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Long-Term Effects of Chondroitins 4 and 6 Sulfate on
Knee Osteoarthritis

The Study on Osteoarthritis Progression Prevention, a Two-Year, Randomized,
Double-Blind, Placebo-Controlled Trial

André Kahan,! Daniel Uebelhart,> Florent De Vathaire,? Pierre D. Delmas,’
and Jean-Yves Reginster”

Objective. To assess the long-term effects of
chondroitins 4 and 6 sulfate (CS) on the radiographic
progression of, and symptom changes associated with,
knee osteoarthritis (OA).

Methods. We performed an international, ran-
domized, double-blind, placebo-controlled trial in which
622 patients with knee OA were randomly assigned to
receive either 800 mg CS (n = 309 patients) or placebo
(n = 313 patients) once daily for 2 years. Radiographs
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of the target knee, using the Lyon schuss view, were
obtained at the time of enrollment and at 12, 18, and 24
months. The minimum joint space width (JSW) of the
medial compartment of the tibiofemoral joint was as-
sessed by digital image analysis. The primary outcome
was the loss in minimum JSW over 2 years.

Results. The intent-to-treat analysis demon-
strated a significant reduction (P < 0.0001) in minimum
JSW loss in the CS group (mean = SEM —0.07 =+
0.03 mm) as compared with the placebo group (—0.31 =
0.04 mm). The percentage of patients with radiographic
progression =0.25 mm was significantly reduced in the
CS group compared with the placebo group (28% versus
41% [P < 0.0005]; relative risk reduction 33% [95%
confidence interval 16—46%]). The number of patients
needed to treat was 8 (95% confidence interval 5-17).
Pain improved significantly faster in the CS group than
in the placebo group (P < 0.01). There were no differ-
ences in safety between groups.

Conclusion. The long-term combined structure-
modifying and symptom-modifying effects of CS suggest
that it could be a disease-modifying agent in patients
with knee OA.

Osteoarthritis (OA) is the most prevalent muscu-
loskeletal condition, an important cause of disability,
and a major public health problem (1,2). Current op-
tions for rapidly acting drug therapy usually include
analgesics or nonsteroidal antiinflammatory drugs
(NSAIDs) (3,4). Slow-acting drugs for the treatment of
OA have been classified as symptom-modifying and
disease-modifying; the latter classification applies to
drugs that can retard or stop joint structure degradation
and thus slow progression of the disease (5-7). The main
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evaluation criterion for disease-modifying drugs is the
prospective evaluation of radiographic changes by ana-
lysis of the minimum joint space width (JSW) (7).
Structure-modifying effects have been suggested in ran-
domized clinical trials with diacerein (8) for hip OA and
with glucosamine sulfate (9,10) and chondroitins 4 and 6
sulfate (CS) (11) for knee OA.

The Study on Osteoarthritis Progression Preven-
tion (STOPP) was conducted to establish whether CS
could both improve symptoms and delay joint structure
degradation over 2 years in patients with knee OA.

PATIENTS AND METHODS

Study design and selection of patients. The study
group comprised patients from France, Belgium, Switzerland,
Austria, and the US who were enrolled between February 2000
and July 2002 (see Appendix A for a list of participating
physicians and study centers). The main inclusion criteria were
outpatient status, age between 45 years and 80 years, and
primary knee OA of the medial tibiofemoral compartment
diagnosed according to the clinical and radiographic criteria of
the American College of Rheumatology (12). The symptom-
atic knee (with a pain score of at least 30 mm on a 0-100-mm
visual analog scale [VAS] for at least 3 months before enroll-
ment and minimum JSW of at least 1 mm) was defined as the
target knee. If both knees were symptomatic, the knee with the
narrowest JSW was selected. If both knees had the same JSW,
the more symptomatic knee was chosen.

The major exclusion criteria were grade 4 radiographic
OA according to the Kellgren/Lawrence grading system (7,13);
isolated lateral tibiofemoral OA; isolated patellofemoral OA;
a history of surgery in the target knee; traumatic lesions in the
target knee; a history or the active presence of other rheu-
matic diseases that could be responsible for secondary OA,
including calcium pyrophosphate deposition disease (6,7);
significant hip OA; a history of hip surgery; substantial ab-
normalities in hematologic, hepatic, renal, cardiac, lung, or
neurologic function; infectious disease; major surgery foreseen
during the 2-year study period; intraarticular injection in the
target knee in the 3 months preceding enrollment; treatment
with symptomatic slow-acting or disease-modifying OA drugs
in the 3 months preceding enrollment; or corticosteroid ad-
ministration in the month preceding enrollment. Physical
therapy was not allowed during the study period.

The study was approved by the ethics committee of the
Cochin University Hospital, Paris, France, and the ethics
committees of all other participating study centers. All patients
gave their written informed consent to participate.

Treatment assignment. Patients were randomly as-
signed to receive either an 800-mg sachet of CS (Genévrier
Laboratories, Sophia Antipolis, France, and IBSA, Pambio
Noranco, Switzerland) or an identical sachet of placebo daily,
taken every evening with a glass of water, for 2 years. CS and
placebo were packed in anonymous sachets of identical ap-
pearance, containing oral gel with the same aspect, odor, and
flavor; both CS and placebo sachets contained sodium benzo-
ate and potassium sorbate. CS contained highly purified chon-
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droitins 4 and 6 sulfate of bovine origin in a concentration
not less than 95% (European patents EP1582214 and
EP1705192); this product has been approved as a prescription
treatment for OA at a daily dose of 800 mg in many European
countries. The prescription drug has been certified for the
absence of viral or other infectious diseases risks.

