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Purpose:

Materials and
Methods:

Results:

Conclusion:

To assess baseline factors that may predict fast tibiofemo-
ral cartilage loss over a 30-month period.

The Multicenter Osteoarthritis (MOST) study is a longitu-
dinal study of individuals who have or who are at high risk
for knee osteoarthritis. The HIPAA-compliant protocol
was approved by the institutional review boards of all
participating centers, and written informed consent was
obtained from all participants. Magnetic resonance (MR)
images were read according to the Whole-Organ Magnetic
Resonance Imaging Score (WORMS) system. Only knees
with minimal baseline cartilage damage (WORMS = 2.5)
were included. Fast cartilage loss was defined as a
WORMS of at least 5 (large full-thickness loss, less than
75% of the subregion) in any subregion at 30-month fol-
low-up. The relationships of age, sex, body mass index
(BMI), ethnicity, knee alignment, and several MR features
(eg, bone marrow lesions, meniscal damage and extrusion,
and synovitis or effusion) to the risk of fast cartilage loss
were assessed by using a multivariable logistic regression
model.

Of 347 knees, 90 (25.9%) exhibited cartilage loss, and only
20 (5.8%) showed fast cartilage loss. Strong predictors of
fast cartilage loss were high BMI (adjusted odds ratio
[OR], 1.11; 95% confidence interval [CI]: 1.01, 1.23), the
presence of meniscal tears (adjusted OR, 3.19; 95% CI:
1.13, 9.03), meniscal extrusion (adjusted OR, 3.62; 95%
Cl: 1.34, 9.82), synovitis or effusion (adjusted OR, 3.36;
95% CI: 0.91, 12.4), and any high-grade MR-depicted
feature (adjusted OR, 8.99; 95% CI: 3.23, 25.1).

In participants with minimal baseline cartilage damage,
the presence of high BMI, meniscal damage, synovitis or
effusion, or any severe baseline MR-depicted lesions was
strongly associated with an increased risk of fast cartilage
loss. Patients with these risk factors may be ideal subjects
for preventative or treatment trials.

© RSNA, 2009
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agnetic resonance (MR) imaging

directly depicts articular carti-

lage and has sensitivity superior
to that of radiography for detection of
progressive cartilage damage (1,2). Lon-
gitudinal studies (3-15) of osteoarthritic
(OA) knees have shown that MR-de-
picted tibiofemoral (TF) cartilage loss is
associated with older age, female sex,
higher body mass index (BMI), African
American ethnicity, smoking, varus mal-
alignment, a high degree of synovitis,
large bone marrow lesions, anterior cru-
ciate ligament tears, meniscal tears, and
meniscal extrusion. Risk factors for patel-
lofemoral cartilage loss overlap partially
with those for TF cartilage loss, but also
seem to be distinct (15-17).

Owing to the slowly progressive
course of the disease, epidemiologic OA
studies require large cohorts that need
to be followed over relatively long peri-
ods. It would be useful to identify a sub-
group of patients with no or early dis-
ease who are at high risk for fast carti-
lage loss. Such patients would be ideal
for testing new treatments and should
have the greatest need for preventative
maneuvers or treatments.

By using a semiquantitative ap-
proach and focusing only on MR fea-
tures in a small cohort, Biswal et al (18)
found that baseline anterior cruciate lig-
ament and meniscal tears and cartilage
lesions in the central weight-bearing re-
gions were risk factors for more rapid
cartilage loss, which was not defined. By
using volumetric cartilage morphometry
as the outcome, Raynauld et al (6) dif-
ferentiated a population of patients with
symptomatic OA into three subgroups

Advances in Knowledge

B Subjects who have early struc-
tural osteoarthritis (OA) or who
are at risk for OA may be at
higher risk for fast progressive
cartilage loss if they have a high
body mass index or show signs of
meniscal damage, meniscal extru-
sion, or any high-grade lesion at
baseline MR imaging.

B Unequivocal differentiation of risk
factors for fast versus slow carti-
lage loss was not possible.

on the basis of the rate of global carti-
lage volume loss after 24 months. Base-
line predictors of faster cartilage vol-
ume loss were severe meniscal extru-
sion, medial meniscal tears,
bone marrow lesions, high BMI, and
age. Despite the potential utility, there
are little additional data on radiologic or
clinical predictors of fast cartilage loss
that would allow investigators to iden-
tify high-risk populations.

