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Introduction

Osteoarthritis (OA) has become the most prevalent chronic disease of the elderly (1, 2) and
is an important cause of disability in our society with increasing incidence not only in the
US (3) but in other parts of the world (4-6). It is primarily a disease of the articular cartilage
(7-9), which may become pathologic by degeneration or acute injury (10). As the incidence
of the disease is on a continual increase, there is a great need for accurate non-invasive
evaluation before the onset of irreversible changes (11, 12). There are many diagnostic
imaging methods for evaluation of the articular cartilage. (Table 1) Conventional
radiography has been used to detect secondary gross changes of the joint cartilage
pathology, manifested by the narrowing of the joint space distance (13), and allows
visualization of secondary changes such as osteophyte formation (10), but this imaging
method only allows detection of later stage of the disease when changes are already
irreversible. It does not allow direct visualization of the cartilage. Conventional or CT
arthrography has also been used to evaluate surface irregularities of the cartilage; however,
it is limited in its invasiveness and provides limited evaluation (14).

MRI has become the best imaging modality for assessment of the articular cartilage (15-19)
due to its excellent ability to manipulate contrast to highlight different tissue types (10).
Conventional MRI sequences that are currently used for evaluation of cartilage have the
ability to depict mostly morphological changes, such as fibrillation and partial-or full
thickness defects (10); however, they are limited in their capability for comprehensive
assessment of cartilage, with limited spatial resolution (20) and limited information about
cartilage physiology.

Commonly used conventional MRI methods include 2D or multi-slice T1-weighted, proton
density (PD)-weighted, and T2-weighted imaging with or without fat suppression (10). Then
with new developments in imaging hardware and software and improved gradients and
radiofrequency coils, fast or turbo spin-echo imaging techniques such as water-only
excitation have been used (10). Even though SPGR and GRE techniques have produced
excellent quality images with high resolution (0.3%0.6x1.5mm) (21) and 3D-SPGR is
considered the current standard for morphologic imaging of cartilage (22, 23), these
methods have the disadvantages of lack of reliable contrast between cartilage and fluid and
long imaging times (10).

Therefore, newer techniques have emerged for morphologic imaging of cartilage, some of
which include dual-echo steady-state (DESS) imaging, driven equilibrium Fourier transform
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(DEFT) imaging, balanced steady-state free precession (SSFP) imaging with fat suppression
and its variants, such as fluctuating equilibrium MRI (FEMR), linear combination (LC)
SSFP, IDEAL SSFP, phase sensitive SSFP, and vastly interpolated projection reconstruction
(VIPR) imaging (10). These newer methods based on SSFP, as well as advances in parallel
technology with improved imaging times in 3D FSE imaging, have improved morphologic
imaging of cartilage, in terms of contrast, resolution, and acquisition time. However, these
techniques are still limited in their ability to depict physiology and biochemistry of cartilage,
although allowing time for application of other sequences to explore cartilage physiology
(10).

In order to understand the principles of MR imaging of cartilage physiology, we will have to
review some of the basic concepts of cartilage anatomy and physiology, which will be
reviewed in the following section.

Functional Anatomy and Physiology of Cartilage

Acrticular cartilage is relatively hypocellular and composed of about 4% chondrocytes by wet
weight (24). The main component of the tissue is composed of the extracellular matrix,
which is 65% to 85% water, which decreases slightly with depth from the articular surface
(24), and solid components, which include type 1l collagen (15-20%) and large aggregating
molecules of proteoglycans (3—10%), which are called aggrecans (25). Most of the
extracellular water is associated with the aggrecan molecules and freely exchangeable with
synovial fluid (24), whereas a small portion of water is bound in the interfibrillar space of
the collagen fibrils (26, 27) (Figure 1A).

The biochemical properties of cartilage are strongly influenced by the content and structure
of collagen and proteoglycans in the matrix, which differ from bone interface to the articular
surface (25, 28). The orientation and alignment of collagen matrix vary according to the
depth from the articular surface as well as regionally within the joint (24). At the most
superficial aspect of the articular surface, there is a layer of dense collagen fibers, called the
lamina splendens, which has a smooth surface and with proteoglycans such as lubricin (29),
surface zone protein, and constituents of synovial fluid help of reduce the friction of the
articular surface. Underneath the lamina splendens, tropocollagen molecules, which are
components of type Il collagen, are organized into a leaflet like structure (30). Then follows
the superficial layer, where collagen fibrils tend to have an orientation parallel to the
articular surface. The transitional zone is the next layer in depth, which thickens near the
periphery of the articular surface (31). In recent studies, the transitional zone has been
shown to have anisotropy (32, 33) with a preferential orientation oblique to the articular
surface (24). Deeper to the transition zone is the radial zone, where collagen fibrils have a
radial or perpendicular orientation to the bone surface and chondrocytes are aligned in a
column-like pattern (34). And finally collagen fibrils cross the bone/cartilage interface at the
tidemark zone, anchoring the cartilage to the subchondral bone (24) (Figure 1B). The
characteristic arrangement of collagen leads to the “magic angle effect” and laminar
appearance on proton MR images (35).

There are also regional differences in organization and composition of the collagen within
the joint; weight-bearing regions that are frequently exposed to compressive load, such as
the femorotibial joint, have a thicker radial zone and a thinner transitional zone (36) and are
organized into thicker fibrils at regular intervals (37). This pattern is not seen in areas that
are not prone to habitual loading. The transitional zone is thicker near the periphery of the
joint, where the cartilage is prone to shear stress, and the direction of the collagen fibers are
in the prevailing direction of shear strain (38).
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The aggrecans, which are large molecules of aggregating proteoglycans, lie interposed
amidst the meshwork of type Il collagen fibrils and their concentration varies within the
cartilage layer, with the highest levels in the middle section, which decrease near the bone
interface and articular surface (39, 40). Aggrecan consists of a protein core with a long
extended domain to which many glycosaminoglycan (GAG) side chains are linked; these
include chondroitin sulfate (CS) and keratan sulfate (KS) with CS as the predominant GAG
molecule in cartilage (35). In turn, several aggrecan molecules are attached to a central core
fiber filament of hyaluronic acid (41), to which the aggrecan monomers are bound through a
linking protein. A large number of carboxyl and sulfate residues on the GAG side chains are
ionized under physiologic conditions and impart a negative charge density (35) (Figure 1C).
GAG chains are so densely packed that the concentration of negative charge can be as much
as 150mM to 300mM in normal articular cartilage (42). These negative charges allow the
GAG molecules to be fixed to the matrix and are referred to as fixed charge, and the
concentration of this fixed charge is referred to as fixed charge density (FCD) (42). These
negative ions attract positive counter-ions and water molecules and provide a strong
electrostatic repulsive force between the proteoglycans, which act together to produce the
swelling pressure of cartilage (35). However, swelling of the proteoglycans is constrained by
the surrounding collagen meshwork, which produces an interstitial fluid pressure of about
9MPa (43), and this contributes to the compressive stiffness of cartilage which is essential
for normal cartilage function (24) (Figures 2A, B). Collagen Il fibers, which are the
predominant type of collagen in cartilage, provide a tensile force opposing the tendency of
the proteoglycans to expand the cartilage and also immobilize the proteoglycans (35). The
cartilage interface with the subchondral bone is important to normal cartilage function as
well; this area is represented as the subchondral plate, which consists of the tidemark zone,
the zone of calcified cartilage, lamellar subchondral cortical bone, and the underlying
trabecular bone (24). Type Il collagen fibrils pass through the tidemark zone, ending in the
zone of calcified cartilage (44), and there is a potential cleavage plane between the zone of
calcified cartilage and subchondral cortical bone in response to shear stress (45) (Figure 3).
The subchondral plate can remodel in response to altered biomechanics secondary to joint
injury or damage to overlying cartilage, and its thickness varies according to joint geometry
and other patient factors, such as age, weight, and exercise (46).