For rescue analgesia, patients were allowed to take
acetaminophen in 500-mg tablets (maximum dosage 4 gm/day);
NSAIDs were allowed in cases of acute pain and were quan-
tified as grams of ibuprofen equivalent. Use of rescue medi-
cation was recorded by the patients in a diary, and appropriate
washout periods (24 hours for acetaminophen and 5 days for
NSAIDs; i.e., at least 5 half-lives of the selected medication)
were allowed before symptom assessment. Compliance with
the study treatment was established by asking the patients
about missed doses and by counting unused study drug sachets
and acetaminophen tablets. Arthrocentesis was permitted for
persistent significant hydrarthrosis, but the intraarticular in-
jection of corticosteroids was forbidden. No other cointer-
ventions for OA were allowed. All other medications used by
the patients, including hormone replacement therapy, were
recorded.

The randomization list was generated by computer in
blocks of 4, and patients received their randomization number
in chronological order. The principal investigator (AK) was
provided with individual envelopes, each containing patient
codes, thus concealing treatment assignment. At the end of
the study, after the data bank was completed, the randomiza-
tion list was provided to the statistician (FDV), who remained
blinded to treatment assignments.

Outcome measures. The primary outcome criterion for
joint structural changes, defined a priori by expert consensus,
was modification in the minimum JSW of the medial compart-
ment of the target tibiofemoral joint. The medial tibiofemoral
joint space, rather than the lateral space, is preferred in clinical
trials because this is the area that is subjected to the most OA
cartilage loss and for which outcome measures are better
validated (6).

Posteroanterior Lyon schuss radiographs of the target
knee were obtained at the time of enrollment and at 12, 18, and
24 months, using a standardized technique (14). Briefly, the
degree of flexion was set as a result of positioning the patient
with the tips of the great toes, knees, thighs, and pelvis
coplanar and in contact with the examination table; this
position yields a 20-30° flexion of the knee, depending on each
patient’s length of tibia and feet, which remains constant in
serial radiographs of a given subject, leading to high reproduc-
ibility of joint positioning. Because patellas were in contact
with the table, less change in the image size of the knee was
observed. The source-to-film distance was 110 cm. The central
x-ray beam was directed at the center of the joint, in the space
between the tibial spines and the femoral notch. Fluoroscopy
was used in all study centers in order to obtain good alignment
of the anterior and posterior margins of the medial tibial
plateau (14). In all radiography departments, the radiographs
were obtained by specifically trained radiology technicians.
All radiographs were digitized. All radiographs from all cen-
ters were blinded with regard to the patient’s name, treat-
ment assignment, and time sequence; the principal investigator
(AK) was provided with the radiography list at the time of
randomization.
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First, all radiographs were measured by a single expe-
rienced reader who was unaware of the treatment assignment
and time sequence of the radiographs. The statistical analysis
of this first radiographic assessment demonstrated the efficacy
of CS as compared with placebo (15).

In order to assess whether these findings were robust,
the radiographs were then blinded and randomized by Pr. H.
Landmann (Dresden, Germany), an assessor independent of
the investigators and the pharmaceutical company. All radio-
graphs were measured by a second independent experienced
reader who was unaware of the treatment assignment and time
sequence of the radiographs as well as the first measurement
results. This second series of radiographic measurements,
which are described in the present report, showed similar
results, with a linear correlation (r*) of 0.9886 between the 2
series of measurements.

The minimum JSW of the medial compartment of the
tibiofemoral joint was measured using validated digitized
image analysis software (Explora Nova Knee JSWa version
v1.70f; La Rochelle, France). The procedure for defining land-
marks was as follows: after calibration and contrast adjust-
ment, the observer moved 2 vertical lines in contact with the
convexity of the medial and lateral femoral condyle margins.
Two lines were automatically generated in every compartment
(the first at 10 mm from the condyle line, the second at 15 mm
from the preceding one). In the area delimited by these 2 lines,
the operator detected tibial and femoral bone edges. The
diameter of the smallest circle included in this area was
automatically measured in the internal compartment and
corresponds to the minimum JSW (16).

Prior to the other analyses, reproducibility of the meas-
urement of the minimum JSW was assessed. A first evaluation
was performed by twice measuring 100 radiographs from
STOPP. These radiographs were randomly determined and
blinded for measurement. The intraclass correlation coeffi-
cient between repeated measurements of the same film was
0.99, and the coefficient of variation was 1.2%. The mean =
SD difference between the 2 measurements was 0.01 =+
0.12 mm (range —0.33 to +0.39); the smallest detectable dif-
ference obtained was 0.25. Thus, patients with radiographic
progression were defined, before the study code was broken, as
those with a decrease in the minimum JSW of at least 0.25 mm.
A confirmatory evaluation of reproducibility was performed,
measuring another set of 30 randomly determined and blinded
radiographs. The mean = SD difference between the 2 mea-
surements was 0.01 = 0.15 mm (range —0.34 to +0.30).
Furthermore, the patients with clinically relevant radiographic
progression according to the results of previous studies were
defined by expert consensus, before the study code was broken,
as those with a decrease in the minimum JSW of at least
0.50 mm (17).

Clinical assessments of the patients were performed
1 month before enrollment, at the time of enrollment, 1 month
and 3 months after enrollment, and every 3 months thereafter
for up to 2 years. Symptoms of OA were assessed by the
patient’s estimate of pain during the previous 48 hours, using a
100-mm VAS and by the Western Ontario and McMaster
Universities OA Index (WOMAC) (18). The VAS version of
the WOMAC index was used, with the patient answering each
question using a 100-mm VAS. The WOMAC score was
analyzed using normalized 100-mm scales. The secondary
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Figure 1. Trial profile. CS = chondroitin sulfate.

outcome criteria, defined a priori by expert consensus, in-
cluded target knee pain (VAS), WOMAC score (total and
subscales), global efficacy (VAS) assessed independently by
the patient and the doctor, cumulative consumption of acet-
aminophen, and cumulative consumption of NSAIDs. The
withdrawal rates and their causes were compared between
groups. Tolerability was assessed on a 4-point ordinal scale
(very good, good, fair, and poor). Any adverse event and
abnormal results of routine laboratory tests were reported.

