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Abstract. 
Headache is a very commonly encountered symptom in pregnancy and is usually due to primary headache disorders which are benign in nature. It can however be quite debilitating for some women who may need therapeutic treatment of which there are several options safe to use in pregnancy. It is equally important though to recognise that headache may be a sign of serious underlying pathology. This paper aims to provide a clinically useful guidance for differentiation between primary and secondary headaches in pregnancy. The primary headache disorders and their management in pregnancy are explored in depth with brief overviews of the causes for secondary headaches and their further investigation and management.


1. Introduction
Headache is a very common condition and the commonest reason for referral to a neurologist [1]. Most headaches have a female predominance with peak incidence in the second and third decades, peak prevalence being in the fourth decade [2–6]. More than 80% of women in the reproductive age group experience headache at some stage making it a common symptom encountered during pregnancy [7].
Most headaches in pregnancy are benign and may cause a trivial inconvenience to quite significant debilitation. However, headache in pregnancy may herald the onset of life-threatening conditions such as eclampsia, stroke (haemorrhagic or thrombotic), and Arterio-Venous malformations (AVMs).
So is headache in pregnancy just a “nuisance” or could it be a “new sense” heralding the onset of a potentially life-threatening pathological process? The challenge is to identify the women who need further investigations in order to avoid significant morbidity and/or mortality.
ClassificationHeadaches in pregnancy may be classified as follows.Benign, for example, migraine, tension-type headache, cluster headaches, analgesic-overuse headaches, and so forth.Pathological, from an underlying pathology, for example, a vascular event (haemorrhage or thrombosis) or raised intracranial pressure (ICP) such as in brain tumours and benign intracranial hypertension.
					The International Headache Society (IHS) has published a comprehensive classification system for headaches—The International Classification of Headache Disorder (ICHD) (see Table 1) [8].
Table 1: International Classification of Headache Disorder (ICHD).
	

	Part I: the primary headaches	    
	

	    (1) Migraine—with or without aura	    
	    (2) Tension-type headaches	    
	    (3) Cluster headache and other trigeminal autonomic cephalalgias	    
	    (4) Other primary headaches	    
	

	Part II: the secondary headaches	    
	

	    (1) Headache attributed to head and/or neck trauma such as domestic violence, MVA	    
	    (2) Headache attributed to cranial or cervical vascular disorder—hypertension, subarachnoid haemorrhage	    
	    (3) Headache attributed to nonvascular intracranial disorder—raised intracranial pressure, meningitis	    
	    (4) Headache attributed to a substance or its withdrawal—illicit drug use such as cocaine, alcohol or medication overuse headache	    
	    (5) Headache attributed to infections	    
	    (6) Headache attributed to disorder of homeostasis—hypoglycaemia, hypoxia	    
	    (7) Headache or facial pain attributed to disorder of cranium, neck, eyes, ears, nose, sinuses, teeth, mouth or other facial	    
	        or cranial structures—trigeminal neuralgia, Bell’s palsy	
	    (8) Headache attributed to psychiatric disorder	    
	

	Part III: Cranial neuralgias central and primary facial pain and other headaches	    
	

	    (1) Cranial neuralgias and central causes of facial pain	    
	    (2) Other headache, cranial neuralgia, central or primary facial pain	    
	



2. Primary or Benign Headaches in Pregnancy
2.1. Migraine
A primary headache disorder defined by the IHS as headache with particular features—usually unilateral, often throbbing, and associated with nausea and sensitivity to light, sound, and head movement [8]. It is classified in 2 ways: migraine without aura (70%) and migraine with aura (30%) with the absence or presence of associated visual or neurologic phenomena called “aura” discriminating them. Aura can precede the headache, occur during it or afterwards. It is thought to result from a reduction in cerebral blood flow due to neuronal dysfunction rather than ischaemia.
Migraine is common, prevalence 12–15% in the western world [9]. It is three times more common in females than males in the postpubertal group [2, 9] while, prepuberty the sex ratio is 1 : 1 [10]. In females, the highest prevalence is during the childbearing years with peak (27%) at age 41. About 70% of migraineurs have a positive family history so genetic factors probably play a role in its onset.
2.1.1. Pathophysiology of Migraine
The pathophysiology of migraine headaches is poorly understood with no one theory fully accounting for their varied presentations and symptomatology. The headache of migraine occurs from vasodilatation or oedema of mainly extracranial and meningeal arteries, with stimulation of perivascular nerve endings that stimulates the trigeminal system which in turn causes headache.
Release of vasoactive substances and complex interplay between several other neurotransmitters is thought to play a role: the inhibitory neurotransmitters, which decrease at headache onset like endorphins, serotonin (5-HT), and gamma amino butyric acid (GABA), and the excitatory neurotransmitters, which increase during headache episode like norepinephrine and dopamine. These changes in neurotransmitters cause dilatation of meningeal blood vessels.
 Serotonin depletion can induce migraine and selective serotonin agonists such as the triptans can alleviate it [11]. Migraine pathology occurs in brain structures such as the trigeminal pain pathway, brainstem nuclei, cerebral vasculature, thalamus and the primary sensory cortex [11–13].
Migraine with Aura occurs from a combination of neuronal disturbance and vascular dysfunction. Initially, abnormal neuronal activity in the hypothalamic and limbic systems leads to the prodromal symptoms lasting a few hours to a few days [14]. These may be neurological, psychological, or constitutional with 60% of migraineurs recognizing these as markers of an oncoming attack [15]. This prodrome is followed by aura—a wave of neuronal activation then inhibition emanating from a focus likely in the occipital cortex [16] accompanied by a decrease in cerebral blood flow leading to clinically apparent visual, sensory or motor phenomena with occasional brain stem and language disturbances. As aura subsides, a marked increase in blood flow occurs, in part due to serotonin-induced midbrain stimulation [17]. This is accompanied by a headache which is generally unilateral, throbbing, and associated with nausea and vomiting in up to 30% of patients [18] although it may be bilateral. Also seen is sensory excitability with symptom exacerbation by physical activity, light, sound or smell. The postdrome follows which less well characterised, cerebral blood flow is returning to normal during this time. Clinically the migraineur feels tired, lethargic, and depressed but occasionally has euphoria.
Migraine without aura seems to lack the phase of reduction in cerebral blood flow hence the absence of aura.
2.1.2. Effect of Pregnancy on Migraine
Fluctuations in oestrogen levels are known to influence migraines with high oestrogen levels improving and falling levels deteriorating the symptoms [7] this being particularly apparent during the menstrual cycle with headache most likely to occur 2 days before or after the onset of menses [19]. A number of studies have shown that the high stable oestrogen levels in pregnancy improve migraine symptoms with up to 11% of women reporting improvement in the first trimester, rising to 53% in the second and 79% in the third trimester particularly women with menstrual migraine [7, 20, 21]. Conversely, others have found that the greatest improvement in headaches is seen in the first trimester and migraines that persist into the second trimester are less likely to improve [7]. Postpartum, the oestrogen levels rapidly fall explaining the exacerbation seen postpartum with up to 34% of women suffering a relapse in the first week rising to over 55% within a month [21]. Breastfeeding provides some protection probably relating to stable though low oestrogen levels.
Hormonal influences may not be the only reason for symptom improvement in pregnancy and analgesic effects of increased β-endorphins, and emotional changes may account for some cases of improvement.
4–8% of women experience deterioration in their symptoms migraine with aura less likely to improve for reasons that remain largely unexplained [22] though platelet hyperaggregation is suggested. This may also account for the increased risk of ischaemic stroke associated with migraine with aura. Some women develop migraine for the first time in pregnancy leading to a diagnostic dilemma.
2.1.3. Effect of Migraine on Pregnancy
Migraines with or without aura, in general, do not seem to have any adverse effects on the outcome of pregnancy [23]; however, an increasing body of evidence suggests an association between migraine, preeclampsia, and eclampsia [24–27]. A recent case control study [28] found that a history of migraine was associated with a 1.8-fold increased risk of preeclampsia (95% CI 1.1–2.7). Older women (≥30 years) when diagnosed with migraine were at the highest risk (OR 2.8, 95% CI 0.8–9.0). Overweight migraineurs had a 12-fold increased risk of preeclampsia as compared to lean migraineurs (95% CI 5.9–25.7).
There is an increased risk of stroke in pregnant women [29, 30] and migraine particularly migraine with aura is an independent risk factor for stroke, particularly among young women [31]. However, not many studies have focused on the risk of pregnancy-related stroke in migraineurs. James et al. [32] reviewed data from the Nationwide Inpatient Sample relative to pregnancy-related discharges and found an overall risk of pregnancy-related stroke of 34.2 per 100,000 deliveries. The strongest associations for stroke were migraine with an OR of 16.9 (95% CI 9.7–29.5) and thrombophilia with an OR of 16.0 (95% CI 9.4–27.2).
2.1.4. Management of Migraine in Pregnancy
The major concern in the management of the pregnant patient with migraines, as with other medical disorders, is the effect of both the medication and the disease on the fetus. As most women with migraines improve after the first trimester, they can usually be managed with reassurance and nonpharmacological measures such as ice packs, massage, relaxation, and biofeedback [33, 34]. A holistic approach yields the best results with avoidance of triggers, lack of sleep, and psychological stress. A lifestyle of regular exercise, regular meal times, and regular sleep patterns helps; later by reducing 5-HT-mediated neuronal activation [35].
Some women, however, continue to have debilitating and intractable headaches associated with nausea and vomiting with the attendant risk of dehydration. These women require pharmacological treatment.
The pharmacological treatment of migraines can be divided into abortive treatment—to manage an acute attack and prophylactic treatment—to prevent recurrence. Adjuvant therapy with antiemetics is commonly needed during acute attacks (see Table 2).
Table 2: Drugs commonly used for treatment and/or prophylaxis of migraine and their FDA rating and fetomaternal effects. 
	

