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Hyaluronan (HA) intra-articular (IA) injections have become a growing option in the treatment of knee 
osteoarthritis (OA) in Europe during the 5 past years. The EULAR recommendations clearly state that it 
might be considered as a second-line therapy. Although recommended by EULAR and ACR, HA 
efficacy remains discussed, as outlined by recent meta-analyses.

Methods: We performed a review of the published clinical randomized controlled trials conducted in 
knee osteoarthritis, and meta-analyses. The time period considered ran from 1965 to the end of 2005. 
Control treatments taken into consideration were placebos (saline solutions), NSAIDs, and IA 
corticosteroids. All randomized controlled trials which assessed pain and/or function were kept into 
this review.

Results: More than 60 trials were identified, of which more than 30 met the eligibility criteria. HA used 
in these trials were various, differing by their origin, extraction, molecular weight, concentration and 
recommended administration schedule (most of trials were done with 3 to 5 weekly injections). 26 trials 
compared HA to placebo, most of them conducted with a double-blind design. Ten were negative 
trials, 16 were positive. The majority of the trials showed a significant superiority of HA over placebo 
on pain and functional impairment reduction. Efficacy starts after 3 to 6 weeks, and lasts as long as 6 to 
12 months. Four trials compared HA to various NSAIDs: NSAIDs were generally more rapid than HA to 
relieve symptoms, but equally effective after 3 to 6 months of treatment, with less side-effects in the 
HA groups. Ten trials compared HA with IA corticosteroids injections: 4 studies were opened-label, 
while 6 were single or double-blind. All trials were concordant: IA corticosteroids acted faster than HA, 
but this superiority did not last after the 3rd week. At months 1, 3 or 6 HA was more effective than IA 
corticosteroids on pain relief and functional improvement. Four meta-analyses have been recently 
published. One retained a mild efficacy for HA. Two were positive and concluded that HA was effective 
on symptoms with a moderate effect-size. One failed to identify any symptomatic effect of HA treat-
ment in knee OA.

Conclusion: Most of the randomised controlled trials have shown that HA was more effective than 
placebo on OA symptoms. Besides, trials have shown that HA was as effective as NSAIDs and more 
effective than IA corticosteroids on the long term. Two of the 4 published meta-analyses supported a 
moderate efficacy of HA injections, as stated by the EULAR group.


