Principles in migraine prevention

Jong-hee Sohn, MD, PhD
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Migraine prevention can be instrumental in the effective management of the migraine patients, but remains underutilized in clinical
practice. Preventive therapies for migraine are tailored to particular patterns of migraine attacks: episodic, chronic, or associated
with menses. Guidelines published in recent years, based on evidence-based medicine data on episodic migraine prophylaxis.
Although the field of pharmacological migraine prevention has been few advances in recent years, potential novel approaches such
as neurostimulation are now being developed. Identifying persons who require migraine prophylaxis and selecting and initiating the
most appropriate treatment strategy may prevent progression from episodic to chronic migraine and reduce headache-associated

disability associated with frequent migraine.
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Table 1. Drugs for the prevention of migraine

BAe] oe $18 Ao nlFAEIRHUS Food
and Drug Administration, FDA) %1 ¥$131, propranolol,
timolol, divalproate sodium/sodium valproate, top-
3 ET TPJHETE SA] o)A
o B4 0 2 FDA 4918 FU3 okAlE FAI BE

% £ A% (onabotulinumtoxin A)o|t},

iramate, methysergide©]

1) HEFRFEEA|

HIE A= B8 AR EE A8l 7 Esl AR

Classes & Drugs Daily dose Common side effect

B-blockers

Propranolol 40-240 mg Hypotension

Metoprolol 100-200 mg Hypotension

Atenolol 50-200 mg Hypotension

Nadolol 20-160 mg Hypotension

Timolol 20-60 mg Hypotension

Antiepileptics

Valproate/Divalproex 500-2000 mg Weight gain, tremor, hair loss
Topiramate 50-200 mg Paresthesia, nephrolithiasis, acute glaucoma
Gabapentin 600-3600 mg Drowsiness, dizziness
Lamotrigine 50-300 mg Stevens-Johnson syndrome
Zonisamide 25-400 mg Nephrolithiasis, sulfonamide allergy
Tricyclic antidepressants & Other antidepressants

Amitriptyline 10-200 mg Anticholinergic side effect
Doxepin 10-200 mg Drowsiness

Nortriptyline 10-150 mg Anticholinergic side effect
Fluoxetine 10-40 mg Sexual dysfunction

Venlafaxine 75-225 mg Drowsiness, urinary retention
Calcium channel blocker

Flunarizine 5-10 mg Weight gain, tardive dyskinesia
Verapamil 120-480 mg Bradycardia, hypotension
Amlodipine 5-10 mg Oedema

Miscellaneous

angiotensin-converting enzyme inhibitor & angiotensin Il receptor antagonist

Lisinopril 10-40 mg Cough

Candesartan 16-32 mg Hypotension, Dizziness

Histamine/Antihistamines
N-a-methyl histamine

1ng-10 ng 2/5

Itching in injection site

Cyproheptadine 2-8 Drowsiness, weight gain

Methylsergide 2 mg Retroperitoneal fibrosis

Onabotulinumtoxin A 155U Ptosis

Supplements & Herb

Riboflavin 400 mg

Coenzyme Q10 300 mg Gastrointestinal upset

Magnesium 400-600 mg Diarrhea

Butterbur 100-150 mg Belch

Feverfew 50-300 mg
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SoEd 537 kAR Sl A AE HolA &
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(tiboflavin)& HF5-2] Wl=g A7 H &7} 5]
SHEAY. ket F3tRE Eele vH(feverfew)= e
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7) BE2|= =4 A% (onabotulinumtoxin A)

BHEEE 54 AT g7 dHgole] F22Egw
HE & (clostridium botulinum)ol|4] 8|8 AAHEo 2
AR U TE SRS tPd o= gk AFelA=
BT} JARAARE AT oA P EAT} PF o]
FDA 5915 WA EAT, A Fo] SxgdolA =
AP(substance P), ZAEU-f-AxAHAHE} o] = (calcitonin
gene-related peptide, CGRP), SF &+ (glutamate)&
23 s EEES] FHE AletY, S5 A

7 o] 7H2K(sensitization) S Waldh= Ao 2 Azt

Table 2. US, European and Canadian recommendations for prevention drugs in episodic migraine

Level of US guidelines European guidelines Canadian guidelines Quality of evidence &
evidence (AHS/AAN, 2012) (EFNS, 2009) (CHS, 2012) recommendation strength
Level A Propranolol, Metoprolol, Timolol Propranolol, Metoprolol, Propranolol, Metoprolol, High & Strong
Topiramate, Topiramate, Valproic acid, Topiramate, Amitriptyline
Divalproex/sodium valproate, Flunarizine
Level B Amitriptyline, Amitriptyline, Venlafaxine, Nadolol, Candesartan, Moderate & Strong
Venlafaxine Bisoprolol, Naproxen, Petasites ~ Gabapentin, petasites
Atenolol, Nadolol (butterbur)
Riboflavin, Coenzyme Q10, Low & Strong
Magnesium
Level C Lisinopril, Candesartan, Lisinopril, Candesartan, Divalproex, Flunarizine, High & Weak
Nebivolol, Nicardipine Gabapentin, Pizotifen
Carbamazepine, Aspirin Lisinopril, Verapamil, Low & Weak
Guanfacine, Venlafaxine
Cyproheptadine,

AHS/AAN, American Headache Society/ American Academy of Neurology; EFNS, European Federation of Neurological Societies; CHS, Canadian

Headache Society.
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Table 3. Medication options for the preventive treatment of chronic migraine

Drugs Evidence Starting dose Target dose
Topiramate 3RCT 12.5 mg/day 100-200 mg/day, bid
Sodium valproate 1RCT 250 mg/day 1000 mg/day, bid
Tizanidine 1RCT 4 mg/day 16-24 mg/day, bid or tid
Gabapentin 1 double-blind crossover trial 100-300 mg/day 2400 mg/day, tid
Amitriptyline 1 unblinded, non-pacebo controlled trial 10 mg/day 50-70 mg/day
Memantine 1 open label trial 5 mg/day 20 mg/day, bid
Atenolol 1 open label trial 25 mg/day 50 mg/day
Pregabalin 1 open label trial 75 mg/day 300 mg/day, bid
Zonisamide 1 open label trial 25 mg/day 400 mg/day, bid
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Figure 1. Neurostimulation for preventive treatment of migraine. (A) Transcutaneous supraorbital neurostimulation (Cefaly device), (B) trans-

cutaneous vagus neurostimulation (GammaCore device).
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