	Drug	FDA rating	Maternal effects	Fetal effects	Compatible with breastfeeding
	

	Paracetamol	B	Medication overuse	None	Yes
	Opioids	B/C	Overuse/dependenceConstipation	??cleft palate/inguinal hernia	Yes
	Aspirin	C	Increased risk bleeding	Narrowing of ductus arteriosus	Yes
	NSAIDs	B/D	Inhibition of implantation	Premature closure of ductus arteriosusRestriction of renal blood flowNEC and IVH in preterm foetuses	Yes
	Triptans	C	Limited evidence possible increased miscarriage	?Preterm birth and IUGR	??
	Antiemetics	B/C	None	None	Yes
	Caffeine	B	Overuse/withdrawal headache	NoneHigh doses—miscarriage, IUGR	Yes
	Ergot alkaloids	X	Uterine hypercontractilityReduced placental perfusion	MiscarriageFetal compromiseIntestinal atresia	No
	Beta blockers	B/C	None	?IUGR, fetal bradycardia	Yes
	Antiepileptics	C/D	None	Malformations	Yes
	Antidepressants	B/C	None	High doses—neonatal depression, irritability, spasms, or convulsions	Caution
	



2.2. Abortive Therapy
Paracetamol is the first-line treatment for short-term relief of mild-to-moderate pain in pregnancy due to its safety in pregnancy. Its mechanism of action is poorly understood; however, it is an effective analgesic reducing the intensity though not the duration of pain in an acute attack of migraine [36].
Opioids modulate pain by suppressing activity in ascending nociceptive pathways and altering central perception by reducing primary nociceptive afferent activity [37]. Codeine phosphate is most commonly used and works better in combination with paracetamol [38]; however, daily opioid use should be avoided to prevent the development of medication-overuse headache. There is no increase in the incidence of birth defects in women given codeine during pregnancy despite earlier studies suggesting this [39] although transient symptoms of neonatal withdrawal may be seen after regular exposure in the third trimester.
Antiemetics are extremely useful adjuncts for the associated symptoms such as nausea and vomiting that can be equally disabling as the headache. Also, some medications used to treat migraines can cause nausea. Metoclopramide is particularly useful as it reduces the gastric atony seen with migraine, increases small intestine peristalsis and enhances the absorption of coadministered medications [40]. Its antidopaminiergic effect may also help prevent migraine headache if used in the prodromal phase [15] or to abolish established headache if used later. Other antiemetics such as chlorpromazine, prochlorperazine, and promethazine, can all be safely used in pregnancy [41].
Aspirin and other NSAIDs control migraine pain by inhibiting cyclooxygenase activity and thus reducing prostaglandin production [42]. Analgesic doses of aspirin and other NSAIDs have been shown to be safe in the first and second trimesters of pregnancy [43]; however, chronic exposure or exposure to high doses after 30 weeks of pregnancy is associated with premature closure of ductus arteriosus and restriction of renal blood flow in some foetuses [44, 45]. Their use has also been linked to increased risk of necrotising enterocolitis and intraventricular haemorrhage in potentially viable preterm babies [46]. Use of high doses of NSAIDs in the third trimester has been linked with antepartum and postpartum haemorrhage [47], and hence the use of aspirin and other NSAIDs should be avoided in the third trimester and when a very preterm birth is anticipated.
To obviate the potentially harmful effects of high doses of NSAIDs, they can be given at lower doses in combination with paracetamol to achieve a synergistic effect, frequently in combination with caffeine, which is thought to potentiate their efficacy and increase the speed of onset of pain relief. Caffeine is also an analgesic through its action as a cerebral vasoconstrictor and may also increase pain tolerance through a poorly understood mechanism [48, 49]. Daily intake of up to 300 mg caffeine appears to be safe in pregnancy; intake beyond this may be associated with miscarriage and fetal growth restriction [50].
Ergot derivatives are highly effective for treatment of acute migraine attacks by blocking 5-HT receptors and causing widespread vasoconstriction. However, they cause uterine hypertonicity and vascular disruption increasing the risk of miscarriage [51]. There have been reports of a small number of babies born with injuries consistent with tissue ischaemia after ergot use in pregnancy [52]. The use of ergot and its derivatives is contraindicated in pregnancy.
Triptans such as sumatriptan, rizatriptan, and naratriptan abort migraine attacks by antagonising 5-HT receptors in the midbrain. The safety of triptans during pregnancy has yet to be established although data from a number of cohort studies, drug company surveillance, and prospective pregnancy registries are reassuring and confirm that inadvertent exposure to sumatriptan during pregnancy is not associated with adverse fetal effects [53–56]. However, the work to date is not sufficiently powered to detect a small increase in fetal anomalies, so although women inadvertently exposed to triptans should be reassured, triptans should be avoided during pregnancy. Two studies have suggested a link between exposure to sumatriptan in second and third trimesters and fetal growth restriction and preterm birth although the results were statistically insignificant [54, 55]. There is limited data available for other triptans and the continued use of these agents is not recommended during pregnancy unless no other treatment is effective.
Magnesium sulphate intravenously has recently been shown to be an efficient, safe and welltolerated agent in the treatment of migraine, more effective than placebo in reducing or abolishing pain and in reducing the associated symptoms of nausea and vomiting [57, 58]. As its maternal and fetal safety profile is well established from its use in preeclampsia-eclampsia, magnesium sulphate may prove to be a useful agent for management of acute migraine attacks in pregnancy. Further studies are needed, however, before its routine clinical use can be advocated.
Dexamethasone has been used sporadically in severe migraine unresponsive to other therapies [59]; however its routine use in pregnancy is not justified as there is little reliable published evidence on its efficacy and possible adverse maternal and fetal side effects [60].
2.3. Prophylactic Therapy
As recurrent attacks of migraine can be extremely debilitating, prophylactic therapy should be considered if there are more than 3 acute attacks per month.
Low-dose aspirin is suggested as first-line agent for migraine prophylaxis in pregnancy given its safety established by extensive study during pregnancy for prophylaxis of preeclampsia. One small trial of 28 pregnant women with frequent or severe attacks of migraine taking low-dose aspirin (75 mg) for migraine prophylaxis showed subjective improvement in 22 women [61]. The ability of aspirin to counteract the platelet activation of pregnancy is thought to be the rationale behind its use for this indication.
Beta blockers prevent cerebral arterial vasodilatation thereby reducing the frequency and severity but not the duration of migraine attacks [62, 63]. Beta blockers have been suggested to be associated with fetal growth restriction [64] which is thought to be a class effect and is possibly dose dependent; hence, the lowest effective dose of propranolol or metoprolol is suggested. As an alternative, labetolol (combined alpha and beta blocker) has been used with some success in pregnancy [65].
Antidepressants such as amitriptyline or mirtazapine reduce the severity, frequency and duration of migraine attacks by a mechanism involving central inhibition of 5-HT and histamine receptors [62, 66]. Amitriptyline is particularly effective in women for reasons which are not clear [62]. Low doses of amitriptyline (10–50 mg at night) appear to be adequate and safe for migraine prophylaxis. At higher doses used for depression, tachycardia, irritability, muscle spasms, and convulsions have been reported in neonates.
