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Aceciofenac is a 
Naproxen in the 

Well-tolerated Alternative to 
Treatment of Osteoarthritis 

D. K O R N A S O F F ,  H. F R E R I C K ,  J. B O W D L E R ,  E. M O N T U L L  

Summary The efficacy and safety of  aceclofenac (100 mg bid), a new nonste-  
roidal anti- inflammatory/anti-rheumatic agent, were compared with those of naprox- 
en (500 mg bid) in a mult i -centre,  twelve-week, randomized,  double-blind,  paral- 
lel-group clinical trial in outpatients  with active osteoarthrit is  of  the knee. 190 pa- 
tients received aceclofenac,  184 naproxen.  
The two treatments  were compared on the basis of  several characterist ic  clinical 
features of  osteoarthritis  of  the knee, including various pain measurements .  In both 
groups,  the treatment resulted in a significant reduction of  the pain at rest, pain 
on movement  and the pain from pressure on the joint ,  76-86% of  aceclofenac pa- 
tients reporting reduction in pain after 12 weeks.  Three-quarters  of  the aceclofen- 
ac-treated patients had an accompanying  reduction in jo int  swelling and 81.4% in 
knee funct ion capacity, up to complete  freedom of  movement .  Joint  stiffness,  which 
at basel ine lasted 20 minutes ,  was reduced in the aceclofenac group to 10 minutes .  
A statistically significant difference in the efficacy of  the two drugs was not  found. 
The 34 adverse drug effects documented in 24 (12.6%) of  the aceclofenac patients 
were fewer than the 43 events in 30 patients (16.3%) reported for naproxen.  The 
trend towards better tolerability of  aceclofenac manifes ted  itself  above all in a low- 
er total incidence of  gastrointest inal  side-effects. 
Aceclofenac is as effective as naproxen in the symptomat ic  treatment of  osteoar-  
thritis of  the knee and is well tolerated in general.  

Key words Aceclofenac,  Naproxen,  Osteoarthrit is ,  Pain. 

INTRODUCTION 

Aceclofenac, 2-[2,6-dichlorophenyl) amino] phenylac- 
etoxy acetate, is a new nonsteroidal anti-inflammatory 
drug (NSAID) with antiinflammatory, antipyretic and 
analgesic properties (1). In experimental studies, ace- 
clofenac was similar in potency to indomethacin and di- 
clofenac and superior to naproxen, but its lower inci- 
dence of gastrointestinal side effects resulted in a thera- 
peutic index which was higher than that of both diclofen- 
ac and naproxen (t). 

Aceclofenac is well tolerated and effective in the short 
and longterm treatment of articular pain and rheuma- 
toid arthritis (2-8). In osteoarthritis, aceclofenac has 
proved to be at least as effective as diclofenac in improv- 
ing symptomatology and tends to be better tolerated (9- 
12). Clinical trials in patients with acute knee pain with 
synovial effusion have shown that aceclofenac in syn- 
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ovial fluid and in serum can induce a significant decrease 
in prostaglandin E 2 levels (2). The inflammatory com- 
ponent of osteoarthritis, however, tends to be mild and 
NSAIDs are viewed more as analgesics in this condition 
(14). Naproxen is a widelyused, well-tolerated NSAID 
which shows good analgesic efficacy in osteoarthritis (15). 

The following is a report of the results of a 12-week, 
randomized, double-blind clinical trial carried out to 
compare the efficacy and safety of aceclofenac with that 
of naproxen in patients with active osteoarthritis of the 
knee. 

