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Abstract

Objectives—Meniscal tears have been linked to knee osteoarthritis progression, presumably via

impaired load attenuation. How meniscal tears affect OA is unclear; subregional examination may
help to elucidate whether the impact is local. We examined the association between a tear within a
specific meniscal segment and subsequent 2-year cartilage loss in subregions that the torn segment
overlies.

Methods—~Participants with knee OA underwent bilateral knee MRI at baseline and two years.
Mean cartilage thickness within each subregion was quantified. We used logistic regression with
GEE to analyze the relationship between baseline meniscal tear in each segment and baseline-to-2-
year cartilage loss in each subregion, adjusting for age, gender, BMI, tear in the other two
segments, and extrusion.

Results—We studied 261 knees in 159 persons. Medial meniscal body tear was associated with
cartilage loss in external subregions and in central and anterior tibial subregions, and posterior
horn tear specifically with posterior tibial subregion loss; these relationships were independent of
tears in the other segments and persisted in tibial subregions after adjustment for extrusion. Lateral
meniscal body and posterior horn tear were also associated with cartilage loss in underlying
subregions but not after adjustment for extrusion. Cartilage loss in the internal subregions, not
covered by the menisci, was not associated with meniscal tear in any segment.

Conclusion—These results suggest that the detrimental effect of meniscal tears is not spatially
uniform across the tibial and femoral cartilage surfaces and that some of the effect is experienced
locally.

Corresponding author and address for reprint requests: Leena Sharma MD, Division of Rheumatology, Feinberg School of Medicine,
Northwestern University, 240 East Huron, M300, Chicago IL 60611, L-Sharma@northwestern.edu, 312-908-5597 or 312-503-8003.

Neither the corresponding author nor the co-authors have any competing interests with regard to the manuscript.
The corresponding author has the right to grant on behalf of all authors and does grant on behalf of all authors, an exclusive license (or
non exclusive for government employees) on a worldwide basis to the BMJ Publishing Group Ltd to permit this article (if accepted) to

be published in ARD and any other BMJPGL products and sublicenses such use and exploit all subsidiary rights, as set out in the
license (http://ARD.bmjjournals.com/ifora/licence.pdf).


http://www.jbc.org

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

1duasnuey Joyiny vd-HIN

Chang et al.

Page 2

INTRODUCTION

METHODS

Sample

The primary functions of the meniscus are load distribution and shock absorption (1-4). The
meniscus provides stability by improving surface congruency and may aid in proprioception
and lubrication (5-8). Meniscal damage or resection impairs these functions and subjects
articular cartilage to focal axial and aberrant shear stresses; there is evidence of focal stress
increase even after partial meniscectomy (9, 10). Detrimental effects of meniscal lesions on
cartilage may not be uniform across the joint surfaces, especially since some of the surface
is not covered by the semicircular menisci.

In theory, the tibiofemoral cartilage subregions that the meniscus overlies may be exposed to
greater load when that meniscal segment is damaged. It is not clear if meniscal lesions have
a local impact, i.e., specifically, whether a lesion within a meniscal segment (anterior horn,
body, or posterior horn) is associated with greater loss in the underlying cartilage subregion.
Meniscal extrusion, a condition in which partial or full meniscal displacement uncovers the
cartilage, represents another meniscal pathology that may coexist with meniscal tears in
knee osteoarthritis (OA) (11-13). It is important to examine if any specific meniscal tear
effect on subregional cartilage loss is explained by concomitant meniscal extrusion.

Previous studies have demonstrated a relationship between meniscal lesions and
development (14) and progression (15-18) of knee OA. Early reports describe some effort to
explore the meniscal lesion/cartilage loss relationship at a subregional level (19-22). A
meniscal lesion effect at the articular cartilage subregion(s) that the lesion overlies will add
support to a local, protective role of the meniscus in cartilage integrity and to continued
effort on strategies to preserve meniscal tissue in osteoarthritic knees.

The purpose of this study was to examine the role of meniscal tears at baseline in subsequent
cartilage loss in tibial and femoral subregions in persons with knee OA. We tested two
hypotheses: 1) A tear in each medial meniscal segment at baseline is associated with
articular cartilage thickness loss in the subsequent two years within the same medial
subregions as the torn segment. 2) A tear in each lateral meniscal segment at baseline is
associated with cartilage loss in the subsequent two years within the same lateral subregions
as the torn segment.