Statistical analysis. We calculated the sample size of
600 patients on the basis of the recommendations available at
the time of study planning, with the hypotheses that there
would be 0.16 mm of difference in joint space narrowing in 2
years between the 2 groups, with an SD of 0.6 mm, a power of
80%, an alpha risk of 5%, and a 30% dropout rate (5).
Intent-to-treat (ITT) analyses were performed for all random-
ized patients, using the last observation carried forward ap-
proach. Per-protocol completer analyses were performed on
patients who completed the 2-year observation period.

Characteristics at the time of inclusion were assessed
using the chi-square test or Fisher’s exact test for qualitative
variables, the chi-square linear trend test for semiquantitative
variables with few classes, and nonparametric tests for quan-
titative variables. In case of a difference between the 2 treat-
ment groups, an additional adjusted analysis was planned.
Analysis of variance for repeated measurements also had to be
performed on the values of the variables or on the ranks,
according to normality or the absence of normality.

The variation in the minimum JSW was planned to be
analyzed with Student’s ¢-test or a nonparametric test accord-
ing to the normality or absence of normality of the distribu-
tion; the effect of treatment and its 95% confidence interval
(95% CI) had to be estimated using the Hodges-Lehmann
estimator, in case of non-normality of the distribution.

The percentage of patients with radiographic progres-
sion was compared between groups, using the chi-square test.
Furthermore, the sensitivity of this analysis was assessed using
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Table 1. Demographic and baseline clinical characteristics of all patients*

All randomized patients

Patients assessed for 2 years

Placebo CS Placebo CS
Characteristic (n = 313) (n = 309) (n = 217) (n = 206)

Women, no. (%) 209 (67) 216 (70) 143 (66) 145 (70)
Age, years 61.8 £ 0.5 62.9 £0.5 61.6 £ 0.5 62.8 £ 0.6
Body mass index, kg/m?

Men 283+ 04 283 €04 285 %05 282 *0.5

Women 293 =04 28.6 = 0.4 292 +0.5 283 0.4
Duration of knee OA, years

Left knee 6.5=*04 6.1*+03 6.4 +04 6.0 04

Right knee 6.3 04 6.6 =04 6304 6.5*04
K/L grade, %

1 19.7 17.4 19.3 19.4

2 21.6 26.2 19.3 25.7

3 58.7 56.4 60.4 54.9
Minimum JSW, mm 3.81 = 0.07 3.73 = 0.08 3.73 £ 0.08 3.72 = 0.09
Pain score, 100-mm VAS 573 1.0 57209 573*+12 554 =*1.1
WOMAC score, mmi

Total 416 1.2 40512 41115 376 £ 1.4

Pain 405 1.2 40.0 = 1.2 40.0 = 1.4 37714

Function 39.0x1.2 392*+13 39315 356 15

Stiffness 435+ 15 423+ 1.5 439+ 1.8 394 1.8

* Except where indicated otherwise, values are the mean = SEM. The duration of knee osteoarthritis
(OA) was based on patient history. There were no statistically significant differences between groups.
CS = chondroitin sulfate; OA = osteoarthritis; JSW = joint space width.

T The Kellgren/Lawrence (K/L) system grades OA on joint radiographs as 0 = none, 1 = doubtful, 2 =
mild, 3 = moderate, and 4 = severe, based on the assumed sequential appearance of osteophytes, joint
space loss, subchondral sclerosis, and cyst formation.

£ The Western Ontario and McMaster Universities Osteoarthritis Index (WOMAC) score represents the

sum of the visual analog scale (VAS) scores for each item, using normalized 100-mm scales.

other threshold values for the decrease in the minimum JSW,
from 0.05 mm to 0.7 mm, per 0.05-mm step.

Secondary outcome measures for the evaluation of
symptom modification, including changes in the VAS pain
score, the total WOMAC score, and the WOMAC subscale
scores, were assessed using repeated-measures analyses of
variance.

The cumulative consumption of rescue medications
was compared between the 2 study groups using Wilcoxon’s
test. Adverse events and dropout rates were analyzed using the
chi-square or Fisher’s exact test (2-tailed), as appropriate. All
statistical tests were 2-sided. P values less than or equal to 0.05
were considered significant.

RESULTS

Trial profile. Of 1,052 patients screened, 622
were enrolled in the study (200 patients in France, 193 in
Belgium, 129 in Switzerland, 65 in the US, and 35 in
Austria) and randomly assigned to receive either CS
(309 patients) or placebo (313 patients) (Figure 1). The
cumulative time distribution of withdrawals was similar
in the CS and placebo groups (P = 0.4 by log rank test),
without significant differences in reasons for withdrawal.
The duration of participation in the trial was similar in
the CS group (mean = SEM 608 = 13 days, median 727

days) and the placebo group (mean = SEM 620 * 12
days, median 728 days; P = 0.7).

Patients in the 2 groups had similar demo-
graphic and baseline characteristics (Table 1). Compli-
ance with the study treatment was good; for example, the
percentages of patients who reported >90% drug intake
at 24 months were 91% and 90% in the CS and placebo
groups, respectively, with no significant difference be-
tween the 2 groups. The percentage of women who
received hormone replacement therapy was similar in
both groups at any time point (33% and 31% in the CS
group and 39% and 35% in the placebo group at
enrollment [P = 0.3] and 24 months [P = 0.45], respec-
tively).

