« ::- trchealthcare

Drugs for Acute Migraine

Updated June 2025

—-Information from US and Canadian product labeling unless otherwise denoted. Other information may differ from product labeling.—-

Interactive Note: Roll over each gray bar containing a drug class to view its specific footnote. (All footnote content is also provided on page 6.)
It is recommended to open this PDF in Adobe Acrobat Reader for best viewing results.

Drug
TRIPTANS®

Dose

Pharmacokinetics

Comments

Almotriptan oral tablet

« 212 years of age: 6.25t0 12.5 mg (6.25 mg in liver
or severe kidney impairment, or with potent CYP3A4
inhibitors).
» May repeat® after 2 h

+ Max daily dose 25 mg (12.5 mg in liver or severe kidney
impairment, or with potent CYP3A4 inhibitors).

* Onset: 0.5to2h’
« Half-life: 3to4h
+ Bioavailability: 70%

+ Better tolerated and better 2-hr efficacy than oral

sumatriptan.*

+ For adolescents, approved specifically for those

whose untreated migraines usually last =4 h.
About 70% of adolescents achieve no or mild
pain within 2 h.

Eletriptan oral tablet (Relpax,
generics)

e Adult: 20 to 40 mg.
* May repeat after 2 h.
+ Max daily dose 80 mg (Canada: 40 mg).

+ Onset: 30 min®
+ Half-life: 4h
+ Bioavailability: 50%

+ Better 2-hr efficacy and lower recurrence rate

than oral sumatriptan.*

+ Contraindicated for use within 72 h of

clarithromycin, itraconazole, ketoconazole,
nelfinavir, ritonavir (potent CYP3A4 inhibitors).

Frovatriptan oral tablet (Frova,
generics)

e Adult: 2.5 mg.
» May repeat° after 2 h (Canada: 4 h).
» Max daily dose 7.5 mg (Canada: 5 mg).
* 12 to 17 years of age:* consider adult dosing based on
pharmacokinetics.?*
*Not FDA- or Health Canada-approved for children or
adolescents.

+ Onset: 2to3 h’
+ Half-life: 26 h
+ Bioavailability: 20% to 30%

+ Consider for patients with a history of recurrence

(longest half-life).?

« Better tolerated and lower recurrence rate than

oral sumatriptan.*

Naratriptan oral tablet

+ Adult: 1to 2.5 mg (start with 1 mg in mild or moderate
kidney or liver impairment).
» May repeat once after 4 h.
» Max daily dose 5 mg (2.5 mg [Canada: 2 mg] in mild or
moderate kidney or liver impairment).

* Onset: 1to 3 h
+ Half-life: 5to 8 h
+ Bioavailability: 70%

+ Better tolerated than oral sumatriptan.*
+ Lower recurrence rate than oral sumatriptan.®

Rizatriptan oral tablet or ODT
(Maxalt, generics)

¢ Adult: 5to 10 mg (5 mg with propranolol. Canada: 5 mg
with propranolol, hemodialysis, or moderate liver impair-
ment).

» May repeat after 2 h.

» Max daily dose 30 mg (15 mg with propranolol).
Canada: 20 mg max (10 mg with propranolol,
hemodialysis, or moderate liver impairment).

* 6to 17 years of age:

» (240 kg)(US): 10 mg (5 mg with propranolol). Max daily
dose 10 mg (5 mg with propranolol).

» (<40 kg)(US): 5 mg. Max daily dose 5 mg.

« Onset:0.5t0 2 h’
+ Half-life:2to 3 h
+ Bioavailability: 45%

« Better 2-hr efficacy than oral sumatriptan.*
+ Orally disintegrating tablet has slower absorption

than the oral tablet.

+ One in three kids historically nonresponsive to

NSAIDs or acetaminophen achieve complete
pain relief within 2 h.

