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Abstract
Objective
Glucosamine sulphate has been shown in a large double-blind, placebo-controlled clinical trial to prevent
structural damage and improve clinical symptoms of osteoarthritis (OA). We investigated whether early
response in a newly developed biochemical marker of collagen type |1 degradation (CTX-I1, CartiLaps ELISA)
could reflect the long-term preservation of hyaline cartilage.

Methods
Sudy subjects comprised 212 knee OA patients participating in a clinical trial of the effects of glucosamine
sulphate. Disease symptoms wer e assessed quarterly by WOMAC scoring and X-ray analysis was performed at
baseline and after 3 years. Urine samples were obtained at baseline and after 1, 2 and 3 years for measurement
in the CartiLaps assay. The measurements were corrected for creatinine.

Results
At baseline the patients had an average concentration of urinary CTX-11 of 222.4+159.5 ng/mmol creatinine.
This was significantly above the CTX-11 levels measured in urine samples from 415 healthy controls
(169.1+ 92.3 ng/mmol, p<0.0001). There was no significant difference in the CTX-II response in the placebo
group and the glucosamine treated group. However, those with high cartilage turnover presented a significant
decrease in CTX-II after 12-month glucosamine treatment. Thus, thee group with CTX Il concentrations above
normal average + 1SD decreased 15.5 % after 12-month therapy. The 12 months change in CTX-I1 in OA
patients with elevated CTX-I1 at baseline correlated with the change in average joint space width observed
after 36 months (R=0.43, p<0.05). Increased baseline levels of CTX-Il were associated with a worsening of the
WOMAC index (p<0.01).

Conclusion
The data indicate that measurement of urinary collagen type |1 C-telopeptide fragments enables the
identification of OA patients with high cartilage turnover who at the same time are most responsive to therapy
with structure modifying drugs.
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Introduction

A central element of osteoarthritis (OA)
is the non-reversible degradation of
cartilage, which starts prior to clinical
diagnosis of OA and persists until the
end stage of the disease where most
articular cartilage of affected joints is
lost. At this stage the mobility of the
joint is severely compromised, and
joint replacement surgery remains the
only treatment option.

The magjority of therapiesin OA act by
relieving disease symptom (i.e. non-ster-
oidal-anti-inflammatory drugs (NSAID)
and the newer COX-2 inhibitors). In
fact, arecent review of the literature in-
dicates that different classes of NSAIDs
may have effects on chondrocytes ran-
ging from del eterious to beneficial with
regard to glycosaminoglycan synthesis
(2). Very few, if any, therapies are avail-
able that have a convincing effect of
sdowing or halting the underlying carti-
lage degradation, which is the prime
culprit causing the progressive joint
destruction accompanying the disease.
Thus, there is an unmet therapeutic
need for compounds which can act on
the cells and enzyme systems mediat-
ing the cartilage degradation in OA.
Recently it was reported from a place-
bo-controlled clinical trial that glucos-
amine sulphate had beneficial effects
on both the symptoms and underlying
cartilage degradation process in OA
(2). Glucosamine sulphate is the sulph-
ate salt of the naturally occurring am-
inosaccharide glucosamine, whichisan
essential component of glucosamino-
glycans and proteoglycans in cartilage.
The pharmacological actions of glucos-
amine on cartilage and joint tissues have
not been fully elucidated. Derivatives
of the compound is suggested to act as
afreeradical scavenger and inhibitor of
nitric oxide synthesis (3), but glucosa-
mine or its metabolites may also have
long term effects as modulator of carti-
lage metabolism and stimulation of
anabolic activities concomitant with a
down regulation of matrix metallopro-
teinase activity in cartilage (4-6).

The potential beneficia actions of glu-
cosamine on joint tissue metabolism
have prompted us to investigate whe-
ther this compound is able to down reg-
ulate cartilage degradation in OA pa-
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tients. This process was monitored with
an immunoassay specific for fragments
derived from the C-telopeptide domain
of collagen type Il (CTX-II, CartiLaps
ELISA) (7). This assay has been dem-
onstrated to reflect situations with ele-
vated cartilage degradation such as OA
and RA, and it has been used in longi-
tudinal studiesfor monitoring the effect
of steroid treatment in RA (7,8). In a
cross sectional evaluation of biochemi-
cal markers of bone, cartilage and syn-
ovial tissue metabolism in patientswith
knee OA, increased levels of the CTX-
Il marker was shown to correlate with
radiological damage (9) and similar
data has also been obtained in a study
of recently diagnosed RApatients (10).
The assay has aso been shown to re-
flect a potential structure modifying ef-
fect of bisphosphonate treatment, sug-
gesting that the marker may be useful
to monitor therapies acting on cartilage
metabolism (11).

