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People with epilepsy are at heightened risk of sudden death compared to the general population. The leading cause of epilepsy-related premature mortality is sudden unexpected death in epilepsy (SUDEP). Postmortem investigation of people with SUDEP, including histological and toxicological analysis, does not reveal a cause of death, and the mechanisms of SUDEP remain largely unresolved. In this review we present the possible mechanisms underlying SUDEP, including respiratory dysfunction, cardiac arrhythmia and postictal generalized electroencephlogram suppression. Emerging studies in humans and animal models suggest there may be an underlying genetic basis to SUDEP in some cases. We will highlight a mounting body of evidence for the involvement of genetic risk factors in SUDEP, with a particular focus on the role of cardiac arrhythmia genes in SUDEP.
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INTRODUCTION

People with epilepsy have a twofold to threefold increased risk of premature mortality compared to the general population, which is attributed to factors both related and unrelated to epilepsy (1, 2). The most common cause of death that is related to epilepsy is sudden unexpected death in epilepsy (SUDEP), defined as “a sudden, unexpected, witnessed or unwitnessed, non-traumatic, and non-drowning death in patients with epilepsy with or without evidence for a seizure, and excluding documented status epilepticus, in which postmortem examination does not reveal a structural or toxicologic cause of death” (3). The definition “probable SUDEP” applies when a postmortem is not performed, and “possible SUDEP” for people with limited information regarding the cause of death or with a competing cause of death. Cases in which cardiorespiratory arrest is reversed by resuscitation with subsequent survival for more than 1 h are termed “near SUDEP” (3).

Estimates in studies of the incidence of SUDEP vary widely owing to differences in the age range and epilepsy populations studied. In general populations of people with epilepsy, approximately 1 SUDEP occurs annually per 1,000 people, whereas the incidence is lower in studies limited to children with epilepsy. In hospital or clinic-based studies, up to 7 SUDEP cases occur annually per 1,000, reflecting the higher proportion of more severe and treatment refractory cases (2–5). Because the incidence of SUDEP is common in young adulthood, the public health burden in terms of years of potential life lost ranks second only to stroke among neurological conditions in the United States (6).

Case–control studies analyzing clinical variables associated with SUDEP have highlighted generalized tonic–clonic seizures as the major risk factor. In addition, a long history of epilepsy, young age at diagnosis, early adulthood (aged 20–40 years), intellectual disability, and male gender, are also associated with elevated risk (4–7). While awareness of the health burden and risk factors of SUDEP is increasing among patients, doctors, and the community, the underlying causes of SUDEP are unknown.

Because many SUDEP cases are unwitnessed, the exact sequence of events is not known for the majority of cases. However, when witnessed, SUDEP almost always occurs in the aftermath of a generalized tonic–clonic seizure, and people with genetic epilepsies associated with this seizures type may be at heightened SUDEP risk. During the seizure, depressed autonomic control of respiratory drive may result in severe oxygen desaturation and a rise in blood carbon dioxide levels. The adverse effects of cessation of breathing may be exacerbated by airway obstruction in people sleeping face down, as is a common circumstance in SUDEP. Furthermore, depressed activity of serotonin neurons may blunt the natural arousal response to increased blood carbon dioxide levels. A seizure may also have various effects on the cardiac rhythm, including shortening or prolongation of the QT interval and changes in the QT interval are associated with sudden death in the general population. SUDEP cases with pathogenic variants in genes that cause the long QT syndrome (LQTS) may have a cardiac arrhythmogenic basis. Profound postictal suppression of central nervous system function may leave the patient immobile and unable to respond to hypoxia and hypercapnea, with a failure to auto-resuscitate. Thus, SUDEP likely results from an unfortunate coincidence of precipitating factors that makes one seizure a terminal event following a lifetime of seizures with little or no impact on life.

MECHANISMS OF SUDEP

Recent data obtained from human studies and animal models have implicated severe alterations to respiratory, cardiac, and brain function as three possible mechanistic areas in SUDEP (Figure 1) (8–10).
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FIGURE 1 | Possible mechanisms of sudden unexpected death in epilepsy (SUDEP). PGES, postictal generalized EEG suppression.



