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Pharmacological Treatments of Headache

Eun-Jin Na, M.D.,' Jong-1l Park, M.D., Ph.D.,"* Jong-Chul Yang, M.D., Ph.D."*

'Department of Psychiatry, Chonbuk National University Medical School, Jeonju, Korea
*Research Institute of Clinical Medicine of Chonbuk National University-Biomedical Research Institute
of Chonbuk National Universtiy Hospital, Jeonju, Korea

—| ABSTRACT

eadache is one of the most common physical symptoms which almost everyone experience at least once

during a life. Headache is often associated with disability, but rarely with secondary headache which could
result in a serious life-threatening illness, i.e. brain tumor. However, in most cases, headache is a benign illness
which comprises a primary headache, i.e. migraine or tension-type headache. The accurate diagnosis of head-
ache is critical for clinicians and it begins with history taking and physical examination since there are no diag-
nostic tests for primary headaches. Nowadays, there are a wide variety of pharmacological treatments according
to each headache disorder. The specific purposes of this review are introducing history of classification of head-
ache disorder and presenting diagnostic process of headache disorder. Then, we discuss the effective pharmaco-
logical treatment strategies of each headache disorder.

KEY WORDS : Headache - Diagnosis - Pharmacological treatment.
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Table 1. International Classification of Headache Disorders 3rd
edition(beta version)

Part one

The primary headaches
1. Migraine
2. Tension-type headache
3. Trigeminal autonomic cephalalgias
4. Other primary headache disorders

Part two

The secondary headaches
5. Headache attributed to trauma or injury to the head
and/or neck
6. Headache attributed to cranial or cervical vascular
disorder
7. Headache attributed to non-vascular infracranial disor-
der
8. Headache attributed to a substance or its withdrawal
9. Headache attributed to infection
10. Headache attributed to disorder of homoeostasis
11. Headache or facial pain attributed to disorder of cra-
nium, neck, eyes, ears, nose, sinuses, teeth, mouth or
other facial or cervical structure
12. Headache attributed to psychiatric disorder

Part three

Painful cranial neuropathies, other facial pains and other
headaches
13. Painful cranial neuropathies and other facial pains
14. Other headache disorders
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Table 2. Diagnostic approach to headaches

History taking

» Prodromes and auras
+ Age of onset
 Location and radiation of headache
» Duration, quality and severity of headache
» Frequency of headache
» Course of headache
» Associated signs and symptoms
Redness or tearing of the eyes, nasal congestion, nausea, vomiting, teeth grinding etc.
Neck stiffness or tenderness etc.
- Precipitating factors
Alcohol, a newly prescribed drug, bright lights, fatigue, loss of sleep, hypoglycemia, stress, food additives, and menstruation,
pregnancy, exercise etc.
- Relieving factors
Hot or cold compress, relaxation, rest, sleep efc.
» Past headache history
« Social history
« Family history
» Concurrent medical conditions
» Medications
» Recent trauma or procedures

Physical and neurological examinations

« Inspection

Examine the temporomandibular joint for tenderness, decrease motility, asymmetry or clicking etc.
» Auscultation

Auscultate the carotids arteries for bruits etc.
« Palpitation

Palpated the structures in and about the face and head etc.
* Neurological examination

Mental status, level of consciousness

Cranial nerve testing

Motor strength testing, sensation

Deep tendon reflexes, pathologic reflexes

Cerebellar function and gait testing

Meningeal irritation etc.

Radiological examinations & Others

» Neuroimaging test(CT, MRI)
Headache beginning after 50 years of age
Sudden onset of headache
Headaches increasing in frequency and severity
New-onset headache in a patient with risk factors for infection or cancer
Headache with signs of systemic illness(ex. fever, neck stiffness, rash etc.)
Focal neurological signs or symptoms of disease(other than typical aura)
Papilledema
Headache subsequent to head trauma

« CSF test
Sudden onset of headache*
New-onset headache in a patient with risk factors for infection or cancer*
Headache with signs of systemic illness(ex. fever, neck stiffness, rash etc.)’
Papilledema’

% . Lumbar puncture may follow a negative neuroimaging procedure if suspicion of hemorrhage, infection or malignancy re-
mains high, T : Suspicion of specific central nervous system infections(Lyme disease, syphilis, etc.) or infracranial hypertension
(pseudotumor cerebri) warrants lumbar puncture with cerebrospinal fluid analysis and pressure measurement. CT : Computed To-
mography, MRI : Magnetic Resonance Imaging, CSF : Cerebrospinal Fluid
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Table 3. Pharmacological treatment of migraine

