Headache Pharmacology
Treatments are generally used to prevent vasodilation of the dura, activation of brainstem nuclei 
(locus ceruleus, raphe), and activation of the trigeminal nucleus.
Acute Treatment of Headaches

--NSAIDS and Caffeine both reduce vasodilation of dura.  The major toxicity of both drugs is 
rebound headache if taken too frequently.
--Metoclopramide is a D2/5HT3 antagonist, and is primarily used as an anti-emetic during migraines.
--Ergotamines are 5HT antagonists that prevent vasoconstriction.  Toxicities such as cramping 
and vomiting are major problems.

--Triptans are 5HT-1B/1D serotonin agonists.  They prevent vasoconstriction and inhibit the 
trigeminal nucleus.  They all have similar structures but vary in their half-lives.  
Sumatriptan, Zolmitriptan, Eletriptan, Rizatriptan, and Almotriptan are short-acting.  
Naratriptan is medium-acting.  Frovatriptan is a long-acting triptan, especially good for 
menstrual migraines.

Triptans not only prevent vasoconstriction but inhibit pain generated in the trigeminal nucleus.
Prophylactic Treatment of Headaches
--Cyproheptadine (Periactin) is a 5HT2 antagonist.  It is an antihistamine, often used in young kids.  
Toxicities include sedation and appetite stimulation.
--Propranolol is a 5HT2 and norepinephrine antagonist.  Toxicities include hypotenstion and 
exacerbation of asthma.
--Amitriptyline is a 5HT2, norepinephrine, and GABA antagonist. Toxicities include sedation, 
constipation, and prolonged QT interval.  Never use in the elderly.
--Fluoxetine (Prozac) is an SSRI.
--Verapamil is a calcium channel antagonist, especially good for hemiplegic migraine because it 
inhibits calcium channelopathy.
--Valproic Acid (Depakote) is a 5HT2, calcium channel, and GABA antagonist.  It is an anticonvulsant 
that reduces CNS excitability.  Toxicities include weight gain, alopecia, teratogenicity, and 
liver toxicity.  Gabapentin is similar to Valproic Acid, with very little toxicity.
--Topiramate is a calcium channel and GABA antagonist.  Toxicities include weight loss, renal 
stones, and word-finding difficulties.

