PRESCRIBING INFORMATION

P'MYOCHRYSINE®
(sodium aurothiomalate injection, Mfr. Std.)

10, 25 and 50 mg/mL

Anti-Rheumatic Agent
(disease modifying)

sanofi-aventis Canada Inc. Date of Revision:
2150 St. Elzear Blvd. West November 29, 2007
Laval, Quebec H7L 4A8

Submission Control No.: 114637 s-a Version 2.0 dated November 29, 2007



NAME OF DRUG

P'MYOCHRYSINE®

Sodium aurothiomalate injection, Mfr. Std.
10, 25 and 50 mg/mL

THERAPEUTIC CLASSIFICATION

Anti-rheumatic agent (disease modifying)

ACTIONS AND CLINICAL PHARMACOLOGY

Sodium aurothiomalate exhibits anti-inflammatory, antiarthritic and immunomodulating effects.
The predominant clinical effect of MYOCHRY SINE (sodium aurothiomalate) appears to be
suppression of the synovitis in the active stage of the rheumatoid disease. The precise
mechanism of action is unknown but it has been suggested that the drug may act by inhibiting
cell-mediated and humoral immune mechanisms. Additional modes of action include alteration
or inhibition of various enzyme systems, suppression of phagocytic activity of macrophage and
polymorphonuclear leukocytes, and alteration of collagen biosynthesis.

The metabolic fate of sodium aurothiomalate in humans is unknown but it is believed not to be
broken down to elemental gold. It is very highly bound to plasma proteins. Sixty to 90% is
excreted very slowly by the renal route while 10 to 40% is eliminated in the feces mostly via
biliary secretion. The biologic half-life of gold following a single 50 mg dose of parenteral gold
has been reported to range from 6 to 25 days. It increases following successive weekly doses.

The appearance of clinical effect is slow. It may take at least 8 weeks to become significant and
the maximum benefits may not be achieved for at least 6 months.

INDICATIONS

MYOCHRYSINE (sodium aurothiomalate) is indicated in the treatment of both adult and
juvenile rheumatoid arthritis.

MYOCHRYSINE may also be of benefit in the treatment of patients with psoriatic arthritis or
Felty's syndrome.



It is usually used for treating patients who show evidence of continued or additional disease
activity despite conservative drug therapy, e.g. with salicylates or other anti-inflammatory
agents. MYOCHRYSINE may induce partial or complete remission of rheumatoid arthritis. In
chronic advanced rheumatoid arthritis, it may prevent further damage to affected joints;
however, it does not reverse existing damage.

CONTRAINDICATIONS

MYOCHRYSINE (sodium aurothiomalate) is contraindicated in patients with known
hypersensitivity to gold.

It is also contraindicated in patients who have experienced the following serious adverse effects
with previous gold therapy: bone marrow aplasia or other hematological disorders, exfoliative
dermatitis, necrotizing enterocolitis or pulmonary fibrosis.

Pregnancy: while reassuring, the information concerning the administration of gold during
pregnancy is sparse and largely anecdotal; there have been no controlled prospective studies of
the effect of sodium aurothiomalate on human fetal development.

In rats, gold compounds have been shown to cause hydrocephalus and microphthalmia when
administered at a dose of 25 mg/kg per day from day 6 through day 15 of gestation; in rabbits,
they caused gastroschisis, umbilical hernia, anomalies of the brain, heart, lung and skeleton,
microphthalmia and limb defects when given at 20 to 45 mg/kg per day from day 6 through day
18 of gestation.

Gold is known to cross the placenta and it can reach significant concentrations in the fetus.

Gold therapy is seldom needed during pregnancy. If its use is nevertheless contemplated, the
risk/benefit ratio should be considered keeping in mind the potential of sodium aurothiomalate
for teratogenicity.

Nursing mothers: Parenterally administered gold is excreted in human breast milk and has been
detected in the blood of a nursing infant. Although problems in humans have not been
documented, the use of MYOCHRY SINE in nursing mothers is not usually recommended
because of the potential for serious adverse effects in the infant.




WARNINGS

The following conditions may aggravate or precipitate adverse reactions to MYOCHRYSINE
(sodium aurothiomalate), or their symptoms may mask the forwarning signs of gold toxicity:

- Blood dyscrasias or a history of agranulocytosis, hemorrhagic diathesis or drug
induced granulocytopenia or anemia;

- Renal disease;

- Hepatic dysfunction;

- Systemic lupus erythematosus;

- Significant dermatitis including urticaria or eczema.

Any of the above conditions should be considered as a relative contraindication to the use of
MYOCHRYSINE. In such cases, treatment should be initiated with extreme caution and only
after careful assessment of expected benefits versus the potential risks.

Rarely, anaphylactic shock, syncope, bradycardia, thickening of the tongue, difficulty in
swallowing and breathing, and angioedema may occur in the minutes that follow the injection of
MYOCHRYSINE. If an anaphylactic reaction occurs, treatment should be discontinued.

A vasomotor (nitritoid) reaction may occur within several minutes of a MYOCHRYSINE
injection. The nitritoid reaction is characterized by flushing, tachycardia and faintness. When it
occurs, caution should be exercised before resuming therapy in patients with compromised
cardiovascular status.

