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Name:

Balsalazide

Synonym:
Colazal( (Salix Pharmaceuticals, Inc.)
Use:

· Appropriate Indication:  
· For the treatment of mild to moderately active disease, balsalazide may be used either in the initial management or in the relapse of ulcerative colitis for up to 12 weeks in patients who have not had an adequate response to mesalamine in the past.  

· Prescriptions should be limited to an initial 30-day supply with a maximum of two refills.

· Inappropriate Use:  

· Therapy exceeding 12 weeks

· Severity of disease other than mild to moderate

· Chronic treatment of ulcerative colitis

Formulary Restrictions:

· Restricted to drug use criteria

Drug Therapy Selection:

· Efficacy:

1. In controlled clinical trials in patients with mild to moderate ulcerative colitis, balsalazide had equal or higher remission rates than mesalamine.

2. In studies designed primarily to compare tolerability of balsalazide to sulfasalazine, there was a trend toward higher remission rates with balsalazide (p=NS).

3. Balsalazide may reduce the time to symptomatic-relief compared to mesalamine

4. There have been no published studies comparing balsalazide and olsalazine in the treatment of ulcerative colitis.

5. Additional studies are needed to determine the appropriateness of balsalazide therapy in patients with severe disease.

6. Clinical trials have shown balsalazide to be effective at maintaining remission of ulcerative colitis, with efficacy and safety comparable to mesalamine or sulfasalazine.

· Safety:

1. Treatment with balsalazide may result in exacerbation of the symptoms of ulcerative colitis.  In controlled clinical trials, three of 259 patients with active disease who were treated with balsalazide 6.75 g daily reported exacerbation of their symptoms, possibly related to balsalazide use.

2. In controlled clinical trials, balsalazide is as well tolerated or better tolerated than mesalamine and better tolerated than sulfasalazine.

3. The most common adverse effects associated with balsalazide use are headache (8%);abdominal pain (6%); nausea and diarrhea (5% each); vomiting (4%); respiratory tract infection (4%); and arthralgia (4%).  Other adverse events occurring in 2% or less of patients taking balsalazide, which may be related to therapy, include rhinitis, insomnia, fatigue, rectal bleeding, flatulence, fever, dyspepsia, pharyngitis, cough, back pain, anorexia, urinary tract infection, sinusitis, myalgia, frequent stools, flu-like symptoms, dry mouth, dizziness, cramps, and constipation.

4. During clinical trials, the frequency of adverse events resulting in discontinuation of therapy was comparable between balsalazide and placebo treatment groups.    

5. No reports of renal or hepatotoxicity have yet been reported with balsalazide use.

· Contraindications:

1. Balsalazide is contraindicated in patients with hypersensitivity to salicylates, balsalazide, any of the balsalazide metabolites, or any of the ingredients of Colazal( capsules (colloidal silicon dioxide, magnesium stearate).

· Warnings and Precautions:

1. Exacerbation of Symptoms: Treatment with balsalazide may result in exacerbation of the symptoms of ulcerative colitis. In controlled clinical trials, three of 259 patients with active disease who were treated with balsalazide 6.75 g daily reported exacerbation of their symptoms, possibly related to balsalazide use.

2. Hepatic Impairment: The safety and efficacy of balsalazide have not been established in patients with hepatic impairment.  Products that contain (or are metabolized to) mesalamine have been associated with hepatotoxicity (elevated liver function tests), jaundice, hepatocellular damage and necrosis, cirrhosis, liver failure, and death.  No reports of hepatotoxicity have yet been reported with balsalazide use.

3. Renal Impairment: The safety and efficacy of balsalazide have not been studied in patients with renal or hepatic impairment.  Although renal impairment has not been reported with balsalazide use, renal toxicity has been observed in animals and patients receiving other mesalamine products.  Thus, balsalazide should be administered with caution to patients with renal impairment or a history of renal disease.

4. Geriatric/Pediatric: The safety and efficacy of balsalazide have not been studied in the geriatric or pediatric population.

5. Pyloric Stenosis: In patients with pyloric stenosis, gastric retention of balsalazide capsules may be prolonged.

6. Carcinogenesis/Mutagenesis/Impairment of Fertility: From animal studies, balsalazide has been found to be neither tumorigenic, mutagenic, nor does it have any effect on fertility or reproduction.

