Pediatric Drug Monograph
Rizatriptan (Maxalt®)
Multiple generic manufacturers available

AHFS THERAPEUTIC CLASS:
Antimigraine Agent
MECHANISM OF ACTION:
Selective agonist for 5-HT1b and 5-HT1d receptors resulting in vasoconstriction and reduction in inflammation correlating with a relief of migraine symptoms
FDA APPROVED
INDICATION(S): 

Acute treatment of migraine (with or without aura) in children >= 6 years of age.
NON-FDA APPROVED
(OFF-LABEL) INDICATION(S):
N/A


CLINICAL EFFICACY:
In 2019, the American Academy of Neurology (AAN) conducted a systemic review of migraine treatment in children and adolescents, and published an updated guideline. This guideline was endorsed by The American Headache Society, The American Child Neurology Society, and the American Academy of Pediatrics. In general, the efficacy of triptans in pediatric populations is less robust than in adults. However, triptans are still a commonly used medication class for acute treatment. Below is a summary of the clinical efficacy results of the review.
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	Inclusion: 
· Patient population of at least 90% aged 0-18 years with a diagnosis of acute migraine.
· Study size of at least 20 subjects
· Placebo controlled
· Published between December 1st 2003 and August 25th 2017.
Exclusion:

· Trials where migraine treatment was administered IV or in an emergency department setting.
· Patients experiencing cyclic vomiting syndrome, abdominal migraine, benign paroxysmal vertigo, and benign paroxysmal torticollis.

	2482 relevant abstracts were identified, with 313 full-text articles reviewed. 10 new studies were identified that were identified that were not included in the previous 2004 guideline.

Endpoint description*:

Primary Endpoint: Pain-free at 2 hours. Analyzed by relative risk (RR) and 95% confidence intervals, with a minimum clinically relevant RR of 1.25.

Confidence in Evidence to meet primary endpoint:
Sumatriptan/Naproxen Oral Tablet (10/60 mg, 30/180 mg, 85/500 mg): High

Zolmitriptan Nasal Spray: High

Ibuprofen Oral Solution (7.5-10 mg/kg): Moderate

Sumatriptan Nasal Spray (20 mg): Moderate

Rizatriptan ODT (5mg, 10mg): Low

Almotriptan Oral Tablet (6.25 mg, 12.5 mg, 25 mg): Very Low - Low

Acetaminophen Oral Solution (15 mg/kg): Very Low

Eletriptan Oral Tablet (40 mg): Very Low

Sumatriptan Oral Tablet (25, 50 mg): Very Low




*See guidelines for full analysis of all endpoints
Overall clinical recommendation from the systemic review cited using sumatriptan/naproxen oral tablet, zolmitriptan nasal spray, sumatriptan nasal spray, rizatriptan ODT, or almotriptan oral tablet to treat acute migraine pain.
PHARMACOKINETICS:
	Terminal half-life
	2-3 hours

	Volume of distribution (Vd)
	Female: 110 L, Male 140 L

	Excretion
	Urine 82% (14% unchanged), Feces 12%


ADVERSE REACTIONS:
· Dizziness (4% - 9%)

· Drowsiness (4% - 8%)

· Nausea (4% - 6%)

· Paresthesia (3% - 4%)

· Xerostomia (3%)

· Chest Pain (<3%)
SAFETY CONSIDERATIONS:
· Medications with similar names (Look-alike/Sound-alike): Sumatriptan
· Hazardous Risk Category:  Non-hazardous
· Contraindications:
· Ischemic CAD or other significant cardiovascular disease including angina

· History of stroke or TIA

· Peripheral vascular disease

· Ischemic bowel disease

· Uncontrolled hypertension

· Hemiplegic migraine or migraine with brainstem aura

· Use within 2 weeks of MAOI therapy

· Use within 24 hours of another 5-HT1 agonist or ergotamine containing treatment
· Boxed Warnings: N/A
· Sentinel Events Advisory: N/A
· REMS Program: No
SPECIAL POPULATIONS: 
· Renal Dysfunction: No dose adjustments but overall AUC was 44% greater in patients on HD.
· Hepatic Impairment: No dose adjustments, but overall plasma concentrations was increased by 30% in patients with moderate hepatic dysfunction.
DRUG INTERACTIONS:

· Ergot Derivatives: Use of rizatriptan with ergot derivatives is contraindicated. Concomitant use increases vasoconstrictive effects and can increase the risk of hypertension and acute coronary syndromes.
· MAOIs: Use of rizatriptan with MAOIs is contraindicated. Use of triptans with MAOIs enhances the serotonergic effects of MAOIs increasing the risk of serotonin syndrome.
· Bromocriptine: Bromocriptine can enhance the adverse and toxic effects of rizatriptan. Avoid combination if possible.

· Propranolol: Propranolol can increase the serum concentrations of rizatriptan. For pediatric patients weighing 40 kg or more, limit rizatriptan dose to a single 5 mg dose in 24 hours. For pediatric patients weighing less than 40 kg, use of rizatriptan and propranolol is not recommended.

DOSAGE FORMS AVAILABLE: Oral Tablet, Oral Disintegrating Tablet
DOSING AND ADMINISTRATION:
· <40 kg: 5 mg orally as a single dose

· >= 40 kg: 10 mg orally as a single dose

Note: Safety and efficacy of multiple doses of rizatriptan in a 24-hour period has not been established.

COST/USAGE COMPARISON: The only medications currently FDA approved in pediatric populations for the treatment of acute migraine are: almotriptan (12 years and older), rizatriptan (6 years and older), sumatriptan/naproxen (12 years and older), and zolmitriptan nasal spray (12 years of age and older).
	Drug
	Dosage Form(s)
	Unit Cost
	Daily Dose
	Daily Cost

	Rizatriptan
	Oral Tablet

ODT
	5mg: $6.33

10mg: $21.58

ODT: $33.24
	5-10 mg
	$6.33 - $12.66

$33.24

	Sumatriptan / Naproxen
	Oral Tablet
	85mg/500mg: $93.87
	85/ 500 mg
	$93.87

	Zolmitriptan
	Nasal Spray
	2.5mg: $111.45

5mg: $105.58
	2.5-10 mg
	$105.58 - $222.90

	Almotriptan
	Oral Tablet
	6.25mg and 12.5mg: $41.91
	6.25-25 mg
	$41.91 - $83.82


*Dosing guidelines indicate the duration of therapy to be up to 24 hours. Daily cost = total treatment cost.
MEDICATION MONITORING PLAN: Monitor for headache severity and associated symptoms (nausea, vomiting, photophobia, phonophobia, etc.), signs and symptoms of angina.
CONCLUSION:
· Rizatriptan is a recommended agent for acute migraine treatment according to AAN guidelines.
· Total cost of treatment using rizatriptan is less than other FDA approved therapies.

· Rizatriptan is approved for ages 6 years and older compared to 12 years for other FDA approved therapies.
· Clinical efficacy evidence has less confident evidence compared to sumatriptan/naproxen tablets and zolmitriptan nasal spray.
· Time to effect of rizatriptan will be slower than nasal spray options.
RECOMMENDATION: Add to formulary
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