Study participants are from a knee OA natural history study, the MAK-2 Study (Mechanical
Factors in Arthritis of the Knee-Study 2) and were community-recruited through advertising,
neighborhood organizations, the Buehler Center on Aging, Health and Society registry at
Northwestern University, and medical center referrals.

Inclusion criteria were: definite tibiofemoral osteophytes [Kellgren/Lawrence (K/L) (23) >
2] in one or both knees; and > “a little difficulty” for > 2 items in the WOMAC physical
function scale (24). Exclusion criteria were: corticosteroid injection within three months;
avascular necrosis, rheumatoid or other inflammatory arthritis, periarticular fracture, Paget’s
disease, villonodular synovitis, joint infection, ochronosis, neuropathic arthropathy,
acromegaly, hemachromatosis, gout, pseudogout, osteopetrosis, meniscectomy; or exclusion
criteria for magnetic resonance imaging (MRI), e.g. pacemaker, artificial heart valve,
aneurysm clip or shunt, metallic stent, implanted device, or orbital metallic fragment.
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Approval was obtained from the Office for the Protection of Research Subjects of
Northwestern University and Evanston Northwestern Healthcare; all participants gave
written consent.

MRI Acquisition

All participants had bilateral knee MRIs at baseline and two years later using a commercial
knee coil and 1.5T or 3.0T (only 15 participants) whole-body scanners (GE Healthcare,
Waukesha, WI); previous work revealed no systematic offset and very high measurement
correlation between these field strengths (25). Each knee was scanned and re-scanned on the
same machine with the same protocol at the two time points.

Quantitative tibial and femoral cartilage thickness measurement was obtained from double-
oblique coronal T1-weighted 3-dimensional spoiled gradient-echo images with water
excitation. Meniscal parameter grading utilized coronal T1-weighted spin-echo and sagittal
fat-suppressed dual-echo turbo spin-echo sequences.

The 1.5T parameters were:

Sequence TR(MS)/TE (Ms)/FA(° FOV(cm Matrix size | Slice Thk/gap(mm Acquisition time(min
/ / ix si lice Thk/ isition ti i

Cor T1 SE | 574/11/90 | 12 | 256256 | 3.0/3.0 | 4:54
Sag dual )
g dual | 3800/19,65/90 | 14 256256 3.0/3.0 | 7:06

Axial+Cor

T13D 17.2/7.85/10 16 512512 15000 8:51

SPGR WE

The 3.0T parameters were:

equence ms ms cm atrix size ice gap(mm CqUISItIOH time(min
s TR(mS)/TE (ms)/FA() | FOV(em) | Matrixsize | Slice Thk/igap(mm) | Acquisition time(min)

Cor T1 SE | 800/11/90 | 12 | 288224 | 3.000.5 | 6:08
Sag dual .
g deal | 3000/16,65/90 | 14 | 204x224 | 3.0/1.0 | 5:42

Axial+Cor

T13D 18.2/5.7/15 16 512x512 1.5/0.0 9:00

SPGR WE

Assessment of Meniscal Tears and Extrusion

Each segment (anterior horn, body, posterior horn) of each meniscus was graded separately
for tears, using the WORMS system (26), (0 = intact, 1 = minor radial or parrot-beak tear, 2
= non-displaced tear, 3 = displaced tear or partial maceration, and 4 = complete maceration
and destruction), with tear defined as grade >2 to maximize test specificity. Figure 1 shows
the meniscal segments superimposed over tibial subregions of cartilage thickness
measurement. Extrusion of each meniscus was graded 0-2 (0 = none, 1 = less than half of
the meniscus, and 2 = more than half of the meniscus) using coronal images at the collateral
ligament level, with extrusion defined as grade > 0. One of three experienced
musculoskeletal radiologist readers (including AG) graded meniscal parameters. Their inter-
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reader reliability (weighted kappa) was 0.80 for tears and 0.65 for extrusion. The readers
were blinded to all other data.