Radiographic measures. Figure 2 shows the av-
erage decrease in minimum JSW during 2 years of study.
Because the distribution of minimum JSW values dif-
fered significantly from normality, comparisons for the
main criteria were done using nonparametric tests
and/or analyses of variance on the ranks of the values.
The analysis of variance done on the ITT population
showed both a significant effect of time (P < 0.0001 by
Fisher’s test) and a significant effect of the interaction
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Figure 2. Change in minimum joint space width over time. A, Intent-to-treat analysis. B, Per-protocol analysis. Values are the mean = SEM. CS =

chondroitin sulfate.

between time and treatment effect (P < 0.01 by Fisher’s
test), which indicated that the effect of treatment signif-
icantly increased with time. The ITT analysis demon-
strated a significant decrease in minimum JSW loss in
the CS group (mean = SEM —0.07 = 0.03 mm) as
compared with the placebo group (—0.31 = 0.04 mm)
between the time of study inclusion and month 24. The
Hodges-Lehmann estimator of the median effect of
treatment was 0.14 mm (95% CI 0.06-0.21 mm, P <
0.0001).

In the ITT analysis, the percentage of patients
with radiographic progression (minimum JSW decrease
of =0.25 mm) was significantly reduced in the CS
group compared with the placebo group (28% versus
41%; P < 0.0005) (relative risk reduction 33% [95% CI
16-46%]). The number of patients needed to treat was
8 (95% CI 5-17). A similar statistically significant im-
provement with CS therapy was observed regardless of
which threshold value between 0.05 mm and 0.7 mm was
tested (Table 2).

Among initial patient characteristics, only the
body mass index significantly interacted with treatment,
with the effect of the treatment being more important in
patients with a higher body mass index (P = 0.03).

At month 24, the percentage of patients with
treatment failure according to the Group for the Re-

spect of Ethics and Excellence in Science (GREES)
criteria (19) was significantly lower in the CS group than
in the placebo group (Table 3).

The per-protocol radiographic analysis con-
firmed a significant reduction in minimum JSW loss at 2
years in the CS group (mean = SEM —0.11 = 0.04 mm)
as compared with the placebo group (—0.39 = 0.04 mm).
The Hodges-Lehmann estimator of the treatment effect
was 0.20 mm (95% CI 0.11-0.30 mm, P < 0.0001). The
percentage of patients with radiographic progression for
the 0.25-mm threshold value was significantly reduced in
the CS group compared with the placebo group (35%
versus 48%; P = 0.007) (relative risk reduction 27%
[95% CI 8-42%]). The number of patients needed to
treat was 5 (95% CI 4-11). A similar statistically signif-
icant improvement with CS therapy was observed re-
gardless of which threshold value between 0.05 mm and
0.7 mm was tested. At month 24, the percentage of
patients who experienced treatment failure according to
the GREES criteria was significantly lower in the CS
group than in the placebo group, for minimum JSW
decrease thresholds between 0.4 mm and 0.6 mm and an
increase in the WOMAC pain score of 25%.

Symptoms. The ITT analysis (VAS and
WOMAC subscale) demonstrated significantly faster
improvement in pain in the target knee in the CS group
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Table 2. Progressor analysis (JSW 0-0.7 mm), by ITT analysis*

Day 1 to month 24

ISW

threshold CS Placebo P
0.05 mm 139 (45) 180 (58) 0.002
0.10 mm 124 (40) 163 (52) 0.003
0.15 mm 114 (37) 151 (48) 0.004
0.20 mm 97 (30) 135 (43) 0.007
0.25 mm 85 (28) 128 (41) 0.0005
0.30 mm 78 (25) 125 (40) <0.0001
0.35 mm 61 (20) 112 (36) <0.0001
0.40 mm 53(17) 104 (33) <0.0001
0.45 mm 44 (14) 96 (31) <0.0001
0.50 mm 41 (13) 81 (27) <0.0001
0.55 mm 33 (11) 73 (23) <0.0001
0.60 mm 31 (10) 72 (23) <0.0001
0.65 mm 28 (9) 66 (21) <0.0001
0.70 mm 26 (8) 57 (18) 0.0003

* Values are the number (%) of patients. JSW = joint space width;
ITT = intent-to-treat; CS = chondroitin sulfate.

than in the placebo group (P < 0.01 for the interaction
between time and treatment effect by analysis of vari-
ance on ranks) (Figure 3). Analysis at each period of the
trial showed that for the decrease in pain scores (VAS),
the differences between the 2 groups in favor of CS were
significant between months 1 and 9.

The percentage of responder patients at 6
months, defined by a reduction in the pain score (VAS)
of at least 40% or 60%, was significantly higher in the CS
group than in the placebo group (53% versus 45% [P =
0.04] and 41% versus 32% [P = 0.03], respectively). The
percentage of responder patients at 6 months, defined by
a reduction in the pain score (VAS) of at least 40 mm or
60 mm, was significantly higher in the CS group than in
the placebo group (28% versus 19% [P = 0.01] and 9%
versus 4% [P < 0.01], respectively). The percentage of
responder patients at 6 months, defined by a decrease in
the WOMAC pain score of at least 40%, was signifi-
cantly higher in the CS group than in the placebo group
(41% versus 34% [P = 0.05]). The differences between
groups in other symptom criteria (total WOMAC score,
stiffness and physical function WOMAC subscale
scores) did not reach statistical significance.

At 6 months, global efficacy (VAS) was better in
the CS group than in the placebo group, as assessed by
the patient (mean * SEM 42.2 + 1.8 mm, median 45,
range 0-100 versus 36.6 = 1.7 mm, median 32, range
0-100 [P < 0.02]) or the doctor (mean * SEM 39.6 =
1.6 mm, median 40, range 0-100 versus 34.8 = 1.7 mm,
median 29, range 0-100 [P < 0.04]).

The per-protocol analysis confirmed these re-
sults, with a significantly faster reduction in target knee
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pain in the CS group as compared with the placebo
group. For the decrease in pain (VAS), the differences
between the 2 groups in favor of CS were significant at
month 6. The global efficacy (VAS) assessed by the pa-
tient at 6 months was better in the CS group as com-
pared with the placebo group (mean = SEM 46.1 + 2.1
mm, median 50, range 0-100 versus 39.6 = 2.2 mm,
median 35, range 0-100 [P = 0.03]).

