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Background: Despite the recent results of meta-analyses of randomized controlled trials (RCTs), the place of PRP and
hyaluronic acid in the symptomatic treatment of knee osteoarthritis (KOA) remains uncertain in the latest international
recommendations. Very few studies are available on the potential synergistic effect of their combination in mild to moderate
forms of KOA™.

Objectives: Randomized, controllied, multicenter, non-inferiority trial (cfinical trial NCT03328728), single-blinded
(investigator) to compare the efficacy and safety of the combination of PRP and non-crosslinked hyaluronic acid {PRP-
HA, Cellular Mairix A-CP-HA, Regen Lab) as a single injection versus Hylan G-F 20 (HA}, with follow-up at 1, 3 and 6
months, on an intention-to-treat (ITT) basis.

Methods: Patients aged 40-80 years with symptomatic femorotibial KOA (WOMAC A1 (pain on walking) or WOMAC
Function > 50/100) and a Kellgren and Lawrence {KL} radicgraphic stage H or Il were randomized into two groups:
PRP-HA vs. HA, as a radio- or ultrasound-guided single injection at M0. Patients should not have received injectable
treatments (corticosteroids, HA or PRP) for 3 menths, nor per os NSAIDs for at least 1 month. A 6-month follow-up of the
impact of the KOA was performed at M1, M3 and M6. The primary endpoint was the difference in the WOMAC score for
pain on walking between MO and M6 between the 2 groups. Secondary endpoints were collected and compared at M1,
M3, and M6 (WOMAC Pain, Function, and Total; SF-36 score) as well as the percentage of patients responding at MG
according to the OMERACT-QARSI criteria, according to the Patiant Acceptable Symptomatic State (PASS), and the
Minimal Clinical important Improvement (MCII) of the WOMAC pain. The factors of good response (PASS and MCII
responders) at M6 were investigated in univariate and multivariate analysis. Tolerance was assessed by comparing
adverse events over 6 months in both groups.

Results: 156 patients were included in three French teaching hospitals between 2018 and 2021 with the following
characteristics: age 59.6+0.2 years, BMI 28.115.8 kg/m?, 37.8% grade Il KL and 62.2% grade |l KL. The two groups were
homogeneous at inclusion except in terms of analgesic consumption (PRP-HA vs. HA, 30% vs. 45%, p=0.042) and KL Ill
radiographic stage (70% vs. 53%, p=0.04). The symptomatic improvement (WOMAC pain, function and WOMAC Total}
was significant in both groups at M1, M3 and M6. The difference in WOMAC pain on walking at M6 was significant for the
non-inferiority test (-6.34 [-12.51; -0.18], p=0.044) and for the superiority test (-6.34 [-12.45; -0.22], p=0.042) in favor of
PRP-HA. At M6, there was a non-significant difference in terms of OMERACT-OARSI responders in favor of the PRP-HA
combination {58% vs. 48%, p=0,261) but significant in terms of MCI! responders {78.8% vs. 61.3%, p=0.036) and PASS
responders  (50.6% vs.  33.3%, p=0035).PASS response was associated in univariate analysis
with pain and total WOMAC at inclusion {p<0.001) as well as with allocated treatment (p=0.03). In multivariate analysis,
only allacated treatment was associated with a good response at M6 for both PASS (PRP+HA, OR=2.05 [1.02-3.92];
p=0.05) and MCll {PRP+HA, OR=2.21 [1.09-4.44]; p=0.02), There was no difference in patient satisfaction at M1, M3 and
M8, nor in the accurrence of adverse events.

Conclusion: In this non-inferiority RCT in symptomatic knee ostecarthritis, the combination of PRP-non-crosslinked HA
in mono-injection was at least equivalent to Hylan G-F 20 for symptomatic benefit (WOMAC) at 6 months, with a geod
safety profile. The proportion of patients achieving PASS and MCII of WOMAC pain was higher in the PRP-HA group.
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