In the present study we set out to obtain
answers to the following questions:. (1)
Do CTX |l levels differentiate patients
with and without manifest OA ? (2)
Can we by the use of the biological
marker isolate high risk (i.e., high turn-
over) patients who presumably gain
more therapeutic benefits by the use of
structure modifying agents? (3) Can
early responses in the biological mark-
er find a potential role for reassuring
patients to continue long-term therapy
with the structure modifying drug with
the hope of preserving cartilage? These
guestions were addressed in a cohort of
212 knee OA patients treated with oral
glucosamine sulphate 1500 mg daily or
placebo for 3 years. Agroup of 415 men
and women without clinically manifest
OA was a'so examined to obtain refer-
ence values of the biomarker for com-
parative purposes.

Materials and methods

Sudy protocol and patients

The study design and patient inclusion
criteria as well as baseline demograph-
ic data have previously been published
(2). Briefly described, the study cohort
consisted of patients above 50 years of
age (mean 66 years) with OA of the
medial femoro-tibial compartment di-
agnosed according to the clinical and
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radiological criteria of the American
College of Rheumatology. The 212 pa-
tients (162 female) were recruited at
the Bone and Cartilage Metabolism
Research Unit of the University Hospi-
tal Centre in Liege, Belgium. The sev-
erity of their disease corresponded to
grade 2 or 3 on the Kellgreen and Law-
rence scoring scale, with an average
disease duration of 7.8 years. They
were divided in two groups equally
sized (n=106) treated with either 1500
mg glucosamine sulphate daily or pla-
cebo for three years. The glucosamine
sulphate used in the study was a de-
fined pure substance produced from
chitin according to GLP practice by
Rotta Research Group and approved by
the regulatory European authorities. In
the preparation given to the patients,
glucosamine, sulphate, chloride and
sodium ions are present in of stochio-
metric ratios 2:1:2:2. Urine samples
were obtained at baseline and after 12
months as second morning void sam-
ples without dietary restrictions.

The primary outcome measures in the
trial were disease symptoms as asses-
sed by the Western Ontario and Mc-
Masters University osteoarthritis index
(WOMAC, VA 3.0 version) performed
quarterly, and apparent structural dam-
age as the mean joint space width
assessed by X-ray analysis of the medi-
al compartment of the tibio-femoral
joint. The radiographs were digitized
and analyzed automatically using an
automated system (11). Additionally
the minimum joint space width was
determined visually on the radiograph
using a 0.1 mm graduated magnifying
lens. All radiographswere obtained at a
single radiological unit in Liege and
quantified in London by asingle reader
blinded to the treatment assignment of
the patient. The mean (SD) short- and
long-term coefficients of variation of
this measurement method were calcu-
lated to 1.82% (1.29) and 1.62% (1.31)
respectively for the medial compart-
ment (2).

The control cohort consisted of 133
men and 282 women above 50 years of
age (average age 61.4+7.6 years, range
50 — 79 years) without clinically mani-
fest arthritis or other muscul oskeletal-
skeletal disorders. None of these pa

tients had taken any medication with a
documented effect on bone or cartilage
metabolism. The local Ethics Commit-
tee in the county of Northern Jutland
approved the study. All participants
gave their written informed consent
prior to inclusion. Urine samples from
the control subjects were obtained as
second morning void and were mea
sured in the CTX-I| assay to provide a
reference range for comparison to the
knee OA patients of the glucosamine
study.

