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Abstract

Introduction and Objective Approximately 3.4 % of adults have ankle (tibiotalar) osteoarthritis, and
among younger patients, ankle osteoarthritis is more common than knee and hip osteoarthritis.(1) Few
effective non-surgical interventions exist, but platelet-rich plasma (PRP) injections are widely used
with some evidence of efficacy in knee osteoarthritis.(2) The objective was to determine the effect of

PRP injections on symptoms and function in patients with ankle osteoarthritis

Methods A multicenter, block-randomized, double-blind, placebo-controlled clinical trial performed
at six sites in the Netherlands that included 100 patients with pain > 40 mm on a visual analogue scale
(0-100 mm) and tibiotalar joint space narrowing. Enroliment began August 24", 2018 and follow-up
was completed December 3™, 2020. The trial was registered in the Netherlands trial register NTR7261
and a detailed description of the study design was published.(3) Patients were randomly assigned (1:1)
to receive 2 ultrasound-guided intra-articular injections of either PRP (n=48) or placebo (saline, n=52).
The primary outcome was the validated American Orthopaedic Foot and Ankle Society (AOFAS)
score (range, 0-100; with higher scores indicating less pain and better function; minimal clinically

important difference: 12 points) over 26 weeks.

Results Among 100 randomized patients (mean age, 56 years; 45 females [45%]), no patients were
lost to follow-up for the primary outcome. Compared to baseline, the mean AOFAS score_improved
by 10 points in the PRP group (from 63 to 73 points; 95% CI: 6 to 14; p<0.001) and 11 points in the
placebo group (from 64 to 75 points; 95% CI: 7 to 15; p<0.001). The adjusted between-group
difference over 26 weeks was -1 point (95% CI, -6 to 3; p=0.56). One serious adverse event was
reported in the placebo-group unrelated to the intervention; there were 13 other adverse events in the

PRP group and 8 in the placebo group.

Conclusions Among patients with ankle osteoarthritis, intra-articular platelet-rich plasma injections,
compared with placebo injections, did not significantly improve ankle symptoms and function over 26

weeks. The results of this study do not support the use of PRP injections for ankle osteoarthritis.



American Orthopaedic Foot and Ankle Society (ADFAS) score (0-100)
Individual changes in primary outcome

& weeks 26 wesks

Ingrevad

. ﬂ*w&i ®

|
T

ADFAS Change from Bassline
a i

-t*- foe un

g_ﬂ
i_
H

FR# Flacabo FRF Flacabo

American Orthopaedic Foot and Ankle Society (AOFAS) score (0-100)
Mean changes in primary outcome

H rrr W Placebo

100
o
g a0
[=
@ B0
=
I N
I ap
3 . .
= ap
L ]

£ .

0

Baseline g5 wieeks 26 weeks



References

1. Murray C, Marshall M, Rathod T, Bowen CJ, Menz HB, Roddy E. Population prevalence and
distribution of ankle pain and symptomatic radiographic ankle osteoarthritis in community
dwelling older adults: A systematic review and cross-sectional study. Vol. 13, PLoS ONE.

2018. p. e0193662.

2. Dong Y, Zhang B, Yang Q, Zhu J, Sun X. The effects of platelet-rich plasma injection in knee
and hip osteoarthritis: a meta-analysis of randomized controlled trials. Clin Rheumatol.

2021;40(1):263-77.

3. Paget LDA, Bierma-Zeinstra SMA, Goedegebuure S, Kerkhoffs GMMJ, Krips R, Maas M, et
al. Platelet-Rich plasma Injection Management for Ankle osteoarthritis study (PRIMA):
Protocol of a Dutch multicentre, stratified, block-randomised, double-blind, placebo-controlled

trial. BMJ Open. 2019;9(10):e030961.

Conflict of Interest Disclosures statement

Drs. Liam D. A. Paget reports an institutional grant from the Dutch Arthritis Society and non-financial
support to his institution from Arthrex (Heittich centrifuge on loan). Dr. Gustaaf Reurink reports an
institutional grant from the Dutch Arthritis Society, non-financial support to his institution from
Arthrex (Heittich centrifuge on loan). Dr. Robert-Jan de Vos reports non-financial support to his
institution from Arthrex (Heittich centrifuge on loan), Dr. Adam Weir reports non-financial support to
his institution from Arthrex (Heittich centrifuge on loan). Dr. Maarten H. Moen reports non-financial
support to his institution from Arthrex (Heittich centrifuge on loan). Prof. Sita M. A. Bierma-Zeinstra
reports Independent research grants outside the submitted work pending or received from The
Netherlands Organisation for Health Research and Development, CZ, European Union, Foreum,
Dutch Arthritis Society. Personal fees from Pfizer for consultancy, and from OARSI for associate

editorship OAC. Dr. Sjoerd A. S. Stufkens reports an institutional grant from the Dutch Arthritis



Society and non-financial support to his institution from Arthrex (Heittich centrifuge on loan). Prof.
Gino M. M. J. Kerkhoffs reports an institutional grant from the Dutch Arthritis Society, research
related payments from Arthrex and personal fees as associated editor for the Knee, Surgery, Sports
Traumatology, Arthroscopy, non-financial support to his institution from Arthrex (Heittich centrifuge
on loan). Prof. Johannes L. Tol reports an institutional grant from the Dutch Arthritis Society, non-

financial support to his institution from Arthrex (Heittich centrifuge on loan).

Word count abstract: 339