Quantification of Subregional Cartilage Thickness Loss on MR Images

Segmentation involved manual tracing of the total subchondral bone area (tAB) and
cartilage surface area (AC) of the medial and lateral tibia and weightbearing femoral
condyles on paired (baseline and follow-up) images by ten operators with standardized
training and expertise in knee cartilage segmentation, using dedicated software
(Chondrometrics GmbH, Ainring, Germany) (27). Quality control of all segmentations was
performed by one expert (FE). The operators and quality evaluator were blinded to image
acquisition order and all other data. Cartilage thickness was computed over the tAB and in
five tibial (central, internal, external, anterior, posterior) and three weightbearing femoral
(central, internal, external) subregions (27). The central (elliptical) subregion occupied 20%
of the tAB around its center of gravity; test-retest precision error for cartilage thickness
measurement was 2.4% (RMS CV%) and 1.6% for the medial and lateral central tibial
subregions (27). Planes running through the tAB center at a 45° angle with the plane
connecting the center of gravity of the medial and lateral tibia were used to define tibial
anterior, posterior, internal, and external subregions. Precision error ranged from 1.5% in the
external medial tibial subregion to 4.7% in the posterior lateral tibial subregion (27). Each
weightbearing femoral condylar subregion occupied 33.3% of the tAB. Precision error was
3.3% and 2.4% in the central medial and lateral femoral subregions, and ranged from 2.6%
in the internal medial femoral subregion to 4.3% in the external lateral femoral subregion
(27). For each subregion, cartilage thickness loss was defined as > 5% decrease in cartilage
thickness over two years, a threshold exceeding the precision errors.

Knee Radiographs

Bilateral, anteroposterior, weightbearing knee radiographs were acquired in all participants
at baseline in the semi-flexed position with fluoroscopic confirmation of tibial plateau line
superimposition and tibial spine centering (28), and read for K/L grade (0 = normal; 1 =
possible osteophytes; 2 = definite osteophytes without joint space narrowing; 3 = definite
joint space narrowing, some sclerosis, possible attrition; and 4 = large osteophytes, marked
narrowing, severe sclerosis, definite attrition). Intra-observer reliability for the single x-ray
reader was high (Kappa coefficient 0.86).

Statistical Analysis

All analyses were knee based. We used logistic regression with generalized estimating
equations (GEE) to estimate odds ratios (ORs) and 95% confidence intervals (Cls) for the
association between baseline meniscal tear in the anterior horn, body, and posterior horn and
subsequent within-subregion cartilage thickness loss from baseline to two years. Cartilage
thickness loss in each subregion was defined as a decrease > 5% in thickness at the two year
measurement compared to baseline thickness in the subregion. Analyses were adjusted for
age, gender, body mass index (BMI), and meniscal tear in the other two meniscal segments.
Presence of a tear in a meniscal segment was coded as a 0/1 (no tear/tear) indicator variable
separately for each segment; all three indicators (one per segment) were included
concurrently in each of the logistic models. We first present results adjusting for age,
gender, BMI and tears in the other meniscal segments. Additional logistic regression models
were used to further adjust for meniscal extrusion to examine whether extrusion explained a
subregional tear association with cartilage loss. Since meniscal tear and extrusion contribute
to the joint space component of the K/L grade, we did not further adjust for K/L grade.
Results from logistic regression models are reported as ORs and associated 95% Cls.
Statistical significance is defined at the 5% level, which corresponds to a 95% CI that
excludes the value 1.0.
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RESULTS

Of 202 participants with knee OA in one or both knees who completed the baseline
evaluation, 20 did not return at two years due to the following reasons: deceased, bilateral
total knee replacement, moved away, or new MRI contraindications. Among the 302 knees
of 182 participants, 14 knees were excluded due to missing cartilage data at baseline or at
follow-up, 11 for having baseline cartilage thickness of 0 in a subregion, 16 for missing
meniscal data, leaving 261 knees from 159 persons as the analysis sample. The 159
participants included 75% women, had a mean age of 66.1 years (+ 11.1, SD) and a mean
BMI of 30.1 kg/m? (+ 5.9). Persons without longitudinal data did not differ in age (66.6 +
11.5) or gender (77% women) but had a higher BMI (31.9 £ 6.2). Among the 261 knees, K/
L grade was 0 in 39 (15%), 1 in 49 (19%), 2 in 100 (38%), 3 in 54 (21%), and 4 in 19 knees
(7%). Ninety-two knees (35%) had a medial meniscal tear, 91 (35%) medial meniscal
extrusion, 64 (25%) a lateral meniscal tear, 48 (18%) lateral meniscal extrusion, 60 (23%)
medial meniscal tear and extrusion, and 33 (13%) lateral meniscal tear and extrusion. Within
the medial meniscus, 13 knees (5%) had a tear in the anterior horn, 62 (24%) in the body,
and 77 (30%) in the posterior horn. Within the lateral meniscus, 50 (19%) had a tear in the
anterior horn, 50 (19%) in the body, and 37 (14%) in the posterior horn. As in Table 1,
medial meniscal tears were most common in the posterior horn and body concurrently and
lateral tears in all three segments concurrently.