+ Do not prescribe to propranolol-treated patients

6 to 17 years of age who weigh <40 kg.
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Drug Dose Pharmacokinetics Comments
TRIPTANS® (continued)
Rizatriptan/Meloxicam + Adult: one tablet + Onset: <2h + NNT ~ 8 for pain-free at 2 h
(Symbravo [US]) » Max daily dose one tablet. + Half-life: 2 h (R)/~18 h (M) + Combo lasts longer than either drug alone.
+ Bioavailability: NA + Rizatriptan 10 mg plus meloxicam 20 mg taken
separately may be just as effective.

+ Contraindicated in moderate to severe kidney
impairment in patients with volume depletion,
and in dialysis.

Sumatriptan subcutaneous + Adult: 1to 6 mg (Canada: 6 mg). (Zembrace SymTouch: |+ Onset: 10to 15 min + Fastest and most effective treatment but has a
injection (Imitrex, generics; 3 mg) + Half-life: ~2h higher rate of adverse effects.*
Zembrace SymTouch [US]) » May repeat after 1 h. + Bioavailability: ~97% + Imitrex STATdose cartridges are only for patients
» Max daily dose 12 mg. needing 4 mg or 6 mg.
Sumatriptan oral tablet (Imitrex, | « Adult: 25, 50, or 100 mg (US: 50 mg in mild to moderate + Onset: 30 min + NNT ~5 in adults for pain-free at 2 h?
generics) liver impairment). + Half-life: ~2h + Canada: not recommended in mild or moderate
» May repeat after 2 h. + Bioavailability: ~15% liver impairment.
» Max daily dose 200 mg (US: 100 mg if used after
injection).
Sumatriptan nasal spray e Adult: 5,10, or 20 mg. + Onset: 15 min + Taste and nasal route not acceptable to some
(Imitrex, generics) » May repeat once after 2 h. + Half-life: ~2h patients.” Butterscotch candy before use may
» Max daily dose 40 mg. + Bioavailability: ~17% minimize bad taste.?®

* Pediatric max dose (based on pharmacokinetic data):?52¢
» 610 8 years: <25kg: 5mg; >25kg: 10 mg
» 910 11 years: <40 kg: 10 mg; >40 kg: 20 mg
» 212 years: 20 mg

Sumatriptan nasal spray + Adult: 10 mg. + Onset: 10 min + Approval based on pharmacokinetic studies.
(Tosymra [US]) » May repeat after 1 h. + Half-life: ~2.5h + Taste and nasal route not acceptable to some

» Max daily dose 30 mg. + Bioavailability: 87% patients.™
Sumatriptan nasal powder + Adult: 22 mg (11 mg in each nostril). + Onset: 30 min + Patient blows with mouth into the device to
(Onzetra Xsail [US]) » May repeat after 2 h. + Half-life: 3h deliver medication to the back of nose.

» Max daily dose 44 mg. + Bioavailability: 19% + 20% of patients report bad taste.
Sumatriptan/naproxen + Adults: one tablet. + Onset: <2h + Sumatriptan 50 mg plus naproxen 500 mg taken
(Treximet [US], Suvexx » May repeat after 2 h. + Half-life: ~2h (S)/~19h (N) separately may be just as effective.?
[Canada]) » Max daily dose two tablets. + Bioavailability: ~15% (S)/ + Combo more effective and lasts longer than

95% (N) either drug alone.®

+ Pain relief at 2 h ~60% in adults.
+ Not recommended in mild liver impairment
(Canada).
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Drug
TRIPTANS® (continued)

Dose

Pharmacokinetics

Comments

Zolmitriptan oral tablet or ODT
(Zomig [Canada], generics)

* Adult: 1.25to 5 mg (1.25 mg for moderate to severe liver
impairment).
» May repeat after 2 h.
» Max daily dose 10 mg (5 mg in severe liver impairment
[Canada: moderate or severe] or with CYP1A2 inhibitors
[e.g., cimetidine]).

+ Onset: 45 min’
+ Half-life: 2.5t03h
+ Bioavailability: 40%

+ Zolmitriptan 5 mg is not much more effective

than 2.5 mg but has more adverse effects.