The aim of our study was to identify
predictors of fast TF cartilage loss, as
semiquantitatively defined on MR im-
ages, over a period of 30 months in a
cohort of subjects who have no struc-
tural OA but are at risk of developing
OA or who have early radiographic evi-
dence of OA. We examined a set of
putative risk factors for fast cartilage
loss, including age, sex, BMI, ethnicity,
varus and valgus mechanical knee align-
ment, and several MR features.

Materials and Methods

A.G. is the president of and F.W.R. is
the vice president of Boston Imaging
Core Lab (Boston, Mass), a company
that provides radiologic image assess-
ment services. A.G. is a shareholder in
Synarc (San Francisco, Calif).

severe

Study Subjects

Subjects were participants in the Multi-
center Osteoarthritis (MOST) study, a
prospective epidemiologic study aimed at
identifying risk factors for incident and
progressive knee OA in 3026 persons
aged 50-79 years who either had radio-
graphic knee OA or were at high risk for
developing the disease. They were re-
cruited from two U.S. communities, Bir-
mingham, Ala, and lowa City, lowa,

Implications for Patient Care

B Preventative measures to avoid
cartilage loss should include
avoidance of obesity.

B To decrease study intervals and
sample size, cohorts may be
screened for certain baseline de-
mographic and MR imaging risk
factors for longitudinal cartilage
loss.

through mass mailing of letters and study
brochures, which were supplemented by
media and community outreach cam-
paigns. The Health Insurance Portability
and Accountability Act-compliant study
protocol was approved by the Institu-
tional Review Boards at the University of
lowa; University of Alabama, Birming-
ham; University of California, San Fran-
cisco; and Boston University Medical
Campus. We obtained written informed
consent from all participants.

Subjects were excluded from the
MOST studly if they had had or planned to
have bilateral knee replacement surgery;
were unable to walk without assistance;
were planning to move out of the area in
the next 3 years; or had rheumatoid ar-
thritis (19), ankylosing spondylitis, psori-
atic arthritis, chronic reactive arthritis,
renal insufficiency requiring hemodialysis
or peritoneal dialysis, or a history of can-
cer (except nonmelanoma skin cancer).

Published online before print
10.1148/radiol.2523082197
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BMI = body mass index
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0A = osteoarthritis
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WORMS = Whole-Organ Magnetic Resonance Imaging
Score

Author contributions:

Guarantors of integrity of entire study, F.W.R., JAL,
M.D.C., M.D.M., M.C.N., A.G.; study concepts/study de-
sign or data acquisition or data analysis/interpretation, all
authors; manuscript drafting or manuscript revision for
important intellectual content, all authors; approval of
final version of submitted manuscript, all authors; litera-
ture research, F.W.R., J.AL., M.D.C., M.D.M., A.G.; clini-
cal studies, FWR., Y.Z, JAL, D.T.F, LBH., GY.E.,
A.G.; statistical analysis, Y.Z., J.N., J.A.L.; and manuscript
editing, FW.R., Y.z, JN,, JAL, M.D.C., M.D.M,, D.T.F.,
G.Y.E, M.E, AG.

Funding:

This work was supported by National Institute on Aging
(grants U01-AG-18947, U01-AG-18832, U01-AG-19069,
and U01-AG-18820).

See Materials and Methods for pertinent disclosures.

Radiology: \/olume 252: Number 3—September 2009 = radiology.rsnajnis.org

773



Radiology

MUSCULOSKELETAL IMAGING: Knee Osteoarthritis: MR Risk Factors

Roemeretal

Radiographs

At the baseline clinic visit, all subjects un-
derwent weight-bearing posteroanterior
fixed flexion knee radiographs with the
protocol developed by Peterfy et al (20)
and an acrylic plastic (Plexiglas) position-
ing frame (SynaFlexer; Synarc). Long-
limb radiographs were acquired with a
14 X 51-inch cassette. Mechanical align-
ment was measured as the angle formed
by the intersection of the femoral and the
tibial mechanical axes. The femoral me-
chanical axis was considered to be the
line from the center of the femoral head
through the center of the knee, and the
tibial mechanical axis was considered to
be the line drawn from the center of the
ankle to the center of the knee. Neutral
alignment was defined as an angle be-
tween 179° and 181°; varus malalign-
ment, as an angle less than or equal to
178°; and valgus malalignment, as an an-
gle greater than or equal to 182°.

A musculoskeletal radiologist who
was not an author and a rheumatologist
(D.T.F.), both with over 10 years experi-
ence reading study radiographs and over
30 years clinical experience, who were
blinded to clinical data, graded all base-
line posteroanterior radiographs accord-
ing to the Kellgren-Lawrence scale (21).
TF OA was considered to be present at
radiography if the Kellgren-Lawrence

score was greater than or equal to 2. If
the readers disagreed on the presence of
OA on radiographs, readings were adju-
dicated by a panel of three readers (two
nonauthors and D.T.F.).

