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response in patients in both groups throughout the
study, with a faster response for those treated with GC.
However, the authors highlight the superiority in all
outcome measures of HA compared to GC in cases of
moderate HO, at 26 weeks.
Conclusion: Few studies directly compare the clinical
effect between intra-articular injections of GC and HA
in HO, showing heterogeneity in the type of popula-
tion, number of administrations, formulation of HA
and follow-up period. The analyzed studies had a short
follow-up time. The results obtained seem to demon-
strate a superiority of GC compared to HA in manag-
ing pain, namely in the speed of clinical response. How-
ever, Spitzer et al. demonstrated an overall superiority
of HA in patients with moderate HO, which suggests
that optimal selection of patients remains to be defined.

Keywords: Glucocorticoid; Corticosteroid injection;
Intra-articular injection; Hip osteoarthritis; Viscosup-
plementation; Hyaluronic acid.

INTRODUCTION

Osteoarthritis is an osteoarticular disorder caused by
damage to articular cartilage1-8. Its onset and progres-
sion is associated with aging, changes in metabolism,
hormonal and genetic factors, biomechanical changes
and inflammation5,9,10. Osteoarthritis is the most preva-
lent rheumatologic disease globally8 and occurs most
commonly in older adults, being estimated to affect up
to 80% of patients older than 65 years-old1-7. It usual-
ly causes pain, various degrees of inflammation, effu-
sion, reduced mobility, disability and loss of function-
ality1-5,10,11.

The hip is the second most common localization of
osteoarthritis, after the knee10. The distinct pathoge -
nesis of hip osteoarthritis (HO) is usually linked to the
femoroacetabular morphology, with abnormal articular
shearing and tearing forces resulting in a chronic in-
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ABSTRACT

Objective: To compare the effects of intra-articular in-
jection of glucocorticoid (GC) and hyaluronic acid
(HA) on pain and disability caused by hip osteoarthri-
tis (HO).
Materials and methods:A systematic review of the lit-
erature was carried out within MEDLINE (via
PubMed), Web of Science, Scopus and Cochrane Cen-
tral Register of Controlled Trials (CENTRAL) databa ses,
using the keywords (MeSH words): “hip osteoarthri-
tis”, “glucocorticoid”, “corticosteroid”, “corticoid”,
“hyaluronic acid” and “viscosupplementation”. Two in-
dependent authors applied inclusion and exclusion cri-
teria, selecting randomized clinical trials with direct
comparison between intra-articular injection of GC and
HA in patients with HO.
Results: 157 articles were found in the initial search.
After applying the exclusion criteria, 36 articles were
read, with final selection of 3 randomized clinical tri-
als (n = 484). Two studies compared the administra-
tion of these products with placebo (saline) - and one
also compared it with a fourth group of patients un-
dergoing only physical therapy. Qvistgaard et al.
demonstrated clinical superiority of GC (moderate
clini cal benefit) and HA (marginal clinical benefit) in
pain, at 4 weeks, both compared to placebo; however,
there was no statistically significant difference between
GC and HA during the 12-week follow-up. Atchia et al.
reported a statistically significant improvement in pain
and function in patients treated with GC during 8
weeks. Spitzer et al. demonstrated an overall clinical
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flammatory process10,12. Also, a proinflammatory state
due to homeostatic imbalance in adipokines and cy-
tokines can lead to cartilage degradation. Interleukin-
-1b, tumor necrosis factor-�, and interleukin-6 seem
to mediate this process, stimulating metalloproteinas-
es and inhibiting proteoglycans12. So, although os-
teoarthritis is described as a noninflammatory disease,
inflammation has been recognized as having an im-
portant role in its symptoms and progression13,14. Thus,
blocking proinflammatory pathways may reduce car-
tilage destruction, leading to better pain control and
functionality in patients with HO12.

Nowadays, there are no effective therapies for re-
ducing disease progression, so management is pri-
marily focused on optimizing pain control and main-
taining function15. Nonsurgical therapies for HO
include physical therapy, exercise, activity modifica-
tions, walking aids, topical agents, analgesics, nons-
teroidal anti-inflammatory drugs (NSAIDs) and intra-
articular injections1,7,8,16-22. Oral analgesic therapy is
restricted by duration, degree of efficacy and consi -
derable associated toxicities10,11,15. NSAIDs are associa -
ted with significant side effects, exacerbated by the fre-
quent co-morbidities present in a typical HO
population11,15.

As these treatment options are only modestly effec-
tive, surgery such as total hip replacement is often con-
sidered the best option for treating HO5,10. However,
this invasive treatment is aggressive and brings out the
risks of surgical complications such as nerve injuries
and dislocation5. Many symptomatic HO patients are
not yet candidates for hip arthroplasty, despite experi-
encing pain and limited function18. In these cases, and
after non effective conservative treatments, intra-ar-
ticular injections can be considered, since they target
the affected joint directly, with few systemic effects6,10,23.
Currently, two generally accepted products are used
for intra-articular injection of the hip: glucocorticoid
(GC) and hyaluronic acid (HA)10,17,24,25.