In the ITT analysis, cumulative consumption of
acetaminophen during 2 years was limited, and no
significant difference was shown between the CS group
(mean = SEM 165 = 18 gm, median 32, range 0-1,903)
and the placebo group (mean = SEM 169 *= 17 gm,
median 43, range 0-2,278 [P = 0.5 by nonparametric
Wilcoxon’s rank test). Consumption of NSAIDs was also
limited: although not statistically significant, a trend
toward a decrease in the cumulative consumption of
NSAIDs after 2 years was observed in the CS group
(mean = SEM 189 + 22 gm of ibuprofen equivalent,
median 20, range 0-2,971) as compared with the placebo
group (226 = 24 gm of ibuprofen equivalent, median 31,
range 0-2,251 [P = 0.3]). The per-protocol analyses
confirmed these results.

Safety. Tolerability was assessed as very good or
good by the majority of the patients in the CS and
placebo groups (94% and 93% of subjects, respectively,
at 24 months; P = 0.6). There were no significant
differences between the CS and placebo groups in the
frequency of adverse events during the clinical trial.
Most of the adverse events were transient and mild.
Gastrointestinal side effects were the most frequently
reported (6% in the CS group and 5.9% in the placebo
group). Adverse events were the cause of withdrawal in
16 patients (5%) in the CS group and 17 patients (5%)

Table 3. Treatment failure according to GREES criteria at month
24, by ITT analysis*

Threshold increase in WOMAC pain score

Threshold between day 1 and month 24
for 20% 25%
decrease
in JSW CS Placebo P CS Placebo P

03mm 127 (41.1) 160 (51.1) 0.01 119 (385) 157(50.2) 0.004
0.4 mm 108 (35.0) 144 (46.50) 0.005 100 (32.4) 139 (44.4) 0.002
05mm 98 (31.7) 131(41.9)  0.009 89 (28.8) 125(39.9) 0.004
0.6mm  88(285) 119(38.0) 0.01 79(25.6) 113 (36.1) 0.005

Values are the number (%) of patients. GREES = Group for the
Respect of Ethics and Excellence in Science; ITT = intent-to-treat;
WOMAC = Western Ontario and McMaster Universities Osteo-
arthritis Index; JSW = joint space width; CS = chondroitin sulfate.
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Figure 3. Change in pain over time. A and B, Pain as measured on a visual analog scale (VAS), by intent-to-treat
(ITT) analysis (A) and per-protocol analysis (B). C and D, Pain as measured by the Western Ontario and
McMaster Universities Osteoarthritis Index, by ITT analysis (C) and per-protocol analysis (D). Values are the

mean = SEM. CS = chondroitin sulfate.

in the placebo group (Figure 1). Routine laboratory tests
did not show any significant abnormalities in the 2 groups.

DISCUSSION

We have demonstrated in the STOPP study that
long-term administration of CS over 2 years can prevent
joint structure degradation in patients with knee OA.
The minimum JSW loss was significantly reduced in the
CS group as compared with the placebo group. When
individual joint space changes were analyzed, signifi-
cantly fewer patients in the CS group had radiographic
progression as compared with patients in the placebo

group. CS also reduced pain as compared with placebo,
confirming its symptom-modifying slow-acting effect for
the treatment of OA.

The validity of the study is supported particularly
by the consistent results of the ITT and per-protocol
analyses, the relatively low dropout rate, the high quality
of radiographic assessment, and the observed value for
the average annual loss in minimum JSW in the placebo
group, which is consistent with that observed in recent
placebo-controlled studies (1,9-11).

Evaluation of a drug as a potential structure-
modifying agent in OA requires an accurate and repro-
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ducible measurement of JSW. In the present study, we
used the Lyon schuss view. The main advantages of this
technique include reproducible knee flexion, avoiding
changes in patient positioning due to symptom modifi-
cations, good alignment of the medial tibial plateau with
the x-ray beam, a reproducible image size of the knee,
and better sensitivity to change (14,16,20). The good
quality of radiographs obtained in the present study is
shown by the intermargin distance of the medial tibial
plateau of =1.3 mm at both baseline and the end point,
which was obtained in 96% of patients.

Different validated methods were proposed for
measuring minimum JSW, such as visual methods (using
a caliper, ruler, or magnifying lens) and computed
readings of digitized radiographs, which were suggested
to decrease the number of observer-based errors (7,20—
22). We used a validated method of digital image
analysis to assess minimum JSW (16). Several long-term
studies have shown that the rate of radiographic pro-
gression should be in the range of 0.1 mm/year (9-
11,23). In the present study, the decrease in minimum
JSW observed in the placebo group was in this range.

The protective effects of CS on minimum JSW
loss observed in our study are consistent with the results
of a recent study assessing the effect of 800 mg of CS
(150 patients) or placebo (150 patients) administered for
2 years (11). Our study has important methodologic
advantages over the latter trial, which included a signif-
icant proportion of patients with lateral tibiofemoral
involvement or with a minimum JSW at inclusion of
<1 mm; despite these limitations, this latter study
showed a similar difference of 0.12 mm in minimum
JSW loss between the CS and placebo groups (11).