MR Acquisition

MR images of both knees were obtained
for all participants with a 1.0-T dedi-
cated MR system (OrthOne; ONI Medi-
cal Systems, Wilmington, Mass) with a
circumferential extremity coil by using
fat-suppressed fast spin-echo interme-
diate-weighted sequences in the sagittal
(repetition time msec/echo time msec,
4800/35; section thickness, 3 mm; in-
tersection gap, 0 mm; sections, 32; ma-
trix, 288 X 192; signals acquired, two;
field of view, 140 mm?; echo train
length, eight) and axial (4680/13; sec-
tion thickness, 3 mm; intersection gap,
0 mm; sections, 20; matrix, 288 X 192;
signals acquired, two; field of view, 140
mm?; echo train length, eight) planes
and a short inversion time inversion-
recovery sequence in the coronal plane
(6650/15; inversion time, 100 msec;
section thickness, 3 mm; intersection
gap, 0 mm; sections, 28; matrix, 256 X
192; signals acquired, two; field of view,
140 mm?; echo train length, eight). MR
images were obtained at the baseline
and 30-month follow-up visits.

MR Interpretation

MR examinations were selected for
semiquantitative assessment in one or
more of three substudies of the MOST
study: (i) a cohort study of risk factors
for radiologic progression of OA con-
sisting of randomly selected knees with
either patellofemoral or TF OA, (ii) a
case-control study of risk factors for in-
cident radiographically depicted OA,
and (iii) a case-control study of risk fac-
tors for new onset of consistent fre-
quent knee pain (22). Altogether, 1096
knees were chosen for MR assessment.

Two musculoskeletal radiologists
(F.W.R. and A.G., with 6 and 8 years
experience, respectively, with stan-
dardized semiquantitative MR assess-
ment of knee OA), who were blinded to
radiographic OA grade and clinical
data, evaluated the MR images by using
the Whole-Organ Magnetic Resonance
Imaging Score (WORMS) (23). The
WORMS system is a validated research
tool for semiquantitative assessment of
knee OA. WORMS was first introduced
by Peterfy et al in 1999 (24) and was
published in 2004 (23). Reliable stan-
dardized scoring systems allow expert
semiquantitative readings of MR images
of the knees to be used as outcome mea-
sures for epidemiologic trials and have
furthered the understanding of the nat-

Table 1

Overview of WORMS System

Feature Scored Regions

Assessment

Cartilage
Bone marrow lesion

Subchondral cysts
16 sites

14 subregions
Entire knee

Osteophytes

Bone attrition
Effusion

Synovitis

Meniscal status
Ligaments
Periarticular features

14 subregions (10 TF and four patellofemoral) and intrachondral cartilage
15 subregions (10 TF, four patellofemoral, and one subspinous)

15 subregions (10 TF, four patellofemoral, and one subspinous)

Intercondylar and infrapatellar subregions

Anterior horn, body, and posterior horn of medial and lateral menisci
Anterior cruciate ligament; collateral ligaments

Popliteal cyst, anserine bursitis, semimebranosus bursa, meniscal cyst,

infrapatellar bursitis, prepatellar bursitis, and tibiofibular cyst

Loose bodies Entire knee

0-6, depending on depth and extent of cartilage loss

0-3, depending on percentage of subchondral bone
volume of summed bone marrow lesions

0-3, depending on percentage of subchondral bone
volume of summed cysts

0-7

0-3

0-3, depending on amount of capsular distention

0-3, modified WORMS of hyperintensity

0-4*

Intact or complete rupture; 0-2°

Present or absent

0-3

Source.—Reference 23.

*1 = minor radial or parrot-beak tear, 2 = nondisplaced tear or prior surgical repair, 3 = displaced tear or partial resection, 4 = complete maceration or destruction or complete resection.

70 = normal, 1 = thickened, 2 = torn.

774

radiology.rsnajnis.org = Radiology: \olume 252: Number 3—September 2009



>
i}
S
.=
s
aw

MUSCULOSKELETAL IMAGING: Knee Osteoarthritis: MR Risk Factors

Roemeretal

ural history of OA (9-11,15,25,26). An
overview of the WORMS system is pre-
sented in Table 1.

