and two-fold undersampling (R=2), thus reducing the imaging time to nearly
half of that in the conventional method 22.

A 3D spoiled gradient echo (SPGR) sequence was used for cartilage morphological
measurements (thickness and volume) with the following parameters: TR/ TE =20/ 6.3, matrix
size 512x512, field of view (FOV) = 16cm, locations per slab (LPS) = 100, slice thickness =
Imm, flip angle = 18°.

T1lp and T2 relaxation time mapping—Sagittal 3D T1p-weighted images were acquired
based on spin-lock techniques and 3D SPGR acquisition. Basically, the sagittal 3D T1p-
weighted imaging sequence was composed of two parts: magnetization preparation for the
imparting of T1p contrast, and an elliptical-centered segmented 3D SPGR acquisition
immediately after T1p preparation during transient signal evolution. The duration of the spin-
lock pulse was defined as time of spin-lock (TSL), and the strength of the spin-lock pulse was
defined as spin-lock frequency (FSL). The number of pulses after each T1p magnetization
preparation was defined as views per segment (VPS). There was a relatively long delay (time
of recovery, Tyec) between each magnetization preparation to allow enough and equal recovery
of the magnetization before each T1p preparation. The main parameters of this sequence were:
FOV=14cm, matrix = 256 x 192, slice thickness =3 mm, TR/TE = 9.3/3.7 ms, BW = 31.25
kHz, VPS =48, T,oc = 1.5s, TSL = 0/10/40/80 ms, spin lock frequency = 500 Hz. Sagittal 3D
T2 mapping were also acquired by adding a nonselective T2 preparation imaging sequence to
the same SPGR sequence as for T1p mapping, with TR/TE = 2000/4.1, 14.5, 25, 45.9 ms. The
T2 quantification was acquired subsequently and covered the same regions as the T1p
sequence. T1p mapping was assessed in all subjects while only 11 subjects were scanned for
T2 mapping.

Image analysis

The raw data from the conventional accelerated acquisitions as well as the DICOM images
were transferred and analyzed on a Sun Workstation (Sun Microsystems, Mountain View, CA).
The parallel MRI images acquired with an accelerator factor (AF) of 2 were reconstructed
using off-line using GRAPPA based reconstruction routines programmed in MATLAB
(MathWorks, Naticks, MA) 25,

Trabecular bone processing—The analysis of trabecular bone structure parameters was
then performed using an in-house IDL-based (RSI, Boulder, CO) developed image analysis
software 26. Six different compartments were defined for trabecular bone analysis: femur (F),
lateral and medial femoral condyle (LFC/MFC), tibia (T), lateral and medial tibia (LT/MT).
These ROIs consisting of trabecular bone and marrow were segmented based on axial images
similarly with a previously described processing method 2 as illustrated in Figure 1 and Figure
2.

Based on a dual reference limit and assuming a biphasic model previously described by
Majumdar et al. 27,28 4 global threshold was calculated and bone/marrow binary images were
then generated. The structure parameters assessed differ from those derived using
histomorphometry, and therefore are considered “apparent” structure parameters. The
trabecular structure was evaluated by computing parameters such as apparent bone volume
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over total volume fraction - app. BV/TV, apparent trabecular number - app. Th.N [1/mm],
apparent trabecular separation - app. Th.Sp [mm] and apparent trabecular thickness - app.
Th.Th [mm].

Cartilage processing—Cartilage segmentation was performed using an in-house program
created with MATLAB (Mathworks, Natick, MA). Based on the sagittal 3D high-resolution
SPGR images, the articular cartilage was segmented using a spline-based semi-automatic
technique. Four distinct regions were defined: medial (MT) and lateral (LT) tibia, and medial
(MFC) and lateral (LFC) femoral condyles. An iterative radius minimization process was
implemented for cartilage average thickness and volume computation for each region, as
previously described 2 To account for the variation in joint size, the calculated volume was
divided by the epicondylar distance of each respective subject. T1p maps were then
reconstructed using a Levenberg-Marquardt mono-exponential in-house developed fitting
algorithm. T1p-weighted images intensity obtained for different TSL were fitted pixel-by-pixel
to the following equation: S(TSL) o exp(=TSL/Ty,). Similar to T1p mapping, T2 maps were
also generated using the same fitting algorithm applied for the T2-weighted images intensity
obtained for different TE: S(TE) o exp(TE/T2). Next, the reconstructed T1p and T2 maps
were rigidly registered to the previously acquired high-resolution T1-weighted SPGR images
using the VTK CISG Registration Toolkit 29,

