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Evidence Summary: 

 

Calcium channel blockers including Flunarizine should be avoided during pregnancy and lactation 
due to a lack of safety data (Negro A. et al, 2017) 

A multicentre observational study which investigated the safety of calcium channel blockers 
during the first trimester (Weber-Schoendorfer C. et al, 2008) reported no adverse effects at birth 
of the 21 Flunarizine exposed pregnancies. 
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1. Headache and pregnancy: a systematic review 

Author(s): Negro A.; Delaruelle Z.; Ivanova T.A.; Khan S.; Ornello R.; Raffaelli B.; Reuter U.; Terrin A.; 
Mitsikostas D.D. 

Source: Journal of Headache and Pain; Dec 2017; vol. 18 (no. 1) 

Publication Date: Dec 2017 

Publication Type(s): Review 

PubMedID: 29052046 

Available  at The journal of headache and pain -  from BioMed Central  

Available  at The journal of headache and pain -  from SpringerLink - Medicine  

Available  at The journal of headache and pain -  from ProQuest (Health Research Premium) - NHS 
Version  

Available  at The journal of headache and pain -  from Unpaywall  

Abstract:This systematic review summarizes the existing data on headache and pregnancy with a 
scope on clinical headache phenotypes, treatment of headaches in pregnancy and effects of 
headache medications on the child during pregnancy and breastfeeding, headache related 
complications, and diagnostics of headache in pregnancy. Headache during pregnancy can be both 
primary and secondary, and in the last case can be a symptom of a life-threatening condition. The 
most common secondary headaches are stroke, cerebral venous thrombosis, subarachnoid 
hemorrhage, pituitary tumor, choriocarcinoma, eclampsia, preeclampsia, idiopathic intracranial 
hypertension, and reversible cerebral vasoconstriction syndrome. Migraine is a risk factor for 
pregnancy complications, particularly vascular events. Data regarding other primary headache 
conditions are still scarce. Early diagnostics of the disease manifested by headache is important for 
mother and fetus life. It is especially important to identify "red flag symptoms" suggesting that 
headache is a symptom of a serious disease. In order to exclude a secondary headache additional 
studies can be necessary: electroencephalography, ultrasound of the vessels of the head and neck, 
brain MRI and MR angiography with contrast ophthalmoscopy and lumbar puncture. During 
pregnancy and breastfeeding the preferred therapeutic strategy for the treatment of primary 
headaches should always be a non-pharmacological one. Treatment should not be postponed as an 
undermanaged headache can lead to stress, sleep deprivation, depression and poor nutritional 
intake that in turn can have negative consequences for both mother and baby. Therefore, if non-
pharmacological interventions seem inadequate, a well-considered choice should be made 
concerning the use of medication, taking into account all the benefits and possible risks.Copyright © 
2017, The Author(s). 
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2. The safety of calcium channel blockers during pregnancy: A prospective, multicenter, 
observational study 

Author(s): Weber-Schoendorfer C.; Hannemann D.; Schaefer C.; Meister R.; Elefant E.; Cuppers-
Maarschalkerweerd B.; Arnon J.; Vial T.; Rodriguez-Pinilla E.; Clementi M.; Robert-Gnansia E.; De 
Santis M.; Malm H.; Dolivo A. 

Source: Reproductive Toxicology; Sep 2008; vol. 26 (no. 1); p. 24-30 

Publication Date: Sep 2008 

Publication Type(s): Article 

PubMedID: 18585452 

Abstract:Objective: To assess the safety of calcium channel blockers during the first trimester of 
pregnancy. Study design: A multicenter (n = 11), prospective observational study of the European 
Network of Teratology Information Services (ENTIS). The rate of major birth defects was compared 
between a cohort of pregnant women exposed to calcium channel blockers during the first trimester 
(n = 299) and a control group not exposed to potential teratogens (n = 806). Result(s): Major birth 
defects were not more common in the study group than in the control group. Birth weight was 
significantly lower in exposed term newborns. There were more preterm infants in the study group 
than in the control group (23.8% vs. 6.5%). These adverse effects are more likely due to the 
underlying disease than to the medication. Conclusion(s): This study suggests that calcium channel 
blockers during the first trimester of pregnancy do not represent a major teratogenic risk. © 2008 
Elsevier Inc. All rights reserved. 
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3. Novel pregnancy-triggered episodes of CAPOS syndrome. 

Author(s): Chang, Irene J; Adam, Margaret P; Jayadev, Suman; Bird, Thomas D; Natarajan, Niranjana; 
Glass, Ian A 

Source: American journal of medical genetics. Part A; Jan 2018; vol. 176 (no. 1); p. 235-240 

Publication Date: Jan 2018 

Publication Type(s): Case Reports Journal Article Review 

PubMedID: 29090527 

Available  at American journal of medical genetics. Part A -  from Unpaywall  

Abstract:Cerebellar ataxia, areflexia, pes cavus, optic atrophy, and sensorineural hearing loss 
(CAPOS) syndrome (OMIM# 601338) is a rare autosomal dominant disorder characterized by 
episodic, fever-induced ataxic encephalopathy in childhood with residual symptoms. All identified 
patients have the same heterozygous missense variant c.2452G>A (p.Glu818Lys) in the ATP1A3 
gene, encoding Na+ /K+ ATPase α3. We describe a large CAPOS pedigree with three generations of 
affected members, the first ascertained in the United States. Deafness, optic atrophy, and pes cavus 
were present in all three members of the family evaluated. In addition, one of the affected 
individuals experienced markedly worsening features during her three pregnancies and in the 
immediate postpartum period, a potential element of the natural history of CAPOS previously 
unreported. We conclude that the triggering factors and clinical spectrum of pathogenic ATP1A3 
variants may be broader than previously described. Targeted sequencing of ATP1A3 should be 
considered in any patient presenting with cerebellar ataxia triggered by febrile illness, or pregnancy 
and delivery, especially in the presence of sensorineural hearing loss, optic atrophy, pes cavus, or 
early childhood history of acute encephalopathic ataxia. Prophylactic administration of 
acetazolamide or flunarizine may prevent acute episodes of ataxia or mitigate neurologic symptoms, 
although their efficacies have not been well studied. 

http://europepmc.org/articles/pmc5726903?pdf=render
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4. Migraine therapy during pregnancy and lactation 

Author(s): Cassina M.; Di Gianantonio E.; Clementi M.; Toldo I.; Battistella P.A. 