Baseline and follow-up MR images
were read in pairs, with the chronologi-
cal order known to the readers. The
following joint structures were assessed
in our study: cartilage morphology and
signal intensity, subchondral bone mar-
row lesions (poorly delineated hyperin-
tense areas directly adjacent to the sub-
chondral plate on MR images), meniscal
status, synovitis, effusion, and anterior
cruciate ligament status. Cartilage sig-
nal intensity and morphology were
scored according to the WORMS sys-
tem from O to 6 in five subregions each
in the medial and lateral TF compart-
ments, for a total of 10 TF subregions.
Bone marrow lesions were scored from
0 to 3 on the basis of the extent of
regional involvement. Meniscal status
was graded from O to 4 in the anterior
horn, the body segment, and the poste-
rior horn of the medial and lateral me-
nisci. In addition to the WORMS, me-
niscal extrusion of the medial and lat-
eral meniscal body was scored on the
coronal image according to the method
in previous publications (11,12). The
anterior cruciate ligament was scored
either as intact or torn. Although not
part of the WORMS system, signal in-
tensity alterations in the infrapatellar
and intercondylar regions of the Hoffa
fat pad were scored from O to 3 as a
surrogate for synovial thickening, in ac-
cordance with the literature (8,27,28).
Joint effusion was graded from O to 3 in
terms of the estimated maximum dis-
tention of the synovial cavity (23). Joint
effusion and synovitis were analyzed as
a combined feature and were defined as
any score equal to or greater than 1,
either for effusion or for infrapatellar
and intercondylar signal intensity alter-
ations in the Hoffa fat pad.

Inclusion Criteria and Definition of Fast
Cartilage Loss

Eligible knees included in our analysis (347
of 1096) were those that did not have a
cartilage morphology score of greater than
2.5 in any of the 10 TF subregions at base-
line imaging. These knees had no defects,
small focal superficial defects, or fissure-like

full-thickness defects that were less than 1
cm wide. We defined a knee as having fast
cartilage loss if its cartilage score was 5 or 6
in at least one subregion at the follow-up
visit (ie, if at least one subregion had multi-
ple areas of focal full-thickness lesions or a
single full-thickness lesion wider than 1 cm
but including less than 75% of the subre-
gion [grade 5| or if there was full-thickness
loss in at least 75% of the subregion [grade
6]). Cartilage loss was considered to be
slow if the maximum score was less than 5
in all subregions, but the cartilage score
worsened in at least one subregion at fol-
low-up.

Statistical Analysis

We examined the relation of each base-
line characteristic to the risk of fast or
slow cartilage loss by using the logistic
regression model. Slow and fast cartilage
loss were analyzed as separate outcome
variables. Risk factors analyzed were age,
sex, BMI, ethnicity, mechanical knee
alignment, and baseline MR features (eg,
bone marrow lesions, meniscal tears,
maceration and resection, meniscal ex-
trusion, synovitis or effusion, and ante-
rior cruciate ligament tears).

All MR features were divided into two
categories: present (score = 1) and absent
(score = 0). In addition, knees were dichot-
omized on the basis of MR features into a
reference group (knees with all MR feature
scores = 1) and a group with high-grade
MR abnormalities (knees with a score = 2
for any baseline MR feature). We used the
logistic regression model to assess the risk
of fast or slow cartilage loss for the group
with high-grade abnormalities after adjust-
ing for all demographic risk factors. All
characteristics were included in the multi-
variable regression model. We used the
generalized estimating equation model to
account for the correlation between two
knees from the same subject. All statistical
calculations were performed by using soft-
ware (SAS, version 9.1 for Windows; SAS
Institute, Cary, NC). We considered a two-
tailed P value of less than .05 to indicate a
significant difference.

A total of 347 knees in 336 subjects
(mean age, 61.1 years = 7.8 [standard

deviation]) were included. On average,
the subjects were overweight (mean BMI,
29.5 kg/m? = 4.7), and there were more
women (65.2%, 219 of 336) than men
(34.8%, 117 of 336). The majority
(85.6%, 297 of 347) of knees did not have
established TF OA (Kellgren-Lawrence
score of O or 1) at baseline. Over the
30-month observational period, 74.1%
(257 of 347) of knees did not show any
cartilage loss, 20.2% (70 of 347) exhib-
ited slow cartilage loss, and 5.8% (20 of
347) showed fast cartilage loss.

The interreader reliability (weighted k)
for the different features was 0.62 for
bone marrow lesions, 0.65 for synovitis
or joint effusion, 0.65 for meniscal ex-
trusion, 0.78 for cartilage morphology,
and 0.80 for meniscal status.

