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ABSTRACT

Background: The purpose of this study was to evaluate the
effectiveness and safety of intra-articular sodium hyaluronate
(Ostenil®mini) compared to intra-articular triamcinolone ace-
tonide (Trigon dep0t®) in the treatment of painful hallux
rigidus. Methods: Thirty-seven patients (ages 40 to 80 years)
with painful early stage hallux rigidus were enrolled in the
study. One group received an intra-articular injection with
1.0 ml sodium hyaluronate (SH); the other received an intra-
articular injection of 1.0 ml triamcinolone acetonide (TA).
Patients were evaluated on days 0, 14, 28, 56 and 84. Effective-
ness was measured using the following parameters: joint pain
at rest or on palpation (VAS), with passive motion, and gait
pain; AOFAS hallux metatarsophalangeal score; use of anal-
gesics and global assessment of the treatment by the patient and
investigator. Safety was evaluated by the outcome of tolerance
to treatment and observation of adverse events. Statistical anal-
yses were performed using the Chi-square test, Mann-Whitney
U test, Wilcoxon test and Friedman test. Results: Thirty-seven
patients (40 feet) were evaluated. Pain at rest or with palpation
and pain on passive mobilization decreased significantly in both
treatment groups in comparison to baseline (p < 0.01), but no
significant between-group differences were observed (p > 0.05).
Gait pain improved substantially in the sodium hyaluronate
group with significant differences compared to the triamci-
nolone group at days 28 and 56 (p < 0.05). The AOFAS total
score improved significantly in the SH group compared to the
TA group (p < 0.05). This was mainly due to improvements
in the pain subscale. No between-group differences were seen
regarding the use of analgesics. Global assessment of treatment
by patients was good in both groups, and there was a signifi-
cant between-group difference favoring SH when areas under
the curves (AUC) were calculated (p < 0.05). Tolerance was
good in both groups. Adverse events occurred in three patients.
Conclusions: Intra-articular injections of sodium hyaluronate
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are effective and safe in decreasing hallux rigidus pain. The
AOFAS scores in the SH group were significantly better than in
the TA group.
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INTRODUCTION

The term hallux rigidus is used to describe certain symp-
toms commonly associated with degenerative arthritis of
the first metatarsophalangeal (MTP) joint.! Because of the
restricted mobility and flexion deformity involving the MTP
joint, the deformity also has been called hallux limitus and
hallux flexus. Depending on the stage of the disease process,
several operative techniques for the treatment of hallux
rigidus have been reported. For early stages, cheilectomies,
phalangeal or first metatarsal osteotomies, and interposition
arthroplasties have been documented.' Late-stage disease
requires more aggressive techniques, such as resection arthro-
plasty, implant arthroplasty, and arthrodesis.'

Nonoperative treatment in the early stages includes the
use of nonsteroidal anti-inflammatory agents, although little
mention is made of its efficacy.!® Although the effective-
ness of corticosteroid and hyaluronic acid injections in
osteoarthritic knees has been investigated,'! to our knowl-
edge, no such study has compared their effectiveness for
hallux rigidus.

The aim of this study was to evaluate the effectiveness and
safety of a single sodium hyaluronate (SH) injection in the
first MTP joint of patients with symptomatic hallux rigidus
in early stages. The results, after a 3-month followup, were
compared with those obtained after a single triamcinolone
acetonide (TA) injection.

MATERIAL AND METHODS

The protocol was approved by the Ethics Committee and
the Research Committee for Clinical Trials of the hospital
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and satisfied ethical standards as described in the Declaration
of Helsinki.® All participating patients were informed of the
study objectives and their informed consent was obtained.

Thirty-seven patients (six men and 31 women) ages 40
to 80 years with painful osteoarthritis of the first MTP joint
(hallux rigidus) with or without deviation (hallux valgus) and
diagnosed by clinical examination and radiography (grade I
according the classification of Karasick and Wapner®) were
enrolled in the study. Inclusion criteria also included pain on
dorsiflexion or plantarflexion of the first MTP joint of more
than 30 mm as measured on a 100-mm visual analogue scale
(VAS). Patients with grade II or III osteoarthritic changes,’
foot deformities, or pain that might interfere with the clinical
assessment of the first MTP joint were excluded. Patients
who had infections or previous surgery, had been treated
with intra-articular injections, or were hypersensitive to SH
or corticoids also were excluded.