Unlike the knee joint, the access to the intra-artic-
ular compartment of the hip is rather difficult,9,24,26

mainly for anatomical features of the joint and the
proximity of important structures such as the femoral
artery and nerves4. For such reason, intra-articular in-
jections in HO have not been widely used in the
past9,24,26. Even though this procedure may be per-
formed “blindly”, failure rate is significant. So, it has
been suggested to perform it under radiological or ul-
trasound control4,10.

Current guidelines produced by European League

Against Rheumatism (EULAR),27 the American College
of Rheumatology (ACR)28 and Osteoarthritis Research
Society International (OARSI)29 recommend intra-ar-
ticular GC therapy use in the management of symp-
tomatic HO,10,15 since they produce anti-inflammatory,
immunosuppressive and antinociceptive effects, pro-
viding immediate  pain relief and reducing joint effu-
sions1,23. Clinical experience has shown that glucocor-
ticoids (GCs) are very useful for the treatment of
exacerbations of osteoarthritis, although they do not
seem to modify its underlying process. Despite the uti -
lity, its effect only lasts for a relatively short period of
time,23 which may lead to the need of repeated injec-
tions. Although it has been established that GC injec-
tions are fairly safe, there are concerns regarding their
possible adverse effects following repeated injections.
The most frequent side effects are post-injection flare,
infection, local fat atrophy, tendon rupture and/or skin
hyper- or hypopigmentation6,16,23,24,30. Avascular necro-
sis of the femoral head has been reported on rare oc-
casions1. Repetitive GC injections have been shown to
damage the cartilage by thinning it7,12,18. These injec-
tions can also lead to some systemic effects such as in-
creased glucose levels and hypothalamic-pituitary-
adrenal axis suppression1.

HA is a glycosaminoglycan molecule that integrates
the normal synovial fluid and cartilage extracellular
matrix, being one of its main components1,5,6,9,10,16,25,30,31.
Its function is to provide lubrication, shock absorption
and viscoelastic properties1,5,16,20,21,31. It is known that
during the aging process, HA concentration in the hu-
man body is reduced by 33%-50%1.

Intra-articular injection of HA derivatives, also
known as “viscossuplementation”, aims to restore the
visco-elastic properties of joints, such as cushioning,
lubrication and elasticity4,6,7,16,24,30,31. In addition to those
properties, HA is thought to have anti-inflammatory
and/or antinociceptive effects on the synovial cartilage,
decreasing joint effusion1,21,23,24,32,33. It may also have
chondroprotective effects, but these have only been
studied in vitro1,24,31.

HA injections have been used in humans for more
than 30 years, mainly in knee osteoarthritis, but in-
creasingly in other joints such as the hip31. In clinical
practice, there are several preparations of HA available,
which range from low-molecular-weight (e.g., Hyal-
gan® or Synvisc®) to high-molecular-weight (e.g.,
Durolane®), with the latter being produced by cross-
linking hyaluronic acids, also known as hylans23,30. All
of them are generally well tolerated, with low incidence
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Ontario and McMaster Universities [WOMAC] Os-
teoarthritis Index and Lequesne Index), a hierarchy
proposed by Juhl et al.36 was used to select one of them.

SEARCH STRATEgy

A search was conducted on the December 13th, 2019
with no date restrictions, within the following databa -
ses: MEDLINE (via PubMed), Cochrane Central Regis-
ter of Controlled Trials (CENTRAL), Scopus and Web
of Science.

The search terms used were “hip”, “osteoarthritis”,
“glucocorticoid”, “corticosteroid”, “corticoid”,
“hyaluronic acid” and “viscosupplementation”. The
controlled specific vocabulary of each database was also
used (e.g., MeSH in MEDLINE).

Data was independently extracted by two authors.
Discrepancies were resolved by discussion or with ar-
bitration by a third reviewer when differences re-
mained. All articles had their title and abstracts ana-
lyzed. Articles were not blinded for author, affiliation
or source.

All studies that could potentially match the inclusion
criteria, or that the title or abstract revealed insufficient
information to determine appropriateness for inclu-
sion, had their full text extracted. The papers were then
critically read and data was extracted using purpose-
made data-extraction tables.

RESUlTS

The initial search of literature databases identified 157
potentially relevant papers (MEDLINE: 17; Scopus:
106; Web of Science: 29; CENTRAL: 5). Based on the
title and abstract, 53 papers were included. After re-
moval of 17 duplicates, 2 conference abstracts and 2
studies written in other languages, 32 records remained
for full text review, with 3 studies meeting the inclusion
criteria18,26,37 (Figure 1). A published protocol for one
trial,24 if performed accordingly, would have met the
review inclusion criteria and be potentially relevant to
this review. However, no published results were iden-
tified, and the corresponding author did not reply to a
request for further information.