The association between demographic
characteristics and the risk of slow or fast
cartilage loss is presented in Table 2. The
crude ORs represent the association be-
tween a certain baseline characteristic
and the risk of cartilage loss. In addi-
tion, we constructed a multivariable re-
gression model to assess whether such
an association was confounded by other
characteristics. The results are listed in
Tables 2 and 3. High BMI at baseline
was significantly associated (P = .04)
with an increased risk of fast cartilage
loss. For a unit increase in BMI, the
odds of fast cartilage loss increased by
11% (OR, 1.11; 95% CI: 1.01, 1.23).
There was a trend for varus knees to
have a higher risk of fast cartilage loss
(OR, 1.99; 95% CI: 0.66, 6.00); how-
ever, the effect was not significant.
There were no significant associations
of age, sex, or ethnicity with the risk of
fast cartilage loss.

Table 4 shows the frequencies of the
different baseline MR features and the
single maximum baseline score per
knee, illustrating that only a minority of
knees exhibited high-grade features at
baseline.

Table 3 depicts the relation of each
MR feature to the risk of both slow and
fast cartilage loss. No anterior cruciate
ligament tears were observed in the
study sample. Meniscal tears and me-
niscal extrusion at baseline were both
associated with an increased risk of fast
(P = .03 and .01, respectively) and slow

Radiology: \/olume 252: Number 3—September 2009 = radiology.rsnajnis.org
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(P < .001 and P = .02, respectively) fast cartilage loss (OR, 3.36; 95% CI: fast (OR, 8.99; 95% CI: 3.23, 25.1) and
cartilage loss (Fig 1). There was a sug- 0.91, 12.40) (Fig 2). There was a strong slow (OR, 3.28; 95% CI: 1.78, 6.03)
gestion (P = .07) that synovitis and effu-  association between any high-grade MR  cartilage loss by using the multivariable
sion at baseline increased the risk of imaging abnormalities and the risk of regression-adjusted OR.

Table 2

Associations between Cartilage Loss and Baseline Demographic Characteristics

Slow Cartilage Loss (n = 70) Fast Cartilage Loss (n = 20)
No Cartilage Loss Multivariable P Multivariable 2

Characteristic Datum (7 = 257) Datum Crude OR* Regression—adjusted OR* Value Datum Crude OR* Regression—adjusted OR*  Value
Age (v) 61.1 = 7.8 61.1 = 7.47 1.00(0.97,1.04) 1.01(0.97,1.05) 61 634 +88" 1.04(0.98 1.10) 1.05(0.99,1.11) 12
BMI (kg/m?) 29.5 + 4.7° 29.3 + 4.47 1.04(0.98,1.10) 1.04 (0.98,1.10) 17 301 =54" 1.09(0.99,1.20) 1.11(1.01,1.23) .04
Sex

Men 92 (35.2) 2231.9F 1.0 1.0 ... 8(400F 1.0 1.0 ..

Women 165 (64.8)* 48 (68.1)F  1.29(0.73,2.29) 1.41(0.77, 2.59) 27  12(60.0F  0.85(0.33,2.15) 0.92(0.34, 2.51) 87
Ethnicity

White 224 (86.6)* 56 (79.7)f 1.0 1.0 ... 18(90.00f 1.0 1.0 e

Nonwhite 33 (13.4)* 14 (20.3)* 1.71(0.86, 3.40) 1.63(0.80, 3.33) 18 2 (10.0)* 0.75(0.17,3.37) 0.86 (0.19, 4.04) .85
Alignment

Neutral 105 (40.0)* 24(353)F 1.0 1.0 ... 6(30.0F 1.0 1.0 ..

Varus 98 (38.8)* 31 (44.1)F  1.38(0.76,2.52) 1.51(0.81,2.83) 19 10(50.00"  1.79(0.63,5.10) 1.99 (0.66, 6.00) 22

Valgus 52 (20.8)* 14 (20.6)* 1.18(0.56, 2.46) 1.10(0.52, 2.32) .81 4(20.0)* 1.35(0.36, 4.98) 1.32(0.35, 5.00) .67

Note.—OR = odds ratio.

* Data are ORs, with 95% confidence intervals (Cls) in parentheses. Characteristics with an OR of 1.0 were used as reference.
T Data are mean + standard deviation.

* Data are number of knees, with percentage in parentheses.