A total of 37 patients were recruited and 40 joints were
treated (20 per group). The demographic data were as
follows : SH 80% women, TA 90% women; average age:
SH 61.3 years £ 12.9, TA 62.7 &+ 11.3; average weight:
SH 66.5 kg +£9.7 kg, TA 67.8 kg £9.1 kg). There were
no statistically significant differences between the treatment
groups regarding gender distribution (X?; p = 0.6614), and
the other demographic data (Mann-Whitney U test; p >
0.05). Three patients from the SH group and one patient
from the TA group dropped out of the study for reasons not
related to treatment; (3 feet SH; 1 Foot TH) therefore, 17
patients in the SH group and 19 patients in the TA group
were evaluated.

Patients were randomly allocated into two groups and
received a single intra-articular injection of either 1.0 ml
SH (Ostenil®mini; TRB Chemedica AG, Haar/Miinchen,
Germany) or 1.0 ml TA (Trigon depot®; Bristol-Myers-
Squibb S.L.: New York, USA) into the MTP joint.

Each injection was given with use of the manufacturer’s
prefilled 1-ml syringe (Ostenil®) or 1 ml of TA. All injections
were done in a similar manner with the patient supine. The
foot was prepared in a sterile fashion, and a 25-gauge needle
was placed into the joint lateral to the extensor hallucis
longus. No topical anesthesia or image intensification were
used. Patients were encouraged to refrain from strenuous
activity for a day after the injections. As rescue medication,
patients were permitted to take only paracetamol tablets (500
mg) for severe pain or symptomatic deterioration (not more
than 2 grams per day).

Effectiveness was measured using the following parame-
ters: target joint pain at rest or on palpation, measured with
the 100-mm VAS; target joint pain during dorsiflexion and
plantarflexion (VAS); pain on walking 20 meters wearing
ordinary shoes (VAS); American Orthopaedic Foot and Ankle
Society (AOFAS) score for hallux evaluation, with subscores
for pain (40 points), function (45 points) and alignment
(15 points);® use of pain rescue medication; and global
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assessment of the treatment by the patient and the inves-
tigator using a 5-point scale (0 = worse, 1 = no difference,
2 = slight improvement, 3 = good, 4 = optimal). The pain
parameters and the AOFAS scores were evaluated at day 0
(before injection), and then at days 14, 28, 56, and 84 (end
of study). Rescue medication consumption and global assess-
ment of the treatment were evaluated at days 14, 28, 56, and
84.

To maintain the single-blind nature of the study, patients
were unaware of which product they received.

Comparative intragroup and intergroup analyses were
performed for all the assessment parameters. The percentage
responders were calculated for pain at rest or on palpation,
on passive mobilization, and gait pain. A responder was
defined as a patient who had at least 20 mm decrease in
the VAS measurement. Safety was assessed by the outcome
of tolerance to treatment and by the analysis of adverse
events reported by the patient or by the investigator. The
ratio between two categorical variables was determined
by the chi-square (X?) test. Comparison of continuous
(or categorical ordinal) variables between two groups was
performed using the nonparametric Mann-Whitney U test.
Comparison between two continuous (or categorical ordinal)
related variables was performed using the Wilcoxon’s rank-
sum test. Comparison between more than two continuous (or
categorical ordinal) related variables was performed using
the Friedman test. Two-tailed contrasts with « error rate =
5% were performed. Data processing was done using the
statistical package SPSS version 11.5.1 (SPSS, Inc., Chicago,
IL).

RESULTS

A significant decrease in joint pain VAS scores at rest or
on palpation was observed in both treatment groups. Mean
VAS scores decreased from 62.2 mm 4 10.7 at baseline
to 26.2 mm =+ 23.9 at day 84 in the SH group and from
58.7 mm =% 11.6 to 34.1 mm = 16.6, respectively, in the TA
group (Friedman test; p < 0.01). There were no statistically
significant between-group differences at each followup visit
(Mann-Whitney U test; p > 0.05) (Figure 1).

At day 14, nine (52.9%) of the patients in the SH group
were considered as responders for pain at rest or on palpation,
and this figure increased to 11 patients (64.7%) from day 28
to 84. In the TA group, there were six (31.6%) responders at
day 14, seven (36.8%) at day 28, and nine (47.4%) at days 56
and 84. No statistically significant between-group differences
were observed (X%; p > 0.05) (Figure 2).