A summary of the characteristics of included trials
is shown in Table I. The studies were published be-
tween 2006 and 2015. Across all three included trials,
484 participants were randomized. The average age
was between 59 and 69 years. The studies had a pop-
ulation of 78,37 10126 and 30518 patients. Three diffe rent

of side effects20,21 such as post-injection flare (that usu-
ally resolves without treatment within 72 hours), su-
perficial itching and headache1,20,21,24,30,31. Rarely, more
serious side effects include severe inflammatory reac-
tions, pseudogout and pseudosepsis1,20,23,24.

Nevertheless, the effectiveness of HA in comparison
to GC remains unclear. This study aims to compare in-
tra-articular injections of GC and HA for the treatment
of HO.

METHODS

AIM AND INClUSION CRITERIA

This systematic review was conducted according to the
guidelines of the Preferred Reporting of Systematic Re-
views and Meta-Analyses (PRISMA) Group34. The goal
was to include all randomized controlled trials con-
cerning the head-to-head comparison of intra-articular
injections of GC and HA in the treatment of HO, which
reported at least one of the defined outcome variables
(pain, disability and quality of life).

HO diagnosis was established according to the ACR
criteria35 with all degrees of severity of osteoarthritis in-
cluded.

ExClUSION CRITERIA

Exclusion criteria were: ineligible publications (book
chapters, reviews, editorials, comments, conference
proceedings, meeting abstracts or guidelines without
relevant information), non-human studies (e.g., in vit-
ro or animal research), non-Portuguese, English or
Spanish languages, case reports, studies concerning os-
teoarthritis in other joints (e.g., knee), studies merely
describing HA or GC administration technique, stud-
ies comparing different HA formulations with a non-
GC intra-articular injection and studies comparing dif-
ferent GC formulations with a non-HA intra-articular
injection.

OUTCOMES

The outcomes established for this study were: pain,
disa bility and quality of life. The minimum criteria for
inclusion of the trial was the adequate reporting of at
least one of the outcome variables. Information re-
garding other outcomes and adverse events was ex-
tracted and analyzed, when feasible.  All tools routine-
ly used to assess the referred outcomes were accepted.
When the trial reported more than one tool for the
same outcome (e.g., visual analog scale [VAS], Western
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FIgURE 1. PRISMA flow diagram of article selection.
From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097. doi:10.1371/journal.pmed1000097

HA formulations (Hyalgan®,26 Durolane®37 and Syn-
visc®18) were chosen, but all studies used the same GC
preparation (methylprednisolone). The dosing of
methylprednisolone was variable throughout the stu -
dies. Two studies compared the administration of these
products with placebo (saline)26 - and one of these also
compared it with a fourth group of patients undergo-
ing physical therapy, only37. Two studies used ultra-
sound26,37 as a procedure guide, while one used fluo-
roscopy18. The studies showed heterogeneity regarding
the number of injections administered and the time in-
terval between each one (Table I). The duration of fol-
low-up ranged between 12-26 weeks. In all studies,
post hoc analysis using the Outcome Measures in
Rheumatology Clinical Trials–Osteoarthritis Research
Society International (OMERACT-OARSI) criteria38 al-
lowed comparison of positive treatment responses.  

Qvistgaard et al.26 performed a prospective double
blind study, using a randomized controlled trial with a
three-armed parallel-group design (methylpredni -
solone versus Hyalgan® versus saline). Three ultra-
sound-guided intra-articular injections were given at
two weeks interval (group 1: first injection with GC,

following two saline injections; group 2: three HA in-
jections; group 3: three saline injections). Patients con-
tinued their usual analgesic consumption throughout
the study, but those who demanded therapy changes
were secondarily excluded. The primary outcome mea-
sure was “pain on walking”, registered using VAS, and
secondary outcome measures were “pain at rest”, using
VAS, Lequesne score and WOMAC index for os-
teoarthritis; and “patient global assessment”, on a VAS.
Assessments were performed at baseline and after 2, 4
and 12 weeks. The secondary drop-out rate was 13%.
Patients treated with GC experienced significant im-
provement in “pain on walking” at 4 weeks of inter-
vention (p=0.006) with an effect size indicating a mo -
d  e  rate clinical effect; standardized mean differences
(SMD) = 0.6 (95% confidence interval [CI]: 0.1-1.1,
p=0.021). Although a similar significant result could
not be shown in the HA group, the effect size indicat-
ed a marginal clinical benefit; SMD = 0.4 (CI: -0.1 to
0.9; p=0.13). However, there was no statistically sig-
nificant difference between the three groups on any
outcome measure, at 12 weeks (p=0.29); SMD (GC) =
0.3 (CI: -0.1 to 0.8; p=0.17); SMD (HA) = 0.0 (CI: -0.5
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to 0.5; p=0.97). Responder analysis demonstrated that,
at 4 weeks, 53% patients responded to HA, 66% to GC,
and 44% to placebo. The authors found that GC had
significant effect in “pain on walking” on both patients
with and without effusion, while HA only had effect in
patients without effusion. No significant adverse events
were found during the study period.