In the present study, significantly faster improve-
ment in pain was observed in the CS group as compared
with the placebo group during the first 9 months. In
contrast, no significant difference in pain between the 2
groups was observed during the second year. Several
hypotheses may account for these variations. Only symp-
tomatic patients were included, with a mean pain score
(VAS) of 57 mm in both groups; thus, during the first
9 months of the study, the symptomatic effect of CS
could be confirmed, as previously demonstrated in
shorter (3—6 months) studies (24,25). A significant de-
crease in pain was also observed in the placebo group
during the first year of the study, which may be partly
attributable to the natural history of OA: at 12 months,
the pain scores (VAS) in the CS and placebo groups
were similar and low (mean = SEM 31.5 = 1.7 mm and
32.3 = 1.6 mm, respectively). In these groups, in which a
significant proportion of patients had absent or mild
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symptoms at 1 year, a further symptomatic effect of CS
was unlikely to be observed. This symptomatic effect of
CS, confirmed in our study, is in contrast with the results
of a recent 24-week controlled study (the Glucosamine/
Chondroitin Arthritis Intervention Trial [GAIT]) in
which chondroitin sulfate and glucosamine HCI or their
combination did not significantly reduce pain as com-
pared with placebo in patients with knee OA (26).
Several characteristics of the GAIT study may account
for these discrepancies, including patient characteristics,
study design, and outcome criteria (27).

Previous short-term studies have demonstrated
that CS is fairly safe (24,25). No significant clinical or
laboratory differences between the CS and placebo
groups were observed in the present study.

Continuous therapy with CS at a dosage of 800
mg/day was used in the present study. Whether similar
effects might be obtained with intermittent CS treat-
ment, as suggested in a recent study (28), remains to be
confirmed.

Whereas cartilage-unrelated effects might play a
role in the relatively short delay in the action of CS on
symptoms noted in short-term clinical trials, the long-
term structural effects we demonstrated in this study
might be attributable to the reported effects of CS on
cartilage metabolism, including stimulation of anabolic
activities and depression of catabolic activities (29-31).

Exogenous CS is absorbed as a high molecular
mass polysaccharide together with derivatives resulting
from a partial depolymerization and/or desulfation (32).
After oral administration of CS, an increase in 4-sulfated
disaccharide and the appearance of 6-sulfated disaccha-
ride were observed in the plasma of healthy volunteers
(32). Intestinal absorption in humans appears to be
rapid, reaching a peak plasma level after 2-3 hours (13%
as a high molecular weight product and 20% as a lower
molecular weight component) (32).

The main limitation of this study is that we used
a CS preparation that has been approved as a prescrip-
tion drug; therefore, our results cannot be generalized to
other chondroitin sulfate products (or compound mix-
tures) such as those available in some countries as
dietary supplements.

A growing body of evidence suggests that the
surrogate radiographic end point used in our study, i.e.,
reduced loss of minimum JSW, might be predictive of
better OA outcomes, including the indication for joint
surgery (33-35). Further studies with longer followup
and different outcome criteria are warranted to assess
whether the beneficial structural changes associated with
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CS demonstrated in our study are predictive of improve-
ment in the long-term clinical progression of OA.

ACKNOWLEDGMENTS

We thank G. Mautone, E. Tajana Messi, A. Lanzarotti,
D. Vacher, and C. Robin for their contributions to the
coordination and organization of the study.

AUTHOR CONTRIBUTIONS

Dr. Kahan had full access to all of the data in the study and
takes responsibility for the integrity of the data and the accuracy of the
data analysis.

Study design. Kahan, Uebelhart, De Vathaire, Reginster.
Acquisition of data. Kahan, Uebelhart, Reginster.

Analysis and interpretation of data. Kahan, Uebelhart, De Vathaire,
Reginster.

Manuscript preparation. Kahan, Uebelhart, Delmas, Reginster.
Statistical analysis. De Vathaire.

Radiographic assessments. Delmas.

ROLE OF THE STUDY SPONSOR

IBSA and Genévrier Laboratories organized the data collec-
tion from each center and agreed to the study design defined by the
principal investigator (AK), to the decision by the Scientific Commit-
tee (AK, DU, JYR) regarding selection of the center for radiographic
measurements (PD), to the data analysis defined by the statistician
(FdV) and the Scientific Committee (AK, DU, JYR), to the writing of
the original manuscript by the principal investigator (AK) and of its
final version approved by the Scientific Committee and the statistician
(FdV), to submission of the manuscript for publication, and to the
content of the submitted manuscript. Publication of this study was not
contingent on the agreement of the study sponsor.

REFERENCES

1. Emrani PS, Katz JN, Kessler CL, Reichmann WM, Wright EA,
McAlindon TE, et al. Joint space narrowing and Kellgren-Law-
rence progression in knee osteoarthritis: an analytic literature
synthesis. Osteoarthritis Cartilage 2008;16:873-82.

2. Lawrence RC, Helmick CG, Arnett FC, Deyo RA, Felson DT,
Giannini EH, et al. Estimates of the prevalence of arthritis and
selected musculoskeletal disorders in the United States. Arthritis
Rheum 1998;41:778-99.

3. American College of Rheumatology Subcommittee on Osteo-
arthritis Guidelines. Recommendations for the medical manage-
ment of osteoarthritis of the hip and knee: 2000 update. Arthritis
Rheum 2000;43:1905-15.

4. Pendleton A, Arden N, Dougados M, Doherty M, Bannwarth B,
Bijlsma JW, et al. EULAR recommendations for the management
of knee osteoarthritis: report of a task force of the Standing
Committee for International Clinical Studies Including Therapeu-
tic Trials (ESCISIT). Ann Rheum Dis 2000;59:936-44.

5. Lequesne M, Brandt K, Bellamy N, Moskowitz R, Menkes CJ,
Pelletier JP, et al. Guidelines for testing slow acting drugs in
osteoarthritis [published erratum appears in J Rheumatol Suppl
1994;21:2395]. J Rheumatol Suppl 1994;41:65-71.

6. Group for the Respect of Ethics and Excellence in Science
(GREES): osteoarthritis section. Recommendations for the regis-
tration of drugs used in the treatment of osteoarthritis. Ann
Rheum Dis 1996;55:552-7.

7. Altman R, Brandt K, Hochberg M, Moskowitz R. Design and

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

KAHAN ET AL

conduct of clinical trials of patients with osteoarthritis: recommen-
dations from a task force of the Osteoarthritis Research Society.
Osteoarthritis Cartilage 1996;4:217-43.