CTX-1I measurements

Urinary levels of collagen type Il C-
telopeptide fragments were measured
by the CartiLaps ELISA assay. The
assay uses a highly specific monoclon-
al antibody MADbF46 specific for a 6-
amino acid epitope (EKGPDP) derived
from the collagen type || C-telopeptide
(7). Briefly described, the assay was
developed as a competitive immunoas
say, where streptavidine-coated plates
(Micro Coat, Munich, Germany) are
incubated first with a biotinylated pep-
tide representing the EKGPDP colla-
gen type Il derived epitope, and then
with sample or calibrator in combina-
tion with the MAbF46 antibody diluted
in a phosphate buffered saline (PBS)
derived assay buffer. After an overnight
incubation at 4°C, a peroxidase-conju-
gated rabbit anti-mouse antibody is add-
ed (Jackson Laboratories, USA), and
the amount of bound antibody is visu-
alized by the use of a chromogenic per-
oxidase substrate. The concentration of
unknown samplesis determined by con-
structing a standard curve from mea-
surement of the calibrators with known
concentrations of EKGPDP peptide.
All samples were measured in dupli-
cate. All samples from one individual
were measured in the same ELISA plate
and two control samples were included
on each ELISA plate. The average
intra- and inter- assay CV was 7.1%
and 8.4%, respectively (7). Three gen-
uine control samples were included on
each microtitre plate and if measure-
ments deviated by more than +20%
from the predetermined values the
plate was re-measured.

The concentration of the CTX-Il ELI-
SA (ng/l) was standardized to the total
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urine creatinine (mmol/l): concentra-
tion/creatinine =ng/mmol. Creatinine
concentration was measured using a
Cobas MIRAanalyzed according to the
manufactures instructions (Roche Di-
agnostics, Basel, Switzerland).

Satistical methods

Measurement results obtained with the
CTX-Il biomarker were not normally
distributed and consequently the mean
values and standard deviations were
calculated by non-parametric statistics.
Differences between groups were as-
sessed by non-parametric Man-Whit-
ney tests and Kruskal-Wallis one-way
analysis of variance (ANOVA). Sub-
group analysis for assessment of high-
turnover patients was performed using
pre-defined cut-off value of 1 standard
deviation above the mean CTX-I| level
in the healthy reference cohort corre-
sponding to 261.3 ng/mmol, and a fur-
ther subgroup defined by significantly
elevated baseline CTX-Il above the
95% percentile of the control cohort
(350.4 ng/mmol). Subsequent statisti-
cal analysis was done for both cut-off
values comprising 61 (+1 SD cut-off)
and 28 (95% percentile cut-off) study
subjects. Similar results were obtained
for the two pre-defined high turnover
sub-populations. However, the smaller
population size in the 95% percentile
group compromised the statistical ana-
lysis and thus only results for the larger
high turnover sub-group with CTX-II
levels 1 SD or more above the controls
are reported. Spearman’s correlation
tests were used to assess the associa-
tion between the CTX-II marker and
parameters of disease symptoms and
radiological assessments of structural
damage. A p value <0.05 was consid-
ered significant for the differences and
correlations.

Results

Cartilage turnover at baseline and
identification of high and low turn-
over patients

The mean CTX-II level in the baseline
samples from the OAcohort with clini-
cally manifest OA was significantly
elevated compared to a matched con-
trol cohort (222.4+159.5 vs. 169.1+
92.3 ng/mmol, p<0.001). No signifi-
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Table |. CTX-II levels, total WOMAC score and X-ray parameters in the study cohort of
the glucosamine sulphate study grouped according to cartilage ‘turnover status assessed
with the CartiLaps EL I SAspecific for collagen type Il C-telopeptide fragments (CTX-I11).

‘High Turnover’ group

‘Low Turnover’ group

CTX-II (ng/mmal)

Number of patients

WOMAC (Total index)

Total joint space width (mm)
Minimum joint space width (mm)

Above 261.3 Below 261.3
61 (14 male) 151 (36 male)
1030 + 421 971.5 + 501
510+ 1.34 545+131
3.67+135 4.00+ 1.26

cant differences were found in age or
sex distribution between the control
and the OA cohorts. Although the OA
population had higher levels of CTX-II
compared to controls, a considerable
‘overlap’ was apparent between the two
groups.

In order to analyze disease parameters
in OApatients with an elevated CTX-1I
concentration, two groups of patients
with elevated cartilage turnover were
analyzed separately from the total pa
tient cohort. One group constituted
‘elevated turnover’ OA patients having
a pronounced elevation in baseline
CTX-II level above the normal average
+1 SD (261.3 ng/mmol). This group
was analyzed separately as a potential
‘high risk’ group of patients (Table I).
OA patients with a high turnover rate
defined as baseline CTX-II levels1 SD
above the normal average comprised
approximately one-third of the study
population (29 glucosamine, and 32
placebo treated patients). Data on dis-

ease symptoms and X-ray parameters
of structural damage from the entire
patient cohort has previously been pub-
lished (2).