Statistical analysis

RESULTS

All statistical processing was performed with JMP software Version 6 (SAS Institute, Cary,
NC). Mean and SD of T1p and T2 values were calculated in each of all these compartments
for all the subjects. The coefficients of variation (CV) characterizing the reproducibility of the
four bone parameters measurements were assessed on 4 healthy controls based on 2 repeated
scans, as previously described 30, Spearman'’s rank correlations were performed to correlate
bone with cartilage parameters. The comparison between groups as well as to test the variance
heterogeneity of the parameters, an analysis of variance ANOVA F-test was performed. For
the articular cartilage and trabecular bone parameters that correlated with age, an analysis of
covariance (ANCOVA) with adjustment for age was performed for the comparison between
patients and controls. P values below 0.05 were considered to denote statistical significance.

Subject characteristics

The summary of the characteristics of all subjects is shown in Table 1. A similar number of 16
subjects defined each group. The OA patients had significantly higher age and BMI, whereas
the weight was not different between groups. Also, significantly higher values in the WOMAC
scores for pain, stiffness and function characterized the OA patients.

Precision of the MRI measurements

The computed CVs for the trabecular bone structure show good measurement precision (Table
3). Specifically, the CV ranged from 2.4% to 3.7% for app. BV/TV, from 1.8% to 4.1% for
app. Tb.N, from 4.1% to 5.5% for app. Th.Sp and from 1.6% to 4.1% for app. Th.Th. These
results are similar to previous published data at 1.5T 1,17, Reproducibility results for the
articular cartilage analysis have been previously published 31

Trabecular bone and articular cartilage data

Over all bone and cartilage parameters, the standard deviations are more elevated in OA group
due to the heterogeneity of the pathology within OA patients. A comparison between control
and OA patient groups in terms of trabecular bone parameters is shown in Figure 4. The articular
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cartilage data are plotted in Figure 5 as a comparison between control and OA patient groups.
Representative relaxation color maps are illustrated in Figure 3: T1p (A) and T2 (B) maps for
a healthy control and T1p (C) and T2 (D) maps for a mild OA patient.

Correlations between bone structure and cartilage

The Spearman’s rank correlations between articular cartilage parameters and bone structure
from the same compartment assessed for the mild OA patients group are summarized in Table
4 Correlations between contro-lateral sites of the knee joint were found as well. Thus, MT
articular cartilage parameters were highly correlated with all LT trabecular bone parameters.
Moderate to weak correlations were also found between MT cartilage parameters and LFC
trabecular structure (Table 5). Then LT cartilage parameters were correlated with MFC
trabecular bone parameters, as shown in Table 6.

Correlations between clinical parameters and MRI-based parameters

a. MRI-based trabecular bone parameters—Evaluation of the clinical course
demonstrated significant correlations between the WOMAC pain score and app. Th.Sp (R? =
0.30, P=0.043) at the MT as well as app. BV/TV (R2 = -0.36, P<0.013) and app. Th.Th (R? =
—0.37, P<0.026) at the T. The WOMAC stiffness was correlated with trabecular structure at
the MFC - BV/TV (R? = —0.31, P=0.029), and app. Th.N (R? = —0.29, P=0.024) - and LFC -
app. Th.Th (R? = —0.32, P=0.025). Few significant correlations were found between bone
parameters and the WOMAC function (P<0.05).

The patients age also correlated with app. BV/TV (R2 = —0.38, P=0.023), app. Th.Sp (R? =
0.33, P=0.031), and app. Th.Th (R? = —0.53, P=0.002) at the F, as well as with app. Tb.Th
(R2=-0.34, P=0.029) at the LT.