Antiepileptics such as sodium valproate are being increasingly used for migraine prophylaxis outside of pregnancy; however a significant increase in fetal malformations precludes its use in pregnancy.
Other drugs—Although data on pitozifen are limited, there are no reports of adverse outcomes during pregnancy. Others such as verapamil, although safe, have very limited efficacy while methysergide is contraindicated in pregnancy.
3. Tension-Type Headaches (TTHs)
TTHs are the most common headache types, lifetime prevalence 78% with a female: male ratio of 3 : 1. They are characterized by a generalized pressure or tightness in the head which is unaffected by activity. Diagnosis of TTHs is based on history and clinical examination after excluding alternative explanation for the symptoms. Their differentiation from migraine is usually straightforward due to the episodic nature and accompanying symptoms of migraine. It may, however, be difficult to distinguish these from secondary headaches.
3.1. Pathophysiology of TTH
This is even less clear than the pathophysiology of migraines. The mechanism seems to be similar to migraine with the involvement of the same neuroanatomic structures such as the trigeminal nucleus. Serotonin and endorphins are again thought to play a major role [67]. TTHs would be expected to improve during pregnancy as these neurotransmitters are influenced by female hormones, and this is supported by clinical studies although improvement is less marked than that seen with migraines [3, 7, 68].
3.2. Effect of Pregnancy on TTHs
Studies evaluating the course of TTHs in pregnancy are few and far between and show conflicting results. In one study, 67% of TTH patients showed no change in symptoms, 28% reported improvement, and 5% worsening [3], while in another study 50% women with TTH reported improvement with only 33% of migraineurs reporting the same [23]. Sample sizes of these studies are too small to draw reliable conclusions or to identify prognostic factors which might help in predicting which patients would improve in pregnancy and which not.
3.3. Effect of TTH on Pregnancy
There does not appear to be any association between TTH and adverse pregnancy outcomes.
3.4. Management of TTHs in Pregnancy
As psychological factors and musculoskeletal stresses in pregnancy have been implicated in the worsening of TTH in pregnancy, nonpharmacological therapies such as relaxation, stress management, and biofeedback are highly efficacious for the management of TTHs in pregnancy with no side effect to mother or fetus [69, 70]. Pharmacological treatment is similar to that of migraines with paracetamol and NSAIDs being the mainstay of acute treatment with the same guiding principles as discussed in the treatment of migraines. Prophylactic treatment is seldom indicated and only if headaches are occurring more than 2 to 3 days per week.
4. Cluster Headaches (CHs)
It is severe primary headache disorder accompanied with autonomic symptoms [8] such as ipsilateral nasal congestion and rhinorrhoea, lacrimation, conjunctival hyperaemia, facial diaphoresis, palpebral oedema, and Horner’s syndrome. CHs are characterised by attacks of excruciating, penetrating pain typically short in duration (5–180 minutes) with no aura. The pain is classically periorbital but may radiate to other areas of the face and neck. Headache frequency ranges from once every other day to as often as several times a day [71]. Triggers include alcohol, vasodilator, drugs and sleep apnoea-induced hypoxaemia.
CH is relatively rare (prevalence 0.06 to 0.4%) even more so during pregnancy as this is one of the few headache disorders with a male predominance, male: female ratio 9 : 1 [72, 73]. Female hormones seem to have little influence on CH [74, 75].
4.1. Pathophysiology of CHs
Little is known about the pathogenesis of CHs. The periodicity of CHs has been attributed to hypothalamic hormonal influences with the suprachiasmatic nuclei and the posterior hypothalamic grey matter being the most likely site of pathology [76, 77]. The typical pain of CHs is thought to originate at the pericarotid/cavernous sinus complex which receives sympathetic and parasympathetic input from the brain stem, explaining the occurrence of autonomic phenomena during an attack [78]. The influence of hypoxaemia and hypocapnia in CHs is still unclear.
4.2. Pregnancy and CH
Due to the relative rarity of CH in women and its episodic nature, there are few studies of the effect of pregnancy on CH, the results of which are equivocal. Overall, pregnancy does not seem to have a major impact on CH and vice versa [74, 75].
4.3. Management of CH in Pregnancy
In the nonpregnant patient, 100% oxygen by face mask, corticosteroids, triptans and ergot alkaloids are the mainstay of abortive treatment for CH. CH may be particularly difficult to treat during pregnancy. 100% oxygen is safe to use and effective in about 70% of attacks [79]. Corticosteroids are compatible with use in pregnancy and lactation, but triptans should be used sparingly while ergot derivatives are contraindicated during pregnancy. Prophylaxis is rarely indicated with verapamil and corticosteroids being the most commonly used prophylactic medications [71].
5. Medication-Overuse Headache  (Analgesic Rebound Headache)
It is important to remember this entity which describes the headache-precipitating tendency following frequent or long-term use of analgesics. Medication overuse may be due to a physical or psychological dependency with the prime quest being pain relief and is present in about 40% of migraineurs. Provoking agents include ergotamine, triptans, simple analgesics, opioids and combination analgesics. Management includes patient education, explanation of the diagnosis, and gradual withdrawal of the causative agent which improves symptoms with majority of patients reverting to their primary headache disorder within two months.
6. Secondary or Pathological Headaches in Pregnancy
Pregnant women presenting with new onset headache in the pregnancy or those with atypical features such as focal neurological signs, papilloedema, or seizures should be urgently evaluated for underlying secondary causes and a neurology opinion sought. The causes for secondary headaches in pregnancy include preeclampsia-eclampsia, stroke (haemorrhagic or ischaemic), cerebral venous thrombosis, benign (idiopathic) intracranial hypertension (BIH), pituitary apoplexy meningitis/encephalitis, postpartum cerebral angiopathy, and postpartum dural puncture headache.
6.1. Preeclampsia-Eclampsia
Headache is a symptom of severe preeclampsia and occurs in about 75% of women with eclampsia where it always precedes the seizure [80]. Headache in preeclampsia-eclampsia can be bitemporal, frontal, occipital, or diffuse with most women describing the pain as pulsating although a feeling of pressure or sharp pain is described by some. A characteristic feature is its progressive nature and failure to respond to over-the-counter (OTC) remedies. It can be associated with visual changes such as blurred vision, scotomata, or bright flashing lights [81]. The pathophysiology is largely unknown, but two aetiologies are suggested: (1) marked vasospasm in the cerebral vasculature in response to elevated systemic blood pressure resulting in ischaemia and (2) vasoconstriction of cerebral vasculature followed by reflex vasodilatation leading to overdistension, extravasation of fluid and cerebral oedema. Normally cerebral autoregulation protects against sudden changes in blood pressure; however, when systolic blood pressure exceeds 150 mmHg, the autoregulation starts to fail and hypertensive encephalopathy may develop [82].
6.2. Stroke in Pregnancy
