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� List at least 3 choices for treatment of acute episodes of 

migraine

� Explain the rationale for common treatment strategies, 

such as stratified care, early treatment, non-oral therapy

Objectives

� Describe some possible contraindications, interactions 

and adverse events associated with commonly 

used abortive medications
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Definitions

• Focus on the individual headache

• Not preemptive or preventive treatment

• Strategies and tools (drugs, devices, non-drug therapies)

• Intended and unintended consequences (side effects, dangers, 
adverse events)

• Disclaimer: May not apply to someone with constant headache

Treat! Don’t 

Treat!

That is NOT (usually) the question!

Abortive Therapy - Nonspecific

• OTC medications

• Prescription NSAIDs: e.g. ibuprofen, naproxen, indomethacin

• Isometheptene, dichloralphenazone, acetaminophen 

• Phenothiazines, metoclopramide

• (Butalbital, caffeine, ASA/acetaminophen combinations)*

• (Opioids)*

* Generally treatments of last resort
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Abortive therapy - targeted

• Ergots, e.g. dihydroergotamine

• Triptans

5-HT1 agonists

• Triptans
• Sumatriptan

• Oral 25mg, 50mg, 100mg (generic)

• Nasal spray 20mg
• Needle injection 3 mg, 4mg, 6mg

• Needless injection 6mg

• Nasal powder 22 mg
• Iontophoretic patch (now off the market)

• Naratriptan – Oral 1mg, 2.5mg (generic)
• Zolmitriptan

• Oral 2.5mg, 5mg / oral dissolving 5mg (generic)

• Nasal spray 2.5mg, 5mg

• Rizatriptan – Oral 5mg, 10mg / oral dissolving 5mg, 10mg (generic)
• Almotriptan – Oral 12.5mg (generic)
• Eletriptan – Oral 20mg, 40mg, 80mg (generic 2016)
• Frovatriptan – Oral 2.5mg (generic)

• DHE
• Nasal spray 2mg

Triptan side effects and contraindications

• Side effects
• Tingling
• Warmth
• Flushing
• Chest discomfort
• Dizziness

• Contrainidications
• Ischemic heart disease

• Angina pectoris 

• History of myocardial infarction

• Documented silent ischemia

• Coronary vasospasm 
• Poorly controlled hypertension
• Multiple risk factors for coronary artery disease, unless workup is fully negative
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American Headache Society Acute Treatment 

Guidelines

Name Dose Notes

Acetominophen 1000 mg For non-incapacitating attacks

DHE nasal spray and inhaler 2 mg/1mg Inhaler in development

Aspirin 500 mg

Diclofenac 50, 100 mg

Ibuprofen 200, 400 mg

Naproxen 500, 550 mg

All triptans, all formulations

Acetominophen/aspirin/ caffeine 500/500/130 mg High risk for medication overuse 

headache

Sumatriptan/naproxen 75/650 mg

Level A acute treatments (established as effective for acute migraine treatment)

Marmura et al Headache Jan 2015

American Headache Society Acute Treatment 

Guidelines

• Butalbital/acetaminophen/caffeine/codeine 50/325/40/30 mg

• Butalbital/acetaminophen/caffeine 50/325/40 mg

• Parenteral opiates

Level B acute treatments (probably effective for acute migraine treatment)

Marmura et al Headache Jan 2015

Name Dose Notes

Ergotamine/caffeine 1/100 mg

Ketoprofen 100 mg

Ketorolac IV/IM 30-60 mg

Codeine/acetaminophen 25/400 mg High risk for medication overuse headache

Level C acute treatments (possibly effective for acute migraine treatment)

Acute Treatment Strategies

• Recognize triggers and avoid them

• Use nonpharmacologic treatments

• Quiet, rest, cold compresses, biofeedback

• Use acute medications

• Treat early

• Use an adequate dose

• Treat nausea if present

• Consider need for backup and rescue treatment



11/10/2017

5

Stepped Care vs Stratified Care

• Stepped care across attacks
• Changing or adding on treatments for the next attack once an initial therapy 

fails

• Stepped care within an attack
• Initial treatment with a non-specific therapy, then adding stronger/more 

specific treatment if needed

• Stratified care
• Initial treatment chosen according to migraine disability (ie MIDAS) or 

headache severity

• Allows initial treatments to differ in an individual depending on headache 
phenotype

D'Amico D et al. Treatment strategies in the acute therapy of migraine: stratified care and early intervention.  

Neurol Sci. 2006 May;27 Suppl 2:S117-22.