The K-L grade was correlated only with app. Th.Th at the MFC (R2 = —0.36, P=0.037) as well
as at the F (R? = —0.38, P=0.021).

b. MRI-based articular cartilage parameters—Significant correlations between the
three dimensions of the WOMAC score and the articular cartilage parameters were found only
at the femur and not at the tibia.

Thus, there was a significant correlation between the WOMAC pain score and the cartilage
thickness at the LFC (R? = 0.44, P=0.021), MFC (R? = 0.40, P=0.015) and at the F (R2 = 0.48,
P=0.011). Also the WOMAC pain score was correlated with T2 values (R? = 0.39, P=0.019)
and normalized volume (R2 = 0.34, P=0.041) at the LFC. The WOMAC stiffness score was
correlated with T1p values in all femoral compartments - LFC (R2 = 0.29, P=0.038), MFC
(R2=0.39, P=0.028), and F (R? = 0.33, P=0.045) - as well as with the thickness but only at
the F (R2=0.40, P=0.034). The WOMAC function was correlated with T2 values in all femoral
compartments (P<0.05).

The patients’ age was significantly correlated with T1p, cartilage thickness and normalized
volume in all compartments (P<0.05), while the T2 values were correlated with patients age
only at the MFC (R? = 0.50, P=0.027) and LT (R2 = 0.31, P=0.039).

The K-L grade was correlated with T2 values at the MFC (R? = 0.36, P=0.035) and at the femur
(R%=0.33, P=0.043), as well as with the cartilage thickness at the MT (R? = —0.33, P=0.046).
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DISCUSSION

In this study, using high-resolution parallel imaging at 3T, trabecular bone architecture was
evaluated in the distal femur and the proximal tibia. An interrelationship between trabecular
bone structure and articular cartilage in the knee joint was also demonstrated.

Parallel imaging

Trabecular bone MRI was conducted with parallel imaging, employing a modified FIESTA-c
sequence with autocalibration and two-fold undersampling, which allowed acquisition of 90

slices with an in-plane resolution of 0.195 x 0.195 mm2 within approximately 10 minutes. The
same resolution was reported in a previous study done using 1.5T MRI for trabecular bone
structure assessment, but the scanning time was approximately twice longer (~19 minutes) for
96 slices acquisition.

Trabecular bone structure

Trabecular bone structure assessment was characterized by a good reproducibility of the
measurements as shown in Table 3. At this early stage of OA, an overall decrease in bone
structure parameters found in patients compared with controls. Over all compartments, the app.
BV/TV, app. Th.N, and app. Th.Th were all typically higher in the femur, and the app. Tb.Sp
was Iower than in the tibia, consistent with previously published data acquired at 1.5T strength
field 1. Variations in mean bone structure parameters between OA patients and controls
indicated that the MR-derived structure measures app. BV/TV and app. Th.Sp were the most
sensitive parameters (Figure 4), with significant difference in all tibial and femoral
compartments. Previous studies analyzing the biomechanical strength of trabecular bone
structure from spine 32 and knee joint 1 yielded similar findings. Thus, as a result of loading
differences and biochemical loads, the structure of trabecular bone is different in the tibia
compared with the femur: the bone is denser in femur in general.

Articular cartilage

In terms of cartilage analysis, at this early stage of OA, a significant increase in T1p and T2
values was found in all femoral compartments, but not at the tibia. Increased values of Tlpand
T2 relaxation times were also found in OA patients compared with controls. Li et al. reported
the relationship between T1p and T2 relaxation times in human OA in an in vivo study done
at 3T strength field, suggesting that both T1p and T2 increase with the degree of OA, but that
T1p has a higher dynamic range for detecting early cartilage degeneration and in consequence
is more sensitive than T2.

