Hyalovet®
HYALURONATE SODIUM

Veterinary Injection for
Intra-Articular Administration

DESCRIPTION

Hyalurcnic acid is the prototype of a wide range of saccharide
biopolymers  (glycosaminoglycans or  mucopolysaccharides)
consisting of repeating disaccharide units of N-acetyl-D-glucosamine
and D-glucuronic acid linked by beta 1-3 and beta 1-4 glycosidic
bonds. A component of all mammalian connective tissue, hyaluronic
acid confers viscoelastic and lubricating properties to synovial fluid'
and structural integrity to cartilage matrix®. As a therapeutic agent,
hyaluronic acid injected into arthritic joints has bean shown, in a
variety of animal model systems including horses®, to improve joint
function and to activate tissue repair processes in articular cartilage.
HYALOVET (hyaluronate sodium) is a clear, colorless, viscous
solution of a specific fraction of highly purified hyaluronic acid
obtained by a molecular filtration procedure from biological material
(rooster combs). The specific hyaluronic acid fraction from which
HYALOVET is made has a high degree of molecular definition with
an average molecular weight of 500,000-730,000 D.

Each filled 2 mL glass syringe or 2 mL glass vial contains:

Hyaluronate sodium 20.0 mg
Sodium chloride 17.0 mg
Monobasic sodium phosphate 0.1 mg
Dibasic sodium phosphate 1.2 mg
Water for injection q.5., 2mL

PHARMACOLOGY

Resulis of gel chromatography studies demonstrate that HYALOVET
(hyaluronate sodium) induces aggregation of cartilage proteoglycans
sub-units as previously described for other fractions of hyaluronic
acid®. In equine model studies of acute synovitis of the carpal joint,
a single intra-articular injection of HYALOVET resulted in statistically
significant (p<0.05) functional improvement with regard to lameneass,
swelling, pain, heat and joint flexion in a dosage dependent fashion.
In chronic osteoarthritis secondary to carpal fracture in horses, a
single articular injection of 20 mg HYALOVET resulted in statistically
significant (p<0.05) reduction in radiopharmaceutical uptake in
subchondral bone, as compared to saline injected controls, a finding
consistent with reduced inflammation. In controlled clinical trials in
horses with lameness due to arthroses of the carpal or fetlock joints,
intra-articular injection of 20 mg HYALOVET resulted in marked
reduction in clinical lameness, pain on palpation, pain on flexion and
facilitated return to training. A measurable and statistically significant
(p<0.005) decrease in joint circumference was detected in the horses.

TOXICOLOGY

In subacute toxicity studies, in horses, intra-articular injection of
HYALOVET at the recommended dosage (20 mg/joint) and at 3X
and 5X multiples of that dosage, daily for four days followed by
twice weekly injections for four additional weeks, resulted in no
evidence of toxicity either locally within the joint or systemically
in the horses. Slight increases in synovial fluid leucocytes and
protein were attributed to the trauma associated with frequent
joint injections.

Hesults of skin testing in horses following repeated intra-articular
injections of 40 mg HYALOVET into fibiotarsal joints indicated
that the product is non-antigenic in horses; no sensitization
was detected.

INDICATIONS

HYALOVET is indicated for the intra-articular treatment of carpal
or fetlock joint dysfunction in horses due to acute or chronic, non-
infectious synovitis associated with equine osteoarthritis.
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CONTRAINDICATIONS
There are no known contraindications.

ADMINISTRATION AND DOSAGE

The recommended dose of HYALOVET (hyaluronate sodium) is
2 mL (20 mg hyaluronate sodium) in small or medium sized joints
(carpus, fetlock) given by intra-articular injection. More than one joint
may be treated at the same time. If necessary, the injection may be
repeated after one or more weeks, but not to exceed 2 injections per
week for a total of 4 weeks.

HYALOVET should be injected using strict aseptic technique. Excess
synovial fluid should be removed prior to injection.

For best results horses should be given two days of rest or limited
exercise before resuming normal training.

STORAGE CONDITIONS
Store at or below 25 °C (77 °F).

SIDE EFFECTS

As with any intra-articular injection a mild inflammatory response
(tenderness, heat and swelling) may be seen in the joint following
HYALOVET injection. The response is self limiting but may last
from two to five days after treatment. If inflammation is excessive
or severe, the possibility of infection should be considered and
appropriate antibiotic therapy instituted.

WARNING

NOT FOR USE IN HORSES INTENDED FOR FOOD. NOT
FOR HUMAN USE. HYALOVET INJECTION MUST NOT BE
ADMINISTERED INTRAVASCULARLY.

CAUTION

Federal law restricts this drug to use by or on the order of a licensed
veterinarian. Used or partially used syringes should be crushed and
disposed of in an approved landfill.

SUPPLY

HYALOVET (hyaluronate sodium) VETERINARY INJECTION
NDC 0856-2096-01 2 mL filled syringe (20 mg / 2 mL)

NDC 0856-2096-11 12 X 2 mL filled syringes (20 mg / 2 mL)
NDC 0856-2086-02 2 mL vial {20 mg / 2 mL)

NDC 0856-2096-12 24 X 2 mL vials (20 mg / 2 mL)
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HYALOVET is a registered trademark of TRE Chemedica International
S.A., Geneva, Switzerland.
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