Drug Use Criteria For Dihydroergotamine mesylate Nasal Spray

Generic Name:
Dihydroergotamine mesylate Nasal Spray

Synonym:
Migranal(
Use:

Appropriate Indication:

1.  following failure of conventional agents (acetaminophen, aspirin, NSAIDs, etc.) for the treatment of acute migraine with aura

2.  following failure of conventional agents (acetaminophen, aspirin, NSAIDs, etc.) for the treatment of acute migraine without aura


Inappropriate Indication:

1.  prophylactic therapy of migraine headache

2.  treatment of hemiplegic or basilar migraine headache

3.  treatment of cluster headache

Formulary Restrictions:
VISN:  Formulary agent

National: Non-formulary agent

Restricted to Use Criteria

Drug Therapy Selection:

Efficacy:

1.  found to be less efficacious than intranasal sumatriptan at reducing and completely relieving headaches at 1 and 2 hours

2.  overall rate of headache recurrence is less than with intranasal sumatriptan

3.  time to headache recurrence is longer than with intranasal sumatriptan

Safety:

1.  adverse effects: throat discomfort (30%), taste perversion (4 - 30%), nasal congestion (30%), rhinitis (26%), nausea (10%), application site reaction (6%), vomiting (4%), , dizziness (4%), rhinorrhea (4%), sneezing, somnolence (3%)

2.  noticed to have more nasal symptoms than intranasal sumatriptan


Contraindications:

1.  ischemic heart disease

2.  coronary artery vasospasm or Prinzmetal’s variant angina

3.  uncontrolled hypertension

Contraindications (continued)

4.  with 24 hours of a serotonin agonist or an ergotamine-containing or ergot-type medication (eg. dihydroergotamine, methysergide)

5.  hemiplegic or basilar migraine

6.  hypersensitivity to ergot alkaloids

7.  peripheral arterial disease

8.  sepsis

9.  following vascular surgery

10.  severely impaired hepatic of renal function

11.  pregnancy (Category X)

12.  nursing mothers (unsafe)

13.  concomitantly with peripheral and central vasoconstrictors

14.  coronary heart disease

15.  prolonged hypotension or shock

16.  myocardial infarction patients

17.  concurrent use of protease inhibitors, macrolide antibiotics, ketoconazole or itraconazole 


Warnings and Precautions:

1.  risk factors for coronary artery disease

2.  cerebrovascular events

3.  vasospastic reactions/phenomena

4.  transient increase in blood pressure

5.  local irritation

6.  concurrent use of nefazodone, fluconazole, grapefruit juice, fluvoxamine, zileuton, or clotrimazole

7.  the nasal spray should not be used for chronic daily administration

Storage and Handling:
· intended for intranasal use only and must not be injected

· store below 77(F (25(C)

· do not refrigerate or freeze

· store amber glass ampules in a box away from sunlight and heat

· discard discolored solutions

· assemble nasal sprayer only when ready to use it

· once ampule has been opened, discard after 8 hours

Cost comparison chart:

	Agent
	Strength
	Unit Size
	Price per Unit

	Dihydroergotamine mesylate nasal spray (Migranal()
	4 mg/ml
	1 ml
	$ 11.08

	
	
	
	

	Dihydroergotamine mesylate injection (D.H.E. 45()
	1 mg/ml
	1ml
	$ 8.69

	
	
	
	

	Sumatriptan injection (Imitrex()
	6 mg/0.5 ml 

or 12 mg
	
	$ 27.97-63.41

	Sumatriptan nasal spray (Imitrex()
	5 mg or 20 mg 
	
	$ 12.62

	Sumatriptan tablet (Imitrex()
	25 mg or 50 mg
	
	$ 7.55-7.19


Dosing:
Acute (initial dosing):

1.  Administer one spray (0.5 mg) into EACH nostril

2.  May repeat one spray in each nostril in 15 minutes if headache has not resolved (4 total sprays = 2 mg)

3.  Migranal nasal spray should not be used for chronic daily administration

Special Considerations:

1.  Assemble sprayer at time of use

2.  Must prime pump with 4 presses

3.  Do NOT have patient tilt their head back or inhale while spraying

4.  Discard pump after 8 hours of assembly

5.   May need dosage adjustment in patients with liver disease
Drug-Drug and Drug-Food Interactions:

1.  Sumatriptan/zolmitriptan/naratriptan/rizatriptan/almotriptan or an ergotamine-containing or ergot-type medication - do not administer with 24 hours (may cause peripheral vasoconstriction and vasospastic reactions)

2.  Peripheral and central vasoconstictors (cocaine, epinephrine, norepinephrine, phenylpropanolamine, pseudoephedrine)  - do not administer concomitantly (may result in increased blood pressure)

3.  Macrolide antibiotics (clarithromycin, erythromycin, dirithromycin, azithromycin) - do not administer concomitantly (may cause peripheral vasoconstriction and vasospastic reactions) due to CYP3A4 inhibition

4.  SSRI - weakness, hyperreflexia and incoordination has been observed

5.  Antiretrovirals (amprenavir, delavirdine, efavirenz, indinavir, nelfinavir, ritonavir, saquinavir) - increased risk of ergotism (nausea, vomiting, vasospastic ischemia)

6.  Lidocaine/midodrine/propranolol – extreme elevation of blood pressure

7.  Nitroglycerin – dihydroergotamine toxicity (peripheral ischemia, paresthesias, nausea, vomiting)

8.  Nicotine – may provoke vasoconstriction in some patients, predisposing to a greater ischemic response to ergot therapy

9.  Heparin – may result in more sustained heparin plasma levels

10.  Sibutramine – increased risk of serotonin syndrome (hypertension, hypothermia, myoclonus, mental status changes)

11.  Ketonconazole and itraconazole – may result in CYP3A4 inhibition resulting in vasospasms that lead to cerebral ischemia and/or ischemia of the extremities

12.  Nefazodone, fluconazole, grapefruit juice, fluvoxamine, zileuton, or clotrimazole – due to waek inhibition of CYP3A4 enzyme resulting in potential vasospasms that lead to cerebral ischemia and/or ischemia of the extremities

Laboratory Interactions:

Not applicable.

Recommended Monitoring:
1.  severity of migraine headache

2.  blood pressure and pulse

3.  adverse effects: throat discomfort, taste perversion, nasal congestion, vomiting, nausea, dizziness, rhinorrhea, sneezing, somnolence, paresthesias, leg cramps, vascular spasms

Outcome Measures:
Therapeutic:

1.  Decreased severity or resolution of migraine headache

2.  Time to headache resolution

3.  Incidence of headache recurrence

4.  Time to headache recurrence

Safety/Adverse Effect:

1.  No increase in blood pressure or pulse

2.  Incidence of adverse effects: throat discomfort, taste perversion, nasal congestion, vomiting, nausea, dizziness, rhinorrhea, sneezing, somnolence, paresthesias, leg cramps, vascular spams
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