Stepped Care vs Stratified Care

Case 1

A 30 year-old has 2 migraines/month and previously 

treated them successfully with naproxen. She has had 

bypass surgery and can’t take NSAIDs. Naratriptan 1 mg 

and zolmitriptan 2.5 mg orally have not worked. 

Oxycodone was effective but produced nausea and 

interfered with her work as a teacher. She does not 

want to take medicine every day for 2 

headaches/month.  

Chief concern:“Triptans don’t work and 

I can’t take NSAIDs”

What do you do now?
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Would you….

1. Use an NSAID anyway…it’s only twice a month

2. Give 10 mg metoclopramide before oxycodone

3. Try another triptan

4. Convince her to try preventive treatment

Which of the following is the most likely reason triptans did not work?

1. She is a triptan nonresponder

2. Dose was too low

3. Formulation was suboptimal

4. She did not treat early enough

No right answer

It could be any or all, but…
• Maximum response rate to triptans ~70%; dose probably matters

• Parenteral triptans are more bioavailable

• Timing can spell success or failure
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Is there such a thing as a triptan nonresponder?

• 5 studies suggest switching to a second 
treatment may produce response

• Triptan nonresponse may not be consistent

Stark S, Spierings EL, McNeal S, et al. Naratriptan efficacy in migraineurs who respond poorly to oral sumatriptan. Headache 

2000; 40: 513–520.

Farkkila M, Olesen J, Dahlof C, et al. Eletriptan for the treatment of migraine in patients with previous poor response or 

tolerance to oral sumatriptan. Cephalalgia 2003; 23: 463–471.

Mathew NT, Kailasam J, Gentry P, et al. Treatment of nonresponders to oral sumatriptan with zolmitriptan and rizatriptan: 

A comparative open trial. Headache 2000; 40: 464–465.

Diener HC, Gendolla A, Gebert I, . Almotriptan in migraine patients who respond poorly to oral sumatriptan: A double-blind, 

randomized trial. Headache 2005; 45: 874–882.Goldstein J, 

Tiseo PT, Albert KS, et al. Eletriptan in migraine patients reporting unsatisfactory response to rizatriptan. Headache 2006; 

46: 1142–1150.

Figure 1 Pain-free response after 2 h for placebo, subcutaneous sumatriptan (Su) 6 mg and 

subcutaneous naratriptan (Na) 0.5–10 mg (6). 

Tfelt-Hansen P Cephalalgia 2008;28:767-768

Copyright © by International Headache Society

What is the maximum effect of triptans?

• “Unfortunately, naratriptan was developed further as an oral form only in a 
low dose of 2.5 mg, which causes no more adverse events than placebo but 
results in only a 23% pain-free response”

• “Most patients respond to a triptan if the right drug and the right formulation 
are used.” 

Tfelt-Hansen P. Maximum effect of triptans in migraine? A comment.Cephalalgia. 2008 Jul ;28(7):767-8. doi: 

10.1111/j.1468-2982.2007.01415.x.
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Figure 2 Pain-free data at 2 h in the Act when Mild (AwM) analysis demonstrating a significant 

benefit for treatment with almotriptan 12.5 mg when taken early, within 1 h, and when pain is 

still mild compared with when pain is moderate or severe.

Goadsby P et al. Cephalalgia 2008;28:383-391

Copyright © by International Headache Society

Case 2

A 36 year old man with migraine has been given a prescription for 

sumatriptan 100 mg tablets, but they are ineffective. He is experiencing 3 

severe headaches a month. He generally awakens with them and often 

begins vomiting shortly thereafter.  The patient has just been started on 

topiramate, but he is missing work because of headaches and has been in 

the emergency department twice. He has a history of bipolar disorder with 

previous episodes of mania requiring hospitalization when steroids were 

used.

Chief concern: “I can’t go on like this”

What do you do now?

Formulation: Onset

IM/SCTablet IN*

PRSL

ORAL PARENTERAL

Increasing Speed

IV
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Subcutaneous sumatriptan in migraine

• Efficacy about 75% at 15 minutes

• Tachyphylaxis not a problem

• 6 mg is standard dose, but 3 or 4 mg dose may 
be effective for some

Paemeleire K, et al Curr Pain and Head Rep 2008
Gregor, N, et al. Headache 2005

From: Imitrex STAT insert

Case 3

A 45 year old woman is diagnosed with migraine and given a prescription 

for eletriptan. At the pharmacy, she is told of a “possibly fatal interaction” 

of this drug with the sertraline she is taking for severe depression. She is 

upset and angry that you did not mention this to her. 