Compared to the patients with CTX-I1
levels below normal average+1 SD, the
patients in the ‘high-turnover’ group
with baseline CTX-II levels 1SD above
the average of the control cohort were
characterized by higher WOMAC
scores (total score of 1030 vs. 971.5, p
>0.1) and a lower average joint space
width (5.1vs. 545 mm, p=0.09) and
lower minimum joint space width
(3.67vs 4.00, p<0.05) (Tablel). There
was no difference in sex distribution or
average age or BMI in the two sub-
cohorts of the OA patient population
grouped according to CTX-1I levels.
The ‘high-turnover’ patients treated
with glucosamine had an average gain
in joint space width (JSW) of 0.083
mm over 3 years, whereas the placebo
patients in this group had a decrease in
JSW of 0.44 mm (p=0.07) (Fig.1). In

the total cohort, the glucosamine treat-
ed patients had adecreasein joint space
width of 0.06 mm compared to 0.31
mm in the placebo treated group (2).
The glucosamine treatment resulted in a
significant improvement in disease symp-
toms compared to the placebo group, as
previously described (2). Among the
high-turnover group the global WO-
MAC score at 12 months showed a
21.5% decrease in the glucosamine
treated group compared to a 5.9% de-
crease in the placebo-treated patients.
At the end of the study (after 36
months) the high-turnover glucosamine
patients had a 24.5% decrease in the
global WOMAC score, which wasindi-
cative of clinical improvement, where-
as the placebo treated high-turnover
patients had a 4.5% increase, indicative
of an unchanged or mildly worsened
clinical status (Fig. 1).

Effect of glucosamine treatment

on CTX-II levels

When taking the entire study popula
tion into account, the 12-month value
for CTX |l was lower in the glucosa-
mine treated compared to the placebo
treated group, but differences did not
reach satistical significance (Fig. 2).
Thus, absolute levels CTX-II in the
glucosamine treated and placebo groups
were 235+ 8 and 276.5+ 14 ng/mmoal,
respectively (mean +SEM). Baseline
levels were comparable; 216.5+9 ng/
mmol and 219.5+9 for the treated and
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Fig. 1. Progression in radiol ogically assessed structura joint damage para-
meters over the 3-year study period in knee OA patients with baseline CTX-
Il levels 1 SD above the mean of the reference population (* high-turnover’
group) and of the total study cohort. The patients were divided into treat-

ment (m) and placebo () groups.

total study cohort.
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Fig. 2. Response over 12 months to glucosamine or placebo treatment. The
response is expressed as the average % change from baseline within the high
turnover group with baseline CTX-II levels above 261.3 ng/mmol and in the
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the placebo group, respectively. Thus,
in both groups a small increase from
baseline had occurred over the first 12
months of the study period. However,
when comparing patients with ‘high-
turnover’, who were hypothesized to
benefit the most from the therapy, we
found a statistically significant de-
crease from baseline of 16.2% in the
glucosamine treated group compared to
the 18.6% increase in the placebo
group during the first 12 month of the
treatment (Fig. 2). Absolute concentra-
tions the glucosamine treated high
turnover group decreased from 413+28
to 336+26 ng/mmol whereas in the
placebo group they increased from
375133 to 411+52 ng/mmol during the
12 months.

Correlation between the changein
CTX-Il and structural damage assess-
ed by X-ray

The change in CTX-Il concentration
observed over the first 12 months in
patients with elevated baseline CTX-II
concentrations 1SD above the average
of the control cohort was correlated
with the 3-year progression in structur-
al damage as assessed by mean joint
space width on X-ray analysis (R=
0.43, p<0.05) (Fig.3). In the placebo
group there was a weak correlation
between baseline CTX-I1 and the change
over 3yearsin the joint space width (R
=0.27, p=0.03).

Correlation between disease

symptoms and CTX-I|

The correlation between baseline CTX-
Il levels and the WOMAC scores was
assessed. When the entire study cohort
was included in this analysis, a rela
tively low correlation was seen be-
tween the baseline measurement of car-
tilage degradation and subsequent WO-
MAC scores. However, when high-
turnover patients were analyzed sepa-
rately, the placebo treated OA patients
showed a significant correlation to sub-
sequent WOMAC scores, peaking at 18
months (Fig. 4). This indicates that the
current level of cartilage degradation as
assessed by the CTX-Il assay may be
related to the subsequent devel opment
of disease symptoms.

