
Conclusion This independent-confirmatory study demonstrated
that glucosamine sulfate can be postulated as the first osteoar-
thritis structure modifying agent. Glucosamine sulfate also
improved the disease symptoms in the long-term treatment of
the disease, with a safety profile similar to placebo. The action
of glucosamine sulfate on both the structure and the symptoms
evolution of the disease postulate it as the first osteoarthritis
modifying agent.
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Background SUCCESS-1, the largest double-blind, randomised
study in rheumatology, compared 2 therapeutic doses of cele-
coxib to conventional doses of NSAIDs in a trial designed to
closely parallel clinical practice in various worldwide settings.
Objectives To compare the efficacy, safety, and tolerability of cel-
ecoxib 200 or 400 mg/d and NSAIDs in OA of the knee, hip,
and hand.
Methods SUCCESS-1 enrolled 13,274 patients with OA from
1142 centres in 39 countries. Patients were randomised to: cele-
coxib 200 mg/d, celecoxib 400 mg/d, or NSAID (naproxen 100
mg/d in US/Canada, diclofenac 100 mg/d in other 37 countries).
Efficacy assessments, stratified by country/subregion, included
patient and physician global assessments, pain scale, night pain,
and WOMAC. An independent Gastrointestinal Events Commit-
tee (GEC) categorised potential clinically significant upper GI
(UGI) events in a blinded fashion as ulcer complications (perfo-
rations, gastric outlet obstruction, bleeding) or symptomatic
ulcerations.
Results Of 13,194 patients treated, 4393 and 4407 received 200
or 400 mg/d of celecoxib, respectively, 905 received naproxen
1000 mg/d, and 3489 received diclofenac 100 mg/d. Most
patients were female (67%); mean age was 62 years. Baseline
aspirin use and UGI bleeding history were comparable. Efficacy
results between the 2 celecoxib doses and naproxen or diclofe-
nac were comparable for most countries/subregions. UGI events
(dyspepsia, abdominal pain, and nausea) were significantly
reduced in celecoxib- compared to naproxen- or diclofenac-
treated patients. Of 144 possible serious UGI GEC-referred
events, 9 met strict ulcer complication definition and 36 patients
had confirmed ulcer complications and/or symptomatic ulcers.

Abstract OP0053 Table 1

Celecoxib (n =

8800)

NSAIDs (n =

4394)

OR, 95% CI

UGI Tol, n (%)

Dyspepsia 422 (4.8)* 259 (5.9) 1.2 (1.1–

1.5)

Abdominal pain 423 (4.8)* 274 (6.2) 1.3 (1.1–

1.5)

Nausea 207 (2.4)* 151 (3.4) 1.5 (1.2–

1.8)

Serious GI events, n (inc/100 pt

yrs)

Possible events? 83 (4.8) 61 (7.1) 1.5 (1.1–

2.1)

Ulcer complics? 2 (0.1)* 7 (0.8) 7.0 (1.5–

33.8)

Symptomatic ulcer/complics? 18 (1.0)* 18 (2.1) 2.0 (1.0–

3.8)

?investigator-determined; ?confirmed; *p < 0.05.