Respiratory Dysfunction

Inpatient video electroencephalogram (EEG) recordings of SUDEP occurring in epilepsy monitoring units show a fairly consistent sequence of respiratory and cardiac events preceding death. In the landmark MORTEMUS study of 16 SUDEP and 9 near SUDEP cases, generalized tonic–clonic seizures preceded an immediate and short phase of rapid breathing, then marked reduction in respiration rate with bradycardia and EEG suppression, followed by terminal apnea and asystole (4). In two-thirds of cases, there was a brief restoration of cardiac function, followed by progressive deterioration of respiration, apnea and asystole. Rarely, SUDEP may also occur without preceding epileptic seizures and follows a similar sequence of cardiorespiratory collapse as that seen in seizure-associated SUDEP (11). While the causes of respiratory dysfunction in SUDEP remain unresolved, physiological recordings of oxygen saturation and end-tidal carbon dioxide levels in people living with epilepsy have shown that generalized tonic–clonic seizures, which are the predominant terminal seizure type preceding SUDEP, can lead to transient respiratory arrest and apnea (12). One-third of seizures in 56 people with intractable localization-related epilepsy were associated with oxygen desaturation below 90%, and 11 seizures had severe oxygen desaturation below 70%, whereas the interictal baseline of oxygen desaturation in these people never fell below 90% (12). Furthermore, the extent of oxygen desaturation was correlated with seizure duration and was accompanied by an increase in end-tidal carbon dioxide levels in people with available data (12).

Centrally mediated apnea is more common than obstructive apnea during seizures. The forebrain sites underlying seizure-evoked hypoventilation were explored in three people with intractable epilepsy undergoing intracranial electrode and respiratory monitoring (13). When seizure activity spread to the amygdala, or on electrical stimulation of the amygdala, the respiratory rate immediately declined from a baseline of 17 down to 1 breath per minute, and was accompanied by oxygen desaturation (13, 14). The people were awake and vigilant, but unaware of the collapse of respiratory rate, even when the duration of amygdala stimulation was increased to 47 s. Collectively, these studies suggest that seizures can lead to centrally mediated hypoventilation, causing hypoxemia and hypercapnia, and that seizure-related respiratory compromise is a key early event in SUDEP.

Prone sleeping and pulmonary edema are common findings in SUDEP and may further exacerbate the effects of seizure-induced hypoventilation. SUDEP occurs most often at night with people lying in bed in the prone position (4, 5, 15, 16), and people with a history of nocturnal seizures have a heightened risk of SUDEP (17). The majority of “near SUDEP” events of the MORTEMUS study occurred during the day, with cardiopulmonary resuscitation occurring within 3 min of cardiorespiratory arrest, whereas no SUDEP cases received such intervention within 10 min of apnea (4). Nocturnal supervision is a proposed protective factor in SUDEP (18), and this raises the possibility that SUDEP occurs more often at night simply because they are less promptly attended, and tending to these people may be sufficient to restore cardiorespiratory function. Pulmonary edema and congestion of the lungs is found in the majority of SUDEP (19–21). Chest X-ray examination of 11 people following a generalized tonic–clonic seizure showed postictal pulmonary edema in 7, and the extent of edema was associated with seizure duration (22). However, although the degree of pulmonary edema is considered to be mild in SUDEP, it may be a further compounding factor on the adverse effects of seizure-related respiratory insufficiency and prone sleeping.

Cardiac Arrhythmia

Epilepsy and seizures can have adverse affects on cardiac function, which may play an important role in the pathophysiology of SUDEP. Seizures can induce cardiac changes, such as tachycardia, bradycardia, and prolongation of the QT interval, possibly due to seizure-related effects on the autonomic nervous system. Ictal tachycardia, generally defined as >100 beats per minute, preceding, during, or following the onset of seizures, is common, occurring in an average of 82% of patients studied (23). Ictal tachycardia leading to ventricular fibrillation has been documented in two “near SUDEP,” both of which required defibrillation (4, 24). Slowing of the heart rate during seizures, or ictal bradycardia, is much less common than ictal tachycardia and has mostly been observed in people with temporal lobe epilepsy (25, 26). Postictal bradycardia followed by apnea was a consistent finding among monitored SUDEP of the MORTEMUS study. Why some seizures lead to SUDEP is unresolved, but it is apparent that heart rate changes may vary from seizure to seizure in some people, whereas others may have a consistent pattern.