Atchia et al.37 designed a prospective single blind
study, using a randomized controlled trial with a four-
armed parallel-group design (methylprednisolone ver-
sus Durolane® versus saline versus standard care [non-
injection group]). In the three groups allocated to
invasive treatment, only one ultrasound-guided intra-
articular injection was performed. There were no re-
strictions regarding medication use, but patients were
requested to notify changes in medication during the
study. The primary outcome measure was “worst pain”
on a numerical rating scale (NRS). The secondary out-
come measures were “pain and function global scores”
on the WOMAC index for osteoarthritis, and “patient
global assessment”. Evaluation was performed at base-
line, 1, 4, 8, and, when possible, 16 weeks post-injec-
tion. At 8 weeks, there were 4 dropouts from the stan-
dard care group and 1 from each of the GC and HA
groups. There were statistically significant differences
throughout the study, with improvements in the GC
group for all the outcome measures sustained over the
8-week period (p=0.002 for pain on NRS, p=0.003 for
pain on WOMAC and p=0.009 for function on WOM-
AC), with an effect size indicating a moderate to large
benefit (1.5, 1.0 and 0.5 for pain on NRS; 1.9, 1.1 and
0.6 for pain on WOMAC; and 1.3, 0.9 and 0.4 for func-
tion on WOMAC, at weeks 1, 4 and 8, respectively).
The number of OMERACT–OARSI responders was sig-
nificantly higher in the GC group, sustained at 8 weeks.
The authors highlighted the presence of synovitis (mea-
surement of the bone to capsule distance of over 7mm)
as a single predictor of GC response at weeks 4 and 8
(p<0.05, Fisher’s exact test). No significant adverse
events were found during the study period.

Spitzer et al.18 performed a prospective, multicenter,
double-blind study, using a randomized controlled 
trial with a comparative two-armed parallel-group de-
sign (methylprednisolone versus Synvisc®). Two fluo-
roscopy-guided intra-articular injections were given at
two weeks interval (group 1: first injection with GC,
following one saline injection; group 2: two HA injec-
tions). Patients were required to suspend any pain or
osteoarthritis medication 3–21 days before treatment –
acetaminophen (4000 mg/day, prn) was allowed for

flares of hip pain or post-injection pain management.
Patients were asked to discontinue any pain medica-
tions 48 hours prior to each evaluation. The primary
outcome measure was “pain” on the WOMAC. The
secon dary outcome measures were “blinded clinical
observer global assessment” on VAS, “patient global as-
sessment” on VAS, and “pain, stiffness and function”
on the WOMAC. Evaluation was performed at base-
line and at 4, 8, 12, 16, 20, and 26 weeks. The per-
centage of dropouts was 20% for the HA group and
25% for the GC group. Patients in both groups showed
a clinical response throughout the study (p=<0.0001)
in all outcome measures, with an early response for the
ones treated with GC, whereas HA exhibited a more
delayed onset of action. Applying WOMAC A and
OMERACT–OARSI responder criteria, was demons -
trated that patients receiving HA were more likely
(31%; p= 0.13, and 34%; p= 0.09, respectively) to have
a positive response than patients receiving GC, as it was
equally more likely for patients with osteoarthritis Kell-
gren-Lawrence grade (KLG) 3 (moderate osteoarthritis)
treated with HA to have a positive result at 26 weeks
(p=0.06). Patients with moderate osteoarthritis had a
50% and 58% greater probability of a positive result
with HA versus GC, as measured by WOMAC A
(p=0.04; 41%–50%) and OMERACT-OARSI (p=0.01;
48%–58%) criteria, respectively, at all study intervals.
There were no significant adverse events during the
study.

DISCUSSION

As several intra-articular medications have been intro-
duced to treat symptomatic osteoarthritis, GCs and HA
have been studied the most. Most studies focus on the
knee, demonstrating effectiveness of both interventions
in reducing knee osteoarthritis symptoms; however,
HA seems to have a longer duration of action while GCs
have a more rapid onset of action. Some controversy re-
mains over the benefit of HA and GCs in the treatment
of HO24. Overall, intra-articular injections may be con-
sidered safe when given with the aid of ultrasound or
fluoroscopic guidance. 