Discussion

Glucosamine sulphate has in a large
placebo-controlled study been demon-
strated to provide significant relief of
disease symptoms and to prevent struc-
tural joint damage as assessed by X-ray
in knee OA patients (Fig.1) (2). A sec-
ond study comprising a comparable
cohort of patients have provided simi-
lar results (13) and thus there is mount-
ing clinical evidence for a structure
modifying effect of glucosamine in
OA. In this analysis we assessed whe-
ther the CTX-Il assay may provide a
useful diagnostic tool for the evalua
tion of those patients who benefit the

most from such treatment. Our results
suggest that OA patients with elevated
CTX-Il at baseline (high-turnover pa
tients) are more responsive to such
treatment, as suggested by the observa-
tion that in these patients glucosamine
sulphate evoked a significant decrease
in the rate of cartilage degradation dur-
ing the first 12 months of the treatment
period. Furthermore, the change in
CTX-Il was indicative of the degree of
structural damage, the final outcome of
the treatment.

Cartilage degradation was estimated by
measuring the urinary excretion of the
C-telopeptide fragments of collagen
type Il. The CTX-Il assay is highly
specific for collagen type I, which is
exclusively found in cartilage where it
is a mgjor structural component (14,
15). Specific proteolytic degradation of
collagen type Il is a key event in carti-
lage turnover both in vitro and in vivo
(15) and thus metabolites derived from
this protein hold a potentia as bio-
chemical markers of cartilage degrada-
tion (17,18). In two cross-sectional stu-
dies on knee and hip OA patients,
CTX-Il levels were significantly ele-
vated and CTX-Il levels correlated
with the clinical severity of OAand the
remaining cartilage surface area and
joint space width assessed by radio-
graphic analysis (9, 19). In studies of
early RA patients, CTX-Il levels were
shown to predict subsequent progres-
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Fig. 3. Correlation between the 3-year change in average joint space width
and the change in CTX-11 observed over the first 12 monthsin the group of
high turnover OA patients having baseline CTX-II levels 1 SD above the

mean of the reference population (261.3 ng/mmoal).

Fig. 4. Correlation between baseline CTX-11 levels and WOMAC scores at
different time points in the placebo-treated high turnover group with baseline
CTX-Il > 1 SD above the mean of the reference population (261.3 ng/mmol).
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sioninradiologically assessed joint da-
mage (10, 20). CTX-II levels can also
be indicative of therapeutic effects as
indicated by decreases in RA patients
treated with corticosteroids, an agent
with a well-documented structure-
modifying effect (8).

In the cohort of knee OA patients ex-
amined in this study, urinary CTX-II
levels at baseline were significantly
elevated compared to a large group
without clinically manifest arthritis or
other diseases affecting cartilage meta-
bolism. The considerable ‘overlap’ be-
tween the control cohort and the knee
OA patients of the glucosamine study
could be attributed to subclinical OA-
like metabolic changesin articular car-
tilagein the reference cohort. Given the
average age of these apparently healthy
individuals, it is difficult to exclude
that a substantial number of partici-
pants might have some form of OA
such as changes in the load-bearing
joints (hip, knee, vertebras). However,
such subtle changes can be very diffi-
cult to capture with currently available
conventional techniques. Bearing these
limitations in mind, we defined high
cartilage turnover as a urinary CTX-II
concentration 1 SD above the mean of
the asymptomatic reference cohort. At
this level cartilage turnover is likely to
be at a substantially high level. Indeed
stratification of the OA cohort using
this cut-off suggested the presence of
more severe disease in these patients as
assessed by radiographic and disease
scoring measures (Table 1), although
only the difference in joint space width
reached statistical significance. The
approach of identifying high-risk pa
tients by marker measurements is com-
parable to the stratification of subjects
according to BMD measurements,
where individuals with BMD 1 SD be-
low the hedlthy reference cohort are
categorized as ‘osteopenic’ and recog-
nized to have a higher risk for the sub-
sequent development of osteoporosis
and skeletal fractures (21).

Studies in osteoporosis indicate that
bone resorption markers are useful to
identify high-risk patients and that their
short-term responses to anti-resorptive
agents are indicative for the long-term
efficacy of the treatment assessed by
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bone mineral density measurements
(21, 22). Applying this concept, we
tested the hypothesis that OA patients
with high cartilage turnover are more
likely to benefit from structure modify-
ing therapy in terms of preservation of
cartilage. The results suggested that
these ‘high-risk’ patients responded
with more prominent decreases in
CTX-II levels during the initial 12
months of glucosamine treatment and
approached levels characterizing the
symptom-free cohort. This observation
implies that by measuring baseline lev-
els of cartilage degradation it is possi-
ble to isolate high-risk patients who
would benefit the most from therapy
with structure modifying agents.