PATIENTS AND METHODS 

Patients 

The study was multi-centre (31 centres in Germany, 9 
in France), randomized, double-blind clinical trial com- 
paring two parallel treatment groups and was conduct- 
ed in accordance with the Guidelines for Good Clinical 
Practice (GCP) and with the Declaration of Helsinki. In- 
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cluded in the study were male and female out-patients 
aged 18 to 75 years who gave their written informed con- 
sent and who had had clinically confirmed and radiolog- 
ically verified osteoarthritis of the knee (defined as asym- 
metric joint  space narrowing and at least one of sub- 
chondral  sclerosis, marginal os teophyte  format ion or 
subchondral pseudocysts with sclerotic walls) for at least 
three months. The clinical inclusion criteria for each pa- 
tient were, among others, the presence of at least three 
of the following clinical symptoms: functional pain, noc- 
turnal pain and pain at rest with a rating of 3 on a scale 
of 5 (low scores = less pain), a duration of joint stiffness 
of 10 minutes upon getting up or after a longer period 
of inactivity, as well as a rating of 3 on a scale of 5 for 
the patient 's  own assessment of his or her disease. In 
keeping with the criteria of disease duration, each pa- 
tient had to have a documented medical history of a ther- 
apeutic response to NSAIDs (including aspirin) within 
the previous year. Exclusion criteria included inflamma- 
tory bowel disease, active gastrointestinal ulcers, gas- 
trointestinal bleeding, serious hepatic disorders or kid- 
ney dysfunction, blood disorders, asthma and/or alco- 
hol or drug abuse. Not included in the clinical trial were 
patients who were receiving anti-coagulants,  barbitu- 
rates, sulphonylureas, diuretics or ACE inhibitors. Also 
excluded from participation were pregnant women and 
females of child-bearing age not using adequate contra- 
ception as well as patients with a known sensitivity or al- 
lergy to other  NSAIDs or other  analgesic drugs. 

Based on previous placebo-controlled studies of sim- 
ilar NSAIDs, in which the physician's assessment of pain 
was the primary efficacy variable, a sample size of 150 
per t reatment  group was considered sufficient to detect 
a difference between groups of approximately 10% at the 
5% significance level with a power of 80%. 

Treatment 

The selected and randomized patients, who met all of 
the initial inclusion criteria during the fourteen day ex- 
amination period preceding the start of the study, then 
started taking their assigned medication of either 100 mg 
aceclofenac or 500 mg naproxen. They were instructed 
to take two tablets daily: one tablet orally along with a 
liquid or food upon rising and a second tablet approxi- 
mately twelve hours after the first dose for the total trial 
period of 12 weeks. During the wash-out phase and the 
first two weeks of treatment,  patients were permit ted to 
take one or two paracetamol tablets (500 rag) up to a 
maximum of four times daily as needed, but no other  an- 
algesically effective drug. Patients who had started phys- 
ical therapy before entering the study were permit ted to 
continue with it. Patients who relied on walking devices 

such as canes or crutches could continue to use them. 
Any changes in the physical therapy routine or in the use 
of the walking aid during the duration of this study were 
to be noted in the protocol.  

Study procedure 

The prima13~ efficacy variable was the investigators' as- 
sessment of pain. The investigators examined the affect- 
ed joint and assessed the following clinical parameters  
at baseline and at the end of the 12 week t reatment  pe- 
riod: pain on pressure, joint swelling, joint  erythema, 
pain on movement as well as pain at rest and functional 
capacity. The event or degree of the symptoms was doc- 
umented  on scales of 1 to 5 with low scores being asso- 
ciated with fewer symptoms, as described previously (12). 
If the knee could be straightened then the flexion was 
measured from the zero position; however, if the knee 
could not be straightened, the starting position was re- 
corded as the initial flexion deformity and was subse- 
quently measured in degrees from the theoretical zero 
position. Knee flexion in degrees, was measured in su- 
pine position with a goniometer.  The investigators also 
made an assessment of the subject's current global con- 
dition. The patient 's own assessment included a self-as- 
sessment of the pain intensity experienced in perform- 
ing a selected activity or activities, the nocturnal pain and 
the pain at rest, the global assessment of their condition 
on a scale of 1 to 5, with low scores being associated with 
fewer symptoms, as well as the duration of joint stiff- 
ness after a period of inactivity such as sitting. The pa- 
tients' responses to direct questions and their voluntary 
and spontaneous comments as to the adverse events were 
documented over the entire period of the trial. Includ- 
ed were their type, degree, duration, number  and their 
connection with the tested treatment.  Laboratory tests, 
including blood chemistry and urine analysis were com- 
pleted at baseline and after 2, 4 and 12 weeks and vital 
sign checks, such as blood pressure and pulse were mea- 
sured and included as part  of the safety evaluation at 
baseline and after 2, 4, 8 and 12 weeks. Any changes in 
other medication or any other accompanying illness were 
documented  and compliance check on the remaining 
tablets was also made. 