Both GC and HA injections should be considered
for patients who are delaying or unsuitable for joint re-
placement surgery. This review indicates an overall su-
periority of GC compared to HA, namely in the speed
of clinical response. However, patients with moderate
radiographic osteoarthritis (KLG 3) appear to have
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higher response rates to HA. 
In the study by Qvistgaard et al.,26 there was no ten-

dency of effect in any outcome measures, during the 12
weeks of intervention, in all groups. Patients treated
with GC had a significant but short lasting improve-
ment in “pain on walking”, with an effect size indicat-
ing a moderate clinical effect. Unlike GC injections, HA
showed no effect in pain in patients with joint effusion.
Therefore, the authors suggest that the presence of in-
tra-articular effusion may be considered a predictor of
good response to GC injections.

Atchia et al.37 reported benefits regarding pain and
function of a single injection of GC in patients with ad-
vanced HO eligible for arthroplasty, during 8 weeks.
However, the authors failed to demonstrate any im-
provement after injection of a high-molecular-weight
HA, at least in moderate to severe HO, as this study did
not address early or mild disease. It was also advocat-
ed that ultrasound evidence of synovitis is a biomark-
er of response to GC injection.

Spitzer et al.18 demonstrated that HA was equally as
effective, regarding to all outcome measures, as GC in
all patients. However, HA patients with moderate ra-
diographic disease responded better overall. As antic-
ipated, GC provided better outcomes early in the study,
while HA patients seemed to have surpassed those of
GC in a later phase. The authors defend GCs’ better re-
sponse in milder disease, in relation to the presence of
soft tissue inflammation.

Many other studies15,23,32 suggest that intra-articular
GCs are efficacious in delivering short term, but clini-
cally significant pain relief, as it can decrease pain and
lead to transient function improvement for up to 3
weeks. The overall effect of GCs is the reduction of
proinflammatory derivatives such as bradykinin and
histamine, which can cause pain by directly stimulat-
ing primary afferent nociceptive fibers; and
prostaglandins and leukotrienes, which have been
shown to sensitize nociceptors. Also, GCs interfere with
inflammatory cell adhesion and migration, inhibit syn-
thesis of neutrophil superoxide, and decrease im-
munoglobulin production. As inflammation is a driv-
er for structural progression of osteoarthritis, the use of
intra-articular GCs has been pointed as a possible strat-
egy for its prevention37. The reduction of  pro-inflam-
matory mediators, rapidly stabilizing neural mem-
branes and inhibiting C-fiber transmission, may
explain why some patients report immediate relief of
pain after a GC injection23. For such reason, intra-ar-
ticular GCs are considered a fast-acting symptomatic

drug option in HO, as reported by McCabe et al.,15 with
a large treatment effect size at 1 week post-injection.
Nevertheless, the magnitude of pain reduction and
functional improvement tends to decrease thereafter,
as GCs have a short-lived effect on pain (1–4 weeks).
Despite that, some trials have reported clinically sig-
nificant differences in both pain and function at 8
weeks post-injection in HO, with a similar pattern of
those observed in studies of knee GC injections15. Be-
cause of its short effect duration, the injection fre-
quently needs to be repeated, jeopardizing the useful-
ness of this agent in long-term management of
osteoarthritis, as it brings concerns about long-term
deleterious effects on cartilage. Thus, their use should
be limited to the treatment of disease flares, such as ex-
acerbation of pain, nocturnal pain and effusion. The
effects of GCs in HO have been demonstrated in sev-
eral controlled studies,6,23,24,26 with some authors claim-
ing that GC should be considered as a first-line in-
jectable treatment option after other conservative
measures have failed or in case of acutely inflamed os-
teoarthritis joint23.

Particulate steroids such as methylprednisolone and
triamcinolone have a depot effect, resulting in a longer
duration of action due to their ability to remain in the
synovial fluid and the maintenance of continuous re-
lease of the active drug for longer periods of time1. Al-
though all included trials in our review used methyl-
prednisolone as the GC, in our clinical practice,
triamcinolone acetonide and hexacetonide are also
widely used. Its lower solubility would be expected to
prolong intra-articular half-life of the drug and thus the
duration of action1. Actually, an extended-release of tri-
amcinolone acetonide using microsphere technology
was developed, slowing the steroid release in the in-
jection site, possibly until several months39. Future
studies on intra-articular treatment of HO using other
GCs rather than methylprednisolone would be of high
importance to clarify this issue.