Table 3

Associations between Cartilage Loss and Baseline MR Imaging Features

Slow Cartilage Loss (n = 70) Fast Cartilage Loss (n = 20)
No Cartilage Multivariable Multivariable
Loss Datum Regression—adjusted P Regression—adjusted P
Feature* (n=257)"  Datum® Crude OR* OR* Value  Datum®  Crude OR* OR* Value
Bone marrow lesion
Absent 226 (87.9) 57(81.4) 1.0 1.0 17 (85.00 1.0 1.0
Present 31(12.1) 13(18.6) 1.74(0.85,3.55) 1.79(0.83, 3.87) 14 3(15.00 1.32(0.37,4.78) 1.00(0.24,4.10) .99
Synovitis or effusion
Absent 106 (41.2)  24(34.3) 1.0 1.0 3(15.00 1.0 1.0
Present 151(58.8)  46(65.7) 1.42(0.81,2.49) 1.37(0.75,2.50) 30 17(85.00 4.03(1.15,14.1) 3.36(0.91,12.4) .07
Meniscal tear
Absent 218(84.9) 44(629) 1.0 1.0 11(55.0) 1.0 1.0
Present 39(15.1)  26(37.1) 3.15(1.73,5.72) 3.25(1.70, 6.25) <001 9(45.00 4.53(1.76,11.7) 3.19(1.13,9.03) .03
Meniscal extrusion
Absent 196 (76.3) 39(55.7) 1.0 1.0 8(40.00 1.0 1.0
Present 61 (23.7) 31(44.3) 2.45(1.40,4.27) 2.02(1.12,3.63) .02 12(60.0) 4.77(1.86,12.2) 3.62(1.34,9.82) .01
All features together
Low grade 211(82.1)  42(60.0) 1.0 1.0 7(35.00 1.0 1.0
High grade 46 (17.9) 28 (40.0) 2.92(1.64,5.21) 3.28 (1.78, 6.03) <.001 13(65.0) 8.44(3.19,22.3) 8.99(3.23,25.1)¢ <.001

* Absent = score of 0, high grade = any score of 2 or higher, low grade = all scores of 1 or lower, present = score of 1 or higher.
T Data are number of knees, with percentage in parentheses.

*Data are ORs, with 95% Cls in parentheses. Characteristics with an OR of 1.0 were used as reference.

S Adjusted for age, sex, race, BMI, and alignment.
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Distribution of Maximum Scores for MR Features in 347 Knees Tn knees with early structural OA and

Bone Marrow Synovitis Meniscal Meniscal Maximum Score of Any those at risk of developing OA, we iden-
Score Lesion or Effusion Tear Extrusion Feature in Any Subregion tified meniscal damage or extrusion and
0 300 (86.5) 133383  273(87)  243(70.0)  79(2289) any high-grade MR abnormalities as
1 38 (11.0) 167 (48.1) 31(8.9) 98 (28.2) 181 (52.2) predictors of fast TF cartilage loss over
2 7(2.0) 44.(12.7) 38 (11.0) 6(1.7) 77 (22.2) a 30-month period. We identified base-
3 2(0.6) 3(0.9) 5(1.4) 0(0) 10 (2.9) line BMI as the only demographic risk

factor for fast cartilage loss. However,
we were not able to unequivocally dis-
tinguish knees that would have slow car-
tilage loss from those that would have
Figure 1 fast cartilage loss because some of the
baseline features predicted both slow
and fast cartilage loss.

Researchers in most available stud-
ies that investigate progression or inci-
dence of OA have applied joint space
width measurements from radiographs
as a surrogate outcome for cartilage loss
(29,30). However, as these measures
are indirect and reflect not only carti-
lage status but also pathologic changes
of other intrinsic joint structures, MR
imaging has become the method of

a. b. choice for cartilage assessment (2,6,11,31-
Figure 1:  Sagittal intermediate-weighted fat-suppressed MR images (4800/35) show fast cartilage loss in 34). Since there is no existing definition
ateral compartment between (a) baseline and (b) follow-up. (a) Maceration (arrowhead) of anterior horn of of fast cartilage loss as evaluated with a
ateral meniscus. (b) Diffuse cartilage loss in central and posterior parts of lateral femur and in central region semiquantitative scoring method, we
of lateral tibia (arrowheads). needed to create one to appropriately

analyze potential associated risk fac-

Figure 2
'.‘? ’

Figure2:  Sagittal intermediate-weighted fat-suppressed MR images (4800/35) show fast cartilage loss in medial compartment between (a,b) baseline and (c) follow-up.