Medial Meniscal Segment Tears and Medial Subregional Cartilage Thickness Loss

At the medial tibia, in the 261 knees, 86 (33%) lost cartilage in the central, 95 (36%) in the
external, 53 (20%) in the internal, 85 (33%) in the anterior, and 72 (28%) in the posterior
subregion. At the medial weightbearing femur, 94 knees (36%) lost cartilage in the central,
86 (33%) in the external, and 80 (31%) in the internal subregion.

The independent effects of a tear within each medial meniscal segment on subsequent
subregional cartilage thickness loss, adjusted for age, gender, BMI, and tears in the other
meniscal segments are shown in Tables 2A and 2B. There was no association between
baseline anterior horn tear and cartilage loss in any subregion. A body tear at baseline was
significantly associated with cartilage loss in the central, external, and anterior subregions of
the medial tibia and in the external subregion of the medial weightbearing femur. A
posterior horn tear at baseline was significantly associated with cartilage loss in the medial
tibial posterior subregion. Further adjustment for meniscal extrusion affected only the
external femoral result (Tables 2A and 2B).

Lateral Meniscal Segment Tears and Lateral Subregional Cartilage Thickness Loss

At the lateral tibia, in the 261 knees, 106 (41%) lost cartilage in the central, 69 (26%) in the
external, 105 (40%) in the internal, 86 (33%) in the anterior, and 85 (33%) in the posterior
subregion. At the medial weightbearing femur, 84 knees (32%) lost cartilage thickness in the
central, 87 (33%) in the external, and 72 (28%) in the internal subregion.

Tables 3A and 3B show the independent effects of a tear within each lateral meniscal
segment on subsequent subregional cartilage thickness loss after adjustment for age, gender,
BMI, and tears in the other meniscal segments. There was no association between baseline
anterior horn tear and cartilage loss in any subregion. A body tear at baseline was
significantly associated with cartilage loss in the central, external, anterior, and posterior
subregions of the lateral tibia. In addition, a posterior horn tear at baseline was significantly
associated with cartilage loss in the lateral tibial external subregion. After further adjustment
for meniscal extrusion, there was no evidence of an independent association between body
or posterior horn tear and cartilage loss in any subregion (Tables 3A and 3B). All analyses
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were repeated using another definition of meniscal tear, grade > 1, with minimal impact on
results.

DISCUSSION

The deleterious effect of a medial meniscal tear on cartilage thickness loss was not uniform
across the medial compartment. Meniscal body tear was associated with cartilage loss in
external tibial and femoral subregions and in adjacent central and anterior tibial subregions.
Meniscal posterior horn tear was associated specifically with cartilage loss in the posterior
tibial and no other subregion. These relationships were independent of age, gender, BMI,
and tears in the other two meniscal segments and persisted in the tibial subregions after
further adjustment for meniscal extrusion. In the lateral compartment, meniscal body tear
was associated with cartilage loss in the external and adjacent central, anterior, and posterior
tibial subregions and meniscal posterior horn tear with cartilage loss in the external tibial
subregion. These lateral compartment relationships were attenuated by further adjustment
for meniscal extrusion. Cartilage loss in the internal subregions, which are not covered by
the meniscus, was not associated with any meniscal segment tear. These findings
demonstrate the significance of meniscal damage for subsequent subregional cartilage
thickness loss and suggest that at least some of the meniscal tear effect is experienced
locally.