Source: Expert Opinion on Drug Safety; Nov 2010; vol. 9 (no. 6); p. 937-948 

Publication Date: Nov 2010 

Publication Type(s): Review 

PubMedID: 20662551 

Abstract:Importance of the field: Migraine affects about 25% of women during childbearing years 
but few data are available about the risks connected with most antimigraine drugs during 
pregnancy. Areas covered in this review: In this report, we review the available data, mainly 
obtained from published studies, toxicology databases and clinical guidelines, on migraine treatment 
during pregnancy and lactation. What the reader will gain: The following drugs should be preferred 
for the treatment of acute migraine attacks in pregnant women: paracetamol, NSAIDs and 
sumatriptan. Migraine prophylaxis should be undertaken when patients experience at least three 
prolonged severe attacks a month that are particularly incapacitating or unresponsive to 
symptomatic therapy and likely to result in complications. Non-pharmacologic approaches should be 
preferred, but if they are not effective, preventive treatment should include low doses of beta-
blockers and amitriptyline. Take home message: Migraine treatment is often necessary because 
maternal and fetal risks related to acute attacks may be more harmful than the therapy itself, 
especially if they are frequent, severe and associated with nausea, anorexia, vomiting, hypotension 
or dehydration. If non-pharmacologic treatments do not alleviate migraine symptoms, only few 
drugs can be used during pregnancy and lactation. © 2010 Informa UK, Ltd. 
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5. Migraine in pregnancy 

Author(s): Goadsby P.J.; Goldberg J.; Silberstein S.D. 

Source: BMJ; Jun 2008; vol. 336 (no. 7659); p. 1502-1504 

Publication Date: Jun 2008 

Publication Type(s): Article 

PubMedID: 18583683 

Available  at BMJ (Clinical research ed.) -  from BMJ Journals - NHS  

Available  at BMJ (Clinical research ed.) -  from Unpaywall  
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6. Migraine during pregnancy: Options for therapy 

Author(s): Fox A.W.; Diamond M.L.; Spierings E.L.H. 

Source: CNS Drugs; 2005; vol. 19 (no. 6); p. 465-481 

Publication Date: 2005 

Publication Type(s): Review 

PubMedID: 15962998 

Available  at CNS drugs -  from SpringerLink - Medicine  

Abstract:Migraine is common during pregnancy, but fortunately this combination of conditions 
obviously exists for only a finite period. The greatest frequency of migraine attacks occurs during the 
first trimester. Accurate diagnosis is a sine qua non in this setting as in any headache patient. It is in 
the first trimester that the fetus is at greatest risk from abortifacient and teratogenic drugs, and 
when very early pregnancy may be undiagnosed. Ergot alkaloids (including methysergide) should be 
avoided during pregnancy because of their teratogenicity, and most other drug classes should be 
used only when unavoidable. The use of prophylactic agents during pregnancy should be the 
exception, not the rule, and preferably only during the second and third trimesters; propranolol is 
probably safest in this situation. De novo headache during pregnancy usually requires expert review 
of the patient. Treatment tactics for uncomplicated migraine in pregnancy depend on the concurrent 
clinical situation. Paracetamol (acetaminophen) is the mainstay for the patient whose typical attacks 
continue into the first trimester. If paracetamol is insufficient, then partial agonist opioids may be 
used if typical migraine attacks persist in the second and third trimesters (which is uncommon). 
'Chronic migraine' in pregnancy, i.e. >=15 headache days per month, is rare, and is the greatest 
therapeutic challenge. Co-morbidities such as depression or epilepsy require specialised approaches. 
The complexities associated with these tactics are discussed in this article, and it is emphasised that 
none has the specific approval of regulatory authorities. Heightened pharmacovigilance will better 
inform the future pregnant migraineur. However, this type of information is less likely to be available 
for novel classes of neuropharmacological agents than for existing ones. © 2005 Adis Data 
Information BV. All rights reserved. 
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7. Pregnancy and chronic headache 

Author(s): Marcus D.A. 

Source: Expert Opinion on Pharmacotherapy; 2002; vol. 3 (no. 4); p. 389-393 

Publication Date: 2002 

Publication Type(s): Review 

PubMedID: 11934341 

Abstract:Headache patterns in women change in relation to fluctuations in oestrogen levels. 
Increasing oestrogen levels in early pregnancy offer a protective effect against headache, particularly 
for women with migraine. However, some women continue to experience troublesome headache 
throughout pregnancy. Headache persisting at the end of the first trimester will usually continue 
without improvement for the remainder of pregnancy and should be treated. Safe and effective 
acute care treatment options include paracetamol, opioids and anti-emetics. The use of triptans 
during pregnancy is controversial and not broadly recommended. Safe and effective preventive 
treatments include relaxation, biofeedback, beta-blockers, some antidepressants and gabapentin in 
early pregnancy. 
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