(a) Effusion (black arrow) and marked synovitic infiltration of Hoffa fat pad in intercondylar (arrowheads) and infrapatellar (white arrow) regions. (b) Small superficial car-
tilage defect (arrow) in central region of medial femoral condyle. (c) Massive cartilage loss and denudation of bone (arrowheads) in central region of medial femoral con-
dyle. Note also diffuse cartilage damage in central part of tibial plateau.
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tors. The majority of knees will show
either no or subtle cartilage loss during
the observational period (34-36). An
optimal definition of fast cartilage loss
would show a large amount of cartilage
loss in a given period of time. A less
stringent definition of cartilage loss
would increase the number of subjects
included but would blur the distinction
between fast and slow loss. We used a
stringent definition, with knees pro-
gressing from no or only minor focal
defects to large full-thickness cartilage
damage. Alternative definitions are pos-
sible, and ongoing large epidemiologic
studies (eg, the Osteoarthritis Initia-
tive) will help to determine which defi-
nitions are the most appropriate for a
given research question.

Among the demographic character-
istics we studied, we found that only
baseline BMI was a predictor of fast car-
tilage loss. As obesity is one of the few
established risk factors for incident ra-
diographic OA, it is not surprising that
obesity may also precede and be a pre-
dictor for fast cartilage loss, especially
in knees without definite OA on radio-
graphs (30,37). The other demographic
features were not predictors of fast car-
tilage loss with our inclusion criteria.

Investigators in few studies have as-
sessed MR-defined predictors for longi-
tudinal cartilage loss, and those in most
of the studies (8,9,13,38) have investi-
gated knees with OA established on ra-
diographs. Raynauld et al (38) reported
correlations between subchondral bone
marrow lesion change and cartilage vol-
ume loss in the same compartment. Our
findings did not show such an associa-
tion, possibly because we noted only the
presence of bone marrow lesions at
baseline and did not differentiate be-
tween small and large bone marrow le-
sions. Also, we used a knee-based ap-
proach rather than a subregional ap-
proach that would take into account
associations between bone marrow le-
sions and directly adjacent cartilage sta-
tus. A strong association of bone mar-
row lesions and cartilage loss has been
shown longitudinally for subregional
semiquantitative approaches (9,10). An
increased risk of subsequent cartilage
loss for knees with established OA and

baseline complete anterior cruciate liga-
ment tears has been reported previ-
ously (13,18). However, as no baseline
anterior cruciate ligament tears were
observed in our sample, we could not
analyze any association between ante-
rior cruciate ligament status and subse-
quent cartilage loss in patients with little
or no OA on radiographs at baseline.

The strong association of baseline
medial meniscal damage and malposi-
tion with consequent cartilage loss in
the same compartment in subjects with
OA is well established (11,13). Subjects
without OA but with baseline meniscal
tears have shown an increased risk of
progression of cartilage lesions when
compared with a control group without
meniscal tears (18). Several large stud-
ies (39,40) have shown a highly in-
creased risk for radiographically visible
OA in patients with baseline partial me-
niscectomy or meniscal damage. Our
results confirmed the highly increased
risk of cartilage loss for subjects with
baseline meniscal damage and extru-
sion.

A study limitation that needs to be
acknowledged is the limited assessment
of meniscal extrusion on non-weight
bearing MR images. The images used to
evaluate the degree of extrusion were
acquired in a static position with the
subject supine. During flexion and ex-
tension, the menisci move along an an-
terior-posterior axis. Boxheimer et al
(41) demonstrated that extrusion of the
medial meniscus depends on knee posi-
tion, rotation, and load in a small cohort
of asymptomatic subjects. The number
patients exhibiting extrusion increased
markedly in the loaded weight-bearing
position. Whether meniscal extrusion
always represents a true pathologic con-
dition that may negatively affect the ar-
ticular cartilage surface is under debate,
as meniscal extrusion seems to also be
prevalent in asymptomatic knees with-
out OA (42-44). However, one may ex-
pect that, under weight-bearing condi-
tions, the amount of extrusion and its
prevalence in the study population
would be even higher than the measure-
ments we obtained in the non-weight
bearing supine position.

To assess the degree of synovial ac-

tivation of the joint, we used the surro-
gates of signal intensity alterations in
the Hoffa fat pad and joint effusion and
then applied the maximum score of both
MR features as an estimate of severity
(8,23,27). Hill et al (8) reported an as-
sociation of moderate and severe base-
line synovitis with an increased risk of
cartilage loss in the TF compartment at
follow-up. Our findings support this
finding and showed a trend toward an
increased risk of fast cartilage loss for
any degree of baseline synovial activa-
tion, although the association was not
statistically significant after adjusting
for other risk factors.