Our findings are in keeping with previous reports in which meniscal damage was associated
with knee OA progression at the larger joint surface (15-18) and some early subregional
findings. Lynch et al found that, in knees with or at higher risk of developing knee OA,
medial cartilage score worsening associated with medial meniscal tear appeared to be more
frequent in the central subregions (21). In the BOKS study, Niu et al used an M:N matched
case-control design including knees with 6 tibial subregions eligible for cartilage score
worsening and with worsening in one subregion at follow-up (20). In the 37 knees
examined, compared to tibial subregions without meniscal damage in identical locations, the
OR of cartilage worsening in sites with such damage was significantly increased.

In contrast, we examined quantitative cartilage thickness loss within tibial and femoral
subregions and were thereby not vulnerable to potential bias associated with grading menisci
and cartilage subregions together in the same session. Crema et al also measured cartilage
thickness, but studied women with or without knee OA (22). As their goals and analytic
methods differed from ours, it is difficult to derive answers to the questions we posed
directly from their report. In contrast to all of these previous studies, we adjusted not only
for extrusion, but addressed potential confounding from tears in the other two meniscal
segments, a key step in the examination of a local effect.

In our study, isolated meniscal tear occurred most frequently in the medial meniscal
posterior horn, in agreement with previous reports (29-31). The reduced mobility from soft
tissue attachments and greatest load transmitted through this region during knee flexion
makes this meniscal segment particularly vulnerable (30-32). The most common medial
pattern, however, was concurrent body and posterior horn tear. The most common lateral
meniscal tear pattern (involving all three segments) may relate to its greater mobility and
more even between-segment sharing of load (31,32).

The finding that baseline medial meniscal body tear had the strongest association with
subsequent cartilage loss in the external tibial subregion where the body segment overlies
supports some local impact of meniscal damage on cartilage health. Baseline posterior horn
tear had an isolated effect in the posterior tibial subregion. The small number of knees with
anterior horn tear may have limited our ability to detect relationships involving tears in this

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



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

1duasnuey Joyiny vd-HIN

Chang et al.

Page 7

segment. The relationship between body tear and anterior tibial cartilage loss may relate to
the proximity of anterior and external subregions (Figure 1).

The effects of baseline lateral meniscal body tear were less confined to the anatomical
mapping proposed in our hypotheses. During knee flexion, the lateral meniscus experiences
nearly twice the magnitude of antero-posterior translation as the medial meniscus (32). With
this movement, the lateral meniscal body segment may overlie the anterior, external, central,
and posterior tibial cartilage subregions and the posterior horn may overlie the posterior and
external tibial subregions. The associations between lateral meniscal tear and cartilage loss
were attenuated by adjustment for meniscal extrusion. In theory, extrusion of the more
mobile lateral meniscus could itself contribute to a more diffuse tear pattern, and less
matching between tear site and subregion of cartilage loss.

It is important to acknowledge that some knees without longitudinal data came from persons
whose BMI was greater than the persons we analyzed; it is uncertain how this may have
affected results. While the WORMS system is commonly applied to assess meniscal tears in
knee OA, it does not include tear type or location in relation to vascular supply. Further,
efforts to match meniscal segment to cartilage subregion are inherently imperfect: optimal
meniscal grading and cartilage segmentation require different sets of MR images; knees vary
in meniscal and articular cartilage shape; and the match may be altered by meniscal
movement and/or extrusion during activity.

In summary, the detrimental effect of meniscal tears is not spatially uniform across the tibial
and femoral cartilage surfaces, and at least some of it is experienced locally. These results
support a focal protective role of meniscal tissue on articular cartilage integrity in knee OA.
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Figure 1.

osterior horn

anterior horn

Lines demarcating the medial meniscal
segments (anterior horn, body, posterior
horn) are superimposed on the schematic
representing the medial tibial subregions
within which cartilage thickness was
measured.

eMT: external medial tibial subregion
aMT: anterior medial tibial subregion
pMT: posterior medial tibial subregion
cMT: central medial tibial subregion
iMT: internal medial tibial subregion

posterior horn

anterior horn

Lines demarcating the lateral meniscal
segments (anterior horn, body, posterior
horn) are superimposed on the schematic
representing the lateral tibial subregions
within which cartilage thickness was
measured.

eLT: external lateral tibial subregion
aLT: anterior lateral tibial subregion
pLT: posterior lateral tibial subregion
cLT: central lateral tibial subregion
iLT: internal lateral tibial subregion

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.