The QT interval is a measure of the duration of ventricular depolarization and repolarization, and a prolonged or shortened QT interval is associated with sudden death risk in the general population (27, 28). The QT interval may become prolonged or shortened in people with refractory epilepsy (29), following generalized tonic–clonic seizures (30), or in association with seizure-associated oxygen desaturation (31), and seizure-related QT changes have been proposed to be involved in SUDEP (32, 33). However, in one retrospective study of 19 people with epilepsy who later died of SUDEP, the proportion of people with seizure-related prolongation of the QT interval was similar to those who had not died (34).

Long QT syndrome is an autosomal dominant disorder which affects 1 in 3,000 of the general population and is characterized by prolongation of the corrected QT interval on the electrocardiogram (35). Approximately 75% of LQTS is caused by pathogenic variants in the potassium ion channel subunits KCNQ1 (LQT1, 35%) and KCNH2 (LQT2, 30%), and the sodium ion channel subunit SCN5A (LQT3, 10%). Importantly, familial LQTS can lead to syncope, seizures, and in the most severe cases, sudden cardiac death (36). When LQTS is compared to SUDEP, there exist some parallels in the circumstances of death (Table 1). Of note, both in SUDEP and familial LQTS, the sudden death event is unexpected, frequently occurs at rest, or in bed, and the postmortem findings are identical in that no cause is identified and the heart appears structurally and histologically normal. Emerging evidence suggests that there may be an association between LQTS and epilepsy (37–40). Key causal genes of LQTS encode ion-channels that are expressed in the heart and the brain. KCNQ1 transcripts are found in the adult human brain, and kcnq1 protein in the mouse is found in pyramidal neurons in CA1 to CA3, granule cells of the dentate gyrus, and hilar interneurons (41). Full-length KCNH2 transcripts, and a primate-specific brain isoform, are found in human hippocampus, and KCNH2 protein expression was confirmed in human hippocampus and frontal cortex using western analysis (42). SCN5A transcripts are found in human brain, and scn5a protein expression in the rat is detected in the ventral medial, dorsal medial, and posterior hypothalamic nuclei (43). Seizure episodes are common in LQTS, and particularly in LQTS type 2; however, while seizures in LQTS may be related to arrhythmia-mediated cerebral hypoxia, 1.6% of people with LQTS have EEG-documented seizure activity (37). As discussed below, a subset of SUDEP cases have rare variants in common genes responsible for LQTS and mice with a mutation in the LQTS type 1 gene, kcnq1, have seizures and sudden death (41).

TABLE 1 | Comparison of sudden unexpected death in epilepsy (SUDEP) with familial long QT syndrome (LQTS).
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EEG Suppression

Recordings from monitored SUDEP have shown that the EEG often shows global, persistent attenuation after seizures end, i.e., postictal generalized EEG suppression, suggesting that cerebral compromise could be a key mechanism of SUDEP. Generalized tonic–clonic seizures are the major risk factor for SUDEP across case–control studies and are associated with postictal generalized EEG suppression (44). In a case–control study of 10 SUDEP and 30 people with epilepsy, the duration of postictal generalized EEG suppression was longer in the seizures of SUDEP cases, and for each 1-s increase in duration, the odds of SUDEP increased by a factor of 1.7% (45). It was postulated that the profound and prolonged electrical shutdown of the brain might result in a tendency to central apnea. However, in another study of 17 presurgical patients who died with SUDEP and matched alive control patients, postictal generalized EEG suppression was not an independent risk factor for SUDEP (44). Furthermore, while postictal generalized EEG suppression was linked to the duration and extent of oxygen desaturation, there was no link with the coincidence of apnea (46). This has lead to an alternative proposal, in which postictal generalized EEG suppression is related to the severity of seizure-related intrinsic pulmonary dysfunction, rather than central apnea. This notion was supported in a study of 70 people with generalized tonic–clonic seizures in whom postictal generalized EEG suppression and postictal immobility were associated with respiratory dysfunction, and in which there was only a short duration of ictal apnea (47).

Most people who fit the high-risk profile of SUDEP do not die, and it is not clear why some seizures lead to SUDEP while others do not. Case reports and case–control studies of SUDEP have enhanced our understanding of SUDEP and its risk factors. However, inconsistencies between clinical associations likely relate to confounding factors such as the ascertainment of highly selected clinical or presurgical groups and the different seizure types, anti-epileptic medications, and study methodologies. Furthermore, the number of cases studied tends to be limited by the paucity of SUDEP cases with available phenotype data. Most likely, cardiorespiratory rates vary between seizures and patients; whether a seizure leads to SUDEP probably involves an unfortunate and interrelated combination of mechanisms, with additional environmental and genetic risk factors.