Conclusion Compared to conventional NSAIDs, celecoxib
reduced the risk of ulcer complications by almost 87.5%, while
providing equivalent efficacy and better tolerability. Sponsored
by Pharmacia Corporation and Pfizer Inc.
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Background COX-1 inhibition compromises GI homeostasis;
however, by inhibiting platelet aggregation, COX-1 blockade is
cardioprotective. COX-2 inhibitor therapy results in marked
reductions in GI events relative to non-selective NSAID (COX-1/
COX-2 inhibitor) therapy. Because COX-2 inhibitors do not
have antiplatelet properties, chronic use of COX-2 inhibitors or
non-selective NSAIDs may result in differential risks of platelet-
mediated vascular events. Evaluation of the impact of these
agents on vascular events is complicated by the variable effects
of NSAIDs on platelet aggregation. NSAIDs that mediate near
complete inhibition of platelet function throughout their entire
dosing cycle may be similar to aspirin and reduce the risk of vas-
cular events; other compounds with less substantial platelet
inhibition may have no impact on vascular events.
Objectives To evaluate the cardiovascular (CV) safety profile of
rofecoxib, a selective COX-2 inhibitor.
Methods A meta-analysis of all Phase IIb-V clinical trials was
conducted using individual patient data and focusing on the rela-
tive risk of CV thrombotic serious adverse experiences in
patients taking rofecoxib as compared to placebo, naproxen (an
NSAID with near complete inhibition of platelet function
throughout its dosing interval), and non-selective NSAIDs that
lack potent sustained inhibition of platelet function (diclofenac,
ibuprofen, and nabumetone). The primary metric utilised was
the Antiplatelet Trialists’ Collaboration (APTC) combined end-
point of cardiovascular or unknown death, stroke, or myocardial
infarction.
Results Over 28,000 patients in 19 studies (Osteoarthritis, Rheu-
matoid Arthritis, Alzheimer’s, and Chronic Low Back Pain trials)
representing over 14,000 patient-years at risk were included in
the meta-analysis. The relative risk (95% CI) for an APTC com-
bined endpoint was: 0.59 (0.37, 0.94) when comparing nap-
roxen (n = 7870) vs. rofecoxib (n = 9083); 1.27 (0.64, 2.50)
when comparing non-naproxen NSAIDs (n = 2755) vs. rofe-
coxib (n = 4549); 1.19 (0.73, 1.96) when comparing placebo (n
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= 3482) vs. rofecoxib (n = 6290); and, 1.31 (0.86, 2.01) when
comparing non-naproxen NSAIDs or placebo (n = 6017) vs.
rofecoxib (n = 7675).
Conclusion (1) The risk of sustaining a thrombotic cardiovascu-
lar event was similar in patients treated with rofecoxib, placebo,
or non-selective NSAIDs without sustained effects on platelet
function and, (2) the risk of sustaining a thrombotic cardiovascu-
lar event was reduced in patients treated with naproxen com-
pared to rofecoxib. This reduction in events on naproxen is
likely due to its ability to maintain near complete inhibition of
platelet function throughout its dosing interval.
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Background Till now there are few of information on a Purine
metabolism (PM) and Antioxidant system (AS) condition of
blood of osteoarthritis (OA) patients.
Objectives To study the enzymatic profile of PM and AS in
blood of OA patients.
Methods The activities of Xanthine Oxidase (XO), Xanthine
dehydrogenase (XDG), 5’-Nucleotidase (5’-NT), Adenosindesa-
minase (ADA), Guanindesaminase (Guanase), Superoxid-dismu-
tase (SOD), Glutathion reductase (GP), the contents of Uric acid
(UA) were measured with Spectrophotometer. XDG, ADA, SOD
isoenzymes were examined with method of electrophoresis in
agarose gel and obtained enzymograms were evaluated at
Densitometry.
Results 44 patients with OA and 30 healthy controls (HC) were
under observation. The mean age of patients – 53 ± 2.6 years.
The mean duration of disease – 10.2 ± 2.7 years. We revealed
the increase of XO, ADA, Guanasa, SOD, GP, GR activity, XDG-
2, SOD-1 isoensymes, contents of UA in OA patients with syno-
vitis in comparison with HC. The increase of XDG, SOD, GP
activity, SOD-1 isoensymes were observed in OA patients with-
out synovitis in comparison with HC and the decrease of UA,
XDG-2 isoenzymes, also the increase of XDG, GP activity were
revealed in comparison with OA patients with synovitis.
Conclusion PM and AS are essentially changed in OA. These
changes depended on the clinical form of OA. The enzyme indi-
ces can be used for early activity of disease diagnostic and differ-
entiation of OA clinical form.
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Background Normal bone remodelling and pathological bone
destruction have been considered to be osteoclast-driven. Osteo-
clasts are able to attach to bare bone surface and produce an
acidic subcellular compartment. This leads to acid dissolution of
hydroxyapatite allowing osteoclast-derived cathepsin K to
degrade the organic type I collagen-rich osteoid matrix.

Objectives We were interested to find out the pH prevailing in
the interface membrane, which develops around aseptically loos-
ening total hip replacement (THR) implants. Our hypothesis
was, that this hypovascular tissue, containing activated macro-
phages and subjected to ischemia-reperfusion, with an avascular
implant embedded in it, is acidic. This could lead to deminerali-
zation and degradation of the demineralized bone matrix by
acidic endoproteinases.
Methods We used a special sting electrode for peroperative pH
measurements during revision THR operations performed for
loosening. This electrode was sterilised using hydrogen peroxide
plasma produced in a vacuum chamber and an electrical field
generated using radiowave frequencies. Demineralization was
assessed using Villanueva bone mineral stain analysed using con-
focal laser scanning microscopy. mRNA was isolated from inter-
face tissue and measured using a quantitative RT-PCR method.
Finally, cathepsin K enzyme protein was stained using biotin-
streptavidin-peroxidase method and a staining robot and in
double staining using manual double immunofluorescence
method.
Results The pH at the gluteus medius control measure point
was 7.39 ± 0.05. The value recorded at the interface tissue fac-
ing the periprosthetic bone was 6.1 ± 0.2 (p < 0.001). Confo-
cal laser scanning of the adjacent bone disclosed high
proportions of non-/red (p < 0.01) and low-mineralized/yellow
(p < 0.01) bone compared to mature, mineralized bone/green
around well-fixed, but mechanically broken cups. Cathepsin K
mRNA copy number per thousand beta-actin copies was 1875
± 302 in interface compared to 268 ± 61 in control samples (p
< 0.001). Interface tissue contained many cathepsin K enzyme
protein positive cells, more than 95% of them being mononu-
clear, TRAP-positive cells of the monocyte/macrophage lineage.
Furthermore, extracts of periprosthetic tissues contained both
the 42 kD pro- and the 27 kD activated-form of the cathepsin
K enzyme, whereas control samples contained only the 42 kD
proenzyme.
Conclusion These observations suggest that the low pH prevail-
ing in the interface around loosening THR implants leads to
demineralization of the periprosthetic bone. Under these acidic
conditions, cathepsin K mRNA and enzyme protein production
are induced in mononuclear cells. These cells release cathepsin
K to the extracellular space, where it undergoes acid-induced
autocatalytic activation and degrades demineralized peripros-
thetic bone matrix. These observations have therapeutic implica-
tions, because cathepsin K inhibitors are being developed for
the treatment of metabolic bone diseases like osteoporosis.
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Background Patellar malalignment is one of the most important
reason of anterior knee pain and is determined by Q angle meas-
urement. Q angle is defined as the angle between quadriceps
muscle and patellar tendon. It is approximately 13 degrees in
male and 18 degrees in female.
Objectives The first aim of this study is to determine Q angle
differences in supine and upright position. The second aim is to
evaluate Q angle differences in person who have hyperlaxity
compared to healthy ones.
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