There were no significant variations in terms of cartilage thickness and normalized volume, so
the morphological parameters didn’t show significant changes at thls early stage of OA. These
findings are consistent with those reported by Blumenkrantz et al. 3who examined the variation
of cartilage thickness in individual subjects over 2 years at 1.5T, and showed that the thickness
tended to increase after the baseline scan, but decreased substantially by the last scan. They
explained that the initial increase of cartilage thickness can be due to the common incidence
of cartilage hydration and swelling in early stages of OA.

All the cartilage parameters values for T1p and T2 relaxation times as well as thickness and
volume were consistent with preV|oust published data at 3T using both conventional and
parallel imaging (AF=2) protocols 31 The significantly higher values of the T1p and T2
relaxation parameters in OA patients demonstrate initial changes in the cartilage structure
compared with the healthy controls.
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Trabecular bone and articular cartilage inter-relationship

Ding et al. 33 revealed that cartilage and bone function as a unit, sustaining together the
mechanical forces associated with joint loading and their mechanical properties vary with age,
hence these two tissues should be studied and measured in adjunct for understanding OA. The
standard deviations over all bone and cartilage parameters were, more elevated in OA group
due to the heterogeneity of the pathology within OA patients. Therefore these correlations were
only assessed for the mild OA patients group. Negative correlations were found between
trabecular bone and cartilage matrix parameters from the same compartment, indicating that
deterioration of trabecular bone structure is directly proportional to the increasing values of
T1p and T2. Positive correlations were found between trabecular structure and cartilage
thickness and volume, suggesting that loss of mineralized trabecular bone is associated with
cartilage morphological degradation. The highest correlations were found between articular
cartilage parameters from MT and all LT trabecular bone parameters; these similar high
correlations were found at 1.5T in a previous study demonstrating a strong interdependence
between opposite tibial sites.

Correlations between contro-lateral sides of knee joint were also found, indicating that loss of
mineralized trabecular bone on one side of knee joint is related with cartilage loss on the
opposite side. This aspect was also previously reported at 1.5T 2, 3 These studies stated that
the association between cartilage changes in one compartment and relative osteopenia in the
opposite compartment suggest that slight varus or valgus angular malalignment as result of
cartilage degeneration consequently unloads the biomechanical forces in the non-degenerated
compartment of the knee. Significant correlations were also found between MRI-based
parameters and clinical parameters (WOMAC scores, K-L grade, age). Within these clinical
parameters, the strongest correlations were found between all cartilage parameters and patients’
age, which should be expected since tissue loss is common as age increased °~. However, only
app. Th.Th was correlated with the patients’ age. Additionally, correlations with K-L grades
as well as with WOMAC scores were low to moderate with some of the MRI-based parameters.
For example, bone structure loss was correlated with WOMAC pain at the tibia, and with
WOMAC function at the femur, whereas increased T1p values were only correlated with
WOMAC stiffness in all femoral compartments.

Potential limitations

A potential criticism of this work may be raised by the fact that the subjects’ age and BMI
within the control group, which was used as the reference group, were not matched with the
one of mild OA group. Given that T1p and T2 parameters are correlated 14 another limitation
of this study could be that some T1p correlations with trabecular bone structure are not also
demonstrated by T2. A reason might be the fact that T1p mapping was assessed in all subjects
while only 11 subjects were scanned for T2 mapping.

Considering that cartilage degeneration and bone changes are almost inevitable with age, it is
difficult to find older, asymptomatic subjects. Similar issues were also noticed and discussed
in previous studies 2,34 reporting that tissue loss is associated with age. The ANCOVA
analysis of covariance performed to correct for age (Table 2) confirmed that the age is an
essential factor to take into account, considering that OA is an age-depended disease. A varus/
valgus angular malalignment analysis could improve the actual findings which may reveal
different aspects of the OA development. However, the main purpose of this study was to
determine the interaction or interrelation between the two tissues: articular cartilage and
trabecular bone. Despite of these limitations, this work demonstrated significant trends and
correlations, and therefore, substantiates the need for further longitudinal studies.
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Using MRI based techniques to analyze bone structure only the mineralized portion of bone is
measured. The conclusions on the presence or absence of bone cells as the true basis of bone
tissue therefore are limited. The loss of mineralized bone may be due to altered biomechanical
loading, such as is found in inactivity osteoporosis and non-mineralized bone tissue including
bone cells may still persist. Also, the trabecular bone remodeling might be potentially related
not only to the mineral metabolism, but also to the metabolism of the organic components of
bone trabeculae 3% 36, These aspects suggest that further study into the role of biochemical
markers and their relation to the differences in trabecular architecture between OA knees with
minimal or marked cartilage loss is warranted.