Stroke occurs in 3.5 to 8.6 women per 100,000 deliveries [82, 83]. One study has shown a rate of ischaemic stroke of 11 per 100,000 deliveries and intracerebral haemorrhage of 9 per 100,000 deliveries, greatest risk of both in the postpartum period [83]. Headache occurs with acute stroke in 18% to 38% of patients, more so in haemorrhagic than in ischaemic stroke [84, 85]. Epidemiological studies have identified a relative risk of stroke during pregnancy as 2.4 or an excess risk of 8.1 strokes per 100,000 pregnancies [29]. The mortality following pregnancy-related stroke is estimated at 10–13% being disproportionately higher in black women, older women, and those with no antenatal care [86, 87].
6.3. Ischaemic Stroke
Risk factors for ischaemic stroke in pregnancy include African-American ethnicity, age over 35 yrs, caesarean delivery, known medical disorders such as hypertension, diabetes, sickle cell disease, vasculitis, antiphospholipid syndrome or thrombophilia, heart disease and SLE, smoking, alcohol and recreational drug abuse (particularly cocaine), multiple gestation, and multiparity. Complications of pregnancy such as preeclampsia-eclampsia, hyperemesis, and disturbances in electrolyte and fluid balance are other significant risk factors. In one study, 47% of non-haemorrhagic pregnancy-related strokes occurred in the context of preeclampsia-eclampsia [83].
Diagnosis is by MRI or CT to confirm and also to differentiate haemorrhage from infarction. Treatment depends on the underlying cause, and antiplatelet therapy and/or anticoagulation may be needed. The safety of acute thrombolysis in pregnancy remains unproven, but there are case reports of its use with no adverse effects [88–90].
6.4. Haemorrhagic Stroke
This is very rare in women of child-bearing age outside pregnancy but almost as common as ischaemic stroke during pregnancy. Eclampsia accounts for 44% of intracerebral haemorrhagic strokes in pregnancy [83]. In one study, of 34 cases of pregnancy-related stroke, 13 were haemorrhagic with 7 being subarachnoid haemorrhage (SAH) [91]. SAH, resulting from aneurysms or arteriovenous malformations (AVM), accounts for 3% of all strokes [92]. Outside pregnancy, the ratio of aneurysm to AVM is 7 : 1, but, in pregnancy, relatively more cases are due to AVMs (ratio 1 : 1). A rare cause of intracerebral haemorrhage in pregnancy is choriocarcinoma, metastases of which are frequently haemorrhagic so may present in pregnancy with an intracerebral or SAH [93].
Risk of haemorrhage from an AVM in previously asymptomatic women is around 3.5% [94]. AVMs can dilate under effect of oestrogen. Pregnancy does not seem to increase the risk of first haemorrhage from an AVM; hence, it would seem reasonable to defer treatment of an AVM that has not bled until after delivery; however, if diagnosed before pregnancy, pregnancy should be deferred until after treatment. In patients who present with a bleed during pregnancy, decision for interventional treatment is more difficult with currently endovascular intervention preferred over surgery [92]. There is no advantage of a caesarean section over vaginal delivery; however, it is prudent to endure adequate pain relief with epidural analgesia and to curtail the length of the second stage of labour.
The overall risk of recurrence of stroke in a subsequent pregnancy is small.
6.5. Cerebral Venous Thrombosis (CVT)
uncommon (incidence 1 : 10,000) with most cases occurring postpartum with a high mortality rate [95]. Underlying pathology is thought to be the hypercoagulability of pregnancy; however, a thrombophilia screen is recommended to rule out any additional prothrombotic tendency. One report showed a link between puerperal CVT and Protein S deficiency [96]. Presenting symptoms include headache, seizures, altered consciousness, and neurological deficits with signs of raised ICP. The gold standard for diagnosis is venous angiography MRI. Management includes hydration, anticonvulsants, and anticoagulants. Although firm evidence for the benefit of anticoagulation is lacking, a number of studies during pregnancy have suggested improvement in survival following anticoagulation [97].
6.6. Benign (Idiopathic) Intracranial Hypertension (BIH)
Benign intracranial hypertension or pseudotumour cerebri is a unique syndrome seen mostly in obese young women, and pregnancy has been identified as a risk factor [98]. The volume of cerebrospinal fluid (CSF) is increased due to unknown reasons resulting in raised ICP leading to headaches and papilloedema. Symptoms of BIH usually increase during pregnancy [99].
Raised ICP may also result from brain tumours; however, these are rare during pregnancy and usually present with raised ICP, neurological deficits, or seizures rather than headaches. Pregnancy is associated with accelerated growth of some tumours such as meningiomas and pituitary adenomas [100].
6.7. Pituitary Apoplexy
Pituitary apoplexy during pregnancy is a rare but serious event with significant morbidity and possible mortality, if not timely recognised. It is a clinical syndrome consisting of sudden onset of severe headache, altered consciousness, vomiting, visual disturbances, and ophthalmoplegia thought to be caused by haemorrhage and/or infarction in the pituitary gland, although exact pathophysiology remains unknown. Its occurrence in pregnancy is rare with only a few cases reported. Usually a preexisting pituitary adenoma is present although it may be the first sign of a pituitary tumour. Oestrogens cause hyperaemia of the hypophysis and could therefore contribute to the risk of apoplexy in pregnancy [101]. Treatment consists of replacement of the deficient hormones especially glucocorticoids, close surveillance, and transsphenoidal surgery [102] but some advocate conservative management especially in pregnancy with surgery reserved for cases where there is no spontaneous improvement or worsening of visual impairment and/or consciousness [103].
6.8. Meningitis/Encephalitis
Any infection of the head/neck can present as headache but the diagnosis is likely to be suggested from the accompanying symptoms.
6.9. Postpartum Cerebral Angiopathy (PPCA)
It is cerebral dysregulation syndrome affecting large- and medium-sized cerebral arteries, it may be associated with haemorrhagic or ischaemic stroke usually within the first week postpartum. Although the pathophysiology is unclear, it is thought to be an inflammatory process such as vasculitis or transient vasospasm seen as areas of stenosis and ectasia in multiple intracranial vessels on cerebral angiography [104]. Clinical picture typically occurs in women aged 20–50 years with abrupt onset of severe “thunderclap” headaches, seizures, and focal neurological deficit [105]. Several medications, for example, ergotamine, triptans and bromocriptine, if given intra- or postpartum can contribute to its development by their vasospastic effect on cerebral vasculature [106]. Prompt diagnosis and treatment can prevent fatality. Treatment includes corticosteroids and calcium channel blockers such as nimodipine (preferential cerebral vasodilator). Most events resolve quickly without permanent neurological deficits.
6.10. Postpartum Dural Puncture Headache (PDPH)
PDPH is a disabling and distressing complication of inadvertent puncture of dural membrane while performing epidural analgesia in parturients. Excessive CSF seepage from the dural tear leads to a fall in CSF pressure and stretching of meninges manifesting as a headache. Compensatory intracranial vasodilatation in response to fall in CSF pressure may further worsen the headache. Incidence of unintentional dural puncture with epidural needle is around 1% while the incidence of PDPH following dural puncture with 16–18 G Tuohy needle is approximately 70%. Common features of PDPH are:(i)onset 24–48 hrs post dural puncture,(ii)severe, throbbing headache in the frontooccipital region which can radiate to neck and shoulders,(iii)pain exacerbation by head movement and upright posture, relieved by lying down,(iv)associated features such as photophobia, nausea, vomiting, tinnitus, diplopia, hearing loss, dizziness and VIth cranial nerve palsy may be present.