+ Zolmitriptan ODT can NOT be cut in in half.

Zolmitriptan nasal spray
(Zomig, generics [US])

+ 212 years of age (Canada: =18 years of age): 2.5t0 5mg.
(2.5 mg with CYP1A2 inhibitors [cimetidine].
» May repeat after 2 h.
» Max daily dose 10 mg (5 mg in moderate or severe liver
impairment or with CYP1A2 inhibitors [e.g., cimetidine])

* Onset: 15 min®
« Half-life: 3h
+ Bioavailability: ~41%

+ About half of patients achieve no or mild pain

relief within 2 h.

+ Taste may be more tolerable than sumatriptan

nasal spray.

« Not recommended in moderate to severe liver

impairment (US).

CALCITONIN GENE-RELATED PEPTIDE (CGRP) ANTAGONISTS'

Rimegepant (Nurtec ODT)

US4 ~$130/dose
Canada: $25/dose

e Adult: 75 mg.
« May repeat after 24 h (wait at least 48 h if also taking a
moderate CYP3A4 inhibitor or potent P-gp inhibitor).

« Onset: <2h
+ Half-life: 11 h
+ Bioavailability: 64%

« NNT ~10 (For comparison, NNT ~ 5 for oral

sumatriptan.?)

+ Side effects include nausea and hypersensitivity.
+ Avoid with severe liver impairment or

CrCl <15 mL/min.

+ Avoid with strong CYP3A4 inhibitors, strong or

moderate CYP3A4 inducers.

+ Also approved for prophylaxis.

Ubrogepant (Ubrelvy)

US:¢ ~$110/dose
Canada: $15/dose

+ Adult: 50 to 100 mg (50 mg in severe liver or kidney
impairment [avoid if CrCl <15 mL/min]).
» May repeat after 2 h.
» Max daily dose 200 mg (100 mg in severe liver or kidney
impairment [avoid if CrCl <15 mL/min]).
+ See footnote e for dosing with interacting drugs.

+ Onset: <2h
+ Half-life: 5to 7 h
+ Bioavailability: NA

+ NNT = ~10 (100 mg) for pain-free at
« 2 h. (For comparison, NNT ~5 for oral

sumatriptan.?)

+ Side effects include nausea and sedation.
+ Contraindicated with strong CYP3A4 inhibitors.

Avoid strong CYP3A4 inducers.

+ Limited information on use with a CGRP

antagonist used for prophylaxis.’”

Zavegepant nasal spray
(Zavzpret [US only])

US4 $190/dose

* Adults: 10 mg
» Max daily dose 10 mg.

« Onset: <2h
- Half-life: 6.6 h
+ Bioavailability: ~5%

« NNT =11 to 12 for pain-free at 2 h. (For

comparison, NNT ~5 for oral sumatriptan.?)

+ Side effects include taste disorders, nausea/

vomiting, and nasal discomfort.

+ Avoid with severe liver impairment,

CrCl <30 mL/min, or drugs that induce or inhibit
OATP1B3 or NTCP transporters.
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Drug

Dose

SELECTIVE SEROTONIN 5-HT1F AGONIST

Pharmacokinetics

Comments

Lasmiditan (Reyvow)(US)

US:¢ $90/dose

* Adult: 50, 100, or 200 mg x 1 dose. Do not repeat within
24 h.

+ Onset: 20 to 40 min™
+ Half-life: 5.7 h
+ Bioavailability: 40%'°

« NNT =8to 10 (100 mg) for pain-free at 2 h. (For
+ Consider for patients who can'’t use triptans or

+ Side effects include dizziness, paresthesia,

+ Tachycardia and palpitations have also been
+ Patients should not drive or operate machinery

+ Controlled substance (C-V).
+ Poses risk of serotonin syndrome, alone or with

comparison, NNT ~5 for oral sumatriptan.?)
who have failed two triptans.?

sedation, fatigue, hallucinations, euphoria,
nausea, vomiting, decreased heart rate, and
increased blood pressure.

reported.™

for at least 8 h after a dose.

serotonergic drugs (e.g., triptans, SSRIs, SNRIs)."