The effect of the glucosamine treat-
ment on CTX-II levels such as that
observed in this study islikely to repre-
sent a direct effect on systemic carti-
lage turnover. Glucosamine or metabo-
lites of this compound have in a hum-
ber of in vitro and in vivo studies de-
monstrated a direct effect on cartilage
metabolism or metabolically active
chondrocytes. These effects include a
suppression of catabolic activity partly
mediated by an inhibition of Matrix
Metallo-Proteinases (MMP) and a
stimulation of anabolic activity appar-
ent as a stimulation of proteoglycan
synthesis (6, 23, 24). Glucosamine and
its metabolites are constituents in the
formation of chondroitin sulphate and
other essential oligosaccharide moi-
eties of the extra-cellular matrix of car-
tilage (23,24). The exact relevance of
these effects for the in vivo situation in
OA patients is not clear at present, but
in vitro studies strongly argue for a
metabolic effect of glucosamine or its
metabolites on chondrocytes.

The decrease in CTX-Il concentration
observed in the high turnover patient
group was less pronounced than the de-
crease in CTX-Il observed after pred-
nisolone therapy in RA, or bisphospho-
nate treatment (8, 10, 11). This may
suggest that the glucosamine treatment
has arelatively mild effect on cartilage
turnover, which is most pronounced in
patients with the more aggressive form
of OA reflected by elevated CTX-II
levels at baseline. This decreasein car-
tilage degradation apparent as a de-

41

creasein CTX-II levelswas aso reflec-
ted in the halted progression of struc-
tural damage of the affected knee joints
as assessed by X-ray anaysis (Figs. 1
and 3). Furthermore, the change ob-
served in the first 12 monthsin CTX-II
levels in OA patients with elevated
CTX-lI levels at baseline showed a cor-
relation with the progression of joint
space narrowing over the 3-year study
period. This suggests that CTX-II lev-
els may not only predict the progres-
sion in structural damage accompany-
ing the disease, but CTX-Il responses
to structure modifying agents may also
be indicative of their long-term effica
cy in preserving cartilage tissue in
affected joints.

CTX-ll levels at baseline were corre-
|ated with the subsequent emergence of
disease symptoms as assessed by the
total WOMAC score (Fig. 4). In high
turnover patients who had not received
treatment with glucosamine, the corre-
lation between baseline CTX-Il and the
clinical severity of OA (WOMAC) at
12 months was particularly noteworthy.
This result indicates that in untreated
OA patients with a high cartilage turn-
over, the elevated cartilage degradation
is first reflected by clinical symptoms
after a certain lag period of 1to 1 1/2
years. This may also indicate that al-
though the symptoms of the disease are
coupled to the underlying tissue des-
truction, this link is not direct. The ap-
parent beneficial effects of glucosa
mine on joint pain and other disease
symptoms may thus be mediated
through other mechanisms than merely
the deceleration of cartilage damage.

It must be pointed out that this study
has several limitations. First of al, the
observed effects of the glucosamine
treatment were small and only seenina
sub-group of the OA patients with ele-
vated CTX-Il levels at baseline. Al-
though the reference cohort included in
the study was free of clinical symptoms
of OA, it is likely that a considerable
number of the subjects in this age-
group had sub-clinical OA-like chan-
gesin their articular cartilage. Accord-
ingly, the cut-off value defined in the
present study is unlikely to represent a
generally applicable measure indica-
tive of a ‘hedlthy’ cartilage turnover.
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Determination of such a‘healthy’ mean
turnover level would have required a
thorough and systemic radiological
evaluation using highly advanced ima-
ging techniques. If patients with ‘sub-
clinical’ OA were included in our con-
trol cohort they would be expected to
have elevated CTX-II levels (7, 9, 10),
thereby increasing the average CTX-II
concentration and resulting in a higher
cut-off value. Finaly, the precision of
the traditional radiological method
used for assessing small changesin car-
tilage mass is poor, which somewhat
hampered the correlation analysis be-
tween levels of CTX-Il and structural
changes (12).

In conclusion, the observations of the
study suggest that urinary CTX-1l can
be used to isolate high-risk patients
who are often the ones who will benefit
most from treatment with structure mo-
difying agents. However, the ultimate
test of the clinical applicability of the
assay requires further investigations with
more potent cartilage specific drugs.
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