7. Pregnancy: Pregnancy Category B.  Balsalazide should only be used in pregnant women if the benefits outweigh the risks.

8. Nursing Mothers: It has not been determined whether balsalazide is excreted in breast milk; caution should be used when administering balsalazide to nursing mothers 

Cost Comparison:

	DRUG
	STRENGTH
	USUAL DOSAGE
	COST/MONTH
	COST/YEAR

	Acute Treatment

	Balsalazide (Colazal()
	750 mg capsule
	2.25 g TID
	 $136.40
	 $1,636.78

	Mesalamine, SA (Asacol()
	400 mg tablet
	800 mg TID
	 $73.01
	$876.10

	Mesalamine, SA (Pentasa()
	250 mg capsule
	1 g QID
	$116.30
	$1,395.60

	Sulfasalazine

(Azulfidine()
	500 mg tablet
	1 g TID
	$16.47
	$197.64

	
	
	1 g QID
	$21.96
	$263.52

	Olsalazine (Dipentum()
	250 mg capsule
	2 g/day divided
	$151.39
	$1,816.70

	Maintenance Therapy

	Balsalazide (Colazal()
	750 mg capsule
	1.5 g BID
	$60.62
	$727.46

	Mesalamine, SA (Asacol()
	400 mg tablet
	1600 mg/day divided
	$48.67
	$584.06

	Sulfasalazine

(Azulfidine()
	500 mg tablet
	2 g/day divided
	$10.98
	$131.76

	Olsalazine (Dipentum()
	250 mg capsule
	500 mg BID
	 $75.70
	 $908.35


Duplicative Therapy:
Mesalamine, Olsalazine, Sulfasalazine

Dosing And Administration:
· Balsalazide is available as 750 mg capsules.  

· For the treatment of mildly to moderately active ulcerative colitis, balsalazide should be administered as 2.25 g (3 capsules) three times daily for eight weeks.  In some cases, treatment for up to 12 weeks may be required.

· Balsalazide is currently not FDA-approved for the chronic treatment of ulcerative colitis.  The dose approved in the UK for maintenance therapy is 1.5g twice daily.

· The effect of food on the bioavailability of balsalazide has not been studied.

· The safety and efficacy of balsalazide have not been studied in the geriatric population or in patients with renal or hepatic impairment.  Although renal impairment has not been reported with balsalazide use, renal toxicity has been observed in animals and patients receiving other mesalamine products.  Thus, balsalazide should be administered with caution to patients with renal impairment or a history of renal disease.

Drug Interactions:
· Drug interaction studies have not been conducted with balsalazide, in vivo or in vitro.  Theoretically, the administration of oral antibiotics may interfere with the release of mesalamine in the colon.
· Azathioprine and 6-Mercaptopurine: potential pharmacokinetic interaction
-balsalazide may interfere with metabolism of these drugs by inhibition of thiopurine methyltransferase, an enzyme involved in the metabolism of the immunosuppressants
LABORATORY INTERACTIONS:
· None known

Recommended Monitoring:
· Because renal toxicity has been observed in animals and patients receiving other mesalamine products, and products that contain (or are metabolized to) mesalamine have been associated with hepatotoxicity (elevated liver function tests), jaundice, hepatocellular damage and necrosis, cirrhosis, liver failure, and death, renal and liver function tests be monitored during therapy with balsalazide.  In addition, patients should be observed for any signs or symptoms of renal or hepatic impairment.

Outcomes Measures:

· Therapeutic:

1. Relief from the symptoms of ulcerative colitis

· Safety/Adverse Effect:

1. Exacerbation of the symptoms of ulcerative colitis

2. Incidence of adverse effects including headache, abdominal pain, nausea, vomiting, diarrhea, respiratory tract infection, arthralgia, rhinitis, insomnia, fatigue, rectal bleeding, flatulence, fever, dyspepsia, pharyngitis, cough, back pain, anorexia, urinary tract infection, sinusitis, myalgia, frequent stools, flu-like symptoms, dry mouth, dizziness, cramps, and constipation

3. Signs or symptoms of renal or hepatotoxicity
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