DIHYDROERGOTAMINE?®

Atzumi nasal powder (US)

* Adult: 5.2 mgin one nostril.
» May repeat after 1 h.
» Max dose 10.4 mgin 24 h.

+ Onset: <30 min3?
+ Half-life: ~13 h
+ Bioavailability: >80%32"

+ Approval based on pharmacokinetic studies.
+ Pharmacokinetic data suggest better efficacy

than Migranal.2

Brekiya subcutaneous
autoinjector (US)

e Adult: 1 mg
» May repeat after 1 h.
» Max dose 3 mgin 24 h.

+ Onset: NA
+ Half-life: ~9h
+ Bioavailability: NA

Migranal, generics

« Adult: 2 mg (one 0.5 mg spray in each nostril), repeated in
15 minutes (Canada: optional).
» Max dose 3 mg (six sprays) in 24 h (Canada: 2 mg [four
sprays]).

+ Onset: 30 min
+ Half-life: 10 h
+ Bioavailability: 15.2%*%?

+ Variable dose delivery limits efficacy.?”
+ Rhinitis is common (26%).?

Trudhesa nasal spray (US)

 Adult: 1.45 mg (one 0.725 mg spray in each nostril).
» May repeat after 1 h.
» Max dose four sprays (two doses) in 24 hrs.

* Onset: 15 min®’
+ Half-life: 12 h
+ Bioavailability: 58.9%%°

« Approval based on pharmacokinetic studies.
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MIGRAINE RESCUE MEDICATIONS

Drug Comments
Antiemetics (dopamine + Metoclopramide and prochlorperazine are commonly used in the emergency department, are recommended in adult treatment guidelines, and are
antagonists, parenteral) effective in pediatric migraine.'23%34% Metoclopramide may be superior in children.?

+ Metoclopramide
» adult: 10 mg IV is the most commonly-studied dose/route.*®
» pediatric: 0.1 to 0.2 mg/kg, 10 mg max.!
+ Prochlorperazine
» adult: 10 mg.”
» pediatric: 0.15 mg/kg, 10 mg max.’

Dihydroergotamine, intravenous | + Not a preferred option. Based on low-level evidence in adults, benefits may not outweigh risks.*® There are no randomized controlled trials (RCTs)
in children.

+ Do not give within 24 hours of a triptan.’

+ May cause nausea, transient increase in pain, chest pain, or catheter-associated thrombosis."

+ Multiple doses commonly needed."

Magnesium sulfate, + Commonly used in the emergency department.** Deemed “probably effective” for adult migraine with aura.?

intravenous » Adults: consider magnesium sulfate 2 g in 50 mL D5W (5% dextrose in water) infused over 20 minutes, as an adjunct, or alternative if
prochlorperazine or metoclopramide cannot be used.*?

+ Data in children are very limited."

NSAIDs, parenteral + Relatively poor efficacy in adults.*
+ lbuprofen adult dose: 800 mg IV.4°
+ Ketorolac
» adult: 30 to 60 mg IM or 1V
» pediatrics: ketorolac (0.5 mg/kg, max 30 mg) is not as effective as prochlorperazine in pediatric migraine, but about half of patients respond,
and it can be used in combination with prochlorperazine.*'#?

Valproic acid, intravenous + Limited data, especially in children.
+ Relatively poor efficacy in adults.®
+ Adult dose: 500 to 1,000 mg IV.%8