Although we initially analyzed each
MR risk factor just for presence, we
also performed an analysis of high-
grade baseline lesions and dichotomized
the knees into those with scores of only
0 or 1 in each category and those with a
score of 2 or higher for any baseline
feature. By using this approach, we
found that knees with prevalent high-
grade lesions were at a highly increased
risk for fast TF cartilage loss. Several
studies (8-10) have found a direct asso-
ciation between baseline lesion grade
and risk of subsequent cartilage loss.

We are not aware of any study that
has tried to define the time period dur-
ing which fast cartilage loss is to be ex-
pected and may be detectable at MR
imaging. We decided to analyze knees
that were imaged at baseline and at 30
months. Whether this is the ideal inter-
val remains to be shown. Recent articles
(34,35) from the Osteoarthritis Initia-
tive report only small changes during a
12-month interval by using morphomet-
ric measurements.

We were not able to analyze the full
array of possible baseline predictors of
fast cartilage loss as they were not avail-
able to us at the time of analysis. Ge-
netic predisposition is certainly one of
the most important factors to be consid-
ered (45,46). Serum biomarkers may
also play an important role in predicting
progression (47,48). Occupational and
nutritional risk factors (49-51) were
not included but are worth mentioning.

In addition, we analyzed each risk
factor separately. In a much larger
study, a highly increased risk for carti-
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lage loss might be proved for subjects
with several concomitant MR and de-
mographic risk factors. For the MR fea-
tures, we used a knee-based approach
and examined only the presence or ab-
sence of baseline features. A compart-
mental or subregional approach might
show stronger associations because sev-
eral baseline risk factors for local carti-
lage loss have been identified on MR im-
ages (9-11,14,52). However, for some of
the analyzed predictors (eg, anterior cru-
ciate ligament tears, effusion, synovitis,
and possibly meniscal damage), a subre-
gional association likely is incorrect
(8,13,53,54). We focused on the TF joint
only; an analysis of predictors of patel-
lofemoral cartilage loss might yield other
results (15-17).

In summary, we identified meniscal
damage, meniscal extrusion, and any
high-grade MR feature as baseline risk
factors for fast cartilage loss over a 30-
month period in a population with no or
early structural OA. Baseline synovitis
and effusion increased the risk of fast
cartilage loss, but not significantly.
Among demographic characteristics,
only higher baseline BMI predicted fast
cartilage loss. We did not succeed in
defining baseline predictors that can un-
equivocally differentiate slow from fast
cartilage loss. However, by including
knees with meniscal damage and extru-
sion or high-grade MR features at base-
line, a subpopulation at high risk of pro-
gressive cartilage loss was identified.
Our findings are a step in characterizing
subjects at risk for progressive cartilage
loss, which may be of relevance for eli-
gibility in clinical trials and epidemio-
logic studies.
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Covers $211 $224 | $324 | $444 $558 $672 Covers $211 $224 | $324 | $444 $558 $672
Tax Due

Minimum order is 50 copies. For orders larger than 500 copies,
please consult Cadmus Reprints at 800-407-9190.

Residents of Virginia, Maryland, Pennsylvania, and the District
of Columbia are required to add the appropriate sales tax to each

Reprint Cover
Cover prices are listed above. The cover will include the
publication title, article title, and author name in black

Shipping

Shipping costs are included in the reprint prices. Do mestic
orders are shipped via FedEx Ground service. Foreign orders
are shipped via a proof of delivery air service.

Multiple Shipments
Orders can be shipped to more than one location. Please be
aware that it will cost $32 for each additional location.

Delivery
Your order will be shipped within 2 weeks of the journal print
date. Allow extra time for delivery.

reprint order. For orders shipped to Canada, please add 7%
Canadian GST unless exemption is claimed.

Ordering

Reprint order forms and purchase order or prepayment is
required to process your order. Please reference journal name
and reprint number or manuscript number on any
correspondence. You may use the reverse side of this form as a
proforma invoice. Please return your order formand
prepayment to:

Cadmus Reprints
P.O. Box 751903
Charlotte, NC 28275-1903

Note: Do not send express packages to this location, PO Box.
FEIN #:541274108

Reprint Order Forms
and purchase order
or prepayments must
be received 72 hours
after receipt of form.

Please direct all inquiries to:

Rose A. Baynard

800-407-9190 (toll free number)
410-819-3966 (direct number)
410-820-9765 (FAX number)

baynardr@cadmus.com (e-mail)
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