					Reassurance, hydration, simple analgesics, and caffeine are the mainstay of early treatment, while epidural blood patch (EBP) is the definitive treatment [107]. Mechanism of action of EBP is twofold (1) blood in epidural space compresses the dural sac raising ICP which provides immediate pain relief and (2) sealing of dural tear by blood clot preventing further CSF leak. EBP performed after 24 hours in symptomatic patients has a success rate of 80–90% increasing to 95% after second EBP. EBP should be avoided in the first 24 hours because of a high failure rate around 70% [108].
6.11. A Practical Approach to Management of a Pregnant Woman Presenting with Headache
Pregnant women with a headache can be categorized into three groups:(1)women with a known primary headache disorder presenting with their typical headache,(2)women with a known primary headache disorder presenting with a headache different in character from their typical headache,(3)women presenting with a new onset headache.
Even though migraine is known to change character in pregnancy, the first scenario is likely to be benign; however, in the other two, a high index of suspicion should be maintained for secondary causes and neurologists involved in the care. We suggest the following approach to management. 
Thorough history—A careful history can be diagnostic in most cases. Particular note should be given to “red flags” or “warning signs”—“NEW SENSE”: Table 3.Clinical examination:a thorough general examination with vital signs,a full neurological examination including ophthalmologic examination for papilloedema.Investigations:urinalysis,full blood count,blood Biochemistry including liver function tests,coagulation profile.Additional Investigations:radiological imaging:CT and/or MRI without contrast,lumbar puncture:if fever/neck rigidity/raised white cell count,thunderclap headache with negative CT to r/o subarachnoid bleed,r/o benign intracranial hypertension.
Table 3: Warning signs and symptoms—“New Sense.” 
	