. Dougados M, Nguyen M, Berdah L, Mazieres B, Vignon E,

Lequesne M, for the ECHODIAH Investigators Study Group.
Evaluation of the structure-modifying effects of diacerein in hip
osteoarthritiss. ECHODIAH, a 3-year, placebo-controlled trial.
Arthritis Rheum 2001;44:2539-47.

. Reginster JY, Deroisy R, Rovati LC, Lee RL, Lejeune E, Bruyere

O, et al. Long-term effects of glucosamine sulphate on osteo-
arthritis progression: a randomised, placebo-controlled clinical
trial. Lancet 2001;357:251-6.

Pavelka K, Gatterova J, Olejarova M, Machacek S, Giacovelli G,
Rovati LC. Glucosamine sulfate use and delay of progression of
knee osteoarthritis: a 3-year, randomized, placebo-controlled,
double-blind study. Arch Intern Med 2002;162:2113-23.

Michel BA, Stucki G, Frey D, De Vathaire F, Vignon E, Bruehl-
mann P, et al. Chondroitins 4 and 6 sulfate in osteoarthritis of the
knee: a randomized, controlled trial. Arthritis Rheum 2005;52:
779-86.

Altman R, Asch E, Bloch D, Bole G, Borenstein D, Brandt K,
et al. Development of criteria for the classification and reporting
of osteoarthritis: classification of osteoarthritis of the knee. Arth-
ritis Rheum 1986;29:1039-49.

Kellgren JH, Lawrence JS. Radiological assessment of osteo-
arthrosis. Ann Rheum Dis 1957;16:494-502.

Hellio le Graverand MP, Vignon EP, Brandt KD, Mazzuca SA,
Piperno M, Buck R, et al. Head-to-head comparison of the Lyon
schuss and fixed flexion radiographic techniques: long-term repro-
ducibility in normal knees and sensitivity to change in osteo-
arthritic knees. Ann Rheum Dis 2008;67:1562—-6.

Reginster JY, Kahan A, Vignon E. A two-year prospective,
randomized, double-blind, controlled study assessing the effect of
chondroitin 4&6 sulfate (CS) on the structural progression of knee
osteoarthritis: STOPP (STudy on Osteoarthritis Progression Pre-
vention) [abstract]. Arthritis Rheum 2006;54:4117.

Arlot M, Gensburger D, Roux JP, Delmas PD. Does the knowl-
edge of the time sequence of radiographs impact the reading of
radiographs in longitudinal studies in patients with knee osteoar-
thritis? Osteoporos Int 2008;19 Suppl 1:59.

Altman RD, Abadie E, Avouac B, Bouvenot G, Branco J, Bruyere
O, et al, for the Group for the Respect of Excellence and Ethics in
Science (GREES). Total joint replacement of hip or knee as an
outcome measure for structure modifying trials in osteoarthritis.
Osteoarthritis Cartilage 2005;13:13-9.

Bellamy N, Buchanan WW, Goldsmith CH, Campbell J, Stitt LW.
Validation study of WOMAC: a health status instrument for
measuring clinically important patient relevant outcomes to anti-
rheumatic drug therapy in patients with osteoarthritis of the hip or
knee. J Rheumatol 1988;15:1833-40.

Abadie E, Ethgen D, Avouac B, Bouvenot G, Branco J, Bruyere
O, et al, on behalf of the Group for the Respect of Excellence and
Ethics in Science (GREES). Recommendations for the use of new
methods to assess the efficacy of disease-modifying drugs in the
treatment of osteoarthritis. Osteoarthritis Cartilage 2004;12:
263-8.

Conrozier T, Mathieu P, Piperno M, Favret H, Colson F, Vignon
M, et al. Selection of knee radiographs for trials of structure-
modifying drugs in patients with knee osteoarthritis: a prospective,
longitudinal study of Lyon schuss knee radiographs with the
definition of adequate alignment of the medial tibial plateau.
Arthritis Rheum 2005;52:1411-7.

Piperno M, Hellio le Graverand MP, Conrozier T, Bochu M,
Mathieu P, Vignon E. Quantitative evaluation of joint space width
in femorotibial osteoarthritis: comparison of three radiographic
views. Osteoarthritis Cartilage 1998;6:252-9.

Mazzuca SA, Brandt KD, Katz BP. Is conventional radiography



THE STOPP TRIAL

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

suitable for evaluation of a disease-modifying drug in patients with
knee osteoarthritis? Osteoarthritis Cartilage 1997;5:217-26.
Dieppe PA, Cushnaghan J, Shepstone L. The Bristol ‘OAS00°
Study: progression of osteoarthritis (OA) over 3 years and the
relationship between clinical and radiographic changes at the knee
joint. Osteoarthritis Cartilage 1997;5:87-97.

McAlindon TE, LaValley MP, Gulin JP, Felson DT. Glucosamine
and chondroitin for treatment of osteoarthritis: a systematic
quality assessment and meta-analysis. JAMA 2000;283:1469-75.
Richy F, Bruyere O, Ethgen O, Cucherat M, Henrotin Y, Regin-
ster JY. Structural and symptomatic efficacy of glucosamine and
chondroitin in knee osteoarthritis. Arch Intern Med 2003;163:
1514-22.

Clegg DO, Reda DJ, Harris CL, Klein MA, O’Dell JR, Hooper
MM, et al. Glucosamine, chondroitin sulfate, and the two in
combination for painful knee osteoarthritis. N Engl J Med 2006;
354:795-808.

Pham T, van der Heijde D, Altman RD, Anderson JJ, Bellamy N,
Hochberg M, et al. OMERACT-OARSI initiative: Osteoarthritis
Research Society International set of responder criteria for osteo-
arthritis clinical trials revisited. Osteoarthritis Cartilage 2004;12:
389-99.