Stress is defined as the intensity of force imparted onto the articular surface per unit area,
and the deformation of the tissue in response to such stress is called tissue strain (24). The
tissue strain that develops within tissue in response to applied stress will vary over time, and
such tissues possess viscoelastic properties (24), which are results of interaction between the
three main components of cartilage, namely, water, type Il collagen matrix, and aggrecan
(47). The types of stress imposed on cartilage can be categorized as compression, tension,
and shear (24).

Compression causes cartilage to deform and produces a bulk flow of water through the
extracellular matrix into the synovial space (48). The ability of cartilage to resist
compression is a result of the ability of the extracellular matrix to limit water permeability
(49), which is optimal in healthy cartilage where the water flow is able to dissipate most of
the energy imparted onto the tissue during compression (Figure 4). This is not the case in
degenerative cartilage, where water movement becomes less restricted and more of the
compression force is imparted to collagen and aggrecan matrix, which leads to degeneration
(24). Cartilage is stiffer toward bone (50) and most of the tissue deformation occurs in the
superficial layer of cartilage (24). Tension causes deformity of the contour of cartilage,
which is resisted by the fibrillar type Il collagen meshwork and hydrated aggrecans (51).

Shear stress is produced when one articular surface passes over the other and at the bone/
cartilage interface, where differences in compressive stiffness of tissues result in shear strain
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during high compressive loading (24) (Figure 5). In healthy normal cartilage, the smooth
surface of the lamina splendens, superficial zone protein, and lubricin, and synovial fluid act
together to reduce shear strain (24). Extensive tensile strain may produce cleavage or
fractures within the collagen matrix, leading to cartilage fissures along the collagen “leaves”
or flap-type tears at the junction of the transitional and radial cartilage zones (24). High
compressive forces transmitted to the deep layer of cartilage produce high shear strain in the
tidemark zone at the cartilage/bone interface. When this shear strain exceeds the material
properties of the tissue, cleavage between calcified cartilage and subchondral bone may
occur, leading to cartilage delamination (24).

Osteoarthritis is characterized by following changes in the cartilage biochemistry and
microstructure: earliest changes include reduced PG concentration, possible changes in the
size of collagen fibril and aggregation of PG, increased water content and increased
synthesis and degradation of matrix macromolecules (35) with disorganization of the
collagen network (52) (Figure 6). These lead to breakdown and decreased content of the PG
matrix, which in turn lead to ulceration with inflow of PG into the synovial fluid with
decreased water content of the cartilage, making it less resistive to stress. As osteoarthritis
progresses, collagen, PG, and water content are reduced further and the collagen network
becomes severely disrupted (53).

MR Imaging of Cartilage Biochemistry and Physiology

Conventional MR imaging methods have demonstrated mostly morphologic changes of
cartilage, which probably represent progressed stages of osteoarthritis. Such morphologic
changes are preceded by biochemical and structural changes in the extracellular matrix that
change the biomechanical properties of the tissue (10). Out of the conventional MRI
methods, T2-weighted images are highly sensitive to structural properties of cartilage
reflecting the T2 relaxation properties of type Il collagen and water associated with it,
exhibiting magnetization transfer and magic angle effects. Conventional methods have been
based mostly on water content and less commonly on collagen content and orientation.
Newer techniques have been developed to map various MRI parameters, assessing
proteoglycan content, collagen content and orientation, water mobility, and regional
cartilage compressibility. These include sodium MRI, T1 rho, dGEMRIC, T2 mapping,
ultrashort TE imaging, magnetization transfer, and diffusion-weighted imaging. Most of
these have been studied in vitro using excised specimens; however, some of the techniques
have been conducted in human studies. MRI methods to measure proteoglycan depletion of
cartilage, which is one of the earliest findings of OA, include sodium MRI, T1 rho mapping,
and dGEMRIC (42). Other methods, such as T2 mapping, ultrashort echo time imaging,
magnetization transfer, and diffusion-weighted imaging, are mainly based on other
biochemical and physiological characteristics of cartilage, such as collagen content and
orientation, water content and mobility, and regional cartilage compressibility (10).

Sodium MRI

Any atom with an odd number of protons and/or neutrons possesses a nuclear spin
momentum and exhibit the MR phenomenon. Whereas conventional MRI methods have
used H to generate signal, the atom 23Na which also has an odd number of protons or
neutrons can be used in cartilage imaging. The Larmor frequency of 23Na is 11.262 MHz/T,
compared with 1H at 42.575 MHz/T, which means that at 1.5T the resonant frequency

of 28Na is 16.9MHz, as compared with 63MHz for 1H (54). In addition to the lower
resonance frequency, the concentration of 23Na is 320microM, i.e. relatively lower than that
of IH, with T2 relaxation times between 2 and 10ms (55), often requiring imaging with a
non-Cartesian trajectory (56). Due to all of these factors, in vivo imaging using 23Na is
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challenging and requires the use of special transmit and receive coils, which are not always
available for clinical MRI systems, as well as relatively long imaging times in order to
obtain adequate signal-to-noise (54) (Figure 7A, B).

Sodium-23 atoms are associated with the negatively charged GAG side chains and thus the
main component of the high fixed-charge density present in the proteoglycan sulfate and
carboxylate groups (54) in the extracellular matrix (25, 57) with spatial variation of
concentration within the normal cartilage (55). Loss of PG (and hence GAG and FCD) due
to cartilage degeneration results in loss of sodium ions from the tissue, which results in
lower FCD, thereby releasing positively charged sodium ions (35). Sodium imaging has
been shown to be sensitive to small changes in proteoglycan concentration in studies using
in vitro cartilage specimen (58-63). Studies have been published on obtaining quantitative
measurements of sodium concentration in cartilage (55, 64) and obtaining signal from
sodium bound to macromolecules in the extracellular matrix (58, 35, 65-70). With the use of
higher field 3.0T (Figure 8) or 7.0T (Figure 9) MRI, better spatial resolution has been
achieved and in-vivo studies have been performed (71-75), which suggest Na imaging can
be used for physiologic assessment of cartilage with potential application in postoperative
patients as well (75). Triple quantum filtered imaging (76), use of 3D cones at high field
MRI (74), 3D-radial acquisition with ultrashort echo times (73) and inversion recovery
techniques (77) have been shown to be feasible with promising results (Figure 10A, B), but
clinical application of 22Na imaging is still limited in many aspects, including the SAR
limits.