Chief concern: “The pharmacist told me the drug you
prescribed can cause a fatal interaction”

What do you do now?

Would you…

1. Tell her to take the triptan anyway – the risk 
of serotonin syndrome is extremely low

2. Apologize for neglecting to discuss this with 
her

3. Ask her to discontinue the sertraline so that 
she can safely use the eletriptan
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2006 FDA Advisory

Box 2.

Wooltorton E CMAJ 2006;175:874

©2006 by Canadian Medical Association

American Headache Society Position Paper 2010

• A panel of experts reviewed evidence

• Concluded that “currently available evidence does not support 
limiting the use of triptans with SSRIs or SNRIs, or the use of 
triptan monotherapy, due to concerns for serotonin syndrome.” 

• They noted, however, that “inadequate data are available to 
determine the risk” and called for further study. 

Evans RW, Tepper SJ, Shapiro RE, Sun-Edelstein C, Tietjen GE. The FDA Alert on serotonin syndrome with use of triptans combined with selective serotonin reuptake 

inhibitor (SSRI) or selective serotonin-norepinephrine reuptake inhibitors: American Headache Society position paper. Headache 2010;50:1089-1099.
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Serotonin syndrome: Conclusions

• Magnitude of the risk is uncertain but appears to be low

• Our practice is not to withhold triptans 

• We opt for discussion and monitoring

Case 4

A 42 year-old woman calls to report that she developed a 

typical bad migraine yesterday. She is getting over a bad case 

of “stomach flu” and was unable to keep her oral rizatriptan 

down. She has been vomiting for 6 hours and her head pain 

is 9/10. She wants to know if you think she should go to the 

emergency department

Chief concern:“Should I go to the emergency room?”

What can you recommend to help?

Would you…

1. Suggest she go to the emergency department for hydration and 
parenteral treatment

2. Call the pharmacy and arrange for her husband to pick up 
promethazine suppositories and subcutaneous sumatriptan

3. Make a mental note to discuss rescue treatment strategies at her 
next office visit 
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Backup or Rescue Therapy

• Humane

• Necessary

• Practical

• Keep patients out of 
the ED

Options include:

• Injectable or nasal spray 
triptans

• Injectable or nasal spray 
DHE

• Phenothiazines

• Narcotics

• Sedatives

• Steroids

Specific regimens: at-home rescue

• Triptans:
• Sumatriptan SC 4-6 mg

• NSAIDs: 
• Indomethacin 50 mg PR

• Ketorolac nasal spray/PO 15-30 mg

• Diclofenac +/-

• Sedating phenothiazines PO or PR

• Ergot derivatives:
• DHE nasal spray 0.5 mg 1 spray each nostril q15 min x2/injection

• Steroids:
• Your choice

• Narcotics 

• Butalbital containing medications

A caveat: Rescue therapy in chronic migraine

• Medications that do not lose benefit may be 
preferable

• Dopamine antagonists/neuroleptics

• Diphenhydramine

• Magnesium

• Intranasal lidocaine

• Occipital nerve blocks
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Keeping control of acute medication use

• It is in your job description!

• Tips

• Set and communicate limits

• Follow through on consequences

• Explain rationale to the patient
• Don’t let it keep you from the main business

Case 5

Chief concern: “I hope you won’t change my medicines…”
63 year old new patient seen after her previous physician retired: “I only use my 

fioricet/vicodin twice a month, when things get bad. That’s how I’ve treated my worst 
headaches for the last 12 years, and it works for me every time. Nothing else works when 
they get that bad. Why won’t anybody prescribe it anymore?”

What would you do?

Would you…

1. Prescribe the barbiturate-combination medication because you 
have to pick your battles and she’s done well on it for many years

2. Educate her about the risks of barbiturate-containing medications 
and suggest a trial of an NSAID

3. Prescribe a triptan and begin preventive treatment
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Controversy!

• “Any use of barbiturates and opiates was 
associated with increased risk of transformed 
migraine after adjusting for covariates.” – Bigal 
et al Headache 2008

• “Do not use compounds containing butalbital or 
opiates (or place extreme limits on them), out of 
concern for progression to chronic migraine.” –
Taylor and Kaniecki 2011

Controversy!