Page 10



Page 11

Chang et al.

(%s2) L61 (%) € (1) € (%p) 11 (%¢) 8 (%0) 0 (%) €1 (%0T1) 92 Tea) [easIUsW [eJajeT]
(%59) 69T (%T7) 62 (%v) 0T (%r0) T (%sT) O% (%0) 0 (%2) ¥ (%€) 8 Jes) [edsiuaL [eIPSIN
syuswbas Jouaysod

894U1 ay1 Jo Aue ul Jeal oN Ajuo ao18150d | Ajuo Apog | Ajuo somsiuy | Jaowsisod + Apog | Joridisod + Jousiuy | Apog + J01Isiuy + Apoq + JouBuy

NIH-PA Author Manuscript

"19SIUSW [RJ9)| PUE [RIPaLU B}
1O SjuaWBas JO suoILUIqUIOD 10 1UBWBas USAIB ay) Ul Jea) [2asIUaLL JO S9UBPIAS UIIM ‘S33UX T9Z JO [210] aU1 JO ‘Saauy Jo (04) Jaguunu ay) SMOYS 8]ge) ayL

(seaux 19z = u) (s)ruswibas [easiuawu J14193ds Ul Jea] [easiuall Ylim saauy| Jo (94) Jequinp

T alqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



Page 12

Chang et al.

>d
1000 D

100" > Qo
>d

10 q

S0 > Qm

e(T26'€2'T) 692

e(cosczT) €9

(92'1'52°0) LS50

(Lz'1'92°0) 160

(852 'L70) OT'T

(652 'LV 0) TT'T

(LT'2'97°0) 66°0

(€T'Z'v70) 260

(S0Z'67°0) T0T

(80'2'05°0) 20T

Jea) uloy JoLL1sod

(87°C '¥¥0) ¥0'T

(TT°2 '27°0) S6°0

e(tzo‘czT) oL

q(96'9 '6v'1) 22'E

(062 '0%°0) 20'T

(28'2'05°0) 6T'T

p(99°72 '66°2) ¥0'8

p(88'TT ‘¥'2) 6E'G

q(8L6 ‘Lv'T) 08'E

5(22'6'08°T) 8T

1e3) Apog

(Sz'TT '¥8°0) 80°E

(#2101 '€8°0) 66°'C

(062 '€2°0) 28°0

(00°€ ‘52°0) 98°0

(8€'¥ '¥2°0) €0'T

(S 's2°0) L0°T

(27 '6¥7°0) €ST

(1Y 'sv°0) 6ET

(ev'z'zz0)€L0

(Lrz'ez0)9L0

1eg) uloy Jousluy

g 195 81e1IBA0D
Jo} paisnipe

V 195 81e14eA0d
Joy paisnipe

g 195 81elIeA0d
Joy paisnipe

V/ 185 81B11BA0D
Joy paisnlpe

g 195 81elIeA0d
1oy paisnipe

V/ 185 81e14eA0D
Joy paisnipe

g 195 81e1IeA0D
Joj paisnipe

V 185 81e11BA0D
Joy paisnipe

g 195 91elIeA0d
Joy paisnipe

V/ 185 81e11BA0D
1o} paisnipe

uoiBaagns 101431504

uoiBaigns Jo1BIUY

uoifiaagns [eussiu|

uoiBaagns [eulsix3

uoiBaugns [ed3usd

(a1qerten
juspuadapul) Juasqe
"SA Juasaid ‘auljaseq

1€ SJes) [easiuaw [eIpal

(g 18S 81BLIBA0D) UOISNJIXS [RISIUSW JO) pUR SI0)9R} 3Say) Jo) palsnipe usyl pue (Vv 19s aleLieA0d) sjuswifias [easiuaw Jaylo ay) Ul sies) pue ‘|G ‘Japush ‘abe Joy paisnipe ‘suoifaigns
(gz a19e1) redowsay Burreaqybilem [eipaw pue (z 9|qeL) [e1qi [eIpall 8y} Ul SSO| ssauxaly) abe|iied Jeak-z-01-auljaseq 1o} (S|D) S[eAISIUl S0USPIIUOD 34GE PAITRID0SSE pPUR SOITR) SPPO Byl MOYS Sa|gel ay L

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

$507] SSauUXaIY_L abe[nae) aeah-z-01-suljsseq 40} (1D 96G6) soney sppo paisnlpy :suoifisigns [eiqiL [e1psiAl
V¢ alqel

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



Page 13

Chang et al.