However, because of its high specificity for PG content and ability to depict cartilage with
high contrast without the requirement for exogenous contrast agents, such as in AdGEMRIC
(78), and with developments in high field MRI, advances in gradient technology and
radiofrequency coil technology, and parallel imaging techniques (79, 80), sodium MRI has
become more feasible (71-75) and may be used in the future to quantify early physiological
and molecular changes associated with osteoarthritis.

T1 rho imaging

T1 rho imaging is made possible when the magnetization is tipped into the transverse plane
and then “spin-locked” by a constant radiofrequency (RF) field. Proteoglycan depletion,
which is one of the earliest changes in osteoarthritis, affects the physio-chemical interactions
within the macromolecular environment, and quantitative T1 rho imaging methods enable
probing macromolecular slow motions at high static fields in cartilage (52). Several studies
have suggested that with further GAG depletion, T1 rho reflects interaction of collagen with
water (81-83).

T1 rho imaging of cartilage with application to study cartilage degeneration was first
suggested by Reddy et al (84). Earlier studies using phantom and specimens showed a strong
correlation between T1 rho and cartilage PG content (85-90). In a study by Akella et al., a
strong correlation was shown between changes in PG and T1 rho, and similar to T2 studies,
T1 rho values also showed regional variations within cartilage (89), with the highest values
in the superficial zone, decreased in the middle zone, and increased near the subchondral
bone (89) (Figure 11). Using sodium MRI, a strong correlation was found between T1 rho
and FCD (90). A study of cartilage specimens from patients undergoing total knee
arthroplasty suggested T1 rho to be more sensitive to cartilage degeneration as compared
with T2 mapping (92) (Figure 12).

Although there have been only few in vivo studies, some studies have shown increased
cartilage T1 rho values in OA subjects compared with controls (93, 94), which further
suggested the potential application of T1 rho imaging for evaluating cartilage. Studies on T1

Magn Reson Imaging Clin N Am. Author manuscript; available in PMC 2012 May 1.



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

1duasnuey Joyiny vd-HIN

Choi and Gold

Page 6

rho and T2 have suggested that the values may be complementary and T1 rho may not only
reflect PG content, but other biochemical changes that occur in cartilage degeneration (81,
83, 95) and may have a dependence on the angular orientation of collagen fibers (52).
Several studies have suggested that the average T1 rho, which has a larger dynamic range,
may be a more sensitive indicator of cartilage degeneration than T2 (91, 96).

T1 rho imaging method is a potentially useful technique sensitive to early proteoglycan
depletion, one of the earliest changes in osteoarthritis (91, 97, 98) (Figures 13A, B). Initial
application of T1 rho in humans was limited to single-slice acquisition (99); however, recent
advances in T1 rho imaging techniques have included multi-slice and 3D acquisitions (97,
98, 100, 101), as well as rapid Cartesian acquisition strategies at 3T (102, 103). However,
one disadvantage of the T1 rho technique is the relatively large RF power that is applied
during the spin-locking preparation pulse, which may result in heating of tissue and
problems with SAR; this should be overcome with development of new techniques and is
not a significant problem at clinical MRI up to 3.0T (10). Also, implementations of parallel
imaging techniques have enabled reduction of imaging times to the range of 5 to 10 minutes
(102, 104). Further studies are needed on T1 rho imaging to confirm its reliability in larger
patient populations; however, it is a promising technique for investigation of cartilage
degeneration and osteoarthritis.

Contrast Enhanced Imaging - Delayed Gadolinium-Enhanced MRI
(dGEMRIC)

As described earlier, the proteoglycan components of cartilage has GAG side chains with
abundant negatively charged carboxyl and sulfate groups. The negative fixed charge on the
cartilage macromolecules is balanced by the net charge of the mobile ions within the
extracellular fluid (ECF). The ECF has a lower concentration of anions and a higher
concentration of cations than blood or synovial fluid, and the difference between the
concentrations of anions and cations in ECF equal the fixed charged density (FCD) (42).
GAG or FCD contribute significantly to load-bearing properties or compressive stiffness of
cartilage (105-107), so there is a substantial difference in the concentration of mobile ions
between normal and GAG depleted cartilage (42). There were many studies attempting to
measure GAG, including some of the first quantitative measurements of GAG distribution in
relation to the depth from articular surface or topological position or with disease by
Maroudas et al (108-111).

MRI enables noninvasive measurement of ion concentrations and simultaneously enables
acquisition of spatial images (42). One of the most common MR contrast agents, Magnevist
(Berlex, NJ) or Gd(DTPA)2~ is a clinically approved MRI contrast agent can be used to
indirectly measure FCD by allowing Gd(DPTA)Z~ to penetrate into cartilage accumulating
in high concentration in areas of cartilage with low GAG content (112). Subsequent T1
mapping yields an image depicting GAG distribution, which is referred to as “delayed
gadolinium enhanced MRI of cartilage” or “dGEMRIC” with the “delay” meaning the time
required for Gd(DTPA)2™ to penetrate into cartilage (112). As compared with sodium MRI,
which entails a more direct measurement of FCD, dGEMRIC technique using a contrast
agent is an indirect method of measuring GAG content in articular cartilage (113, 114). As
compared with sodium MRI, the advantages of dGEMRIC is a relatively higher resolution
and sensitivity; however, the disadvantages include the need for administration of a contrast
agent and the need to convert T1 measurements into Gd(DTPA)2~ concentration (42). Areas
of low GAG will accumulate a higher concentration of the Gd(DTPA) with more rapid T1
relaxation of adjacent water protons (10). After obtaining a series of images with different
degrees of T1 weighting, a T1 map can be calculated to provide a regional assessment of
relative Gd(DPTA) concentration that is inversely proportional to the regional GAG content
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(115). DGEMRIC index refers to the acquisition of a single T1 map after administration of
Gd(DTPA) and has been shown to be similar at both 1.5T and 3.0T field strengths (115).

The dGEMRIC technique has been validated in both in vitro and in vivo studies as reflecting
the GAG concentration of cartilage with dGEMRIC measurements corresponding to “gold
standard” measures for GAG (115-117). Long-term In vitro studies have been conducted
which enabled monitoring changes of GAG distribution over time with high resolution,
allowing insight into the process of cartilage degradation, development, and repair (42). For
example, in a study by Allen et al. bovine cartilage plugs were monitored over time and
showed chondrocytes could replenish GAG after trypsin depletion of GAG (118) and after
interleukin-1 (IL-1) treatment (119). GAG measurements have been observed to correlate
better in superficial layers of cartilage as compared with deep layers where MRI can
overestimate GAG (120). Interobserver and intraobserver variability in the selection and
calculation of regional T1 have not been shown to be significant sources of variation for this
technique (121).