Statistical analysis 

Data not following a normal distribution were analy- 
sed using Fischer's exact test or chi-squared test (demo- 
graphic data), the Wilcoxon test (continuous efficacy 
data) or Mantel-Haenszel  chisquared test (categorical 
efficacy data) as appropriate.  Normally distributed data 
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Table I: Demographic characteristics of the patients (intention-to-treat 
analysis) 

Aceclofenac Naproxen 

Number of subjects 190 184 

Males 71 63 

Females 119 121 

Median age 61.0 61.5 

IQ range (years) 55-69 54-69 

Median weight 74.4 75.0 

IQ range (kg) 70-84 69-84 

Mean height 166.7 167.3 

_ SD (cm) 8.9 8.7 

Median diastolic BP 84 82 

IQ range (mmHg) 80-90 80-90 

Median systolic BP 142 140 

IQ range (mmHg) 130-150 130-150 

IQ: interquartile range. No significant differences between groups. 

were analysed using Student 's t-test. The  efficacy data 
were analyzed on an intention-to-treat  basis, that is, the 
data from all randomized patients who took at least one 
tablet of trial medication were analyzed. Patients who 
failed to complete the trial and protocol  violators were 
excluded in the per protocol  analysis. In addition, an end 
point analysis was per formed and included the data for 
all patients f rom their final visit regardless whether  they 
had completed the twelve weeks of  treatment.  All anal- 
yses were produced on SAS. A probability of 0.05 was 
set as the minimum level of significance. 

RESULTS 

Patient characteristics 

Of the 382 patients selected for the study, 374 were as- 
signed at random to one of the two study groups. 190 pa- 
tients received aceclofenac and 184 patients received 
naproxen as the trial medication (Table I). There  were 
no significant differences between the two patient groups 
with regard to medical history on baseline clinical pa- 
rameters.  Recent  past medicat ion - in most cases di- 
c lo fenac -was  documented for 66 patients or 35 % of the 
aceclofenac group and 69 patients or 38% of the naprox- 
en group. Forty-three percent  of the aceclofenac patients 
and 40% of the naproxen patients cont inued to receive 
concurrent medication for other illnesses.The most com- 
mon concurrent  condition, which was diagnosed in one 
quarter  of the patients, was hypertension. Twenty-two 
patients or 12.5% of the aceclofenac group and 18 pa- 
tients or 10.7% of  the naproxen group also received phys- 
ical therapy. Four of the patients in the aceclofenac and 
2 of the patients in the naproxen group required a walk- 

Table II: Summary of subject accountability 

Aceclofenac Naproxen 

Received study treatment 190 184 

Completed 145 135 

Withdrawn * 45 49 

Deterioration 8 4 

Adverse event 5 10 

Did not return 4 4 

Free of symptoms 21 23 

Protocol violators 1 2 

Other 6 6 

* Some patients withdrew for more than one reason. 

ing aid at the beginning of the trial and 3 of the patients 
in the aceclofenac and 4 of  the patients in the naproxen 
group required a walking aid at the end. 

Three  hundred and seventy-four patients were includ- 
ed in the intent ion- to- t reat  analysis (Table II). There  
were 42 protocol  violators who were not included in the 
per protocol  analysis, 13 of whom did not exhibit dis- 
ease at baseline. Approximately the equivalent number  
of patients in each group completed the study: 145 pa- 
tients or 76.3% in the aceclofenac group and 135 pa- 
tients or 73.4% in the naproxen group. The main reason 
for premature  withdrawal in both  groups was the com- 
plete relief of symptoms. 

Compliance (tablet count) was excellent in both groups 
with 99% of the patients having taken the dispensed med- 
ication. 

Efficacy 

With the noted exceptions, the following data are based 
on the intention-to-treat  analysis. No significant differ- 
ence was found between the groups for this or any of the 
subsequent per protocol and end point analyses. The sta- 
tistical evaluation indicated that  there  was no signifi- 
cant difference in the compared efficacy of the two drugs. 

Investigator's assessment o f  pain on pressure, on 
movement  and at rest 

Upon their admission to the trial, the majority of the 
patients ( > 90%) in both t rea tment  groups had moder-  
ate to severe pain in the affected knee joint. Over the 
12-week-course of the trial, their number  decreased con- 
tinuously. Between 76 and 86% of the patients showed 
an improvement  in joint tenderness,  pain on movement  
and pain at rest f rom pre t rea tment  to the last assess- 
ment of the trial. Deter iorat ion occurred in only 3% of 
the cases at most (Table III). The  patients '  own assess- 
ment of pain on movement  and at rest was consistent 
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Table III: Changes in efficacy criteria from pretreatment to end point (end 
point analysis), hwestigator's assessments. 