Side effects

Contraindications

Drug Dose
Atypical drugs
NSAIDs
Ibuprofen 200—-800mg PO

Naproxen sodium 550-1,100mg PO

Diclofenac-K 50—100mg PO
Flurbiprofen 100—300mg PO
Piroxicam SL 40mg PO
Tofenamic acid 200—400mg PO
Indomethacin 25-50mg PO

Acetaminophen 650—1,000mg PO

Aspirin 500—-1,000mg PO
Combination Tx.
NSAIDs+Caffeine
Acetaminophen+Aspirin+Caffeine(Not released)

Nausea
Indigestion
Abdominal Pain

Allergic reaction etc.

Rash
Hepatotoxicity etc.
Bleeding etc.

Isometheptene mucate+Dichloralphenaxone+Acetaminophen

Antiemetics
Metoclopramide 5mg PO, IM, IV
Domperidone 10—-30mg, PO

Neuroleptics
Prochloperazine, chlopromazine : PO, IM, IV
Analgesics
Tramadol, codeine
Typical drugs
Selective 5-HT receptor agonist

Sumatriptan 25-50mg PO
Zolmitriptan 2.5-5mg PO
Naratriptan 2.5mg PO
Frovatriptan 2.5mg PO
Almotriptan 12.5mg PO
Eletriptan(Not released) 40mg
Rizatriptan(Not released) 40mg
Ergotamine
Ergotamine+Caffeine 2—-6mg, PO

Dihydroergotamine(Not released)
CGRP antagonist(Not released)

Drowsiness, Sedation
EPS, Akathisia etc.

Gl frouble efc.

Gastric ulcer

Gl bleeding

Liver disease

Renal disease
Anticoagulants user etc.

NSAID hypersensitivity etc.

Gl bleeding
Experienced EPS etc.

Domperidone hypersensitiviy etc.

Hypotension, Sedation etc.

Dizziness, Drowsiness
Fatigue

Paresthesia
Sensation of neck
Tightness

Chest discomfort
Angina, Ml efc.
Dizziness, Drowsiness
Fatigue

Paresthesia
Sensation of neck
Tightness

Chest discomfort
Angina, Ml etc.

Bradycardia
Dizziness efc.

IHD*

Stroke

Uncontrolled HTN
Peripheral arterial ds.
Hemiplegic migraine
Basilar migraine efc.

IHD

Stroke

Unconfrolled HTN
Peripheral arterial disease
Hemiplegic migraine
Basilar migraine etc.

Cardiovascular disease
Pregnancy, Stroke etc.

Gl : Gastro-Intestinal, EPS : Extrapyramidal Symptoms, Mi

. Myocardial Infarction, IHD

. Ischemic Heart Disease, HTN : hypertension
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Drug Dose Side effects Contraindication
Analgesics
NSAID
Ibuprofen 200—400mg PO Nausea Gastric ulcer, Gl bleeding
Naproxen sodium 275-375mg PO Indigestion Liver/Renal disease

Ketoprofen 25—60mg PO

Acetaminophen 650—1,000mg PO

Aspirin 500—1,000mg PO
Combination drugs
Aspirin 1,000mg-+Caffeine 64mg PO
Ibuprofen 400mg+Caffeine 200mg PO
Acetaminophen 250mg+Caffeine 65mg PO
Aspirin 250mg+Caffeine 65mg PO

Abdominal Pain Anticoagulants user etc.

Rash
Hepatotoxicity etc.

Bleeding etc. NSAID hypersensitivity etc.

Gl : Gastro-Intestinal
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Table 5. Pharmacological Treatments of Cluster headache
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Side effects Conftraindication

Drug(acute state) Dose
O2 inhalation 7=10mL/min~12—15mL/min
Triptan
Sumatriptan 25-50mg PO, SC
Zolmitriptan 2.5-5mg PO
Lidocaine Using through nasal cavity

Difficult to approach
Refer to Table 3. Refer to Table 3.

Limitation in effect(+)

Table 6. Pharmacological Prevention of Cluster headache

Drug(Prevention) Dose Cautions
Corticosteroid
Prednisone 60—80mg(maintaining 2—3days)—reducing 10mg per 2—3days Using 2—3 per lyear
Dexamethasone 4mg bid(maintaining 2wks)—4mg qd(maintaining 1wk) Considering side effects
Ergotamine

Ergotamine+Caffeine 2-6mg, PO

Dihydroergotamine

Bradycardia, Dizziness etc.
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