Management of migraine during pregnancy
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Migraine in pregnancy can cause considerable concern to both patient and doctor. While most migraineurs improve during preg-
nancy, especially in the second and third trimester, having a history of migraine may increase the risk of negative maternal and fetal
health outcomes during pregnancy. Many women may continue to have migraines during pregnancy, and knowing safe treatment
options, such as non-pharmacologic options, and the risk and benefits of pharmacological interventions, dietary supplements, and
procedure-based interventions can help keep a migraineur free from suffering. When planning a pregnancy, medications need to be
minimized and used only after weighing the risks and benefit. Lifestyle changes, healthy sleep, exercise, and stress management
techniques can be very helpful for migraine management and overall health in pregnancy.
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Table 1. FDA pregnancy categories for medications

Category A: Controlled human studies show no risk

Category B: There are no adequate and well-controlled studies in pregnant women, but animal reproductive studies have not shown a risk to the
fetus

Category C: There are no adequate and well-controlled studies in humans, but animal reproduction studies have shown an adverse effect on the
fetus. Potential benefits may warrant the use of the drug in pregnancy women despite potential risks

Category D: Positive evidence of risk to humans from human studies or post-marketing data

Category X: Contraindicated

Table 2. Potential secondary headache disorders to consider during pregnancy

Secondary headache disorder  In addition to headache, Most common time to consider diagnosis
other possible maternal signs/symptoms

Preeclampsia & eclampsia Preeclampsia : >20 weeks
new-onset hypertension, proteinuria postpartum (usually within 1 week of
Severe preeclampsia : delivery)

HTN over 160/110, oliguria, liver function abnormalities, visual
disturbance, thrombocytopenia, pulmonary edema, fetal growth

restriction
Eclampsia :
seizures, coma
Idiopathic intracranial visual disturbance (diplopia, transient visual obscurations, blindness) <20 weeks
hypertension (IIH)
Subarachnoid hemorrhage thunderclap headache, blurred vision, nausea/vomiting, stiff neck, Depends on cause :
(SAH) syncope, seizures arteriovenous malformation rupture
(15-20 weeks) aneurysmal bleed
(30-40 weeks)
many (2/3) may non-aneurysmal an may
occur postpartum
Pituitary apoplexy thunderclap headache, visual field defects, opthalmoplegia,
nausea/vomiting,
altered level of consciousness/coma
Cerebral venous thrombosis Cortical vein thrombosis : 3" trimester
(CVT) seizures postpartum
Dural venous thrombosis :
papilledema, seizures, focal neurologic deficits
Deep venous sinus thrombosis :
Alteration of consciousness
Reversible cerebral recurrent thunderclap headache, transient focal neurologic deficits, postpartum (2/3 of cases)
vasoconstriction syndrome hypertension with headache, seizures
(RCVS)

source: modified from Wells RE A.'®
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Table 3. FDA pregnancy category for acute migraine medications including anti-emetics

Pregnancy category Medication

Acetaminophen
Caffeine
Cyproheptadine
Diphenhydramine
Metoclopromide
Ondansetron

Category B

Aspirin (1st trimester)
Butabital

Category C

Codein and other narcotics

Hydroxyzine (PO, IM)

Ibuprofen, Naproxen, other NSAIDs (1st & 2nd trimesters)

Indomethacin
Methocarbamol

Prednisolone/methylprednisolone

Promethazine
Quetiapine

Triptans (all)
Tramadol
Trimethobenzamide

Category D
Benzodiazepines
Butorphanol

Aspirin (2nd & 3rd trimesters)

Ibuprofen and other NSAIDs (3rd trimester)

Isometheptine
Valproic acid (PO, IV)

Category X Ergots
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Table 4. FDA pregnancy categories for preventive medications
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Pregnancy category Medication

Category B Cyproheptadine
Memantine

Category C Antiepileptics : Gabapentin, Lamotrigine, Zonisamide
Beta-blockers: Propranolol, Nadolol, Timolol
Bupropion
Baclofen
OnabotulinumtoxinA
Some tricyclics : Amitriptyline, Doxepine, Protriptyline
SSRIs : Fluoxetine, Sertraline, Citalopram, Escitalopram
SNRIs : Venlafaxine, Devenlafaxine, Duloxetine, Milnacipran
Tizanidine

Category D Antiepileptics : sodium valproate/divalproex sodium, topiramate, cabarmazepine

Angiotensin Converting Enzyme inhibitor : Lisinopril

Angiotensin Il Receptor Blocker : Candesartan

Lithium
Magnesium sulfate
Paroxetine

Some tricyclics : Nortriptyline, Imipramine, Despiramine
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Table 5. Strategies in the management of migraine during pregnancy
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Non-pharmacological strategies

« Hydrate with a minimun of 2 liters of water per day
« Avoid skipping meals

* Reduce caffeine intake but avoid sudden withdrawal

« Sleep hygiene : Avoid bright lights and mobile phone use to have appropriate amount of sleep (7~8 hours a night)

* Regular exercise

* Behavioural medicine strategies : such as biofeedback and relaxation therapy, non-invasive stimulation devices (transcutaneous supraorbital

nerve stimulation)

Acute treatment

« First-line analgesia : paracetamol (acetaminophen)

-Avoid opiates-Although they are considered safe, they can exercerbate nausea and reduce gastric mobility

-If required, consider ibuprofen, although it has less safety data than paracetamol (avoid trimester because of risk of premature closure of ductus

arteriosus)

« Antiemetics such as prochlorperazine, cyclizine (first line), domperidone, ondansetron, and metoclopramide are safe to use in pregnancy.

* Greater occipital nerve block can alleviate pain and reduce the number of headache days and medication consumption.

« For severe intractable migraine, consider serotonin receptor agonists such as sumatriptan, which has not been shown to be associated with

adverse outcome.

* Avoid ergotamines in pregnancy.

Preventive treatment

= Aspirin 75mg once a day is often helpful for migraine prevention in pregnancy.
Low dose aspirin has been used safely until 36 weeks gestation in a recent randomized controlled trial.”

* B blocker such as low dose propranolol (10-40mg three times a day) can be used, and once a day preparations can facilitate adherence. Recent
studies show use in the first trimester of pregnancy is not associated with a higher risk of specific congenital anomalies.®®

« Low dose tricyclic antidepressants such as amitriptyline 10-25mg taken at night can be considered.

* Do not use topiramate and sodium valproate as they are teratogenic.

source; modified from Jarvis 5.2
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