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Intra-articular treatment with hyaluronic acid (HA) is part of the treatment of knee OA. Owing to its beneficial 
benefit/risk profile, it has been proposed in other OA joints such as hip, shoulder, first carpo-metacarpal joint 
of the thumb and ankle. Most of these studies with an open label design need to be cautiously interpreted. 
Furthermore the rhythm and the number of intra-articular injections differ from one study to another, making 
any comparison difficult.
In hip OA, more than 10 studies have been published using different molecular weight HA. In open label 
studies, including patients with radiological stage II to III in Kellgren-Lawrence 
classification, the number of responders varies from 50 to 65 % following one to 5 i.a injections. Only 2 
randomized placebo-controlled studies have been recently published. The first one showed that 3 i.a. injec-
tions of sodium hyaluronate are more efficient at month 3 compared to placebo. The second study compared 
ultrasound guided i.a. injections of hyaluronate sodium (3 weekly injections), one i.a. injection of depomedrol 
40 mg, and 2 and 3 placebo i.a. injections. Compared to saline, corticosteroid (CS) was more efficient on 
“pain on walking” (effect size (ES): 0.6) than HA (ES: 0.4). Statistical difference was only reached with CS. 
However in sub-groups of patients with moderate hip OA (< IV stage) and without synovial fluid effusion, HA 
was superior to placebo. Safety profile shows about the same prevalence of inflammatory pain reactions as in 
knee OA.
Very few studies have been published in the OA of the first carpo-metacarpal joint of the thumb. Two open 
prospective studies with limited number of patients (respectively 16 and 20) and a number of 2 to 3 and 5 
weekly i.a. injections indicated a beneficial effect of HA with a follow-up of 3 and 5 months. A controlled, 
randomized study comparing 4 weekly i.a injections of HA with a corticosteroid (dexamethasone 4 mg/mL) 
showed a long-term benefit of HA over the CS at month 6. Another 26-week controlled randomized study 
compared 3 i.a. injections of HA to triamcinolone acetonide (TA). TA was significantly better than HA at 
weeks 2-3, but at week 26, a slight superiority of HA could be observed. Larger placebo-controlled study 
with fluoroscopy guided i.a. injections are required.
In shoulder pain, only poor quality trials, mixing several diagnoses and different designs of i.a. injections, 
have been published. Recently a large double-blind, randomized trial of i.a. injection of sodium hyaluronate 
in chronic shoulder pain has been reported. Five weekly saline i.a. injections were compared to 5 and to 3 
HA i.a. injections (150 completers per group). Two thirds of patients were stratified to the OA group (2/3 of 
them had rotatory cuff tear), others had isolated RCT or adhesive capsulitis. Results showed that both 3 and 
5 HA injections demonstrated significant pain reduction from weeks 7 to week 26, with the majority of benefit 
seen in OA patients. Unfortunately the intra-articular route of injection was not verified and the mixture of 
diagnoses made interpretation of the data difficult.
OA of the ankle is rare. Two prospective open studies with a limited number of patients (less than 20) 
showed a benefit of respectively 5 and 3 HA injections up to 6 months. One RPC trial including only 20 
patients showed a significant proportion of patients with more than 50% of benefit at month 6 in the HA 
group compared to control (55% vs 12,5 %).
Since yet, only trials in hip OA seem to indicate a limited beneficial effect, though the number and the 
design of injections need to be better defined. For other joints, it is necessary to perform large RPC trials 
using optimal protocols (fluoroscopy guided i.a. injections, trying to limit the number of i.a. injections of 
HA) and to confirm some promising results, mainly observed in open trials.