In vivo studies have provided invaluable clinical insights into cartilage physiology and
pathology. Clinical studies have demonstrated the DGEMRIC images show “lesions” in
cartilage not observed with administration of a nonionic contrast agent (122), validating the
correlation between dGEMRIC and distribution of GAG molecules. Several pilot clinical
studies were done using DGEMRIC to evaluate the level of repair in cartilage implants
(123-125). Increased uptake of GA(DTPA) has been observed in arthroscopically correlated
regions of cartilage fibrillation and softening (126) and patellar chondrosis (127) and has
been associated with joint space narrowing and malalignment within the femorotibial joint
of the knee (128). In a recent study, individuals exercising on regular basis were shown to
have higher DGEMRIC indices, i.e. higher GAG concentrations, than sedentary subjects,
correlating with the level of physical activity (129). In another study, a change in
DGEMRIC index was shown 4 months after a meniscal tear, corresponding to the amount of
exercise (130). This study provided an insight into the hypothesis that mechanical
stimulation could change cartilage biochemistry (42) (Figures 14A, B, C).

The medial femorotibial compartment has been shown to have generally lower DGEMRIC
index as compared with the lateral femorotibial compartment of the knee (131), keeping
consistent with previous biochemical studies, as well as possibly reflecting a response to
different mechanical stress according to the location within the joint. Large variations in
DGEMRIC were observed even when no joint space narrowing was observed on
radiographs (132), presumably representing biochemical changes preceding morphological
changes and actual loss of cartilage (42). The DGEMRIC index also appears to be sensitive
to cartilage-modifying injuries, as shown in studies of patients with ACL (133) or PCL
injuries (134) who showed lower DGEMRIC values. In another study, cartilage lesions in
patients with OA were more apparent using the DGEMRIC technique as compared with the
standard MRI scans (135). In a large cross-sectional study of hip dysplasia patients,
measures of severity of dysplasia and of pain correlated well with the DGEMRIC index but
poorly with the radiological parameter of joint space narrowing (136). DGEMRIC studies
exploring the implication for planning and monitoring treatment have shown the DGEMRIC
index as the best predictor of failure (137) in osteotomy for hip dysplasia and increased
DGEMRIC index in patients postoperatively, suggesting reversibility of cartilage injury
(137) (Figure 15).

DGEMRIC may provide a noninvasive way to depict the mechanical properties of cartilage
by mapping the biochemical composition (42), as shown in studies with good correlation
between decreased GAG content, measured as increased DGEMRIC, and increased cartilage
compressibility and site-matched stiffness measurements (120, 138-141). These studies
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showed results that could not be explained by GAG measurements alone, suggesting the
need for combined GAG/collagen studies (138-141). A preliminary study on osteochondral
allografts also showed similar results of low GAG associated with indentation stiffness
(125). In a recent study, the in vivo effects of unloading and compression on T1-Gd
relaxation times were investigated in healthy knee cartilage at 3.0T, which again showed a
relationship between biochemical load response and biomechanical properties of articular
cartilage (142) (Figure 16A, B, C). Recent studies have suggested clinical application of
DGEMRIC in the assessment of cartilage after repair (124, 143-145) (Figure 17). However,
most of the results have shown heterogeneous uptake in repair tissue over time, and so one
has to account for the fact that the baseline T1 of the tissue and Gd(DTPA) uptake are
influenced not only by GAG content but also by water content and permeability of tissue;
therefore, pre- and post contrast measurements of T1 are needed for accurate evaluation of
the GAG content (146, 147). In a recent study of autologous chondrocyte implantation with
a fibrin-based scaffold in the knee showed DGEMRIC and T2 mapping to provide
complementary information on the biochemical properties of repair tissue (148).

Technical issues regarding optimization of the DGEMRIC technique for human clinical
application have been investigated and reviewed (78, 149-151). Even though the contrast
agent Gd(DTPA) has been approved for clinical use as an MRI contrast agent, the
DGEMRIC technique itself is an off-label application. The recommended dose for
DGEMRIC studies is 0.2mM/kg or twice the recommended clinical dose but this should be
corrected for body mass index (152). Some authors have advocated using a triple dose to
improve sensitivity to small changes in GAG (131). According to the DGEMRIC protocol
as suggested by Burstein et al., the contrast agent is injected intravenously, the subject
exercises the joint for about 10 minutes, and imaging is performed after about 2—3 hours for
the knee and 30-90 minutes for the hip (78); reproducibility of this technique was 10-15%
for images taken two weeks to two months apart (78).

Safety precautions must be taken when administering gadolinium-based contrast agents, as
recently there have been reports linking gadolinium-based contrast media to nephrogenic
systemic fibrosis, a highly debilitating condition similar to scleroderma which occurs in
patients with moderate to severe renal impairment (153-158). Even though the exact
pathogenetic mechanism is still under investigation, it has been hypothesized that renal
impairment leads to prolonged circulation of the contrast agent, leading to accumulation of
free Gd3* in tissue (154). As there is no cure for this potentially fatal condition, appropriate
precautions and screening procedures should be undertaken when administering gadolinium-
based contrast agents in all subjects (10).

Other limitations to the DGEMRIC technique include the delay period between injection
and imaging and the long imaging time needed to acquire the series to T1-weighted images
to calculate the T1 maps, necessitating correction for patient motion between acquisitions
(10). More recently, rapid 3D T1 mapping techniques have been developed to reduce
acquisition time and improve spatial coverage (146, 149-151, 152, 159, 160). These
techniques still need to be validated further. As in all quantitative imaging techniques, there
are assumptions and possible error underlying the technique; in DGEMRIC these include the
issue of the conditions under which Gd(DTPA)2~ fully penetrates cartilage, assumptions
inherent in the conversion of T1 to Gd(DPTA)2™ concentration, tissue cellularity in young or
tissue engineered samples (since Gd(DPTA)Z~ does not enter cells and cellular volume
needs to be corrected for) and better T1 sequences which can cover the joint in a reasonable
time frame (112). In spite of these issues and limitations, the biophysical basis of this
technique supported by validation studies in vitro and in vivo suggest that the DGEMRIC
technique is a valuable tool in investigating cartilage status, disease, and repair and may
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shed more light into understanding joint biomechanics in cartilage physiology as well as the
role of loading and exercise in cartilage pathology.

