Mesalamine

(Asacol(, Procter & Gamble; Pentasa(, 
Hoechst Marion Roussel; Rowasa(, Solvey)

Classification:
Gastrointestinal Agents; Miscellaneous Gastrointestinal Agents

Description: Capsules and Tablets are controlled release products and cannot be crush, chewed or broken. The rectal suspension must be shaken well to ensure a homogenous mixture.

Pharmacology: The mechanism of action of Mesalamine and its metabolites, 5-aminosalicylic acid (5-ASA) and N-acetyl-5-ASA 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: Dependent on dosage form used.

Absorption:
Delayed release oral formulations are poorly absorbed so that they may be delivered to the intestine. Absorption of rectally administered products is dependent upon retention time.

Metabolism:
Metabolism of the oral formulation occurs in the liver and gut wall. If rectally administered products are absorbed, it is thought that they are metabolized in the gut wall.

Elimination:
Elimination is by renal and fecal excretion

Indications:
Mesalamine is indicated in the treatment and maintenance of mild to moderate ulcerative colitis.

Dosage: 
Capsules: 1 gm qid

Tablet: 800 mg tid

Suppository: 500 mg bid

Rectal suspension: 4 gm daily, preferably at bedtime

Contraindications and Precautions: 

· Pregnancy category: B

· Rectal suspension must be shaken well to ensure homogenous mixture

· Contraindicated in patients allergic to Mesalamine or salicylates

· The rectal suspension contains potassium metabisulfite that may cause patients with sulfite sensitivity to react

· Caution should be used in patients with impaired hepatic function, impaired renal function or prolonged gastric retention

Interactions: Reduced absorption of digoxin has been reported when administered concomitantly with Mesalamine.
Adverse Reactions: 

The most common adverse reactions include: headache, malaise, abdominal pain, crams, flatulence and gas. Less frequent adverse effects (1% to 10%) include alopecia and rash. An acute intolerance syndrome has been reported in less than 1% of patients.

Costs and Monitoring: 

Monitoring should include periodic renal function tests.

Cost depends on the formulation used. The average daily cost of Sulfasalazine is $1.20. Prices below are listed for usual daily maintenance dose.

Capsule, controlled release: $ 7.68

Suppository: $6.50

Suspension, rectal: $ 11.54

Tablet, delayed release: $ 4.32

Product Identification: 

Capsule, controlled release: 250 mg

Suppository: 500 mg

Suspension, rectal: 4 gm/60 mL

Tablet, delayed release: 400 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.

It is clear that the newer 5-ASA preparations have yet to be proven to be more clinically beneficial than Sulfasalazine in the treatment of ulcerative colitis. Also given that the costs of the newer compounds exceed that of Sulfasalazine by three to ten times, Mesalamine should be reserved for Sulfasalazine-intolerant individuals and men concerned about fertility.

Recommendation: Add to formulary
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