T000" >d
p

100" > QU

10 >d
q

G0 > Qm

(#T'1'52°0) ¥5°0

(9T'1'92°0) ¥5°0

(182'29°0)92'T

(6972 '€9°0) 0£°T

(66'Z '28°0) 95°T

(v0'€ '28°0) 85T

Jea) uioy J0L181S0d

(872 ‘L£°0) 560

(29°Z2'97°0) OT'T

(€Sv'22°0) 18T

e(99°5°02'T) 192

(15°€ '12°0) 8G'T

(19'€ '68°0) 62T

Jea) Apog

(60°S ‘v1°0) 67T

(05'S 'SY°0) ST

(ST¥'s€0) 12T

(257 '6€0) ¥E'T

(69T ‘€T°0) L0

(ELT'¥T°0) 870

Jeal uloy JoLRiuy

g108
a1e14en00 10} parsnipe

VAES
arelienod 1oy paisnipe

198
arelsen0d 1oy paisnipe

VAES
a1e14eA00 10} paisnipe

g19s
arelsenod 1oy paisnipe

VAES
ayelienod 1oy paisnipe

uoiBaagns feulsiul

uoifaagns [eulsix3y

uoiBaigns [ed1us)

(ajqerrea

juapuadaput) Juasqe ‘sA Juasaid
‘auljaseq e sJea) [easiuswl eIPsIA

(g 195 91e1J1BA0D) UOISNIIXS [eISIUSLW JOJ pUe S10198) 8say o) paisnlpe uay) pue
(W 18S @1eLIRA0D) SJUBWIAaS [RISIUSW JBUI0 8] Ul Sies) pue ‘[IAg ‘Jepuab ‘abe uoj paisnlpe ‘suoibaigns (gz aqel) [edowa) Bulieaqybiom Jeipsw pue (Ve
alge.L) [eIgn [e1paw ay) Ul SSO| SSauxaIy) abejiuied Jeak-z-01-auljaseq 10} (S|D) S|eAlalul 8dUSPIJUOI 94GE PAIRID0SSE pUR SOINR) SPPO Byl MOYS Sa|del ay L

$S07] SsauXoIYL abeinae) aea A-g-01-auljaseg 10} (1D 94G6) soney sppo paisnipy :suoifaiqng fedows Burieaqiybiapn [e1psin

NIH-PA Author Manuscript

a¢ 9lqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



Page 14

Chang et al.