T2 relaxation time mapping

One of the earliest physiologic changes in cartilage degeneration is increased permeability
of the matrix, which leads to increased content and motion of water. This results in increased
stress on cartilage as the hydrodynamic pressure is not sustained by the matrix which leads
to proteoglycan-collagen matrix degeneration and subsequently, morphological changes in
cartilage. The transverse relaxation time (T2) is constant for a given tissue at a given MR
field strength (161), unless altered by tissue pathology or a contrast agent (161); it is
sensitive to slow moving protons and is a function of the water content (162, 1, 163-165),
collagen content (82, 83, 166—169), and orientation of the highly ordered anisotropic
arrangement of collagen fibrils in the extracellular matrix (170, 171, 172-182, 161) (Figure
18). The immobilized water protons in the proteoglycan-collagen matrix promote T2 decay
and render the cartilage low in signal intensity (SI) on long-TE (T2-weighted) images,
whereas the mobile water protons in synovial fluid maintain high SI (52). As collagen and
proteoglycan losses occur, the water molecules are increased in motion and content,
manifesting high SI on T2-weighted images (183, 162). High Sl in areas of damaged
cartilage have been well depicted on conventional T2-weighted images with arthroscopic
correlation (184, 185). There is an orientation dependence of T2 in cartilage, which is a
result of residual quadripolar relaxation mechanisms due to the aniosotropic arrangement of
collagen fibrils (69, 82 186-191), and this is most pronounced in the radial zone where the
fibers are aligned in a perpendicular direction to the bone and also varies within the joint
(173, 174, 181, 36, 192) (Figures 19A, B, C, D). Several studies have shed light on the
significance of the orientation of the collagen matrix in cartilage pathology (193-197); there
have been studies suggesting a strong inverse relationship between cartilage T2 and collagen
fiber anisotropy (169, 180, 32, 198, 199). Such sensitivity to structural changes in collagen
matrix as well as changes in water content and motion renders T2 mapping to be a useful
technique to depict early changes in osteoarthritis (200). Loss of collagen matrix anisotropy
has been observed to occur early in the disease process of osteoarthritis and has been
detected with T2 measurements (201) (Figures 20A, B, C, D). This disruption of collagen
organization leads to increased permeability and water content of cartilage (43, 109), leading
to increased compressibility of cartilage (49), which in turn, results in greater load-bearing
stress on the solid components of the extracellular matrix (202), which finally results in
morphological changes in the cartilage. In order to accurately measure the T2 relaxation
time, technical concerns are to be taken into account when selecting the MR technique
(203). Typically a multiecho spin-echo technique is used with varying echo times (TE) and
identical repetition times (TR), and signal levels are fitted to one or more decaying
exponentials, depending on whether more than one distribution of T2 is thought to be within
the sample (203); T2 is defined as the time at which the signal decays to 37% of maximum
signal (52). For conventional MRI, a single exponential fit is usually adequate (161), then an
image of the T2 relaxation time is generated with either a color or gray-scale map. For
accurate depiction of the depth dependent spatial variation in cartilage T2, high-resolution
T2 maps are needed, such that the resolution should be ideally in the range of 2% of total
cartilage thickness for each pixel (204), which is impossible with current technologies.
However, there have been studies with attempts to decrease image acquisition time, using
parallel imaging (102), rapid T2 mapping sequences (205), hybrid gradient-echo/spin-echo
(206), and gradient echo T2* mapping techniques (207, 208). Measurements of relaxation
times have been shown to be anisotropic with respect to the main magnetic field (172, 170,
188).
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In vitro studies have been conducted to investigate the relationship between T2
measurements and biochemical composition of cartilage with results demonstrating a strong
correlation between T2 and histologic indicators of cartilage degeneration in tissue samples
and animal models (81, 141, 169, 209-213). Such studies showed elevated T2 not only in
areas of cartilage damage but also in adjacent areas, suggesting exposure of additional
hydrophilic sites leading to a more efficient T2 relaxation and greater magnetization transfer
effects (10). Aside from these validation studies mostly conducted in vitro, in vivo studies
have been conducted in the human knee joint (203, 205, 214-217) (Figure 21A, B), hip
(219, 220), ankle (221), and the proximal interphalangeal joint of the hands (222). High
resolution in vivo studies have shown a spatial variation within cartilage with shorter T2
values as the layers get close to the subchondral bone, and higher T2 values as the layers
gets more superficial closer to the articular surface (182, 215, 223, 224). Regional variation
within the femorotibial joint have also been shown (225), as well as greater entropy of T2 in
osteoarthritic cartilage (226). According to results from various studies, regional variation of
T2 seems to be affected by age (215, 227, 228, 223), as aging is associated with
reorganization and changes of the collagen matrix starting from the superficial layer at the
articular surface (10); more significant increases in T2 have been observed in older
individuals according to depth (228, 223) and in general throughout the cartilage (228).
However, gender does not seem to have a great influence on regional variation of T2 as of
yet (229).

In spite of the numerous validation studies of changes in T2 correlating with the biochemical
changes in cartilage, there have been relatively limited clinical application studies using
quantitative T2 mapping in the evaluation of arthritis. Increased T2 values have been
reported in subjects with radiographically evident osteoarthritis of the knee (92, 209, 225,
230, 217); however, the T2 values did not statistically correlate well with the radiographic
degree of OA (225). Increased T2 values have been attributed to collagen matrix
degeneration in early OA, which are not increased further with progression of the disease, so
further investigations are needed to determine the significance of T2 changes and their
relationship to disease progression and treatment response (10). However, T2 relaxation
time still may provide an insight into the heterogeneous and complex process of cartilage
degeneration in OA.

There have been studies investigating the relationship between cartilage morphology and
T2, showing an inverse relationship between cartilage T2 and thickness (231, 225), higher
cartilage T2 with greater loss of volume (232), increase in mean cartilage T2 at longitudinal
follow-up after 12 months in OA groups (231), and increased T2 with cartilage defect
regardless of unloading of the knee (233). The study by Apprich et al also explored the
effects of biomechanical stress on cartilage, which has also been a subject of interest in
recent studies (233).

The effects of joint position and alignment have been investigated in several studies in
animal (234) and human studies (235), with increased T2 values in knee flexion (234) and
varus alignment (235). There have been other studies exploring the relationship between T2
values and cartilage biomechanics; in initial feasibility studies, decrease in T2 was observed
when static compression was applied to the cartilage (236, 237, 238), confirming a strong
correlation between change in collagen fiber orientation and T2 values (10). Quantitative T2
mapping in cartilage plugs showed zone-specific changes during compressive loading (198).
In a study from the osteoarthritis initiative, physically active individuals had more knee
abnormalities and higher patellar T2 values (239). In a recent study by Mosher et al, effect
of age and training on knee cartilage were evaluated in response to running. Running
resulted in decrease in cartilage thickness and T2 values in the superficial cartilage
consistent with greater compressibility in the superficial layer, whereas age and level of
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physical activity did not affect the T2 changes in running (240); the changes in the
superficial layer were concordant with results from an earlier study (241) (Figures 22, 23A,
B). Thus, T2 mapping may be a valuable technique in investigating the role of cartilage
biomechanics in cartilage physiology.