In conclusion, a relationship between trabecular bone structure and articular cartilage from the
distal femur and proximal tibia was established. High-resolution 3D MRI performed at 3T
strength field using a parallel imaging protocol showed significant improvement in terms of
data acquisition and scanning time compared with previous MRI methods. Also, by reflecting
early changes in cartilage biochemistry, the cartilage matrix parameters (T1p and T2) might
indicate indirect early changes in trabecular bone structure. Furthermore, once the intrinsic
connection between bone and cartilage is established, it may be possible to preserve articular
cartilage by moderating bone turnover and quality.

These applications, although speculative, emphasizes the potential role of MRI in monitoring
the whole knee joint in degenerative joint diseases. These results may be helpful in predicting
variations in bone and cartilage, and understanding all these changes may be useful in planning
surgical treatments such as corrective osteotomy, and total knee replacements.
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Figure 1.

Trabecular bone structure post-processing: bone and marrow regions of interest (ROI) were
outlined for the femur (A), lateral and medial condyles (B), tibia (C) and lateral and medial
tibia (D); the tibial grid was derived from the epicondylar distance (Unit [mm] = Epicondylar
Distance x 100/9).
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Figure 2.

A graphical representation of the segmented trabecular bone regions. The femur, tibia, lateral
femoral condyle (LFC), medial femoral condyle (MFC), lateral tibia (LT), and medial tibia
(MT) are shown; the ROIs were defined similarly with a previous described method
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Figure 3.
Representative T1p and T2 maps for a control subject (A, C) and for an OA patient (B, D).
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Figure 4.
Trabecular bone structure data: apparent measures of trabecular bone fraction (BV/TV),
trabecular number (Th.N), trabecular separation (Th.Sp), and trabecular thickness (Th.Th)
were computed in OA patients compared with controls, using the ANOVA F-test; *P<0.05.
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Articular cartilage data: T1p and T2 relaxation times as well as thickness and normalized
volume were computed in OA patients compared with controls, using the ANOVA F-test; to
account for the variation in joint size, the calculated volume was normalized to the epicondylar
distance of each respective subject; the epicondylar distance was used to standardize the
volume due to its invariance to osteoarthritic changes; *P<0.05.
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Summary of subject characteristics: age, weight and BMI values as well as WOMAC OA parameters are reported as
means x SD. Kellgren-Lawrence grades are also shown. P values indicate the significance level of differences between

patients and controls.

Patients Controls P-values
Study population [n] 16 16
Age [years] 47.19 £11.54 36.25 + 10.54 0.009
Weight [kg] 80.08 + 17.70 70.44 +11.84 0.080
BMI 26.78 + 4.83 22.64 +3.03 0.007
Kellgren-Lawrence grade [n]
Grade 0 16
Grade 1 7 0
Grade 2 9 0
WOMAC OA index
Pain 5.31+£2.63 1.94 +2.95 0.002
Stiffness 3.25+1.24 0.63 £0.93 <0.0001
Function 15.06 + 7.60 2.81+6.57 <0.0001

Osteoarthritis Cartilage. Author manuscript; available in PMC 2009 October 1.



Page 18

Bolbos et al.

