Tegaserod
(Zelnorm®, Novartis)

Classification:
Miscellaneous Gastrointestinal Agents

Pharmacology: 

Serotonin has been shown to be involved in regulating motility, visceral sensitivity and intestinal secretion. Tegaserod is a 5- HT4 receptor partial agonist that binds with high affinity. The activation of 5- HT4 receptors in the gastrointestinal tract stimulates the peristaltic reflex and intestinal secretion, as well as inhibits visceral sensitivity. In vivo studies showed that tegaserod enhanced basal motor activity and normalized impaired motility throughout the gastrointestinal tract. In addition, studies demonstrated that tegaserod moderated visceral sensitivity during colorectal distension in animals.

Pharmacokinetics: 

Absorption:
The absolute bioavailability of ~10%. When administered with food, the bioavailability is reduced by 40-65% and amount absorbed is decreased by ~20-40%.

Distribution:
98% bound to plasma proteins, predominantly alpha- 1- acid glycoprotein.

Metabolism:
Presystemic hydrolysis in the stomach followed by oxidation and conjugation produces the main inactive metabolite. Tegaserod also undergoes direct glucuronidation.

Excretion:
Approximately two- thirds of the dose is excreted unchanged in the feces, with the remaining one-third excreted in the urine.

Indications:


Tegaserod is indicated for the short- term treatment of women with irritable bowel syndrome (IBS) whose primary bowel symptom is constipation.

Dosage: The recommended dosage is 6 mg taken twice daily orally 30 minutes before meals.
Contraindications and Precautions: 

· Pregnancy category B

· Know hypersensitivity to Tegaserod

· Do not use in patients with severe renal dysfunction

· Use with caution in patients with liver dysfunction

· Do not use in patients with a history of bowel obstruction, symptomatic gallbladder disease, suspected sphincter of Oddi dysfunction, or abdominal adhesions.

· Tegaserod should not be initiated in patients who are currently experiencing or frequently experience diarrhea

· Tegaserod should be discontinued immediately in patients with new or sudden worsening of abdominal pain.

· Has been associated with rare intestinal ischemic events

Interactions: 

To date, there have been no clinically relevant drug-drug interactions identified.

Adverse Reactions: 

The most common adverse reactions (>10%) include: headache and abdominal pain. Less common adverse reactions (1%-10%) include: dizziness, migraine, diarrhea, nausea, flatulence, back pain and arthropathy.

Costs and Monitoring: 

Monitoring should include signs and symptoms of IBS and adverse effects, especially clinically-significant diarrhea or ischemic colitis.

Each tablet costs $ 2.47. Cost per day of therapy is $ 4.94.

Product Identification: 

Tablet: 2 mg, 6 mg

Efficacy: 
The majority of clinical trials have been in constipation-predominant IBS. Study populations were predominantly women. Tegaserod has been shown to alleviate multiple symptoms of constipation-predominant IBS, unlike the other treatments that target predominantly one symptom. There are no studies comparing Tegaserod with other treatments utilized in IBS.

In a single, six-week, multicenter, open-label study of Tegaserod 6 mg twice daily in 117 patients with constipation predominant IBS (of whom 69.2% were men) found that Tegaserod was well tolerated and equally effective in relieving abdominal pain and straining in both men and women.

Conclusions: 

Tegaserod is a unique agent that provides global relief of the multiple symptoms of IBS in women with constipation predominant IBS. Studies utilizing Tegaserod included very few men. As a result, the data available to determine the efficacy and safety in men is insufficient.

Recommendation: Add to formulary
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