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Name:  Tolterodine and Tolterodine LA

Synonym:  Detrol ®, Detrol LA®

Uses:

Appropriate Indications:

1.  Use in patients with overactive bladder who have failed oxybutynin therapy at 20mg/day, or have intolerable anticholinergic side effects to oxybutynin (dry mouth, constipation, dry eyes, etc.).  According to clinical trials with tolterodine and oxybutynin, maximum efficacy is not reached until 5 to 8 weeks of therapy5. Oxybutynin should be continued for at least 5 weeks of therapy before it is determined to be a therapeutic failure.

Inappropriate Uses:

1.   First line therapy in a patient with overactive bladder who has never received an adequate trial of oxybutynin.

2.   Pregnancy category C: There are no adequate and well-controlled studies in pregnant women.

Formulary Restrictions:
1.  Non Formulary - Restricted to usage criteria as outlined above.

Drug Therapy Selection:
Efficacy:

1.  Tolterodine is a muscarinic receptor antagonist that has been shown to be equally effective as oxybutynin for treating patients with overactive bladder with symptoms of urinary frequency, urgency or urge incontinence.

Safety:

1.  Tolterodine is well-tolerated in clinical trials.  It has fewer anticholinergic side effects such as dry mouth and constipation as compared to oxybutynin.

2.  Patients with severe liver dysfunction should not receive more than 1 mg tolterodine twice daily (Tolterodine) or 2mg QD (Tolterodine LA).

3.  Tolterodine is contraindicated in patients with urinary retention, gastric retention, uncontrolled narrow-angle glaucoma and in patients with demonstrated hypersensitivity to the drug or its ingredients.

Cost:

Tolterodine 1mg $0.76/tablet

$45.60/ month supply

Tolterodine 2mg - $0.78/tablet

$46.80/month supply

Tolterodine LA 2mg - $1.51/tablet

$45.30/month supply

Tolterodine LA 4mg - $1.54/tablet

$46.20/month supply

Oxybutynin 5mg - $0.02/tablet

$1.20/month supply

Oxybutynin XL 5mg - $1.25/tablet

$37.50/month supply

Oxybutynin XL 10mg - $1.40/tablet
$42.00/month supply

Oxybutynin XL 15mg - $1.57/tablet
$47.10/month supply

Duplicative Therapy:

1.  Tolterodine should not be taken with oxybutynin (duplication of therapy).

2.  Caution should be used when patient is taking other medications with anticholinergic properties:

*  Tricyclic antidepressants

*  H1 Antihistamines such as diphenhydramine, chlorpheniramine, hydroxyzine, etc.

*  Anticholineric Parkinson’s disease agents (trihexyphenidyl and benztropine).

Dosing:

Acute (initial) dosing:

1.  Initial dosing is 2 mg bid (Tolterodine) or 4mg QD (Tolterodine LA)  in patients with normal liver function and no interacting medications.

2.  Initial dosing in patients with severe liver dysfunction is 1 mg bid (Tolterodine) or 2mg QD (Tolterodine LA).

3.  In patients taking medications that are inhibitors of cytochrome P450 3A4 enzyme the recommended initial dose is 1 mg bid (Tolterodine) or 2mg QD (Tolterodine LA).

Chronic (maintenance) dosing:

1.  Recommended maintenance dose is 2 mg bid (Tolterodine) or 4mg QD (Tolterodine LA) in patients with normal liver function and no interacting medications. The dose can be reduced to 1 mg bid (Tolterodine) or 2mg QD (Tolterodine LA)  based on tolerability of anticholinergic side effects and response.

2.  The recommended maintenance dose in patients with severe liver dysfunction is 1 mg bid (Tolterodine) or 2mg QD (Tolterodine LA).

Special Considerations:

No dosage adjustment is recommended in healthy elderly patients.

The kinetics of tolterodine in patients with renal failure has not been established.  Renal excretion of the parent compound and the active metabolite is minimal, but caution should when treating patients with renal insufficiency.

Drug-Drug and Drug-Food Interactions:

1.  Pharmacokinetic studies with patients receiving cytochrome P450 3A4 inhibitors has not been performed.  Patients taking cytochrome P450 3A4 inhibitors should not receive doses greater than 1 mg bid.  Inhibitors of cytochrome P450 3A4 include macrolide antibiotics (erythromycin, clarithromycin) and antifungals (ketoconazole, itraconazole). Drugs metabolized by the cytochrome P450 3A4 system include terfenadine, astemizole, and cisapride.

2.  Patients who are concomitantly taking other anticholinergic-like drugs may have an increase in anticholineric side effects.

3.  Warfarin: In one small study, tolterodine 2 mg bid had no effect on prothrombin time when given for 7 days.  There have been two case reports of tolterodine causing an increase in the INR.

Recommended Monitoring:
1.  Number of micturitions per 24 hours.

2.  Number of incontinence episodes per 24 hours.

3.  Volume voided per micturition.

4.  Symptoms of urgency.

5.  Blood pressure, and pulse.

Outcome Measures:
Therapeutic:

1.  Decreased number of micturitions per 24 hours.

2.  Decreased number of incontinence episodes per 24 hours.

3.  Increased volume voided per micturition.

4.  Reduced symptoms of urgency.

Safety/Adverse Effect:


1.  Common side effects include dry mouth, dyspepsia, headache, constipation, and dry eyes
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