T2 mapping has also been used to evaluate cartilage repair tissue after treatment (140, 148,
169, 213, 242-251). In a study by White et al, repair tissue from osteochondral
transplantation was shown to have the normal spatial variation of T2 values, which was
absent in repair tissue from autologous chondrocyte implantation or microfracture
techniques (246) (Figures 24A, B). In a study by Domayer et al, T2 mapping and dGEMRIC
provided complementary information on the biochemical properties of repair tissue after
autologous chondrocyte implantation with a fibrin-based scaffold in the knee, which resulted
in repair tissue with spatial variation of T2 values similar to normal articular cartilage (148)
(Figures 25A, B). Another study evaluated cartilage repair tissue using T2 and T2* mapping
after matrix-associated autologous chondrocyte transplantation on 3.0T MRI and showed
zonal variation (248). In a study by Mamisch et al., differences in response to unloading
were evaluated in control and cartilage repair tissue of the knee using T2 mapping, and the
results showed differences in early and late unloading T2 values between normal healthy
and repaired cartilage (249). Although many of these studies are initial or preliminary
studies, the results suggest T2 may be a potentially useful technique in postoperative
evaluation of repaired cartilage.

Ultrashort echo time (UTE) imaging

With the higher TEs (greater or equal to 10 milliseconds) used in most conventional T2-
weighted sequences on conventional clinical scanners, MR signal from musculoskeletal
tissues with short T2 characteristics, such as cortical bone, tendons, ligaments, menisci, and
deep radial and calcified layers of cartilage decay rapidly and produce little or no signal
(252, 253). With ultrashort-echo time (UTE) MR imaging, signal from tissues with
predominantly short T2 (and T2*) can be detected (254, 252, 255, 256) using TEs that are
20-50 times or even 100-1000 times shorter than those used in conventional imaging
sequences (252, 257-259), enabling visualization of layers which are not normally depicted
well on conventional sequences. The hyaline articular cartilage layer has been depicted as
two layers on subtraction images, consisting of a high signal layer and a low signal
superficial layer (255). The region of the osteochondral junction consisting of the calcified
cartilage layer and subchondral bone, which is important for solute transport between the
vasculature and articular cartilage (260), has been implicated to be important in the
pathogenesis of osteoarthritis (253) with changes beginning in the calcified layer affecting
the more superficial cartilage and subsequently causing cartilage degeneration (261-267).
However, the calcified layer of cartilage, due to rapid signal decay, produces little or no
signal and is difficult to evaluate with conventional MR imaging sequences. In a study by
Gold et al, projection-reconstruction spectroscopic imaging (PRSI) technique and non-
Cartesian K-space trajectory 3D cones technique were used to depict articular cartilage at
high-resolution in vivo at 5-10 minute scan times (258). A recent study by Bae et al, which
used two complementary UTE techniques, suggested that the presence of the calcified layer
as well as the deepest layer of uncalcified cartilage, with their short T2 values, contributed to
the UTE signal without contribution from the subchondral bone (253) (Figure 26 A-D).

Technical challenges related to UTE imaging include distortion of the slice profile, errors in
the radial k-space trajectories, and off resonance, which could be improved by gradient
calibration, off-resonance correction, efficient long T2 water and fat suppression (268-270)
(Figure 27, 28A, B, 29). In spite of the technical challenges and disadvantage of scan time
and difficulty in slice selection, UTE imaging may allow evaluation of the calcified layer of
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cartilage in osteoarthritis (271). UTE imaging may also be useful for postoperative
assessment of cartilage repair, where the removal of calcified layer has been reported to
improve surgical outcome (272), and may be the only imaging method thus far which allows
examination of the region of osteochondral junction.

Magnetization Transfer

Magnetization transfer (MT) effect is present in any multi-slice MRI technique and is seen
in cartilage (170, 273), especially prominent in the radial zone near the bone/cartilage
interface (274). It is prominently seen in turbo spin echo (TSE) sequences and can be a
source of error in quantitative mapping techniques such as T1 or T2 mapping when multi-
slice TSE sequences are used (275-278). In contrast, gradient echo (GRE) sequences exhibit
less MT, and by applying an off-resonance RF pulse immediately before the GRE sequence,
one can obtain an MT contrast image (10) and by subtracting images, one may obtain an
isolated contribution from MT; however, the resulting image is usually prone to artifacts and
has poor signal to noise (10). Higher SNR may be achieved using 3.0T MR scanners (279).

As MT is affected by many factors, such as RF power, pulse profile, and offset frequency,
quantification of MT is difficult (171, 280). Higher RF power accompanies the problem with
SAR, so quantitative MT techniques have been studied in a limited number of human studies
(281-284). Therefore, most studies have been conducted using tissue samples (283, 285-
290) or animal models (291-293) and have shown that MT is affected mostly by the
collagen content and changes in collagen-water interaction. In a study of bovine cartilage
specimens, magnetization transfer ratio (MTR) showed depth-dependency and higher values
in the radial zone compared with the superficial zone, which suggested that MTR may not
only be dependent on collagen content, but other parameters, such as the arrangement of
macromolecules, high solid content, bound water fraction, and radial orientation (274)
(Figure 30). In spite of the limitations, the technique has been applied to improve contrast
between cartilage and fluid and therefore, improve detection of localized cartilage lesions
(281, 294-297) (Figure 30). In a study evaluating T1, T2, and magnetization transfer ratios
in early diagnosis of patellar cartilage osteoarthritis, MTRs were found to have limitations in
early diagnosis of OA (217). There have been also preliminary studies on postoperative
cartilage repair tissue, one of which showed too small differences between damaged and
repaired cartilage MTR but evolution towards normal MTR in repair tissue, especially after
ACI repair (284). Another study showed contrasting results, suggesting MTR to be capable
of detecting differences between normal cartilage and areas of cartilage repair and possibly a
useful tool in imaging biochemical changes in cartilage after repair (298). Further
investigations are needed to validate such studies.

Diffusion-weighted Imaging

Water is abundant within normal cartilage, composing about 65% to 85% of the
extracellular matrix, and imaging of water diffusion throughout the cartilage is possible with
MRI. In vitro studies have shown diffusion-weighted imaging (DWI) to be sensitive to early
cartilage degeneration (175, 299). The apparent diffusion coefficient (ADC) decreases as
diffusion times get longer and indicate restriction of the water molecules by solid
components of the cartilage, usually collagen network (116). When diffusion-sensitizing
gradients are applied, water gains a random amount of phase and does not refocus, which
results in signal loss of the tissue undergoing diffusion (112). The amount of diffusion
weighting expressed as the b-value depends on the amplitude and timing of the diffusion-
sensitizing gradients. And a map of the amount of diffusion that has occurred is called the
ADC map, which uses the term “apparent” because the values reflect only the bulk water
and not the water protons restricted by tissue membranes (112).
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In vivo DWI of cartilage is difficult because in order to maximize cartilage signal, TE must
be short, but diffusion-sensitizing gradients increase the TE and render the technique
sensitive to motion (112). Single-shot techniques have been used for DWI, but they are
limited by low SNR and spatial resolution (112); multiple acquisitions improve the SNR and
resolution but motion correction is needed (300) (Figures 31A, B). In an in vivo study, ADC
measurements of articular cartilage in healthy volunteers showed comparable results to a
study using cartilage specimens (301).