	(i) New onset headache or change in pattern of chronic headache	    
	(ii) Neurological signs, for example, seizures, focal deficits, gait disturbances, visual changes, slurred speech, and so forth	    
	(iii) Meningeal signs	    
	(iv) Fever	    
	(v) Vomiting	    
	(vi) Headache changing with posture	    
	(vii) Thunderclap onset	    
	(viii) Valsalva headache (headache triggered with Valsalva-type manoeuvres)	    
	(ix) Trauma	    
	



7. Conclusion
Most headaches in pregnancy are benign and due to primary headache disorders being largely treatable with reassurance, nonpharmacological remedies, and simple analgesics. A high index of suspicion for serious underlying pathology should be maintained if atypical features are identified on history and/or clinical examination especially if a woman presents with a headache for the first time in her pregnancy in order to institute timely management and prevent significant morbidity and mortality.
References
	A Arson, B. Ringbauer, L. MacKenzie, C. Warlow, and M. Sharpe, “Neurological disease, emotional disorder, and disability: they are related: a study of 300 consecutive new referrals to a neurology outpatient department,” Journal of Neurology Neurosurgery and Psychiatry, vol. 68, no. 2, pp. 202–206, 2000.
	W. F. Stewart, R. B. Lipton, D. D. Celentano, and M. L. Reed, “Prevalence of migraine headache in the United States: relation to age, income, race, and other sociodemographic factors,” The Journal of the American Medical Association, vol. 267, no. 1, pp. 64–69, 1992.
	B. K. Rasmussen, “Migraine and tension-type headache in a general population: precipitating factors, female hormones, sleep pattern and relation to lifestyle,” Pain, vol. 53, no. 1, pp. 65–72, 1993.
	B. S. Schwartz, W. F. Stewart, D. Simon, and R. B. Lipton, “Epidemiology of tension-type headache,” The Journal of the American Medical Association, vol. 279, no. 5, pp. 381–383, 1998.
	T. D. Rozen, J. W. Swanson, P. E. Stang, S. K. McDonnell, and W. A. Rocca, “Incidence of medically recognized migraine: a 1989-1990 study in Olmsted County, Minnesota,” Headache, vol. 40, no. 3, pp. 216–223, 2000.
	R. T. F. Cheung, “Prevalence of migraine, tension-type headache, and other headaches in Hong Kong,” Headache, vol. 40, no. 6, pp. 473–479, 2000.
	D. A. Marcus, L. Scharff, and D. Turk, “Longitudinal prospective study of headache during pregnancy and postpartum,” Headache, vol. 39, no. 9, pp. 625–632, 1999.
	 Headache Classification Subcommittee of the International Headache Society (IHS), The International Classification of Headache Disorders, 2nd edition, 1st revision, (ICHD-IIRI), May 2005, http://www.ihs-classification.org
	R. B. Lipton, W. F. Stewart, S. Diamond, M. L. Diamond, and M. Reed, “Prevalence and burden of migraine in the United States: data from the American Migraine Study II,” Headache, vol. 41, no. 7, pp. 646–657, 2001.
	B. Bille, “A 40-year follow-up of school children with migraine,” Cephalalgia, vol. 17, no. 4, pp. 488–491, 1997.
	K. G. Shields and P. J. Goadsby, “Serotonin receptors modulate trigeminovascular responses in ventroposteromedial nucleus of thalamus: a migraine target?” Neurobiology of Disease, vol. 23, no. 3, pp. 491–501, 2006.
	V. T. Martin and M. Behbehani, “Ovarian hormones and migraine headache: understanding mechanisms and pathogenesis—part I,” Headache, vol. 46, no. 1, pp. 3–23, 2006.
	V. T. Martin and M. Behbehani, “Ovarian hormones and migraine headache: understanding mechanisms and pathogenesis—part 2,” Headache, vol. 46, no. 3, pp. 365–386, 2006.
	J. N. Blau, “Migraine prodromes separated from the aura: complete migraine,” British Medical Journal, vol. 281, no. 6241, pp. 658–660, 1980.
	T. D. Rozen, “Migraine prodrome: a nose on a face,” The Lancet, vol. 363, no. 9408, p. 517, 2004.
	C. Weiller, A. May, V. Limmroth et al., “Brain stem activation in spontaneous human migraine attacks,” Nature Medicine, vol. 1, no. 7, pp. 658–660, 1995.
	S. D. Silberstein, “Serotonin (5-HT) and migraine,” Headache, vol. 34, no. 7, pp. 408–417, 1994.
	S. D. Silberstein, “Migraine symptoms: results of a survey of self-reported migraineurs,” Headache, vol. 35, no. 7, pp. 387–396, 1995.
	S. D. Silberstein, “Headache and female hormones: what you need to know,” Current Opinion in Neurology, vol. 14, no. 3, pp. 323–333, 2001.
	M. Aubé, “Migraine in pregnancy,” Neurology, vol. 53, no. 4, supplement 1, pp. S26–S28, 1999.
	G. Sances, F. Granella, R. E. Nappi et al., “Course of migraine during pregnancy and postpartum: a prospective study,” Cephalalgia, vol. 23, no. 3, pp. 197–205, 2003.
	F. Granella, G. Sances, C. Zanferrari, A. Costa, E. Martignoni, and G. C. Manzoni, “Migraine without aura and reproductive life events: a clinical epidemiological study in 1300 women,” Headache, vol. 33, no. 7, pp. 385–389, 1993.
	F. Maggioni, C. Alessi, T. Maggino, and G. Zanchin, “Headache during pregnancy,” Cephalalgia, vol. 17, no. 7, pp. 765–769, 1997.
	S. Marcoux, S. Berube, J. Brisson, and J. Fabia, “History of migraine and risk of pregnancy-induced hypertension,” Epidemiology, vol. 3, no. 1, pp. 53–56, 1992.
	F. Facchinetti, G. Allais, R. D'Amico, C. Benedetto, and A. Volpe, “The relationship between headache and preeclampsia: a case-control study,” European Journal of Obstetrics Gynecology and Reproductive Biology, vol. 121, no. 2, pp. 143–148, 2005.
	A. I. Scher, G. M. Terwindt, H. S. J. Picavet, W. M. M. Verschuren, M. D. Ferrari, and L. J. Launer, “Cardiovascular risk factors and migraine: the GEM population-based study,” Neurology, vol. 64, no. 4, pp. 614–620, 2005.
	T. C. Chen and A. Leviton, “Headache recurrence in pregnant women with migraine,” Headache, vol. 34, no. 2, pp. 107–110, 1994.
	K. L. Adeney, M. A. Williams, R. S. Miller, I. O. Frederick, T. K. Sorensen, and D. A. Luthy, “Risk of preeclampsia in relation to maternal history of migraine headaches,” Journal of Maternal-Fetal and Neonatal Medicine, vol. 18, no. 3, pp. 167–172, 2005.
	S. J. Kittner, B. J. Stern, B. R. Feeser et al., “Pregnancy and the risk of stroke,” The New England Journal of Medicine, vol. 335, no. 11, pp. 768–774, 1996.
	D. O. Wiebers and J. P. Whisnant, “The incidence of stroke among pregnant women in Rochester, Minn, 1955 through 1979,” The Journal of the American Medical Association, vol. 254, no. 21, pp. 3055–3057, 1985.
	G. E. Tietjen, “The relationship of migraine and stroke,” Neuroepidemiology, vol. 19, no. 1, pp. 13–19, 2000.
	A. H. James, C. D. Bushnell, M. G. Jamison, and E. R. Myers, “Incidence and risk factors for stroke in pregnancy and the puerperium,” Obstetrics and Gynecology, vol. 106, no. 3, pp. 509–516, 2005.
	D. A. Marcus, L. Scharff, S. Mercer, and D. C. Turk, “Nonpharmacological treatment for migraine: incremental utility of physical therapy with relaxation and thermal biofeedback,” Cephalalgia, vol. 18, no. 5, pp. 266–272, 1998.
	L. Grazzi and G. Bussone, “Italian experience of electromyographic-biofeedback treatment of episodic common migraine: preliminary results,” Headache, vol. 33, no. 8, pp. 439–441, 1993.