A significant decrease in dorsiflexion or plantarflexion
VAS pain scores was observed in both treatment groups
compared to baseline. Mean VAS scores decreased from
67.5 mm £ 10.7 at baseline to 39.4 mm =+ 25.6 at day 84
in the SH group and from 64.2 mm =+ 8.0 to 41.6 mm =+
16.5, respectively, in the TA group (Friedman test; p <
0.01). There were no statistically significant between-group
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Fig. 1: Pain of the first MTP joint at rest or on palpation. (0: no pain/100:
pain ++++).
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Fig. 2: Responders in pain relief of the first metatarsophalangeal joint at
rest or on palpation. (Values are expressed in % of patients) chi-square test;
p > 0.05.

differences at each followup visit (Mann-Whitney U test;
p > 0.05).

The percentage of responders for pain on dorsiflexion or
plantarflexion was globally greater in the SH group than
in the TA group: eight (47.1%) of the SH patients were
responders at day 14. This increased to nine (52.9%) at
days 28, 56 and 84. In the TA group, seven (36.8%) of
the patients were responders at day 14, nine (47.4%) at
days 56 and 84, and 10 (52.6%) at day 84. No statistically
significant between-group differences were observed (X’;
p > 0.05).

A significant decrease in joint VAS pain scores on walking
20 meters was observed in both treatment groups compared
to baseline. Mean scores decreased from 61.4 mm =+ 13.0
at baseline to 24.2 mm =+ 24.1 at day 84 in the SH group
and from 59.3 mm =+ 12.2 to 36.8 mm = 19.7, respectively,
in the TA group (Friedman test; p < 0.01). There were
statistically significant between-group differences in favor of
SH at the followup visits on day 28 and day 56 (Mann-
Whitney U test; p < 0.05) (Figure 3).
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Fig. 3: Pain on walking 20 meters wearing ordinary shoes. (0: no pain/100:
pain ++++). *Statistically significant (Mann-Whitney U test; p < 0.05).

The responder rates for pain on walking 20 meters in the
SH group were 58.8% (10 patients) at day 14 and 64.7%
(11 patients) at days 28, 56 and 84. In the TA group, they
were 31.6% (six patients) at day 14, 42.1% (eight patients)
at day 28, 47.4% (nine patients) at day 56 and 52.6% (10
patients) at day 84. No statistically significant between-group
differences were observed (X?; p > 0.05) (Figure 4).

The analysis of the AOFAS hallux metatarsophalangeal
score (0 to 100) showed a significant (p < 0.01) improve-
ment in the mean total score in both treatment groups
compared to baseline values. The mean total score increased
from 51.0 £ 18.8 at baseline to 77.6 £ 15.8 at day 84 in the
SH group and from 48.2 £ 16.9 to 64.3 £ 16.9, respectively,
in the TA group (Friedman test; p < 0.01). While values for
this parameter were similar at baseline, there were statisti-
cally significant (p < 0.05) between-group differences at all
followup visits in favor of SH (Figure 5).

The detailed analysis of the variables according to
AOFAS-hallux score showed a significant (p < 0.01) improve-
ment in the pain subscore (0 to 40) in both treatment groups.
The mean subscore increased from 14.7 £ 10.1 at baseline to
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Fig. 4: Responders in pain relief on walking 20 meters wearing ordinary
shoes. (Values are expressed in % of patients) chi-square test; p > 0.05.
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Fig. 5: AOFAS-Hallux total score (0-100). *Statistically significant
(Mann-Whitney U test; p < 0.05).

31.9 £ 7.5 at day 84 in the SH group and from 14.2 £ 10.2
to 25.8 £ 9.6, respectively, in the TA group (Friedman test;
p < 0.01). There were statistically significant between-group
differences in favor of SH at the followup visits on days 14,
28 and 56 (Mann-Whitney U test; p < 0.05) (Figure 6).

A significant improvement (p < 0.01) in the AOFAS-
hallux function subscore (0-45) was observed in both
treatment groups. The mean subscores increased from 27.4 +
7.6 at baseline to 35.7 = 6.5 at day 84 in the SH group
and from 27.1 7.5 to 31.2 & 8.3, respectively, in the TA
group (Friedman test; p < 0.01). No statistically significant
between-group differences were found at the followup visits
(Mann-Whitney U test; p > 0.05).

No significant changes in the mean alignment subscores
(0 to 15) were observed in either group compared to base-
line values. (Friedman; p > 0.05). In addition, there were
no statistically significant between-group differences at the
followup visits (Mann-Whitney U test; p > 0.05).
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Fig. 6: AOFAS-hallux pain subscore (0-40). *Statistically significant
(Mann-Whitney U test; p < 0.05).
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The consumption of rescue medication was negligible in
both treatment groups, and no between-group differences
were observed (Friedman; p > 0.05).