Diffusion-weighted imaging has also evaluated in postoperative cartilage repair tissue. In a
study by Mamisch et al, repaired cartilage after matrix-associated autologous chondrocyte
transplantation at 3.0T using a steady-state precession (FSIP) technique called PSIF showed
higher ADC values in the repaired cartilage and a decrease in values at later time point after
surgery (302). In another study using high-field MRI, a dedicated multichannel coil, and
sophisticated sequences, DWI showed higher ADC values in the repair tissue and was
shown to provide additional information than T2 and T2* mapping about cartilage
ultrastructure and cartilage repair tissue in the ankle joint (250). Similarly in another study,
DWI1 was able to differentiate between healthy cartilage and cartilage repair tissue in both
microfracture therapy and matrix-associated autologous chondrocyte transplantation with
good correlation between ADC values and clinical scoring (251). In another recent study,
DWI detected changes of diffusion within cartilage repair tissue up to two years after
surgery, which then became stabilized with zonal variations (303). Even though the results
of most of these studies are preliminary, they suggest DWI to be a potential useful technique
in evaluation of the biochemical and physiological changes in postoperative cartilage repair
tissue.

Summary

Whereas conventional MR imaging methods were able to depict morphological changes
when the disease was already at a progressed state, the newer MR imaging methods are
more based and cartilage physiology. Sodium imaging is highly specific for change in PG
content without the need for an exogenous contrast agent but requires special transmit and
receive coils, long imaging times, and is limited by SAR problems. T1 rho imaging is
sensitive to early PG depletion but again is limited by SAR problems because it requires
high RF power during the spin-locking preparation pulse. dGEMRIC has relatively high
resolution and sensitivity but requires long imaging times, including a delay before imaging,
and administration of an exogenous contrast agent, which accompanies a small risk of
nephrogenic systemic fibrosis. T2 mapping is relatively straightforward to perform and is
sensitive to changes in collagen as well as water content but may be less sensitive in early
degeneration than other methods. Ultrashort echo time (UTE) MRI may be the only
technique to examine osteochondral junction but technical challenges, such as scan time and
difficulty in slice selection, make this challenging. Magnetization transfer provides
improved contrast between cartilage and fluid, therefore allowing detection of localized
cartilage lesions, but is difficult to quantify and again may have SAR problems. Diffusion
weighted imaging may be a valuable tool in postoperative imaging but is limited by low
SNR and spatial resolution. There remains much more to be investigated in the field of MR
imaging of cartilage physiology, but these promising methods can give researchers
important insights into the initiation, progression, and eventual treatment of osteoarthritis.
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Figure 1.

Figure 1A. Cartilage is mostly acellular and avascular, and has a limited ability to heal. The
extracellular matrix consists of water, collagen, and glycosaminoglycan. Several aggrecan
molecules are attached to a central core fiber filament of hyaluronic acid, to which the
aggrecan monomers are bound through a linking protein. A large number of carboxyl and
sulfate residues on the GAG side chains are ionized under physiologic conditions and impart
a negative charge density (Courtesy of Deb Burstein, BIDMC).

1B. The collagen fibers have a unique zonal architecture as shown here on this freeze
fracture image, with superficial, tangential, radial, and calcified zones (courtesy of Doug
Goodwin MD).
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Figure 2.

Figure 2A, B. Negative ions attract positive counter-ions and water molecules and provide a
strong electrostatic repulsive force between the proteoglycans, which act together to the
swelling pressure of cartilage; this swelling of the proteoglycans is constrained by the
surrounding collagen meshwork, which produces an interstitial fluid pressure of about 9MPa
(courtesy of Timothy Mosher, MD)..
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Figure 3.

Type 1l collagen fibrils pass through the tidemark zone, ending in the zone of calcified
cartilage and there is a potential cleavage plane between the zone of calcified cartilage and
subchondral cortical bone in response to shear stress (from Basic Orthopedic Biomechanics
VC Mow, WC Hayes (1997), Lippincott Williams & Wilkins Publishers; 2nd edition, p.
171)
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Figure 4.

Forces from compressive loading are dissipated by frictional drag forces as water moves
through the extra-cellular matrix (modified by Mosher TJ, from Basic Orthopedic
Biomechanics VC Mow, WC Hayes (1997) Lippincott Williams & Wilkins Publishers; 2nd
edition, p. 171)
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Figure 5.

Shear stress is produced when one articular surface passes over the other and at the bone/
cartilage interface, where differences in compressive stiffness of tissues result in shear strain

during high compressive loading (modified by Mosher TJ, from Basic Orthopedic

Biomechanics VC Mow, WC Hayes (1997) Lippincott Williams & Wilkins Publishers; 2nd

edition, p. 171)
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Figure 6.

Maroudas Model of Early Cartilage Damage shows earliest changes including reduced PG
concentration, possible changes in the size of collagen fibril, and increased water content
(courtesy of Timothy Mosher, MD).
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Figure 7.

Figure 7A, B. Sodium MRI requires high field strength and dedicated hardware, such as a
dual-tuned 23Na*/1H coil (A) allows direct measurement of GAG content (B) (Courtesy of
Starosweicki, et al. IMRI 2010, 32(2):446-451).
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Figure 8.

Sodium MRI is sensitive to cartilage glycosaminoglycan. Advances in coil design and high
field have made this a potential clinical tool. Here a patient with a prior anterior cruciate
ligament tear shows areas of focal cartilage glycosaminoglycan loss (left) despite a normal
proton MRI (right).
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Sodium MRI at 7T shows direct measurement of cartilage glycosaminoglycan in healthy

volunteer knee (Courtesy of Ravinder Reddy, U. Penn).
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Figure 10.

Figure 10A, B. Use of 7T MRI improves sodium MRI resolution and SNR. Here an
inversion recovery technique (B) is used to suppress signal from the popliteal artery (A)
(Reproduced with permission from Madelin G, et al. J Magn Reson 207: 42-52 (2010)).
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Figure 11.

T1p: One year follow up after ACL tear. Baseline measurements (left) and measurements at
one year post ACL-reconstruction (right) show persistent cartilage damage despite
resolution of bone marrow edema-like lesions (Li et al, ISMRM 2007).
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Figure 12.

Measurements of T1 rho (upper left, middle), DGEMRIC (upper right, lower left), and
T2(lower middle, right) before (upper left, right, lower middle) and 4 months after surgery
(upper middle, lower left, right) show T1 rho and DGEMRIC to be more sensitive than T2
(Courtesy of Dan Thedens, University of lowa).
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Figure 13.

Figure 13A, B. Elevated T1p (A) is seen adjacent to bone marrow edema-like lesions in
ACL-injured knee (B) (Reproduced with permission from Theologis AA et al. Arthroscopy
2010 Oct 28 [epub ahead of print], Lozano JJ et al. Bone Joint Surg Am 88(6):1349-52
(2006)).
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Figure 14.

