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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of a new dosage form to determine whether the reviewed drug should be made available on an open access basis to prescribers, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	0.5mg, 1mg, 2mg, 3mg, 4mg Tablets; 0.5mg, 1mg, 2mg Rapid Disintegrating Tablets; 1mg/mL Oral Solution

Janssen

	
	

	
	

	Summary of Findings:
	Risperdal( regular dissolving tablets are less expensive than comparable strength M-Tab (disintegrating).  The oral solution is less expensive in doses of 0.25mg, 0.5mg and 1.0mg than the disintegrating M-Tab but more expensive if giving 2.0mg doses.
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Purpose

The purpose of this monograph is to provide a review of a new dosage form to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction 

Administration of medicine can be difficult in some patients.  Rapidly disintegrating tablets is a new dosage form now available for some drugs.  This new technology helps to increase compliance in a group of patients that typically has trouble with medication administration compliance.  Mentally ill patients taking regular oral tablets have been known to “cheek” their medication and to remove the medication when a care giver is not looking, resulting in non-compliance and possibly an escalation of their illness.  Antipsychotic rapidly disintegrating tablets helps to decrease non-compliance.  This dosage form also allows use in patients that have difficulty swallowing regular oral tablets or capsules.

Dosage Form(s) 1-3
0.5mg, 1mg & 2mg Rapid Disintegration Tablets

0.25mg, 0.5mg, 1mg, 2mg, 3mg and 4mg Regular Dissolving Tablets

1mg/mL Oral Solution

Manufacturer

Janssen

Indication(s) 1-3
Schizophrenia

Clinical Efficacy 1,4-23 (mechanism of action/pharmacology, comparative efficacy)

In vitro studies have shown that risperidone acts primarily as a serotonin (5-HT2) and dopamine (D2) antagonist. It binds with highest affinity to serotonergic receptors. Risperidone also binds to alpha-1 and alpha-2 adrenergic and histamine H1 receptors, although with much less affinity. Dissociation from 5-HT2 and H1 receptors is slow; however, the drug rapidly dissociates from dopaminergic and alpha adrenergic receptors. The potency of risperidone as a dopamine D2 antagonist is less than that of haloperidol, and its 5-HT2 antagonist potency is greater than that of ritanserin. Risperidone interacts weakly or not at all with other receptor and neurotransmitter systems, including cholinergic receptors. Risperidone has been compared to other antipsychotics (clozapine, haloperidol, olanzapine, perphenazine and quetiapine) in efficaciousness studies.  The results are somewhat mixed with some study results showing a superior efficacy, some showing equal efficacy, and some showing less efficacy.  Risperidone, along with the other atypical antipsychotics have shown superior efficacy over typical antipsychotics in treating negative symptoms.

Adverse Effects 1-3
COMMON: abdominal pain (1-4%), arthralgia (2-3%), agitation (2-6%), anxiety (3-11%), dizziness (3-6%), headache (2%), insomnia (4-7%), somnolence (2-7%), akathisia, extrapyramidal symptoms (1-18%), constipation (4-10%), dyspepsia (1-6%), nausea (1-3%), vomiting (1-3%), coughing (2%), fever (2-3%), pharyngitis (2-3%), upper respiratory infection, (2%) disturbances of accommodation, blurred vision, dry skin (2-4%), rash (1-4%) rhinitis (4-6%), sexual dysfunction, decreased libido, dysmenorrhea, menorrhagia, tachycardia (3-5%), weight gain (2%) 

SERIOUS: hyperthermia (rare), hypothermia (rare) mania (rare) neuroleptic malignant syndrome (rare) polydipsia (rare) priapism (rare) seizures (0.3%) syncope (0.2%) tardive dyskinesia (rare), tardive dystonia (rare), thrombocytopenic purpura (rare) 

Drug Interactions 1
Droperidol, fluoxetine, levomethadyl, lithium, paroxetine, ritonavir, tramadol, zotepine 

Dosage and Administration 1-3
Schizophrenia: initial, 1 mg ORALLY 2 times a day, with increases in increments of 1 mg 2 times a day on the second and third day, as tolerated, to a target dose of 3 mg 2 times a day on the third day OR 1 mg ORALLY once daily, with increases to 2 mg daily on the second day to a target dose of 4 mg once daily on the third day 

Schizophrenia: maintenance, small dose increments/decrements of 1-2 mg are recommended at intervals of not less than 1 week. Maximal effect is usually seen within a range of 4-8 mg/day. Doses above 6 mg/day for twice-daily dosing were not demonstrated to be more efficacious than lower doses; the safety of doses above 16 mg/day has not been evaluated in clinical trials 

Reinitiation of treatment: when restarting patients who have had an interval off risperidone, the initial titration schedule should be followed.

DOSE ADJUSTMENTS

Debilitated patients: 0.5 mg ORALLY twice a day. Dosage increases in these patients should be in increments of no more than 0.5 mg twice a day with increases to dosages above 1.5 mg twice a day occurring at intervals of at least 1 week. In some patients, slower titration may be medically appropriate. If a once-a-day dosing regimen is being considered, it is recommended that the patient be titrated on a twice-a-day regimen for 2-3 days at the target dose. Subsequent switches to a once-a-day dosing regimen can be done thereafter 

Geriatric: 0.5 mg ORALLY twice a day. Dosage increases in these patients should be in increments of no more than 0.5 mg twice a day with increases to dosages above 1.5 mg twice a day occurring at intervals of at least 1 week. In some patients, slower titration may be medically appropriate. If a once-a-day dosing regimen is being considered, it is recommended that the patient be titrated on a twice-a-day regimen for 2-3 days at the target dose. Subsequent switches to a once-a-day dosing regimen can be done thereafter 

Hypotension: patients either predisposed to hypotension or for whom hypotension would pose a risk, 0.5 mg ORALLY twice a day. Dosage increases in these patients should be in increments of no more than 0.5 mg twice a day with increases to dosages above 1.5 mg twice a day occurring at intervals of at least 1 week. In some patients, slower titration may be medically appropriate 

Severe liver disease: 0.5 mg ORALLY twice a day. Dosage increases in these patients should be in increments of no more than 0.5 mg twice a day with increases to dosages above 1.5 mg twice a day occurring at intervals of at least 1 week. In some patients, slower titration may be medically appropriate 

Severe renal impairment: 0.5 mg ORALLY twice a day. Dosage increases in these patients should be in increments of no more than 0.5 mg twice a day with increases to dosages above 1.5 mg twice a day occurring at intervals of at least 1 week. In some patients, slower titration may be medically appropriate 

Cost Comparison 24 (at commonly used dosages)

	
	Regular
	M-Tab (disintegrating)
	Solution

	0.25mg
	$3.09
	Not Available
	$0.99

	0.5mg
	$3.19
	$3.68
	$1.98

	1.0mg
	$3.31
	$4.30
	$3.95

	2.0mg
	$5.32
	$6.92
	$7.90

	3.0mg
	$6.43
	Not Available
	$11.85

	4.0mg
	$8.48
	Not Available
	$15.80


Conclusion

Risperdal( regular dissolving tablets are less expensive than comparable strength M-Tab (disintegrating).  The oral solution is less expensive in doses of 0.25mg, 0.5mg and 1.0mg than the disintegrating M-Tab but more expensive if giving 2.0mg doses.

Recommendation(s)

It is recommended that Risperdal rapid disintegrating tablet be placed on open access.
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