Aceclofenac Naproxen 
Efficacy criteria 
Investigator's assessements no. % no. % 

patients patients 
Joint swelling 189 181 

Deteriorated 1.6% 2.8% 

No change 25.4% 22.1% 
Improved 73.0% 75.1 cA 

Joint erythema 189 181 

Deteriorated 0.5% 1.1% 

No change 56.1% 51.4% 

Improved 43.4% 47.5 % 

Functional capacity 188 180 
Deteriorated 0.5% 0.6% 

No change 18.1% 15.6% 
Improved 81.4% 83.9% 

Joint tenderness on pressure 189 181 

Deteriorated 1.6% 2.2% 

No change 16.4% 12.2% 
Improved 82.0% 85.6% 

Pain on movement 187 180 
Deteriorated 2.1% 1.1% 

No change 14.4% 12.8% 

Improved 83.4% 86.1% 
Pain at rest 189 181 

Deteriorated 3.2% 1.7% 

No change 20.6% 16.6% 

Improved 76.2% 81.8% 

No significant differences between groups. 

with the investigators' assessment (Table IV). Noctur- 
nal pain and the associated discomfort was decreased in 
76% of the patients in the aceclofenac and 79% of the 
patients in the naproxen group. 

Joint swelling 

Mild to moderate swelling of the joint was noted in 
78% of the patients in the aceclofenac and 84% of the 
patients in the naproxen group at the beginning of the 
trial. 

Approximately three-quarters of the affected patients 
in both groups responded to the treatment (Table Ill). 
There was no change in the status or condition of 48 pa- 
tients (25.4%) of the aceclofenac group and of 40 pa- 
tients (22.1%) of the naproxen group. 

Joint erythema 

With the exception of i patient in the aceclofenac group, 
who had intense joint erythema at baseline, only 91 of 
189 patients in the aceclofenac group and 92 of 181 pa- 

Table IV: Changes hz efficacy criteria from pretreatment to end point (end 
point analysis). Subject's assessments. 

Efficacy criteria Aceclofenac Naproxen 

Subject's assessments no. % patients no. % patients 

Weight bearing activity pain 187 179 
Deteriorated 1.6% 0.5% 

No change 14.4% 16.2% 

Improved 84.0% 83.2% 

Night pain 187 178 
Deteriorated 3.7% 3.4% 

No change 20.3% 17.4% 

Improved 75.9% 79.2% 

Pain at rest 188 180 
Deteriorated 4.8% 2.2%, 

No change 19.7% 15.0% 

Improved 75.5% 82.8% 
Overall assessment 189 181 

Deteriorated 3.2% 4.4% 

No change 24.9% 23.2% 

Improved 72.0% 72.4% 
Change in duration of stiffness 188 180 
(minutes) 

Median -10 -13 

Interquartile range (-12 to -5) (-20 to -5) 

No significant differences between groups. 

tients in the naproxen group exhibited faint to moder- 
ate erythema at baseline. No statistically significant dif- 
ference between groups was detected at any of the as- 
sessment visits. At end point, one patient or 0.5% of the 
aceclofenac group showed deterioration whereas 106 of 
the patients or 56.1% of the aceclofenac group showed 
no change compared with pretreatment. Improvement 
was documented in 82 of the patients or 43.4% of the 
aceclofenac group. Similar results were reported for the 
naproxen treated group (Table III). 

Functional capacity 

The anti-inflammatory component of the treatment in 
both groups resulted in an improvement of functional ca- 
pacity. Improvement from the pretreatment value was 
noted in 81.4% of the aceclofenac patients and in 83.9% 
of the patients in the naproxen group (Table III). The 
objective improvement in knee function capacity can be 
seen in Table V. 

Duration of joint stiffness 

The initial or pretreatment median value of 20 min- 
utes of joint stiffness after a set period of inactivity was 
reduced by 10 minutes in the aceclofenac and by 13 min- 
utes in the naproxen group at end point. The improve- 
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Table V: Knee flexion. Change from pretreatment. (Intention-to-treat 
analysis; Mean +- SD; "t 9 < 0.05; t-test). Numbers of  patients are 
given in brackets. 

