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Drug
Pizotifenb

Dose
0.5–2 mg qd

Selected Side Effects
Weight gain
Drowsiness

Beta blocker
Propranolol
Metoprolol

40–120 mg bid
25–100 mg bid

Reduced energy
Tiredness
Postural symptoms
Contraindicated in asthma

Antidepressants
Amitriptyline
Dosulepin
Nortriptyline

10–75 mg at night
25–75 mg at night
25–75 mg at night

Drowsiness

Venlafaxine
Anticonvulsants
Topiramate

Valproate

Serotonergic drugs
Methysergidec

Other classes
Flunarizineb

Note: Some patients may
only need a total dose of
10 mg, although generally
1–1.5 mg/kg body weight
is required

75–150 mg/d
25–200 mg/d

400–600 mg bid

1–4 mg qd

5–15 mg qd

Candesartan
16 mg daily
Chronic migraine
 Onabotulinum toxin 155 U
type A
No convincing evidence from controlled trials
Verapamil
Controlled trials demonstrate no effect
Nimodipine
Clonidine
 Selective serotonin
reuptake inhibitors:
fluoxetine

Paresthesias
Cognitive symptoms
Weight loss
Glaucoma
Caution with
nephrolithiasis
Drowsiness
Weight gain
Tremor
Hair loss
Fetal abnormalities
Hematologic or liver
abnormalities
Drowsiness
Leg cramps
Hair loss
Retroperitoneal fibrosis
(1-month drug
holiday is required every
6 months)
Drowsiness
Weight gain
Depression
Parkinsonism
Dizziness
Loss of brow furrow

Commonly used preventives are listed with typical doses and common side effects. Not
all listed medicines are approved by the U.S. Food and Drug Administration; local regulations and guidelines should be consulted. bNot available in the United States. cNot currently available worldwide.
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migraine, which has one or more of these features and is the main differential diagnosis, from TTH. The International Headache Society’s
main definition of TTH allows an admixture of nausea, photophobia,
or phonophobia in various combinations, although the appendix
definition does not; this illustrates the difficulty in distinguishing these
two clinical entities. In clinical practice, dichotomizing patients on the
basis of the presence of associated features (migraine) and the absence
of associated features (TTH) is highly recommended. Indeed patients
whose headaches fit the TTH phenotype and who have migraine at
other times, along with a family history of migraine, migrainous illnesses of childhood, or typical migraine triggers to their migraine
attacks, may be biologically different from those who have TTH headache with none of the features. TTH may be infrequent (episodic) or
occur on 15 days or more a month (chronic).
Pathophysiology The pathophysiology of TTH is incompletely understood. It seems likely that TTH is due to a primary disorder of central
nervous system pain modulation alone, unlike migraine, which involves
a more generalized disturbance of sensory modulation. Data suggest a
genetic contribution to TTH, but this may not be a valid finding: given
the current diagnostic criteria, the studies undoubtedly included many
migraine patients. The name tension-type headache implies that pain is
a product of nervous tension, but there is no clear evidence for tension
as an etiology. Muscle contraction has been considered to be a feature
that distinguishes TTH from migraine, but there appear to be no differences in contraction between the two headache types.
TREATMENT	

Tension-Type Headache

The pain of TTH can generally be managed with simple analgesics
such as acetaminophen, aspirin, or NSAIDs. Behavioral approaches
including relaxation can also be effective. Clinical studies have
demonstrated that triptans in pure TTH are not helpful, although
triptans are effective in TTH when the patient also has migraine. For
chronic TTH, amitriptyline is the only proven treatment (Table 447-6);
other tricyclics, selective serotonin reuptake inhibitors, and the
benzodiazepines have not been shown to be effective. There is no
evidence for the efficacy of acupuncture. Placebo-controlled trials of
onabotulinum toxin type A in chronic TTH were negative.

TRIGEMINAL AUTONOMIC CEPHALALGIAS, INCLUDING CLUSTER HEADACHE
The trigeminal autonomic cephalalgias (TACs) describe a grouping of
primary headaches including cluster headache, paroxysmal hemicrania, SUNCT (short-lasting unilateral neuralgiform headache attacks
with conjunctival injection and tearing)/SUNA (short-lasting unilateral neuralgiform headache attacks with cranial autonomic symptoms), and hemicrania continua (Table 447-1). TACs are characterized
by relatively short-lasting attacks of head pain associated with cranial
autonomic symptoms, such as lacrimation, conjunctival injection, or
nasal congestion (Table 447-7). Pain is usually severe and may occur
more than once a day. Because of the associated nasal congestion or
rhinorrhea, patients are often misdiagnosed with “sinus headache” and
treated with decongestants, which are ineffective.
TACs must be differentiated from short-lasting headaches that do
not have prominent cranial autonomic syndromes, notably trigeminal
neuralgia, primary stabbing headache, and hypnic headache. The
cycling pattern and length, frequency, and timing of attacks are useful
in classifying patients. Patients with TACs should undergo pituitary
imaging and pituitary function tests because there is an excess of TAC
presentations in patients with pituitary tumor–related headache.
Cluster Headache Cluster headache is a relatively rare form of primary
headache with a population frequency of approximately 0.1%. The
pain is deep, usually retroorbital, often excruciating in intensity, nonfluctuating, and explosive in quality. A core feature of cluster headache
is periodicity. At least one of the daily attacks of pain recurs at about
the same hour each day for the duration of a cluster bout. The typical cluster headache patient has daily bouts of one to two attacks of
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