Figure 14A, B, C. Temporal changes in the dGEMRIC Index have been shown with
physiologic events such as seen in the images of an individual (A) before running a
marathon, (B) 1 day postmarathon, and (C) 1 week postmarathon (Burstein et al, Radiol Clin
N Am 47 (2009) 675-686).
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Figure 15.

Cartilage can potentially heal and result in increase in dGEMRIC Index with intervention of
osteotomy for hip dysplasia as depicted in pre-operative (left), 20 month-postoperative
(middle), and 58 month-postoperative (right) studies (Courtesy of Deborah Burstein,
BIDMC and Harvard University).
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Figure 16.

Physiologic effects of mechanical loading. Sagittal dGEMRIC images of the knee joint,
obtained at baseline (A), unloading (B) and compression (C) at identical window levels.
While there is no significant difference, with regard to T1-Gd relaxation times, between
baseline and unloading, there is a significant T1-Gd decrease between baseline and
compression, and between unloading and compression (Mayerhoefer et al, Eur Radiol. 2010
Feb;20(2):443-9).
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Figure 17.

dGEMRIC measurements in the knee after cartilage implants show Dgemric comparable to
surrounding native cartilage 12 years post-implant (ROI1 = implant, ROI2=native) (from
Program # 815 ISMRM 2010, publication: Vasiliadis et al, Am J Sports Med. 2010 Feb 25).
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Figure 18.
The magic angle effect in cartilage (Reproduced with permission from Xia Y, et al. Magn
Reson Med 48:460-469 (2002)).
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Figure 19.

Figure 19A, B, C, D. Dependence of cartilage T2 on collagen fibril orientation is shown on
T2-weighted images (A,B) and the magic angle effects (C, D) as B0 increases approaching
54.5' (B, D: Reproduced with permission from Xia Y, et al. Magn Reson Med 48:460-469
(2002), A, C:Courtesy of Tim Mosher, M.D., Penn State).

Magn Reson Imaging Clin N Am. Author manuscript; available in PMC 2012 May 1.



1duosnuey JoyIny vd-HIN 1duosnuey JoyIny vd-HIN

1duosnuei\ Joyiny Vd-HIN

Choi and Gold

Page 48

Figure 20.

Figure 20A, B, C, D. Here is an example of the use of T2 mapping to show matrix changes.
The morphologic images of 10-year old girl with Juvenile Rheumatoid Arthritis (A) and a
healthy 10-year old boy (C) and are both normal. The T2 maps (B, D) show large areas of
collagen matrix disruption in the patient with JRA (B) (Courtesy of Bernard Dardzinski,
Merck).
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Figure 21.

Figure 21A, B. Heat scale and color scale T2 maps of a 26 year-old female patient who had
arthroscopic surgery for meniscal tear (Courtesy of Tim Mosher, M.D., Penn State
University).
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Figure 22.
Functional Cartilage T, Mapping: Change in T, values after running.
In a 47-year old marathon runner, a T2 map after running show areas of T2 decrease, which

may correspond to loss of cartilage water due to compression.
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Figure 23.

Figure 23A, B. Functional Cartilage T2 mapping: Evaluating local tissue response to
running.

YC: Young (18 — 30) control, YM young marathoner, OC: old (45 — 55 years) sedentary
control, OM: old marathoner: Change in cartilage T2 values after 30 minutes of running
demonstrate statistically significant decrease in T2 values of superficial femoral and tibial
cartilage, but no change in T2 near the bone cartilage interface (reproduced with permission
from Mosher TJ et al. Osteoarthritis Cartilage;18(3):358-364).
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Figure 24.

Figure 24A, B. T2 mapping can be used to follow cartilage repair clinically and shows a
microfracture or fibrocartilage repair has lower T2 values than an osteochondral repair with
hyaline cartilage (Courtesy of Lawrence White, University of Toronto).
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Figure 25.

Figure 25A, B. An example of autologous chondrocyte implantation followed with
dGEMRIC and T2 mapping. The dGEMRIC study showed increasing GAG in the repair site
(A), indicating formation of hyaline cartilage (Courtesy of Miika Nieminen, University of
Oulu and Oulu University Hospital, Oulu, Finland).
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Figure 26.

Figure 26A, B, C, D. Ultra-short Echo TIme MRI can be used to probe the deepest layer of
cartilage, the calcified zone. Conventional MRI shows a signal void from this zone on T1-
(A) and PD-weighted images (B), but uTE MRI (C) and UTE MRI with long T2 suppression
(D) show signal from the calcified zone. This zone may be important in the development of
OA (Courtesy of Christine Chung and Graeme Bydder, UCSD).
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Figure 27.

Images acquired at 7 points with a TSR ranging from 10 to 1600 msecs, where ROI placed
in region of normal appearing calcified cartilage (arrow). In these volunteer images,
Excellent tissue signal saturation at TSR 10 and best visualization of the calcified layer at
TSR 200 — 800 are noted (Courtesy of Christine Chung, UCSD)..
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Figure 28.
Figure 28A, B. T2* Measurement in a volunteer by constant TR-variable TE method
(Courtesy of Christine Chung, UCSD).

Magn Reson Imaging Clin N Am. Author manuscript; available in PMC 2012 May 1.

Page 56



1duosnuey JoyIny vd-HIN 1duosnuey JoyIny vd-HIN

1duosnuey JoyIny vd-HIN

Choi and Gold

Figure 29.
High resolution (300mm) UTE MRI at 3T depicts the calcified zone well (Courtesy of

Christine Boada).
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Figure 30.

Quantitative magnetization transfer MRI can be used to detect changes in macromolecules.
Here, the bound pool fraction (arrow) correlates with cartilage glycosaminoglycan in its top
layer (Courtesy of Stikov, Keenan, Pauly et al. ISMRM 2010 #827)..
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Figure 31.
Figure 31A, B. 3D-SSFP cartilage diffusion Imaging (Reproduced with permission from

Miller, et al. Magn Reson Med 51:394-398 (2004) p. 396, Figure 5).
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Pros and Cons of Various MR Imaging Methods for Evaluating Cartilage Physiology

Pros

Cons

Sodium imaging

High specificity for PG content. High contrast image
without exogenous contrast agent

Requires special coils, high field scanners, and long
imaging times.

T1 rho imaging

Sensitive to early PG depletion

Requires high RF power- SAR limits

dGEMRIC High resolution and sensitivity Delay prior to imaging. Need for contrast agent.
Possibility of nephrogenic systemic fibrosis in
patients with kidney problems
T2 mapping Sensitive to collagen matrix, water content, and May be less sensitive in detection of early

motion

degeneration

Ultrashort echo time imaging

Only technique to examine osteochondral junction

Technical challenges. Disadvantage of scan time.
Difficulty in slice selection

Magnetization transfer

Improved contrast between cartilage and fluid -
detection of localized cartilage lesions

Difficult quantification. SAR limits

Diffusion weighted imaging

Postoperative evaluation

Low SNR and spatial resolution
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