Aceclofenac Naproxen 

Pretreatment Week 12 Pretreatment Week 12 
Knee flexion (o) 86.7 _+ 25.8 *96.8 -+ 21.1 88.7 + 24.5 *99.8 -+ 21.3 
(from zero position) (107) (89) (96) (81) 

Knee flexion O 90.0 _+ 25.2 "102.0 -+ 17.1 87.3 _+ 27.4 *96.7 -+ 25A 
(with initial deformity) (82) (32) (85) (39) 

Total knee flexion (o) 81.7 _+ 26.8 *95.5 -+ 20.2 82.4 -2- 26.3 *96.2 +- 21.7 
(189) (48) (179) (141) 

ments from baseline within each group were statistical- 
ly significant (p=0.001; Wilcoxon test). 

Overall assessment of the condition 

The investigators noted, as early as 2 weeks after the 
start of treatment,  an improvement in the condition of 
55.6% of the patients treated with aceclofenac and in 
48.1% of the naproxen patients compared to pretreat- 
ment. After 12 weeks an improvement was documented 
in 73% of the aceclofenac patients and in 68.5% of the 
patients in the naproxen group. In the aceclofenac group, 
a deterioration was seen in 2.7% and no change in 24.3% 
of patients; in the naproxen group, the respective fig- 
ures were 2.8% and 28.7%. The overall assessment by 
the patients did not differ statistically from that of the 
attending physicians (Table IV). 

Safety and adverse events 

The safety evaluation was based on the documented 
adverse events and their analysis as well as on the re- 
suits of the laboratory tests and the recorded values for 
the vital signs. No clinically relevant changes in the vital 
signs (pulse and blood pressure) were found in either of 
the two treatment groups. 

During the t reatment  period, 28 patients in the ace- 
clofenac group reported 45 adverse events while 40 pa- 
tients in the naproxen group reported 55 adverse events. 
Significantly more adverse events were recorded in the 
naproxen group than in the aceclofenac group (p = 0.025; 
Chisquared test). Thirty-four of the adverse events re- 
ported by the aceclofenac group and 43 of the adverse 
events in the naproxen group were at least possibly re- 
lated to the medication (Table VI). The most commony 
reported adverse events (19 and 36 for aceclofenac and 
naproxen respectively) were those affecting the gas- 
trointestinal tract. Six patients or 3.2% of the aceclofen- 

Table VI:  Adverse events at least possibly related to study treatment. Num- 
ber (%) of  subjects. 

Body system Preferred Term Acecl0fenac Naproxen 

Skin and appendages Itching 1 (0.5%) 1 (0.5%) 

Central and peripheral Vertigo 2 (1.1%) 1 (0.5%) 
nervous system 

Gastrointestinal Abdominal discomfort 1 (0_5%) 2 (1.1%) 
Abdominal pain 6 (3.2%) 7 (3.8%) 
Bloating 0 2 (1.1%) 
Constipation 0 2 (1.1%) 
Diarrhoea 2 (1.1%) 2 (1.1%) 
Epigastric not food related pain 0 2 (1.1%) 
Gastritis 0 2 (1.1%) 
Gastrointestinal disorders 1 (0.5%) 4 (2.2%) 
Heartburn 1 (05%) 2 (1.1%) 
Nausea 5 (2.6%) 5 (2.7%) 
Others ~'b 3 (1.6%) 6 (3.2%) 

Body as a whole general Headache 2 (1.1%) 1 (05%) 
Tiredness 1 (05%) 2 (1.1%) 
Others "b 9(4.7%) 2(1.1%) 

Total number Subjects 24 (12.6%) 30 (16.3%) 

Total number Events 34 43 

a The following were reported in 1 patient each in the aceclofenac group: exan- 
thema, folliculitis, joint pain, localized numbness,upper abdominal pain, ab- 
dominal cramp, abnormal hunger, abnormal liver function tests, extrasysto- 
les, thrombopenia, general pain, weight increase. 

b The following were reported in i patient each in the naproxen group: intraoc- 
ular pressure increased, dyspepsia, epigastric food related pain, eructation, ab- 
dominal fullness, tender liver, vomiting, allergy. 

ac group and 7 patients or 3.8% of the naproxen group 
complained of stomach pain and 5 patients in each group 
complained of nausea. 