>d
SVQ

S0 > am

(69T 'v€°0) 920

(LT'Z'8T°0) €9°0

(82T '€€°0) 59°0

(T2'2'02°0) 99°0

(S6'T '15°0) 660

(92'8'¢6°0) LL2

(2eZ'87'0) SO'T

e(8E2T'9C'T) ¥6°€

(T€2'€50) TT'T

(2€'8'08°0) 85

Jea) uloy Jo1is1sod

(52'T°82°0) 0L°0

q(sovz 'vL'T) L1r'9

(627 '88°0) ¥6'T

e(GE°0T '20T) Y2

(052 '09°0) €2°T

(€69 '¥5°0) €6'T

(91°2'€€°0) ¥8°0

o(G8'ST 'TO'T) 66°€

(86'T ‘6€°0) 88°0

e(00°€T 2TT) 18

1ea) Apog

(089 '95°0) S6'T

(0z'z'12°0) 2270

(629 ‘2°0) €9°T

(87'2 's€°0) €6°0

(92°6'1%°0) 89T

(L0°€ ‘2€°0) 66°0

(£972'80°0) L0

(60°€ ‘22°0) 160

(¥6°€ ‘'22°0) ¥6°0

(z0€ '8€0) 20T

18] UI0Y JoLIBIUY

g 195 d1elIeA0d
Joj paisnipe

V/ 185 81elIBA0D
1oy paisnipe

g 195 91elIBA0D
Joy paisnipe

V 185 81e14eA0d
Joy paisnipe

g 195 91elIeA0d
Joy paisnipe

V 185 81e14eA0d
Joy paisnipe

g 195 81e1IBA0D
Joy paisnipe

V/ 185 81elIBA0D
Joj paisnlpe

g 195 81elIeA0d
1o} paisnipe

V/ 18S 81elIBA0D
1o} paisnlpe

Juapuadaput) Juasqe

uoiBaagns 101431504

uoiBaigns 4018y

uoiBaagns feulsiu|

uoifaagns [eulsix3y

uoifaagns [esus)

'sA Juasaad ‘auljaseq
1 SJ4ed) [edsiusW [edale]

(a1qeraen

(g 18S 81BLIBA0D) UOISNJIXS [RISIUSW JO) pUR SI0)9R} 3Say) Jo) palsnipe usyl pue (Vv 19s aleLieA0d) sjuswifias [easiuaw Jaylo ay) Ul sies) pue ‘|G ‘Japush ‘abe Joy paisnipe ‘suoifaigns
(gg a1qe) [eJowsay Burreaqiybilam [essre| pue (WE o1qel) [elqn [esle] 8yl Ul SSOf SSauxdIyl abe|iied seak-z-01-auljaseq o) (S]D) S[eAISIUI SUSPIJUOD 04GE PATRIDOSSE pue SOITes SPPO aU) MOYS S3|qel YL

NIH-PA Author Manuscript

$S07] SSaUXDIY_L abe[inaeD aes A-z-01-auljaseq 40} (1D %S6) olrey sppO paisnipy :suoibaagns [eiqil [essye]

Ve a|qeL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



Page 15

Chang et al.

>d
SvQ

S0 > Qm

(#5°2'€50) 9T'T

(00T '€6°0) OT'E

(50T ‘T2°0) L0

(89'2'99°0) ¥2'C

(1£2'150) 80°T

(ET°'2'15°0) 06'T

Jea) uloy 10o191sod

(68'Z'05°0) 0Z'T

(T7°€ '92°0) €6°0

(82°T'8T°0) 870

(¥T'6'99°0) 97'C

(ET'T'vT0) O¥'0

(0£6 'S5°0) 922

Jea) Apog

(95°2'€T°0) 250

(0L°€ ‘'9%°0) 0S'T

(82°6'SZ°0) ¥TT

(8L€'2r0) 92T

(LT9°150) 2L'T

(€L'2'€€°0) 560

Jea] uloy JoLRiuy

g19s
arelienod Joy paisnipe

VAES
a1e1den0d 1oy paisnipe

g19s
a1e14eA00 10} paisnipe

V188
a1elien0d 1oy paisnipe

g10s
a1e14eA00 10} paisnipe

VAES
a1e1ien0d 1oy paisnipe

uoiBaagns feulsiu|

uoifaagns [eulsix3y

uoiBaagns [esus)

(ajqerren

1uapuadaput) Juasqe ‘s Juasaad
‘auljaseq e sJea) |easiuswl elare]

(g 195 91e1J1BA0D) UOISNIIXS [eISIUSLW JOJ pUe S10198) 8say o) paisnlpe uay) pue
(W 185 21BLIBAOD) SJusWwfas [easiuaLl Jay1o ay Ul siea) pue ‘[Ag ‘depusb ‘abe Jo) paisnlpe ‘suoibaigns (g ajgel) felowsy) Burreaqybiom [elsre] pue (Ve
a|gel) [elqn [elsle] 8yl Ul SSO| SSauXdIL] abe|iied Jeak-z-01-auljaseq J0J (S]D) S[eAlslUl 3OUSPIILOI 0456 PAIRIJ0SSE pue SOljel SPPO 8yl MOYS Sa|gel ayL

S0 SSaUX2IYL abejnae) Jea A-z-01-auljaseq 40} (1D 94G6) oley sppO paisnlpy :suoibaigng [edowa Bulreaqiybispa [edare ]

NIH-PA Author Manuscript

g€ 9lqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Ann Rheum Dis. Author manuscript; available in PMC 2012 March 7.