Uebelhart D, Malaise M, Marcolongo R, de Vathaire F, Piperno
M, Mailleux E, et al. Intermittent treatment of knee osteoarthritis
with oral chondroitin sulfate: a one-year, randomized, double-
blind, multicenter study versus placebo. Osteoarthritis Cartilage
2004;12:269-76.

Volpi N. Chondroitin sulphate for the treatment of osteoarthritis.
Curr Med Chem Anti-Inflam Anti-Allergy Agents 2005;4:221-34.
Uebelhart D, Thonar EJ, Zhang J, Williams JM. Protective effect
of exogenous chondroitin 4,6-sulfate in the acute degradation of
articular cartilage in the rabbit. Osteoarthritis Cartilage 1998;6
Suppl A:6-13.

Monfort J, Pelletier JP, Garcia-Giralt N, Martel-Pelletier J. Bio-
chemical basis of the effect of chondroitin sulfate on osteoarthritis
articular tissues. Ann Rheum Dis 2008;67:735-40.

Volpi N. Oral bioavailability of chondroitin sulfate (Condrosulf)
and its constituents in healthy male volunteers. Osteoarthritis
Cartilage 2002;10:768-77.

Maillefert JF, Gueguen A, Nguyen M, Berdah L, Lequesne M,
Mazieres B, et al. Relevant change in radiological progression in
patients with hip osteoarthritis. I. Determination using predictive
validity for total hip arthroplasty. Rheumatology (Oxford) 2002;
41:142-7.

Bruyere O, Compere S, Rovati LC, Giacovelli G, Deroisy R,
Reginster JY. Five-year follow-up of patients from a previous
3-year randomized, controlled trial of glucosamine sulfate in knee
osteoarthritis [abstract]. Arthritis Rheum 2003;48 Suppl 9:S80.
Bruyere O, Pavelka K, Rovati LC, Gatterova J, Giacovelli G,
Olejarova M, et al. Total joint replacement after glucosamine
sulphate treatment in knee osteoarthritis: results of a mean 8-year
observation of patients from two previous 3-year, randomised,
placebo-controlled trials. Osteoarthritis Cartilage 2008;16:254—60.

533

APPENDIX A: PHYSICIANS AND STUDY CENTERS

The participating physicians and study centers are as
follows: J.-C. Balblanc (Hopital de Belfort, Belfort, France);
J.-M. Le Parc, A. Cohen de Lara, L. Darbon (Hopital Am-
broise Paré, Boulogne, France); P. Kremer (Colmar, France);
P. Hilliquin (Centre Hospitalier Gilles de Corbeil, Corbeil-
Essonnes, France); X. Chevalier, P. Bordet (CHU Henri
Mondor, Créteil, France); L. Beraneck (Créteil, France); E.
Gibert (Centre Jeanne Hachette, Ivry sur Seine, France); P.
Breville (Issy les Moulineaux, France); J.-M. Lamoulere (La
Seyne sur Mer, France); A. Heraud (Hopital Robert Boulin,
Libourne, France); P. Crozes (H. I. A. Desgenettes, Lyon,
France); O. Bonidan (Centre Hospitalier de Mulhouse, Mul-
house, France); P. Dessauw (Centre Hospitalier Général de
Narbonne, Narbonne, France); T. Debas (Ormesson sur
Marne, France); L. Euller-Ziegler, J.-C. Lapraz, P. Flory
(CHU de Nice, Hopital de I’ Archet, Nice, France); L. Schifano
(Institut Marin St. Pierre, Palavas les Flots, France); A. Kahan,
X.-V. Pham (Hopital Cochin, Paris, France); C. Cadet, P.
Bouchacourt, E. Maheu, P. Chazerain, P. Khalifa, P. Maury
(Paris, France); E. Vignon, M. Piperno, P. Mathieu, F. Colson,
T. Conrozier (Centre Hospitalier Lyon Sud, Pierre Benite,
France); P. Ichai, G. Masson (Poitiers, France); C. Alexandre
(Hopital de Bellevue, Saint Etienne, France); E. Krause
(Strasbourg, France); J.-L. Kuntz (Hopital Haute-Pierre,
Strasbourg, France); J. Ouaniche, H. Melquiond (Toulon,
France); J. Hautin, P. Tauveron (Tours, France); J. Pourel, D.
Loeuille (CHU de Nancy Brabois, Vandoeuvre-les-Nancy,
France); J.-P. Devogelaer, D. Manicourt, T. Besse, A. Nzeus-
seu Toukap (Université Catholique de Louvain, Bruxelles,
Belgium); J.-Y. Reginster, A. Kvasz, A. N. Taquet, C. Lous-
berg, N. Sarlet, I. Pevee, J. Delvigne, B. Zeevaert (CHU
Centre Ville, Policliniques Universitaires L. Brull, Licge, Bel-
gium); D. Uebelhart, D. Frey, S. Blumhardt, B. Salzmann,
B. A. Michel (Universitatsspital Ziirich, Rheumaklinik und
Institut fiir Physikalische Medizin, Ziirich, Switzerland); R.
Theiler, M. Von Dechend, P. Hasler (Kantonsspital Aarau,
Rheumaklinik und Institut fiir Physikalische Medizin und
Rehabilitation, Aarau, Switzerland); T. P. Lehmann, A. Vogt
(Bern, Switzerland); P. M. Villiger, C. Bachmeier, R. Mattieu,
B. Dorig (Klinik fiir Rheumatologie und Klinische
Immunologie/Allergologie, Inselspital, Bern, Switzerland); B.
Leeb, I. Andel (Lower Austrian Centre for Rheumatology
Stockerau Hospital, Stockerau, Austria); R. Franz, U. Kurtz
(Krankenhaus der Barmherzigen Briider Graz-Eggenberg,
Medizinische Abteilung, Graz-Eggenberg, Austria); and J. A.
Block, R. Tharpe (Rush University Medical Center, Chicago,
IL).