Eleven of the adverse events, possibly related to the 
treatment, reported by 5 patients in the aceclofenac group 
and 9 adverse events reported by 6 patients in the naprox- 
en group were associated with withdrawal from the study. 
The adverse events reported in the aceclofenac group 
were abdominal pain (2), diarrhoea (1), itching (1), ex- 
anthema (1), nausea (1), lethargy (1), painful joint (1), 
weight gain (1), thrombopenia (1) and abnormal liver 
function test results (1). In the naproxen,group they were 
nausea (3), constipation (1), itching (1), epigastric non- 
food related pain (1), bloating (1), vomiting (1) and head- 
ache (1). 

A non-significant increase in liver function values was 
noted in several patients of both groups. Since many of 
these patients had elevated values at the beginning of the 
trial or were receiving concurrent medication, no clear 
connection to the study medication could be established. 
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DISCUSSION 

In the absence of drugs which exert a beneficial pro- 
tective effect on cartilage breakdown, the therapy of os- 
teoarthritis is generally directed towards management of 
joint pain and any associated inflammation (14). In this 
respect, NSAIDs represent an important part of the drug 
armamentarium. The results of this randomized, double- 
blind study in patients with osteoarthritis indicate that 
the new NSAID aceclofenac given for 12 weeks is as ef- 
fective as naproxen in relieving pain. No statistically sig- 
nificant differences were found between the two treat- 
ment groups. In both groups, clear improvement com- 
pared to pretreatment values was noted for all of the clin- 
ical parameters used to characterize this disease. In both 
groups of patients there was, for example, a reduction 
in the pain on pressure, on movement and at rest in more 
than three-quarters of the treated patients as well as a 
decrease in joint swelling and an increase in functional 
capacity of the affected joint. At the same time, the du- 
ration of joint stiffness was decreased. This symptomat- 
ic improvement cannot just be attributed to a placebo 
effect, since even with a shorter treatment period of 4 
weeks, aceclofenac has been shown to produce signifi- 
cantly greater improvement than placebo in pain inten- 
sity, joint swelling and tenderness in patients with os- 
teoarthritis of the knee, using the same inclusion crite- 
ria as those in the present study (11). The relatively high 
number of patients in each treatment group who with- 
drew because of complete relief of symptoms may have 
been related to the fact that 13 subjects were included 
in the intention-to-treat analysis who did not fulfill the 
criteria of active disease. The good efficacy of aceclofen- 
ac was confirmed by the overall evaluation of the status 
of the disease. In 75% of the cases in the aceclofenac 
group, the investigators noted an improvement over base- 
line conditions. For the naproxen group the compara- 
tive percentage was 68.8%. 

In osteoarthritis, aceclofenac has been shown to be as 
effective as diclofenac in the management of joint pain 
(9,10,12). Of particular interest in these previous stud- 
ies was the significantly better tolerability of aceclofen- 
ac in comparison to diclofenac. In healthy volunteers, 
aceclofenac also tended to cause less gastrointestinal 
blood loss than diclofenac (16). 

In the present study, in general, tolerability of both 
drugs was good. The total number of adverse events in 
the aceclofenac group was significantly fewer than in the 
reference group of naproxen patients. Altogether, ad- 
verse drug reactions were reported by 24 patients or 12.6% 
of the aceclofenac group. In 19 of these 24 patients, the 
side-effects involved the gastrointestinal tract, whereas 
the comparative figure for the naproxen group was high- 
er at 36 patients. 

Gastrointestinal disturbances are the main adverse ef- 
fects of NSAIDs in the long-term therapy of osteoarthri- 
tis and are a major factor in the determination of the 
most suitable drug (17). The improved tolerability of ace- 
clofenac in comparison to naproxen suggests that the 
former represents a good alternative to some other 
NSAIDs. An additional factor in favour of aceclofenac 
is that it has been shown to inhibit interleukin 113 (IL 1[~) 
production by mononuclear cells in osteoarthritis (13). 
IL 113 is one of the cytokines thought to be involved in 
the process of cartilage breakdown in osteoarthritis (18) 
and its inhibition could contribute towards the clinical 
efficacy of aceclofenac. In conclusion, based on the knowl- 
edge available to date, aceclofenac can be considered as 
an alternative NSAID for osteoarthritis with good effi- 
cacy and tolerability. 
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