HA acts as a symptomatic slow-acting drug, with a
delayed onset of efficacy of 2 to 5 weeks and a long-
lived but modest benefit (4–12 months) on pain and
functional outcome23,30. Although it was initially be-
lieved that the effects of HA were due only to its me-
chanical properties, numerous studies have showed
that HA acts through CD44 suppression of metallo-
proteinases, cyclooxygenase-2, and reactive species of
oxygen4,12,21,25. HA is taken up by specific joint recep-
tors, providing moderate anti-inflammatory and anti-
oxidant action, reducing cytokine-induced enzyme
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production, anabolizing effect on cartilage, and induc-
ing direct analgesia by masking the joint nocicep-
tors10,20-22,25,31. Moderate osteoarthritis seems to be the
indication of choice for viscosupplementation with HA,
since efficacy seems to be better in moderate joint space
narrowing (KLG 3), whichever the joint. Its efficacy on
severe HO does not seem to be valuable, being that
arthroplasty would be recommended for most patients.
Even though viscossuplementation is not a replace-
ment of surgery, it could delay surgical intervention
and be useful in patients unsuitable for surgery. In cas-
es of severe effusion, indicating acute inflammation,
viscossupplementation is not indicated. Synovitis has
been associated with accelerated joint cartilage degra-
dation and it seems to impair the efficacy of HA, both
due to enzymes and oxidants (hyaluronidases, free rad-
icals) degrading the HA chains, and due to dilution ef-
fect in the effusion fluid. So, the selection of appropri-
ate candidates for HA treatment is crucial to achieve
the desired outcomes. Unfortunately, the ideal candi-
date for viscosupplementation has yet to be well-de-
fined, although current literature tends to point HA in-
jections as being more effective for patients with no or
minor joint effusion and moderate loss of joint space
width.

A recent study40 indicates that combined injections
of GC and HA can safely lead to rapid pain reduction,
which appears to be maintained over time. Thus, com-
bining the two agents seems to lead to a “best of both
worlds” scenario, when using intra-articular injections
for HO treatment. If more studies arise pointing to this
conclusion, maybe the answer is to use both GS and HA
together for certain patients, instead of trying to figure
out which one is superior.

CONClUSIONS

There have been studies on non-operative treatment of
HO, but the methodological quality is often poor.
Therefore, the need for more rigorously designed con-
trolled trials on HO treatment, with a minimum of 100
patients in each group, and with high methodological
quality is growing, as this subject is still very much un-
der debate. Future research should focus on sufficient-
ly powered randomized trials to compare intra-articu-
lar treatment of HO with GC injections versus HA
injections, as well as with GC combined with HA. Fu-
ture studies should also aim to compare GC and HA
with other types of intra-articular or non-surgical treat-

ments, since there is not any strong evidence favoring
one over the other.

There is also the need to conduct studies that may
allow to determine which patients with HO are suitable
for intra-articular injections with HA or GC, taking into
consideration the good and durable results of a total
hip arthroplasty, and its cost effectiveness. For such rea-
son, long-term studies are needed to determine the
long-lasting benefits of HA and GC injections and the
possibility to avoid surgical intervention, by acting as
a disease-modifying agent. 

Treatment decisions must be made on an individ ual
basis, carefully weighing the benefits and disadvantages
of each option. Considering the costs and relative in-
vasiveness of the procedures, injections cannot be re -
commended as standard therapy in HO for wider
popu lations, and therefore their indication remains a
highly personalized matter.

CORRESpONDENCE TO

Filipa Vilabril
Av. Noruega, Lordelo
5000-508 Vila Real
E-mail: filipavilabril@gmail.com

REFERENCES

1. Yaftali NA, Weber K. Corticosteroids and Hyaluronic Acid In-
jections. Clin Sports Med. 2019;38(1):1-15.

2. Zhang W, Nuki G, Moskowitz RW, Abramson S, Altman RD,
Arden NK, et al. OARSI recommendations for the management
of hip and knee osteoarthritis. Part III: Changes in evidence fol-
lowing systematic cumulative update of research published
through January 2009. Osteoarthritis Cartilage. 2010;18(4):
476-499.

3. Hirsch G, Kitas G, Klocke R. Intra-articular Corticosteroid In-
jection in Osteoarthritis of the Knee and Hip: Factors Predict-
ing Pain Relief-A Systematic Review. Semin Arthritis Rheum.
2013;42(5):451-473.

4. Migliore A, Granata M. Intra-articular use of hyaluronic acid in
the treatment of osteoarthritis. Clin Interv Aging.
2008;3(2):365-369.

5. Chao Y-S, Loshak H. Intra-Articular Hyaluronic Acid for Os-
teoarthritis of the Hip or Ankle: A Review of Clinical Effective-
ness. (CADTH Rapid Response Report: Summary with Critical
Appraisal). Ottawa (ON): CADTH; 2019. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK546647/

6. Clegg TE, Caborn D, Mauffrey C. Viscosupplementation with
hyaluronic acid in the treatment for cartilage lesions: A review
of current evidence and future directions. Eur J Orthop Surg
Traumatol. 2013;23(2):119–124.

7. Colen S, Haverkamp D, Mulier M, Van Den Bekerom MPJ.
Hyaluronic acid for the treatment of osteoarthritis in all joints
except the Knee: What is the current evidence? BioDrugs.
2012;26(2):101–112.