	S. D. Silberstein and R. B. Lipton, “Overview of diagnosis and treatment of migraine,” Neurology, vol. 44, no. 10, supplement 7, pp. S6–16, 1994.
	R. C. Peatfield, R. G. Petty, and F. C. Rose, “Double blind comparison of mefenamic acid and acetaminophen (paracetamol) in migraine,” Cephalalgia, vol. 3, no. 2, pp. 129–134, 1983.
	C. Stein, “Peripheral mechanisms of opioid analgesia,” Anesthesia and Analgesia, vol. 76, no. 1, pp. 182–191, 1993.
	F. Boureau, J. M. Joubert, M. Feucht, V. Lasserre, B. Prum, and G. Delecoeuillerie, “Double-blind comparison of an acetaminophen 400 mg-codeine 25 mg combination versus aspirin 1000 mg and placebo in acute migraine attack,” Cephalalgia, vol. 14, no. 2, pp. 156–161, 1994.
	G. G. Briggs, R. K. Freeman, and S. J. Yaffee, “Non-steroidal anti-inflammatory drugs,” in Drugs in Pregnancy and Lactation: A Reference Guide to Fetal and Neonatal Risk, G. G. Briggs, Ed., pp. 39–52, Lippincott Williams & Wilkens, Philadelphia, Pa, USA, 6th edition, 2001.
	S. D. Silberstein, “Migraine and pregnancy,” Neurologic Clinics, vol. 15, no. 1, pp. 209–231, 1997.
	G. L. Ellis, J. Delaney, D. A. DeHart, and A. Owens, “The efficacy of metoclopramide in the treatment of migraine headache,” Annals of Emergency Medicine, vol. 22, no. 2, pp. 191–195, 1993.
	 H. P. Tfelt and J. Olesen, “Paracetamol (Acetaminophen) versus acetylsalicylic acid in migraine,” European Neurology, vol. 19, pp. 163–165, 1980.
	D. Slone, V Siskind, O. P. heinonen, R. R. Monson, D. W. Kaufman, and S. Shapiro, “Aspirin and congenital malformations,” The Lancet, vol. 1, pp. 1373–1375, 1976.
	J. C. Veille, R. Hanson, M. Sivakoff, M. Swain, and L. Henderson, “Effects of maternal ingestion of low-dose aspirin on the fetal cardiovascular system,” American Journal of Obstetrics and Gynecology, vol. 168, no. 5, pp. 1430–1437, 1993.
	D. Grab, W. E. Paulus, M. Erdmann et al., “Effects of low-dose aspirin on uterine and fetal blood flow during pregnancy: results of a randomized, placebo-controlled, double-blind trial,” Ultrasound in Obstetrics and Gynecology, vol. 15, no. 1, pp. 19–27, 2000.
	G. A. Macones, S. J. Marder, B. Clothier, and D. M. Stamilio, “The controversy surrounding indomethacin for tocolysis,” American Journal of Obstetrics and Gynecology, vol. 184, no. 3, pp. 264–272, 2001.
	D. Subtil, P. Goeusse, F. Puech et al., “Aspirin (100 mg) used for prevention of pre-eclampsia in nulliparous women: the Essai Régional Aspirine Mère-Enfant study (Part 1),” BJOG, vol. 110, no. 5, pp. 475–484, 2003.
	A. Yucel, S. Ozyalcin, G. K. Talu, E. C. Yucel, and S. Erdine, “Regional administration of caffeine sodium benzoate for postdural puncture headache,” Regional Anesthesia and Pain Medicine, vol. 24, no. 1, pp. 51–54, 1999.
	E. Keogh and G. Witt, “Hypoalgesic effect of caffeine in normotensive men and women,” Psychophysiology, vol. 38, no. 6, pp. 886–895, 2001.
	J. L. Mills, L. B. Holmes, J. H. Aarons et al., “Moderate caffeine use and the risk of spontaneous abortion and intrauterine growth retardation,” The Journal of the American Medical Association, vol. 269, no. 5, pp. 593–597, 1993.
	A. Czeizel, “Teratogenicity of ergotamine,” Journal of Medical Genetics, vol. 26, no. 1, pp. 69–70, 1989.
	G. V. Raymond, “Teratogen update: ergot and ergotamine,” Teratology, vol. 51, no. 5, pp. 344–347, 1995.
	R. Reiff-Eldridge, C. R. Heffner, S. A. Ephross, P. S. Tennis, A. D. White, and E. B. Andrews, “Monitoring pregnancy outcomes after prenatal drug exposure through prospective pregnancy registries: a pharmaceutical company commitment,” American Journal of Obstetrics and Gynecology, vol. 182, no. 1 I, pp. 159–163, 2000.
	C. Olesen, F. H. Steffensen, H. T. Sørensen, G. L. Nielsen, and J. Olsen, “Pregnancy outcome following prescription for sumatriptan,” Headache, vol. 40, no. 1, pp. 20–24, 2000.
	B. Kallen and P. E. Lygner, “Delivery outcome in women who used drugs for migraine during pregnancy with special reference to sumatriptan,” Headache, vol. 41, no. 4, pp. 351–356, 2001.
	A. W. Fox, C. D. Chambers, P. O. Anderson, M. L. Diamond, and E. L. H. Spierings, “Evidence-based assessment of pregnancy outcome after sumatriptan exposure,” Headache, vol. 42, no. 1, pp. 8–15, 2002.
	Ş. Demirkaya, O. Vural, B. Dora, and M. A. Topçuoǧlu, “Efficacy of intravenous magnesium sulfate in the treatment of acute migraine attacks,” Headache, vol. 41, no. 2, pp. 171–177, 2001.
	J. Corbo, D. Esses, P. E. Bijur, R. Iannaccone, and E. J. Gallagher, “Randomized clinical trial of intravenous magnesium sulfate as an adjunctive medication for emergency department treatment of migraine headache,” Annals of Emergency Medicine, vol. 38, no. 6, pp. 621–627, 2001.
	H. A. Saadah, “Abortive migraine therapy in the office with dexamethasone and prochlorperazine,” Headache, vol. 34, no. 6, pp. 366–370, 1994.
	I. B. Purdy and D. J. Wiley, “Perinatal corticosteroids: a review of research. Part I: antenatal administration,” Neonatal Network, vol. 23, no. 2, pp. 15–30, 2004.
	C. Nelson-Piercy and M. de Sweit, “Diagnosis and management of migraine. Low dose aspirin may be used for prophylaxis,” British Medical Journal, vol. 313, pp. 691–692, 1996.
	D. K. Ziegler, A. Hurwitz, S. Preskorn, R. Hassanein, and J. Seim, “Propranolol and amitriptyline in prophylaxis of migraine: Pharmacokinetic and therapeutic effects,” Archives of Neurology, vol. 50, no. 8, pp. 825–830, 1993.
	K. Linde and K. Rossnagel, “Propranolol for migraine prophylaxis,” Cochrane Database of Systematic Reviews, no. 4, Article ID CD003225, 2009.
	G. P. Redmond, “Propranolol and fetal growth retardation,” The New England Journal of Medicine, vol. 305, pp. 1323–1326, 1982.
	R. Dey, S. Khan, V. Akhouri, J. Wootton, and Z. H. Bajwa, “Labetalol for prophylactic treatment of intractable migraine during pregnancy,” Headache, vol. 42, no. 7, pp. 642–645, 2002.
	E. Lévy and H. C. Margolese, “Migraine headache prophylaxis and treatment with low-dose mirtazapine,” International Clinical Psychopharmacology, vol. 18, no. 5, pp. 301–303, 2003.
	R. Jensen, “Pathophysiological mechanisms of tension-type headache: a review of epidemiological and experimental studies,” Cephalalgia, vol. 19, no. 6, pp. 602–621, 1999.
	D. A. Marcus, “Estrogen and chronic daily headache,” Current Pain and Headache Reports, vol. 8, no. 1, pp. 66–70, 2004.
	D. A. Marcus, L. Scharff, and D. C. Turk, “Nonpharmacological management of headaches during pregnancy,” Psychosomatic Medicine, vol. 57, no. 6, pp. 527–535, 1995.
	L. Scharff, D. A. Marcus, and D. C. Turk, “Maintenance of effects in the nonmedical treatment of headaches during pregnancy,” Headache, vol. 36, no. 5, pp. 285–290, 1996.
	R. Menon and C. D. Bushnell, “Headache and pregnancy,” Neurologist, vol. 14, no. 2, pp. 108–119, 2008.
	M. B. Russell, “Epidemiology and genetics of cluster headache,” The Lancet Neurology, vol. 3, no. 5, pp. 279–283, 2004.
	C. Tonon, S. Guttmann, M. Volpini, S. Naccarato, P. Cortelli, and R. D'Alessandro, “Prevalence and incidence of cluster headache in the Republic of San Marino,” Neurology, vol. 58, no. 9, pp. 1407–1409, 2002.
	A. Bahra, A. May, and P. J. Goadsby, “Cluster headache: a prospective clinical study with diagnostic implications,” Neurology, vol. 58, no. 3, pp. 354–361, 2002.