Other + Greater occipital nerve block.*445
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Footnotes
a. Analgesics (NSAIDs, acetaminophen)
+ Adults: For mild to moderate migraines, options include oral acetaminophen, oral NSAIDs, or an acetaminophen/aspirin/caffeine combination.?
» Acetaminophen can be combined with an NSAID.%”
» Patients who do not respond to the optimum dose of one NSAID might respond to another.”
» Head-to-head studies comparing NSAIDs for migraine are lacking. Only Cambia oral solution is FDA-approved for migraine, but others have been studied (mainly naproxen and ibuprofen). NNTs for
pain-free at 2 hrs are ~7 for ibuprofen and 11 for naproxen.'1
Pediatric migraine: NSAIDs and acetaminophen are first-line options for pediatric migraine.'>'8?'
» Ibuprofen oral solution 7.5 to 10 mg/kg has the most evidence.'2'192" NNT = 3 for pain relief within 2 hrs.’ Acetaminophen 15 mg/kg, NNT = 9 for pain relief within 2 hrs.202"
b. Trlptan general overview:
Consider combining with an NSAID or acetaminophen for moderate-to-severe migraine.*”
Patients who do not respond to one triptan might respond to another.®’

+ Contraindicated in ischemic, vasospastic, valvular (Canada), or congenital (Canada) heart disease; history of stroke or TIA; accessory pathway arrhythmia (Canada: any arrhythmia); uncontrolled HTN;
peripheral vascular disease (including ischemic bowel disease); other triptans or ergot derivatives within 24 h; history of hemiplegic or basilar migraines (i.e., migraine with brainstem aura*); severe liver
impairment (almotriptan [Canada], eletriptan [Canada], frovatriptan [Canada], naratriptan, sumatriptan); moderate liver impairment (Suvexx [Canadal]); CrCl <30 mL/min (Suvexx [Canada]);

CrCl <15 mL/min (naratriptan, zolmitriptan [Canada]); MAOI use in the past two weeks (rizatriptan, sumatriptan, zolmitriptan). Not a complete list of contraindications.

» In patients with multiple CV risk factors, evaluate for coronary artery disease or vasospasm before use.

» Life-threatening CV events due to triptans are likely very rare.*’ Tightness, pain, or pressure in the chest, throat, neck, and jaw are common and are not usually cardiac.
» Triptan contraindications were set based on theoretical concerns and older understanding of triptan pharmacology and CV pathophysiology.?'4®

+ Avoid triptans in subarachnoid hemorrhage or reversible cerebral vasoconstriction syndrome (thunderclap headache).*

- Triptans are unlikely to cause serotonin syndrome.??

+ Consider injection or nasal formulations for patients with severe nausea and vomiting, migraines that intensify quickly, or migraine on awakening.®

+ Pediatrics: Triptans are NOT used first line.?" Triptans without pediatric dosing in chart have either not been studied in the pediatric population, or do not seem to be effective. There is a high placebo
response rate in kids." Recent studies have used a placebo run-in to identify placebo-responders. Sumatriptan/naproxen and zolmitriptan nasal spray have the best evidence for pain relief in
adolescents.?’ Offer antiemetics for nausea and vomiting.?'

Almotriptan: the efficacy of a second dose has not been established; Frovatriptan: no evidence of benefit of a second dose if the first dose doesn’'t work.

Wholesale average cost. US medication pricing by Elsevier, accessed June 2025.

e. Ubrogepant drug interaction dosing:

+ with moderate CYP3A4 inhibitors: 50 mg. Do not repeat within 24 h.

- with weak CYP3A4 inhibitors, or breast cancer resistance protein (BCRP) and/or P-gp inhibitors only: 50 mg. May repeat after 2 h. Max daily dose 100 mg.

- with CYP3A4 inducers (avoid with strong inducers): 100 mg. May repeat after 2 h. Max daily dose 200 mg.

f.  CGRP antagonists may be harder to access than triptans due to cost or payer requirements."" Consider for adults who can’t use triptans or who have failed two triptans.?® Well-tolerated." Current CV

safety data is reassuring.”” Do not appear to cause medication overuse headache (“rebound”).?®

g. Dihydroergotamine general overview:

+ Contraindicated in ischemic or vasospastic heart disease; uncontrolled HTN; peripheral vascular disease; triptans or ergot derivatives within 24 h; concomitant use of other vasoconstrictors;
arrhythmias (Canada); valvular heart disease (Canada); or history of hemiplegic or basilar migraines (i.e., migraine with brainstem aura*') due to stroke risk (Migranal), with strong CYP3A4 inhibitors, or
in severe kidney or liver impairment. Not a complete list of contraindications.