2200 €000 60°C ¥ 68'TE €2TFGGE 24N AN
1700 7000 GZ'S ¥ 86'8E 8E'C F LEEY E| oyITL
£000 5000 67'E T GT'6E 0E'Y F ¥ 24N oyITL
0€0°0 7000 95'€ F18'8€ G6'Z F €8Ty o471 oyITL
0200 0700 G0'0 ¥ 800 ¥0'0 ¥ 220 17 yLql -dde
GE00 6700 60°0 ¥ 0Sv°0 LT'0¥F /550 E| ds'ql -dde
¥20°0 1700 90°0 F 6770 80°0 ¥ L6€°0 E| AL/AgG “dde

6000 ¥S'0T F 529 YSTIF 6T'LY Jov
anjen d anfeA d as ¥ uesi\ as ¥ uesi\
abe
10} paisnipy aoueoiiubis MeJ [ed11s11e1s $]041U0D sjualled Juswitedwo)d sla)aweled

NIH-PA Author Manuscript

NIH-PA Author Manuscript

¢ dlqel

"aoueyIubIs [eonsnels
910USP 0] PaJaPISU0D dI8M GO'0 MOJaq sanfeA d ‘(WAODNY) abe 1oy jusunsnipe yum pue (WAONY) INOYIM S[0u0d pue sjusied
usamiag uosiiedwod :abe Yiim pale|allod Jey) sislawered auoq Jejnoages) pue abejiued Jejnone Jo (4s) SUOIRIASP pJepuels pue Ues|A

NIH-PA Author Manuscript

Osteoarthritis Cartilage. Author manuscript; available in PMC 2009 October 1.



Page 19

Bolbos et al.

'y1'ql ‘dde ‘s'ql "dde ‘N°ql ‘dde ‘A1/Ag ‘dde — sisaweled Juatedde,, ae sis1eweled auoq Jejndages: |1 ;310N

00 ¢v0'0 8100 LE00 €200 €700 LEO0 ¥€0°0 9100 €500 T¢00 LEO0 NO
8900 00 80T°0 8900 8200 €600 ¢ST'0 1500 6200 700 8¢T'0 6100 as
¥€0°0 1200 ¥50°0 ¥€0°0 ¥10°0 Lv0'0 9.00 6200 100 ¢c00 ¥90°0 0700 N3S
e0 €9€°0 8¢yt 87’0 80€'0 ¢6E0 ¢0S'T €EY'0 G¢e0 €6€°0 07T ¥S¥°0 NV3IN
ural dsqL N'aL NLING CHRCEE dsqL N'aL NLING uralL dsql N'qL NALING
VIdILIVIa3In VIidIL vyd3Lvl vidll

¢€00 8v0'0 ¢€0'0 ¥¢0'0 9200 G500 9¢0'0 ¢v0'0 ¥20°0 00 6100 T€0°0 NO
T€00 8200 ¥0T°0 9100 €100 €€00 €600 6100 6€0°0 8¢00 €IT0 S100 as
ST0°0 100 ¢50°0 8000 L00°0 9700 9v0'0 0100 0200 ¥10°0 9500 8000 N3S
L9€°0 T9€0 G8E'T €090 81¢€'0 €EE0 144N 1870 L9€°0 €6€°0 €CeT €810 NV3IN
CHRCEE dsaL N'aL NLING urqL dsqL N'qL NLING CHRCEE dsqL N'qL NALING

TAANOD TVHJOWNI4TVIAIIN ITAANOD TVHONWITL V3LV dNIN3S

NIH-PA Author Manuscript

‘paniodas osfe ase (‘JN"3°S) UeaW JO J0.I3 paepuels pue (QS) UOIRIASP pJepuels ‘Ueaw ‘sueds pajeadal Z U0 paseq
$101U09 AY1feay + Uo S)UBWaINSEaW Sialawered auog Jo (AD) UONEBLIBA JO SJUSIDI}IS0D SIUSLWAINSEaW 81MaNJls auog Jo Alljigionpoiday

€9lqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Osteoarthritis Cartilage. Author manuscript; available in PMC 2009 October 1.



Page 20

Bolbos et al.