Carcinogenicity/Tumorigenicity: Renal adenoma and adenocarcinoma have been reported in rats
after prolonged administration of frequent, high doses of parenteral gold compounds

(2 mg/kg/week for 45 weeks followed by 6 mg/kg/day for 47 weeks in one study; 3 mg/kg/day
or 6 mg/kg/day for up to 2 years in a second study). The adenomas were similar to those
produced in rats by chronic administration of other heavy metals such as lead or nickel. The
relevance of these findings to man is unknown. Renal adenomas have not been reported in
humans receiving therapeutic doses of sodium aurothiomalate.

PRECAUTIONS

MYOCHRYSINE (sodium aurothiomalate) should be administered only to selected patients who
are under the supervision of a physician experienced with chrysotherapy and thoroughly familiar
with the toxicity and benefits of the drug.

Patient monitoring: Toxic reactions to MYOCHRY SINE are relatively frequent and, in certain
cases, may be quite severe. Thus emphasis should be placed on careful clinical and laboratory
monitoring and early detection of adverse reactions.




Baseline evaluation should include a biochemical profile to identify any preexisting conditions.
Before receiving gold, patients should also have a complete blood cell count with differential,
platelet count, hemoglobin determination and urinalysis for protein, white cells, red cells and
casts; these tests should be repeated before each injection and patients should have an
examination of the skin and buccal mucosa for skin rash, bruising or mouth ulcers. They should
be questioned for the presence of pruritus, rash, stomatitis or metallic taste.

Dermatitis and lesions of the mucous membranes are common and may be serious; pruritus may
precede the early development of a skin reaction. Renal toxicity ranges from mild proteinuria to
the nephrotic syndrome; prognosis is usually good. Hematologic reactions have been observed
rarely but fatalities have ensued. Other severe toxic manifestations include cholestatic jaundice,
enterocolitis and interstitial lung disease.

If toxicity develops, MYOCHRY SINE should be discontinued immediately and symptomatic
treatment be given as required.

If the reaction to gold therapy is not of a serious type, injections may be cautiously resumed 2 or
3 weeks after the toxic reaction has subsided. In these circumstances, from 5 to 10 mg of gold is
administered; if the challenge dose is tolerated, MYOCHRY SINE may be administered
cautiously in larger doses on subsequent injections.

Severe reactions are a contraindication to further gold therapy.
Interference with drugs: The concurrent use of D-penicillamine or other drugs with potential

bone marrow toxicity may increase the potential for serious hematologic and/or renal adverse
reactions.

ADVERSE REACTIONS

The most frequent adverse reactions with MYOCHRYSINE (sodium aurothiomalate) involve
the skin (ranging from simple rash to severe exfoliative dermatitis) and mucous membranes
(ulcers) and may affect 30% of patients. Renal effects are next in frequency with proteinuria
being observed in 10 to 15% of patients.

The severe adverse reactions are those affecting the bone marrow (agranulocytosis,
thrombocytopenia and aplastic anemia), exfoliative dermatitis, enterocolitis, liver failure,
anaphylactoid reactions and nephropathy; these are rare but may be fatal. It has been proposed
that serious reactions may be the result of failure to discontinue therapy when earlier less serious
symptoms occur. Close patient monitoring will not eliminate untoward effects but may help
reduce their severity (See PRECAUTIONS Section).

The following adverse reactions have been reported:



Skin and Mucous Membranes: Pruritus and rash (30%) ranging from simple erythema to
exfoliative dermatitis, and mucous membrane lesions (20%) including stomatitis.

Hematological: Leukopenia (2%), thrombocytopenia (1 - 3%), eosinophilia, agranulocytosis and
aplastic anemia.

Renal: Proteinuria (10 - 15%), nephrotic syndrome, acute renal failure.
Allergic: Anaphylactoid and vasomotor (nitritoid) reactions.
Digestive: Metallic taste, diarrhea, enterocolitis, cholestatic jaundice.

Miscellaneous: Other very rare reactions include encephalitis, peripheral neuropathy and
pulmonary infiltrates.

Chrysiasis (affecting the skin and mucous membranes) and corneal gold deposits have been
noted in some patients.

A transient flare of articular inflammation appearing within 24 hours of injection and lasting 2 or
3 days has also been reported.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

Symptoms are those of heavy metal toxicity; they include pruritus, dermatitis, stomatitis, vague
gastrointestinal discomfort, alouminuria with or without a nephrotic syndrome, hematuria,
agranulocytosis, thrombocytopenic purpura, and aplastic anemia.

Treatment: Gold therapy should be discontinued promptly and supportive treatments should be
given as required for specific complications.

Patients with severe dermatitis may benefit from oral antihistamines, topical corticosteroids or
emollients.

For the management of severe renal, hematologic, pulmonary enterocolic or generalized pruritic
reactions, moderate to high dose corticosteroid therapy (e.g. prednisone 20 - 100 mg daily in
divided doses) reportedly is beneficial.