The mean score for global assessment of treatment by
the patient at the end of the study (day 84) was 3.0 in the
SH group and 2.2 in the TA group. The mean score for
global assessment of treatment by the investigator at day
84 was 2.9 in the SH group and 2.3 in the TA group. For
both parameters, the only significant difference (p < 0.05),
compared with day 14, was seen at day 56 in the SH group.
However, there was a significant between-group difference
favoring SH when areas under the curves (AUC) were
calculated (Mann-Whitney U test; p < 0.05).

Tolerance to treatment as rated by the patient and the inves-
tigator was reported to be good or excellent in both treat-
ment groups with no between-group differences (Friedman;
p > 0.05). The adverse events reported were restricted to
pain or swelling at the injection site (two SH patients and
one TA patient, X?; p > 0.05).

At l-year of followup, four patients were lost (two from
each group) and seven of 15 in the SH group had required
surgery (46.6%), while nine of 17 in TA group had required
operative treatment (52.9%). There were no statistically
significant between-group differences in 1-year operative
procedure requirement (X2; p > 0.05).

DISCUSSION

The intra-articular injection of corticosteroids is widely
used in the palliative treatment of osteoarthritis. The long-
lasting effect of corticosteroids, such as triamcinolone
acetonide, provides pain relief lasting weeks or months. This
effect is believed to be due to the elimination of the inflam-
matory feedback loop, but there is no evidence that this pain
relief modifies the progression of articular cartilage degener-
ation caused by osteoarthritis.!”

Hyaluronic acid or sodium hyaluronate therapy has been
used for over 2 decades in the management of different
medical problems, such as the treatment of degenerative
arthropathies, wound healing, prevention of postoperative
adhesions, ophthalmic surgery, plastic surgery, and other
processes.®1® The results of various studies in animal models
with osteoarthritis have suggested that hyaluronan therapy is
capable of modifying the course of the disease and producing
certain beneficial effects on the protection of articular carti-
lage. All these studies provide biochemical, morphological
and histopathological evidence of such effects.®20

Most studies have involved the knee joint. Frizziero et al.?
evaluated the morphological effects of sodium hyaluronate
injections in osteoarthritic knees and observed an increase
in chondrocyte density, a decrease in synovial inflamma-
tion, an increase in synovial repair, and a decrease in the
extent and degree of cartilage lesions at 6 months. Using
the same treatment, Pasquali Ronchetti et al.'> reported
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a reduction in the hypertrophic lining cells of carti-
lage, an increase in fibroblast-like lining cells; reduc-
tions in macrophages, lymphocytes, mast cells, adipocytes,
and edema, and increases in the number of fibroblasts
and collagen. In a prospective study, Leopold et al.'!
compared the results of corticosteroids and hyaluronic acid
in osteoarthritic knees and did not observe any significant
differences between the groups for improvement of pain or
function at 6 months.

Recent studies have shown the effectiveness of SH in
other synovial joints, including the first metacarpopha-
langeal joint,>'* the shoulder (with osteoarthritis*'® and after
arthroscopic subacromial decompression®), the hip (with
Osteoarthritis),!>!3 and the ankle.®1°

To our knowledge, the present study is the only random-
ized, prospective trial that compares the effectiveness of
intra-articular injections of sodium hyaluronate and a long-
lasting corticosteroid in patients with osteoarthritic degener-
ation or hallux rigidus of the first MTP joint. It also is the
first study of this type to use the validated criteria of the
AOFAS-hallux score.”

A decrease in pain scores at rest or on palpation and
in dorsiflexion and plantarflexion was seen in both groups,
without significant between-group differences. The improve-
ment in gait pain was significantly better in the SH group
than in the TA group at days 28 and 56.

The AOFAS total score showed an improvement in both
groups, with significantly better scores in the SH group at
all visits after intra-articular injection; this was mainly due
to improvements in the pain subscore.

Both patients and the investigator judged the treatment
to be good, with a significant between-group difference in
AUC favoring SH. No serious adverse events occurred and
there were no between-group differences in the occurrence
of adverse events.

In conclusion, an intra-articular injection of sodium
hyaluronate or triamcinolone acetonide in patients with
hallux rigidus resulted in a decrease in pain and an improve-
ment in function at 3 months after the injection. However,
the difference in pain relief was significantly better in the SH
group at days 28 and 56. However, it should be noted that at
1-year followup a high percentage of patients in both groups
had required surgery because of continued pain and reduced
function (SH, 46.6%, TA 52.9%).

REFERENCES

1. Coughlin, MJ; Scurnas, PS: Hallux rigidus. Grading and long-
term results of operative treatment. J. Bone and Joint Surg. 85-A:
2072-2088, 2003.