8. Fernandes L, Hagen KB, Bijlsma JWJ, Andreassen O, Chris-
tensen P, Conaghan PG, et al. EULAR recommendations for the
non-pharmacological core management of hip and knee os-



ÓRGÃO OFiCiAL DA SOCiEDADE PORTUGUESA DE REUMATOLOGiA

135

vilabril F et al

teoarthritis. Ann Rheum Dis. 2013;72(7):1125–1135.
9. Fernández López JC, Ruano-Ravina A. Efficacy and safety of in-

traarticular hyaluronic acid in the treatment of hip osteoarthri-
tis: a systematic review. Osteoarthritis Cartilage. 2006;14
(12):1306-1311.

10. Gigante A, Callegari L. The role of intra-articular hyaluronan
(Sinovial®) in the treatment of osteoarthritis. Rheumatol Int.
2011;31(4):427–444.

11. Conrozier T, Couris CM, Mathieu P, Merle-Vincent F, Piperno M,
Coury F, et al. Safety, efficacy and predictive factors of efficacy
of a single intra-articular injection of non-animal-stabilized-
hyaluronic-acid in the hip joint: Results of a standardized fol-
low-up of patients treated for hip osteoarthritis in daily practice.
Arch Orthop Trauma Surg. 2009;129(6):843–848.

12. Leite VF, Daud Amadera JE, Buehler AM. Viscosupplementa-
tion for Hip Osteoarthritis: A Systematic Review and Meta-Anal-
ysis of the Efficacy on Pain and Disability, and the Occurrence
of Adverse Events. Arch Phys Med Rehabil. 2018;99(3):574-
-583.e1.

13. Park KD, Kim TK, Bae BW, Ahn JK, Lee WY, Park Y. Ultrasound
guided intra-articular ketorolac versus corticosteroid injection
in osteoarthritis of the hip: a retrospective comparative study.
Skeletal Radiol. 2015;44(9):1333–1340.

14. van Middelkoop M, Arden NK, Atchia I, Birrell F, Chao J,
Rezende MU, et al. The OA Trial Bank: Meta-analysis of indi-
vidual patient data from knee and hip osteoarthritis trials show
that patients with severe pain exhibit greater benefit from intra-
articular glucocorticoids. Osteoarthritis Cartilage. 2016;24(7):
1143-1152.

15. McCabe PS, Maricar N, Parkes MJ, Felson DT, O’Neill TW. The
efficacy of intra-articular steroids in hip osteoarthritis: a sys-
tematic review. Osteoarthritis Cartilage. 2016;24(9):1509-1517.

16. Rani N, Sabbioni G, Mazzotta A, Rocchi M, Stagni C, Filanti M,
et al. Infiltrative therapy as conservative treatment in hip os-
teoarthritis: A literature review. Hip Int. 2016;26 Suppl 1:8-13.

17. Yu SPC, Ferreira ML, Van Middelkoop M, Bierma-Zeinstra SMA,
Zhang W, Deveza LA, et al. Predictors of placebo response to lo-
cal (intra-articular) therapy in osteoarthritis: An individual pa-
tient data meta-analysis protocol. BMJ Open. 2019;9(5).

18. Spitzer AI, Bockow BI, Brander VA, Yates JW, MacCarter DK,
Gudger GK, et al. Hylan G-F 20 improves hip osteoarthritis: A
prospective, randomized study. Phys Sportsmed. 2010;38(2):
35–47.

19. Bannuru RR, Osani MC, Vaysbrot EE, Arden NK, Bennell K,
Bierma-Zeinstra SMA, et al. OARSI guidelines for the non-sur-
gical management of knee, hip, and polyarticular osteoarthri-
tis. Osteoarthritis Cartilage. 2019;27(11):1578-1589.

20. Conduah AH, Baker CL, Baker CL. Managing joint pain in os-
teoarthritis: Safety and efficacy of hylan G-F 20. J Pain Res.
2009;2:87–98.

21. Chevalier X, Migliore A. Safety and tolerability of intra-articu-
lar hyaluronic acid injection (Sinovial®) in experimental and
clinical practice. Eur J Inflamm. 2013;11(3):573–580.

22. van den Bekerom MPJ, Lamme B, Sermon A, Mulier M. What
is the evidence for viscosupplementation in the treatment of pa-
tients with hip osteoarthritis? Systematic review of the litera-
ture. Arch Orthop Trauma Surg. 2008;128(8):815–823.

23. Hameed F, Ihm J. Injectable Medications for Osteoarthritis. PM
R. 2012;4(5 Suppl):S75-81.

24. Colen S, Van Den Bekerom MPJ, Bellemans J, Mulier M. Com-
parison of intra-articular injections of hyaluronic acid and cor-

ticosteroid in the treatment of osteoarthritis of the hip in com-
parison with intra-articular injections of bupivacaine. Design
of a prospective, randomized, controlled study with blinding
of the patients and outcome assessors. BMC Musculoskelet Dis-
ord. 2010;11:264.

