Sulfasalazine

(Azulfidine(, Pharmacia and Upjohn)

Classification:
Gastrointestinal Agents; Miscellaneous Gastrointestinal Agents

Description: Azulfidine EN tablets are film coated to delay the release of Sulfasalazine by retarding the disintegration of the tablet in the stomach and reduce the potential irritation of the gastric mucosa.

Pharmacology: The mechanism of action of Sulfasalazine and its metabolites, 5-aminosalicylic acid (5-ASA) and sulfapyridine (SP) in ulcerative colitis have not been fully elucidated. The 5-ASA moiety is thought to have the major therapeutic action. 5-ASA is thought to work by blocking the production of prostaglandins and leukotrienes, inhibiting bacterial peptide-induced neutrophil chemotaxis and adenosine-induced secretion, scavenging reactive oxygen metabolites, and perhaps inhibiting the activation of nuclear factor-(kappa)B.

Pharmacokinetics: 

Absorption:
Poorly absorbed with an absolute bioavailability of 15%

Metabolism:
Metabolized by intestinal bacteria to SP and 5-ASA. The 15% absorbed is metabolized in the liver to the same metabolites. SP is further acetylated prior to elimination. The half-life of SP is dependent upon acetylator phenotype.

Excretion:
Absorbed SP and 5-ASA are primarily eliminated in the urine.

Indications:
Indicated in the treatment of mild to moderate ulcerative colitis, as adjunctive therapy in severe ulcerative colitis and for the prolongation of remission of ulcerative colitis. Also indicated in rheumatoid arthritis, juvenile rheumatoid arthritis, ankylosing spondylitis, Crohn’s disease and psoriatic arthritis.

Dosage: 
The usual maintenance dose for ulcerative colitis is 2 grams daily. The daily dosage is then adjusted according to the patient’s response and tolerance.

The dose should be taken in evenly divided doses, preferably after meals. Take with adequate fluids. May require supplements of folic acid or iron. Azulfidine EN tablets must be swallowed whole.

Contraindications and Precautions: 

· Pregnancy category: B

· Contraindicated in hypersensitivity to sulfasalazine, sulfonamides or salicylates.

· Contraindicated in patients with intestinal or urinary obstruction

· Sulfonamides can precipitate acute attacks in patients with porphyria

· Use with caution in patients with severe allergy or bronchial asthmas

· Adequate fluid intake is required to prevent crystalluria and stone formation

· May inhibit the absorption of folic acid requiring additional supplementation

· If significant blood loss results from the disease, iron supplementation may be required.

· Azulfidine EN tablets cannot be broken, chewed or crushed

Interactions: 

Reduced absorption of folic acid and digoxin has been reported when administered concomitantly with sulfasalazine. Sulfonamides may impair the hepatic metabolism of Sulfonylureas and result in hypoglycemia.

Adverse Reactions: 

The most common adverse effects are anorexia, headache, nausea, vomiting, gastric distress and apparently reversible oligospermia that occur in approximately one-third of patients. Less frequent adverse effects include: pruritus, urticaria, rash, fever, Heinz body anemia, hemolytic anemia, and cyanosis. Adverse reactions are more common when the daily dose is 4 grams or more. Hepatotoxicity has been reported but the incidence is unknown.

Costs and Monitoring: 

Monitoring should include liver function tests, complete blood counts and urinalysis. Tests should be performed prior to the initiation of therapy, twice monthly for the first three months, monthly during the second three months, and quarterly or as clinically indicated thereafter.

Cost for the usual maintenance dose of 2 g/day would be approximately $ 0.32 – $ 0.60 per day. Cost for the enteric coated (Azulfidine EN) is $ 0.33 per tablet. The usual maintenance dose of 2 g/day would cost approximately $ 1.20. 

Product Identification: 

Tablet: 500 mg

Tablet, delayed release: 500 mg

Conclusions: The 5-aminosalicylate-based (5-ASA) compounds (Sulfasalazine, Mesalamine and others) have remained the mainstays of treatment for patients with mild to moderately active ulcerative colitis and Crohn’s disease since the recognition of the therapeutic efficacy of the prototypical agent, Sulfasalazine. Currently, there are no agents available on the TDMHMR drug formulary for these diseases. There is little to choose between the various 5-ASA preparations available. Sulfasalazine and Mesalamine are equally effective in the treatment and maintenance of inflammatory bowel disease. However, the use of Sulfasalazine, the oldest and least expensive preparation, has become less popular because of side effects including nausea, skin rashes, and reversible oligospermia. For those patients able to tolerate Sulfasalazine, this agent should be considered first-line in the treatment of inflammatory bowel disease.

Recommendation: Add to formulary
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