11.

12.

15.

19.

20.

Foot & Ankle International/Vol. 28, No. 1/January 2007

. De la Serna, A; Gelabert, RC; Moreno, MA; Pereira, AA:

Hyaluronic acid vs dexamethasone for the local treatment of
rhizarthrosis: a prospective randomized study. Osteoarthritis Cartilage
12 (Suppl B): S86, 2004 (abstract).

. Frizziero, L; Govoni, E; Bacchini, P: Intra-articular hyaluronic acid

in the treatment of osteoarthritis of the knee: clinical and morphological
study. Clin. Exp. Rheumatol. 16:441—-449, 1998.

. Funk, L: Ostenil hyaluronan for inoperable arthritis of the shoulder.

Osteoarthritis Cartilage 12 (Suppl B): S140, 2004 (abstract).

. Fuson, RL, Sherman, M, Van Vleet, J, Wendt, T: The conduct of

orthopaedic clinical trials. J. Bone Joint Surg. 79-A:1089-1098, 1997.

. Funk, L; Wykes, PR; Synovial fluid replacement in arthroscopic

shoulder surgery. A randomized, prospective controlled trial.
Osteoarthritis Cartilage 12 (Suppl B): S126, 2004 (abstract).

. Karasick, D; Wapner KL: Hallux rigidus deformity: radiologic

assessment. Am. J. Roentgenol. 157:1029-1033, 1991.

. Kelly, MA; Moskowitz, RW; Lieberman, JR: Hyaluronan therapy:

Looking toward the future. Am. J. Orthop. 33 (2 Suppl): 23-28, 2004.

. Kitaoka, HB; Alexander, 1J; Adelaar, RS; et al.: Clinical rating

systems for the ankle-hindfoot, midfoot, hallux, and lesser toes. Foot
Ankle Int. 15:349-353, 1994.

. Legre-Daumen, V; Pham, T; Lafforgue, P: Evaluation of safety

and efficacy of Hylan G-F 20 in osteoarthritis of the ankle: an open
multicentric study. Osteoarthritis Cartilage 12 (Suppl B):S86, 2004
(abstract).

Leopold, SS; Redd, BB; Warme, WJ; et al.: Corticosteroid compared
with hyaluronic acid injections for the treatment of osteoarthritis of
the knee. A prospective, randomized trial. J. Bone Joint Surg. 85-
A:1197-1203, 2003.

Migliore, A; Tormenta, S; Massafra, U; et al.: Efficacy and safety of
40 mg/4 ml of hyalgan by ultrasound-guided intra-articular injection in
hip osteoarthritis patients: pilot study. Osteoarthritis Cartilage 12 (Suppl
B):S78, 2004.

. Migliore, A; Tormenta, S; Massafra, U; et al.: Report of 44 patients

suffering from symptomatic hip osteoarthritis treated with intra-articular
administration of hylan G-F 20. Osteoarthritis Cartilage 12 (Suppl
B):S145, 2004.

. Mohamed, Y; Schumacher, HR: Can joints other than knees be

successfully treated with intra-articular hyaluronate? Pilot studies on
osteoarthritis of the first MC-C joint. J. Rheumatol. 28 (Suppl. 63):7.
(Abstract) M17, 2001.

Pasquali Ronchetti, I; Guerra, D; Taparelli, F; et al: Morphological
analysis of knee synovial membrane biopsies from a randomized
controlled clinical study comparing the effects of sodium hyaluronate
(Hyalgan®) and methylprednisolone acetate (Depomedrol®) in
osteoarthritis. Rheumatology 40:158-169, 2001.

. Rosier, RN; O’Keefe: Hyaluronic acid therapy. Instr. Course Lect.

49:495-502, 2000.

. Schurman, DJ; Smith, RL: Osteoarthritis. Current treatment and future

prospects for surgical, medical and biologic intervention. Clin. Orthop.
427S:S183-S189, 2004.

. Shibata, Y; Midorikawa, K; Emoto, G; Naito, M: Clinical evaluation

of sodium hyaluronate for the treatment of patients with rotator cuff tear.
J. Shoulder Elbow Surg. 10:209-216, 2001.

Solan, MC; Calder, JD; Bendall, SP: Manipulation and injection
for hallux rigidus. Is it worthwhile? J. Bone and Joint Surg. 83-
B:706-708, 2001.

Yoshioka, M; Shimizu, C; Harwood, FL; et al.: The effects of
hyaluronan during the development of osteoarthritis. Osteoarthritis
Cartilage. 5:257-260, 1997.