"yLqL ‘dde ‘s'q1 “dde ‘N'qL

‘dde ‘A1/AgG ‘dde — sisiaweled , Juatedde,, ae siajeweled auoq Jejndages: |1V :31ON

JUedIIUBIS JON = SN

T00°0>d
XXX
T0°0>d
*¥
S0°0>d
*
*Nm.o **Hw.o\ Imv.o Ig.o SN SN SN SN *Iwo_o iom.ow **Hm 0 t:nwm.o 3WN|OA PaZI[ew 0N
*Nm.o SN SN *vm.o **Nw.o SN SN €0 zNm.o *mm.ol *Nm 0 ﬁD\o SSBUMIIY_L
SN Iwm_o yc\m.o\ yc,:\.o\ SN SN SN SN y&ow.o\ *I.E_o y&*on 0— Imm.o\ (TT=U) 21
39\ 0— v 0 *om 0— 4 0— SN SN SN SN Emw 0— ivm 0 **8 0— ioo 0— (9T=u) dT1
ylrar dsqL NgL AL/NG ylralr dsqL N'gL AL/NG yralr dsqL NgL AL/ING
vigll vIglL IvVIa3In VIglL Ivy3Llv]
SN *mm.o\ *om.o *om.o SN **Hv.o\ ,&Nm.o SN SN SN SN SN 3WN|OA Pazifew0oN
w70 SN SN LEE0 SN SN SN SN SN SN SN SN SSBUIY L
L3€0 SN SN SN SN SN SN SN SN SN SN SN (TT=U) 2L
SN L6€0 LIE0- L0 SN L0 LTE0- L5¢0- L3¢ 0~ LE€0 L7e0- LIE0- (9T=u) dT1
ylrar dsqL N'gL NAL/NG yraqr dsqL N'aL AL/NG CHRCEE dsaL N'gL NAL/NG
dNiN3d FTAANOD TVHOW3L4 TVIAIN FTAANOD TVHOWNIL Va3 LV

"JusWRAWOD BWES 3yl UIYIIM Sialawreled a1njon.ls Jejnoages) pue abej1lied Jejnaie Usamiaq SUOITR|a.I0d yuerl s, uewieads

NIH-PA Author Manuscript

v o|qeL
NIH-PA Author Manuscript

NIH-PA Author Manuscript

Osteoarthritis Cartilage. Author manuscript; available in PMC 2009 October 1.



Page 21

Bolbos et al.

JueayIubiS 10N = SN

T00°0>d
B
T0°0>d
x¥
50'0>d
%
**oo.o ,I,Hm.o\ ﬁ,vm.o t&mw.o SN SN *vm.o SN 3WN[OA Pazijew 0N
*im.o 0 *mm ol *wm o **Hm 0 *om 0 SN SN SN SSOUMIIY L
70— RAAY 39 0— 250 SN SN SN SN (TT=U) 2L
67°0— 150 15°0— 65'0— 87'0— 150 Sv'0— ¥5'0- (91=u) dT1
*¥ *¥ *¥ *¥ * *¥ *¥ *¥
yLql-dde ds'ql ‘dde N'qL dde AL/AG "dde yL-qy -dde ds'q ‘dde N'qL dde AL/AG "dde
s191oweded auoq | 1 slajaweded auoq D47 sla1aweded abejilaed 1 N

"8IN39NJ1S 8uoq
(1L7) e1gn essre] pue (D471) 81Apuod [elowsay [elsie] pue sisleweled abe|iued (LIA) ©Iq1 [eIpsWw UsaMIaq SUOIIR|81I09 Yurl S, uewleads
G 9jqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Osteoarthritis Cartilage. Author manuscript; available in PMC 2009 October 1.



1duasnue Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duosnue Joyiny vd-HIN

Bolbos et al.

Page 22

Table 6

Spearman’s rank correlations between lateral tibia (LT) cartilage parameters and medial femoral condyle (MFC) bone

structure.

MFC bone parameters

LT cartilage parameters

T1p (n=16) T2 (n=11) Thickness Normalized volume

app. BVITV NS, , NS NS, NS,
app. Tb.N 042 —0.41 0.29 0.39
app. Th.Sp 035, 0.32 NS -0.30,
app. Tb.Th -0.40 NS 0.33 0.39

*

P<0.05
*%
P<0.01

NS = Not Significant.
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