When high-dose corticosteroid therapy is ineffective or substantial adverse reactions to steroids
occur, a chelating agent (e.g. dimercaprol) or a drug such as N-acetylcysteine may be used to
enhance the elimination of gold.



DOSAGE AND ADMINISTRATION

MYOCHRYSINE (sodium aurothiomalate) should be administered by the intramuscular route
only, preferably in the gluteal muscle.

Warning: It is advisable to inject MYOCHRYSINE immediately after transfer into syringe
because exposure to daylight will produce a rapid discoloration of the solution.

DO NOT ADMINISTER the solution if darker than pale yellow.

Because of the possibility of anaphylactic reaction, it is recommended that patients be kept
under medical observation for a period of 30 minutes after the administration of the drug.

Usual adult dosage
Initial - 10 mg 1.M. the first week, 25 mg the second week, then 25 to 50 mg weekly for the next
20 weeks or until toxicity occurs.

At this stage the response to therapy should dictate the future course of treatment. Patients with
good to excellent response can go to maintenance therapy. In those with modest improvement a
prolonged period of weekly injections may be maintained.

Maintenance - 50 mg I.M. tapered progressively to every 2 to 4 weeks according to clinical
response and tolerance, and maintained indefinitely.

Usual pediatric dosage

10 mg 1.M. the first week followed by 1 mg/kg of body weight per week; do not exceed 50 mg
per dose. See Adult Dosage for intervals between injections.

Note: To reinstitute therapy following mild adverse reactions see PRECAUTIONS Section -
Patient monitoring.



PHARMACEUTICAL INFORMATION

Chemical Name: sodium aurothiomalate (or gold sodium thiomalate) is mercaptosuccinic acid
monogold (1+) sodium salt.

Structural Formula: Mixture of monosodium and disodium salts of (2RS)-2-
(aurosulphanyl)butanedioic acid

H
I
Au—S —C —COONa

H2C—COONa

Molecular Formula: C4sH4sAUNaO4S + C4sH3AUNa,O4S

Molecular Mass: 390.1 + 368.09

Gold Content: 44.5 - 46% (dried substance)

Description: Fine pale yellow hygroscopic powder; metallic taste. Very soluble in water;
practically insoluble in alcohol and ether. The pH of a 10% aqueous solution is 6.0 to 7.0.

Composition: MYOCHRYSINE is a sterile aqueous solution of sodium aurothiomalate. It
contains chlorocresol as a preservative.

Stability and Storage Recommendations: Store between 15 and 30°C.

Protect from light.

DO NOT USE a darkened solution (more than pale yellow).

DOSAGE FORMS

Each MYOCHRYSINE 1 mL ampoule for .M. injection contains 10, 25 or 50 mg of sodium
aurothiomalate.

MYOCHRYSINE 10 mg/mL, 25 mg/mL and 50 mg/mL are supplied in boxes of 5 ampoules.



REFERENCES

BLOCKA K. Auranofin versus injectable gold - Comparison of pharmacokinetic properties. AmJ
Med 75: 114-122; 1983.

BREWER EJ, GIANNINI EH, BARKLEY E. Gold therapy in the management of juvenile
rheumatoid arthritis. Arthritis Rheum 23: 404-411; 1980.

DAVIS P. Undesirable Effects of Gold Salts. J Rheum 5 (Suppl.): 18-24; 1979.
GERBER CR, PAULUS HE. Gold therapy. Clin Rheum Dis 1: 307-318; 1975.

GOTTLIEB NL. Comparative pharmacokinetics of parenteral and oral gold compounds. J
Rheumatol (Suppl 8) 9: 99-109; 1982.

KEAN WF, BELLAMY N, BROOKS PM. Gold therapy in the elderly rheumatoid arthritis patient.
Arthritis Rheum 26: 705-711; 1983.

KVIEN TK, HOYERAAL HM, STANDSTAD B. Gold sodium thiomalate and D-penicillamine - A
controlled comparative study in patients with pauciarticular and polyarticular juvenile rheumatoid
arthritis. Scand J Rheumatol 14: 336-354; 1985

MASSARELLA JW, WALLER ES, CROUT JE et al. The pharmacokinetics of intramuscular gold
sodium thiomalate in normal volunteers. Biopharm Drug Dispos 5: 101-107; 1984.

RICHTER MB, KINSELLA P, CORBETT M. Gold in psoriatic arthropathy. Ann Rheum Dis 39:
279-280; 1980.

SIGLER JW, BLUHM GB, DUNCAN H et al. Gold salts in the treatment of rheumatoid arthritis - A
double blind study. Ann Intern Med 80: 21-26; 1974.

SIGLER JW. Parenteral gold in the treatment of rheumatoid arthritis. Am J Med 75: 59-62; 1983.

SKOSEY JL. Gold compounds. Chapter 29 in: Arthritis and Allied Conditions. A textbook of
rheumatology. McCarthy DJ ed. Tenth edition; 1985.



	2007/11/29
	Actions and Clinical Pharmacology
	Indications
	Contraindications
	Warnings
	Precautions
	Adverse Reactions
	Symptoms and Treatment of Overdosage
	Dosage and Administration
	Pharmaceutical Information
	Dosage Forms
	References