25. Santilli V, Paoloni M, Mangone M, Alviti F, Bernetti A. Hyaluron-
ic acid in the management of osteoarthritis: Injection therapies
innovations. Clin Cases Miner Bone Metab. 2016;13(2):131–4.

26. Qvistgaard E, Christensen R, Torp-Pedersen S, Bliddal H. Intra-
articular treatment of hip osteoarthritis: A randomized trial of
hyaluronic acid, corticosteroid, and isotonic saline. Os-
teoarthritis Cartilage. 2006;14(2):163-170.

27. Zhang W, Doherty M, Arden N, Bannwarth B, Bijlsma J, Gun-
ther KP, et al. EULAR evidence based recommendations for the
management of hip osteoarthritis: Report of a task force of the
EULAR Standing Committee for International Clinical Studies
Including Therapeutics (ESCISIT). Ann Rheum Dis.
2005;64(5):669–681.

28. Hochberg MC, Altman RD, April KT, Benkhalti M, Guyatt G,
McGowan J, et al. American College of Rheumatology 2012 rec-
ommendations for the use of nonpharmacologic and pharma-
cologic therapies in osteoarthritis of the hand, hip, and knee.
Arthritis Care Res. 2012;64(4):465–474.

29. Zhang W, Moskowitz RW, Nuki G, Abramson S, Altman RD,
Arden N, et al. OARSI recommendations for the management
of hip and knee osteoarthritis, Part II: OARSI evidence-based,
expert consensus guidelines. Osteoarthritis Cartilage.
2008;16(2):137-162.

30. Gossec L, Dougados M. Do intra-articular therapies work and
who will benefit most? Best Pract Res Clin Rheumatol.
2006;20(1):131–144.

31. Legré-Boyer V. Viscosupplementation: Techniques, indications,
results. Orthop Traumatol Surg Res. 2015;101(1 Suppl):S101-
-108.

32. Brander V, Skrepnik N, Petrella RJ, Jiang GL, Accomando B, Var-
danyan A. Evaluating the use of intra-articular injections as a
treatment for painful hip osteoarthritis: a randomized, double-
blind, multicenter, parallel-group study comparing a single 6-
mL injection of hylan G-F 20 with saline. Osteoarthritis Carti-
lage. 2019;27(1):59-70.

33. Alberto M, Umberto M, Emanuele B, Bruno L, Valentina G,
Prisco P, et al. Intra-articular injection of hyaluronic acid (MW
1,500-2,000 kDa; HyalOne®) in symptomatic osteoarthritis of
the hip: A prospective cohort study. Arch Orthop Trauma Surg.
2011;131(12):1677-1685.

34. Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting
items for systematic reviews and meta-analyses: The PRISMA
statement. Int J Surg. 2010;8(5):336–341.

35. Altman R, Alarcón G, Appelrouth D, Bloch D, Borenstein D,
Brandt K, et al. The American College of Rheumatology criteria
for the classification and reporting of osteoarthritis of the hip.
Arthritis Rheum. 1991;34(5):505-514.

36. Juhl C, Lund H, Roos EM, Zhang W, Christensen R. A Hierar-
chy of Patient-Reported Outcomes for Meta-Analysis of Knee
Osteoarthritis Trials: Empirical Evidence from a Survey of High
Impact Journals. Arthritis. 2012;2012:1–17.

37. Atchia I, Kane D, Reed MR, Isaacs JD, Birrell F. Efficacy of a sin-
gle ultrasound-guided injection for the treatment of hipos-
teoarthritis. Ann Rheum Dis. 2011;70(1):110–116.

38. Pham T, van der Heijde D, Altman RD, Anderson JJ, Bellamy N,
Hochberg M, et al. OMERACT-OARSI initiative: Osteoarthritis



ÓRGÃO OFiCiAL DA SOCiEDADE PORTUGUESA DE REUMATOLOGiA

136

Hyaluronic acid versus glucocorticoid in Hip osteoartHritis

research society international set of responder criteria for os-
teoarthritis clinical trials revisited. Osteoarthritis Cartilage.
2004;12(5):389-399.

39. Paik J, Duggan ST, Keam SJ. Triamcinolone acetonide extend-
ed-release: a review in osteoarthritis pain of the knee. Drugs.
2019;79(4), 455-462.

40. Smith C, Patel R, Vannabouathong C, Sales B, Rabinovich A,
McCormack R, et al. Combined intra-articular injection of cor-
ticosteroid and hyaluronic acid reduces pain compared to
hyaluronic acid alone in the treatment of knee osteoarthritis.
Knee Surg Sports Traumatol Arthrosc. 2019;27(6):1974-1983.