• In one population based study, prior narcotic use increased risk of ED 
visit (OR 1.6)

• No effect with butalbital use

• Opioid use was associated with decreased response to treatment with 
non-opioids later

• Pro-nociceptive/hyperalgesic effects with repeated use

Ballantyne JC NEJM 2003 

A paucity of evidence

• 10 trials of BACs, only 1 in migraine (no 
placebo)

• Butalbital/aspirin/caffeine plus codeine 
(Fiorinal® with Codeine) vs butorphanol NS 
(Stadol®). 

• Butorphanol better at 2 h: no difference at 4 hours.

Goldstein J, Gawel MJ, Winner P, et al. Comparison of butorphanol nasal spray and Fiorinal

with Codeine in the treatment of migraine. Headache 1998;38:516-522.
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A case
• The ED pages you at 5:30 PM on Friday afternoon 

about one of your patients

• She is a 36 year old woman whose headache has 
gone on for four days and has not responded to her 
usual at-home medications, including rescue treatment 
with phenothiazine suppositories

• She is having trouble keeping things 
down due to nausea and became 
dehydrated

• It is her daughter’s birthday tomorrow 
and she is desperate

What to do? 

Specific regimens: In the ED or the infusion center

• Sumatriptan 6 mg SC (if naïve)

• Ketorolac 30 mg IV, prochlorperazine 10 mg IV

• DHE 1 mg IV with metoclopramide 10 mg IV

• Valproate 500 mg rapid infusion

• Steroids (dexamethasone)

• Occipital nerve blocks

• Magnesium 1000-2000 mg IV

Comparative efficacy

Headache: The Journal of Head and Face Pain

Volume 52, Issue 3, pages 467-482, 8 MAR 2012 DOI: 10.1111/j.1526-4610.2012.02097.x

http://onlinelibrary.wiley.com/doi/10.1111/j.1526-4610.2012.02097.x/full#f2

Pain relief Pain free
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Specific combinations

• DHE with 
• Diphenhydramine

• Neuroleptics

• Ketorolac 

• Magnesium

• Diphenhydramine with neuroleptics or magnesium

• Steroids with any of the above except ketorolac

• Ketorolac with diphenhydramine or neuroleptics

J Saper in Refractory Migraine: Inpatient Strategies

Fig 2 Effectiveness of dexamethasone plus standard abortive therapy for recurrent migraine 

headache compared with placebo plus standard abortive therapy. 

Colman I et al. BMJ 2008;336:1359-1361

©2008 by British Medical Journal Publishing Group

When an acute treatment fails

• Treat at least three different attacks

• If RX ineffective

• Treat early  

• Increase dose

• Change formulation/route of administration

• Change drug

• Add adjunct

• Add preventive measures

• Rescue treatment
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Triple therapy

Triptans/Ergots NSAIDs Neuroleptics 

Sumatriptan Ibuprofen Prochlorperazine

Rizatriptan Naproxen Metoclopramide

Naratriptan Ketoprofen Promethazine

Zolmitriptan Piroxicam (Chlorpromazine)

Almotriptan Indomethacin (Olanzapine)

Eletriptan Diclofenac (Haloperidol)

Frovatriptan

DHE/Ergotamine

Infusion center or ED rescue treatment

• DHE with 

• Diphenhydramine

• Neuroleptics

• Ketorolac 

• Magnesium

• Diphenhydramine with neuroleptics or magnesium

• Steroids with any of the above except ketorolac

• Ketorolac with diphenhydramine or neuroleptics

Another case

• A 32 year old woman with a history of migraine ~8 days/month 
comes in for followup. She has recently encountered several 
additional life stressors and her headaches have now increased to 12-
14 days/month. She requests an increase in her monthly rizatriptan
prescription, as it remains effective but she runs out. You are in the 
process of trying various preventives, but to date not much has 
helped.  

• “Patients with migraine should be encouraged to treat migraine pain 
early, and avoid overuse of medications.”

Pringsheim, T., Davenport, W. J., Marmura, M. J., Schwedt, T. J. and Silberstein, S. (2016), How to Apply the AHS Evidence Assessment of the Acute Treatment of 

Migraine in Adults to your Patient with Migraine. Headache, 56: 1194–1200. doi:10.1111/head.12870

???
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Treat! Don’t Treat!

That IS the question!

Provide a written headache plan

• “For mild headaches, use ice or heat packs, rest in a dark room, and 
drink extra water.”

• “For moderate headaches, take metoclopramide and naproxen as 
early in the headache as possible.”

• “For severe headaches, take sumatriptan and ondansetron as early 
in the headache as possible.”

twitter@eloder

eloder@bwh.harvard.edu

Thanks!


