LONG-TERM EFFICACY AND SAFETY OF A COMBINED HYALURONIC
ACID IN OSTEOARTHRITIS OF THE KNEE
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Abstract

OBJECTIVES

To evaluate the long term efficacy and safety of a combined HA of low
and high molecular weight and different concentrations (DMW) in
comparison to low molecular weight (LMW 500-730 KDa) or high
molecular weight (HMW 6000 KDa) HA products in reducing pain at
rest and pain at walking associated with knee osteoarthritis, as
compared to placebo.

DESIGN

A randomized, double-blind, placebo-controlled study of two
hyaluronic acids with different characteristics for the long-term
treatment of knee osteoarthritis.

PATIENTS

Two hundred eligible consented patients were randomized into four
cohorts - Active treatment 1 (DMW), Active treatment 2 (LMW),
Active treatment 3 (HMW), and Placebo (saline).

Robert J Petrella, Anthony Cogliano and Joseph Decaria

LLawson Health Research Institute, University of Western Ontario, London, Canada

Introduction

While a given HA product has a limited range of molecular weight
typically low, medium or high, no product has been designed to
provide a complement of composition that mimics the needs of the
active osteoarthritic knee joint. These attributes may promote a more
beneficial rheological environment in the osteoarthritic joint . Indeed,
in an earlier study we described the efficacy and safety of DMW vs
LMW and HMW over 16 weeks.

The purpose of this study was to evaluate the long-term clinical
outcomes of pain at rest and following walking activity as well as
adverse events, the use of concomitant therapeutic modalities and
patient satisfaction following randomization to one of intra-articular
viscosupplementation with a lower (500-730 kDa), higher (6 million
Da) or combined lower and higher MW (DMW) Sodium Hyaluronate
in osteoarthritis of the knee.

Statistical Power and Sample Size

Analysis of variance with repeated measures and y? tests were used to
test for differences from baseline characteristics of the group among the
primary and secondary outcomes at each injection series interval.
Analysis was conducted using sigma stat (SPSS Inc., Chicago, Illinois)
and Microsoft Excel (Microsoft Corp, Redmond, Washington).
Significance was established at p< 0.05.

The sample size was determined to allow the detection of a 20-mm
difference in weight-bearing VAS at W16 assuming a standard deviation
10 mm of the mean distribution, an o of 5%, and a 3 level of 10%,
giving a statistical power of 90%. With a potential dropout rate of 20%,
we estimated a sample size of 225 patients.
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