	J. A. Van Vliet, I. Favier, F. M. Helmerhorst, J. Haan, and M. D. Ferrari, “Cluster headache in women: relation with menstruation, use of oral contraceptives, pregnancy, and menopause,” Journal of Neurology, Neurosurgery and Psychiatry, vol. 77, no. 5, pp. 690–692, 2006.
	A. May, A. Bahra, C. Büchel, R. S. J. Frackowiak, and P. J. Goadsby, “Hypothalamic activation in cluster headache attacks,” The Lancet, vol. 352, no. 9124, pp. 275–278, 1998.
	A. DaSilva, P. J. Goadsby, and D. Borsook, “Cluster headache: a review of neuroimaging findings,” Current Pain and Headache Reports, vol. 11, no. 2, pp. 131–136, 2007.
	P. D. Drummond, “Mechanisms of autonomic disturbance in the face during and between attacks of cluster headache,” Cephalalgia, vol. 26, no. 6, pp. 633–641, 2006.
	L. Fogan, “Treatment of cluster headache. A double-blind comparison of oxygen v air inhalation,” Archives of Neurology, vol. 42, no. 4, pp. 362–363, 1985.
	A. K. Shah, K. Rajamani, and J. E. Whitty, “Eclampsia: a neurological perspective,” Journal of the Neurological Sciences, vol. 271, no. 1-2, pp. 158–167, 2008.
	V. L. Katz, R. Farmer, and J. A. Kuller, “Preeclampsia into eclampsia: toward a new paradigm,” American Journal of Obstetrics and Gynecology, vol. 182, no. 6, pp. 1389–1396, 2000.
	D. G. Grosset, S. Ebrahim, I. Bone, and C. Warlow, “Stroke in pregnancy and the puerperium: what magnitude of risk?” Journal of Neurology Neurosurgery and Psychiatry, vol. 58, no. 2, pp. 129–131, 1995.
	T. Sharshar, C. Lamy, and J. L. Mas, “Incidence and causes of strokes associated with pregnancy and puerperium: a study in public hospitals of Ile de France,” Stroke, vol. 26, no. 6, pp. 930–936, 1995.
	J. M. Ferro, T. P. Melo, V. Oliveira et al., “A multivariate study of headache associated with ischemic stroke,” Headache, vol. 35, no. 6, pp. 315–319, 1995.
	A. Arboix, J. Massons, M. Oliveres, M. P. Arribas, and F. Titus, “Headache in acute cerebrovascular disease: a prospective clinical study in 240 patients,” Cephalalgia, vol. 14, no. 1, pp. 37–40, 1994.
	A. H. James, C. D. Bushnell, M. G. Jamison, and E. R. Myers, “Incidence and risk factors for stroke in pregnancy and the puerperium,” Obstetrics and Gynecology, vol. 106, no. 3, pp. 509–516, 2005.
	J. Chang, L. D. Elam-Evans, C. J. Berg et al., “Pregnancy-related mortality surveillance—United States, 1991–1999,” MMWR Surveillance Summaries, vol. 52, no. 2, pp. 1–8, 2003.
	D. M. Johnson, D. C. Kramer, E. Cohen, M. Rochon, M. Rosner, and J. Weinberger, “Thrombolytic therapy for acute stroke in late pregnancy with intra-arterial recombinant tissue plasminogen activator,” Stroke, vol. 36, no. 6, pp. e53–e55, 2005.
	A. Murugappan, W. M. Coplin, A. N. Al-Sadat et al., “Thrombolytic therapy of acute ischemic stroke during pregnancy,” Neurology, vol. 66, no. 5, pp. 768–770, 2006.
	J. C. Méndez, J. Masjuán, N. García, and M. de Leciñana, “Successful intra-arterial thrombolysis for acute ischemic stroke in the immediate postpartum period: case report,” CardioVascular and Interventional Radiology, vol. 31, no. 1, pp. 193–195, 2008.
	C. Jaigobin and F. L. Silver, “Stroke and pregnancy,” Stroke, vol. 31, no. 12, pp. 2948–2951, 2000.
	C. A. Davie and P. O'Brien, “Stroke and pregnancy,” Journal of Neurology, Neurosurgery and Psychiatry, vol. 79, no. 3, pp. 240–245, 2008.
	C. Y. Huang, C. A. Chen, C. Y. Hsieh, and W. F. Cheng, “Intracerebral hemorrhage as initial presentation of gestational choriocarcinoma: a case report and literature review,” International Journal of Gynecological Cancer, vol. 17, no. 5, pp. 1166–1171, 2007.
	J. C. Horton, W. A. Chambers, S. L. Lyons, R. D. Adams, and R. N. Kjellberg, “Pregnancy and the risk of hemorrhage from cerebral arteriovenous malformations,” Neurosurgery, vol. 27, no. 6, pp. 867–872, 1990.
	P. Canhão, J. M. Ferro, A. G. Lindgren, M. G. Bousser, J. Stam, and F. Barinagarrementeria, “Causes and predictors of death in cerebral venous thrombosis,” Stroke, vol. 36, no. 8, pp. 1720–1725, 2005.
	H. L. Galan, A. B. McDowell, P. R. Johnson, T. J. Kuehl, and A. B. Knight, “Puerperal cerebral venous thrombosis associated with decreased free protein S: a case report,” The Journal of Reproductive Medicine, vol. 40, no. 12, pp. 859–862, 1995.
	S. F. T. M. de Bruijn and J. Stam, “Randomized, placebo-controlled trial of anticoagulant treatment with low-molecular-weight heparin for cerebral sinus thrombosis,” Stroke, vol. 30, no. 3, pp. 484–488, 1999.
	C. Arseni, I. Simoca, I. Jipescu, E. Leventi, P. Grecu, and A. Sima, “Pseudotumor cerebri: risk factors, clinical course, prognostic criteria,” Romanian Journal of Neurology and Psychiatry, vol. 30, no. 2, pp. 115–132, 1992.
	V. L. Koontz, W. N. P. Herbert, and R. C. Cefalo, “Pseudotumor cerebri in pregnancy,” Obstetrics and Gynecology, vol. 62, pp. 324–327, 1983.
	A. Azpilcueta, C. Peral, I. Giraldo, F. J. Chen, and G. Contreras, “Meningioma in pregnancy. Report of a case and review of the literature,” Ginecologia y Obstetricia de Mexico, vol. 63, pp. 349–351, 1995.
	L. J. M. de Heide, K. M. van Tol, and B. Doorenbos, “Pituitary apoplexy presenting during pregnancy,” Netherlands Journal of Medicine, vol. 62, no. 10, pp. 393–396, 2004.
	B. M. Arafah, J. F. Harrington, Z. T. Madhoun, and W. R. Selman, “Improvement of pituitary function after surgical decompression for pituitary tumor apoplexy,” The Journal of Clinical Endocrinology & Metabolism, vol. 71, no. 2, pp. 323–328, 1990.
	P. Maccagnan, C. L. D. Macedo, M. J. Kayath, R. G. Nogueira, and J. Abucham, “Conservative management of pituitary apoplexy: a prospective study,” The Journal of Clinical Endocrinology & Metabolism, vol. 80, no. 7, pp. 2190–2197, 1995.
	M. R. Ursell, C. L. Marras, R. Farb, D. W. Rowed, S. E. Black, and J. R. Perry, “Recurrent intracranial hemorrhage due to postpartum cerebral angiopathy: implications for management,” Stroke, vol. 29, no. 9, pp. 1995–1998, 1998.
	W. Al-Sous, S. Bohlega, Z. Al-Kawi, D. McLean, and K. Shukri, “Post-partum cerebral angiopathy: a rare cerebrovascular complication,” European Journal of Neurology, vol. 5, no. 4, pp. 411–416, 1998.
	P. A. Konstantinopoulos, S. Mousa, R. Khairallah, and G. Mtanos, “Postpartum cerebral angiopathy: an important diagnostic consideration in the postpartum period,” American Journal of Obstetrics and Gynecology, vol. 191, no. 1, pp. 375–377, 2004.
	L. E. S. Carrie, “Postdural puncture headache and extradural blood patch,” British Journal of Anaesthesia, vol. 71, no. 2, pp. 179–181, 1993.
	E. A. Loeser, G. E. Hill, G. M. Bennett, and J. H. Sederberg, “Time vs. success rate for epidural blood patch,” Anesthesiology, vol. 49, no. 2, pp. 147–148, 1978.


OEBPS/page-template.xpgt
 

   


     
	 
    

     
	 
    


     
	 
    


     
         
             
             
             
        
    

  





OEBPS/pageMap.xml
 
                                 
                                



OEBPS/Fonts/xits-italic.otf


OEBPS/Fonts/xits-bolditalic.otf


OEBPS/Fonts/xits-regular.otf


OEBPS/Fonts/xits-math.otf