In patients with multiple CV risk factors, evaluate for coronary artery disease or vasospasm before use.

+ Effective at any time after migraine starts.?” Consider for patients who awake with migraine.?’

Consider as an alternative to non-oral triptans for patients with severe nausea and vomiting with their migraines,?® patients who respond poorly to triptans, or patients who have prolonged migraines.?”’

h. Atzuml bioavailability compared to IM dihydroergotamine.3?

ape

US product information used in creation of this document: almotriptan (Ajanta, April 2025), Relpax (January 2024), Frova (August 2018), naratriptan (Bionpharma, December 2023), Maxalt/Maxalt MLT (June
2021), Imitrex subcutaneous injection (auto-injector) (February 2023), sumatriptan subcutaneous injection (vial) (Eugia, May 2025), Imitrex oral tablet (February 2024), Imitrex nasal spray (March 2024), Onzetra
Xsail (January 2024), Treximet (November 2024), Tosymra (October 2023), Zembrace SymTouch (November 2023), Symbravo (February 2025), zolmitriptan ODT (Jubilant, December 2024), zolmitriptan tablet
(July 2024), Zomig nasal spray (April 2019), Nurtec ODT (March 2025), Ubrelvy (March 2025), Zavzpret (March 2025), Reyvow (September 2022), Atzumi (April 2025), Brekiya (May 2025), Migranal (September
2022), Trudhesa (September 2021), Cambia (November 2024)

Canadian product monographs used in creation of this document: almotriptan (Sanis Health, August 2017), Relpax (August 2023), Frova (June 2024), naratriptan (Sandoz, July 2017), Maxalt/Maxalt RPD (May
2021), Imitrex (October 2022), Suvexx (December 2021), Zomig (February 2025), Nurtec ODT (December 2023), Ubrelvy (November 2022), Migranal (May 2010).

Abbreviations: CrCl = creatinine clearance, CV = cardiovascular, DHE = dihydroergotamine, h = hour or hours, HTN = hypertension, IM = intramuscular, IV = intravenous, MAOI = monoamine oxidase inhibitor,
NA = not available, NNT = number needed to treat, NSAID = nonsteroidal anti-inflammatory drug, NTCP = sodium taurocholate co-transporting polypeptide, OATP = organic anion transporting polypeptide,
ODT = orally disintegrating tablet, P-gp = P-glycoprotein, SNRI = serotonin-norepinephrine reuptake inhibitor, SSRI = selective serotonin reuptake inhibitor, TIA = transient ischemic attack.
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Levels of Evidence
In accordance with our goal of providing Evidence-Based information, we are citing the LEVEL OF EVIDENCE for the clinical recommendations we publish.

Level Definition Study Quality

A Good-quality patient-oriented evidence.* 1. High-quality randomized controlled trial (RCT)
2. Systematic review (SR)/Meta-analysis of RCTs with consistent findings
3. All-or-none study

B Inconsistent or limited-quality patient-oriented evidence.* 1. Lower-quality RCT
2. SR/Meta-analysis with low-quality clinical trials or of studies with inconsistent findings
3. Cohort study
4. Case control study

Cc Consensus; usual practice; expert opinion; disease-oriented evidence (e.g., physiologic or surrogate endpoints); case series for studies of diagnosis, treatment, prevention, or screening.

*Qutcomes that matter to patients (e.g., morbidity, mortality, symptom improvement, quality of life).
[Adapted from Ebell MH, Siwek J, Weiss BD, et al.” Strength of Recommendation Taxonomy (SORT): a patient-centered approach to grading evidence in the medical literature. Am Fam Physician 2004;69:548-
56. https://www.aafp.org/pubs/afp/issues/2004/0201/p548.html.]
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