EVIDENCE FOR GENETIC RISK FACTORS IN SUDEP

While SUDEP does not show a familial tendency, with two possible exceptions (48, 49), genetic analysis of SUDEP cases has been performed in a small number of studies to search for possible genetic risk factors, with a number of genes implicated (Table 2). With the availability of low cost, high throughput DNA sequencing, studies have progressed from single “candidate gene” -based studies (16, 50), to sequencing all 22,000 protein-coding genes, i.e., the exome (51), or the whole genome (52). A limiting factor is the availability of sufficient DNA from SUDEP cases, which is either collected during life of the patient or extracted from postmortem blood. There is increasing awareness of the importance of collecting a blood sample in the setting of unexplained sudden cardiac death, as postmortem genetic testing of cardiac arrhythmia genes, i.e., the molecular autopsy, can identify additional causes of sudden cardiac death over autopsy alone (53, 54). Most recently, DNA extracted from formalin-fixed, paraffin-embedded postmortem tissue that was stored for up to 14 years has been successfully exome sequenced (55). This study included the fixed postmortem tissue of one SUDEP in a person with Dravet syndrome in which the molecular autopsy identified a pathogenic SCN1A variant. This raises the exciting prospect that historical collections of postmortem fixed tissue may hold untapped pools of SUDEP cases suitable for genetic analysis and for which phenotyping data are available. Furthermore, this study offers encouragement that postmortem fixed tissue may provide an alternative source of DNA for exome sequencing-based molecular autopsy when postmortem blood or high quality extracted DNA is not available. Nevertheless, we recommend that postmortem blood should be kept in all SUDEP cases as a source of high quality DNA for genetic analysis.

TABLE 2 | Genes associated with sudden unexpected death in epilepsy (SUDEP).
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Inherited Cardiac Arrhythmia Genes

The first support for involvement of LQTS gene variants in SUDEP was on finding a novel SCN5A Arg523Cys variant following sequencing of five LQTS-associated genes in four SUDEP cases (56). The female patient had experienced generalized tonic–clonic seizures from age 17 years, involving bilateral synchronous epileptogenic activity on EEG; she was found dead in bed at age 25 years. Variants in SCN5A, encoding sodium voltage-gated channel alpha subunit 5, cause Brugada syndrome and LQTS type 3, which is associated with arrhythmias during rest or sleep (57).

Further support for LQTS variants in SUDEP was provided with a larger retrospective review of postmortem reports at a single forensic center between 1993 and 2009, which identified 22 SUDEP and 46 possible SUDEP cases, with DNA available on 48 cases (16). Sequencing of the three common LQTS genes, KCNQ1, KCNH2, and SCN5A, identified two rare non-synonymous variants. These were a KCNH2 Arg176Trp variant, which has been reported as a founder mutation associated with a prolonged QT interval in Finnish LQTS families, and alters ion-channel activity in vitro, and an SCN5A Pro1090Leu, which has been reported previously in LQTS and in a case of sudden cardiac death (16). Further analysis of the same cohort was performed with sequencing of the family of four hyperpolarization-activated cyclic nucleotide-gated cation channel genes (HCN1-4) (50). HCN channels are voltage-gated ion channels primarily involved in the generation of spontaneous rhythmic activity in both cardiac pacemaker and neuronal cells, and genetic variants in HCN1, HCN2, and HCN4 genes have been reported to account for familial sinus bradycardia and familial epilepsy syndromes. Three rare non-synonymous variants were identified; Phe738Cys and Pro802Ser in HCN2 and Gly973Arg in HCN4, all of which were located in the cytoplasmic tail region of the proteins (50). Since the ascertained cases were de-identified, there was no opportunity to contact the surviving family to perform clinical phenotyping or co-segregation studies. The finite source of DNA and Sanger sequencing approach limited the analysis of additional genes in these people with SUDEP.

The largest SUDEP cohort with genetic investigation involved exome sequencing-based analysis of cardiac arrhythmia genes and epilepsy genes in 61 SUDEP cases (51). Importantly, the majority (n = 54) were classified “definite SUDEP” and 27 were previous participants of the Epilepsy Research Program, Melbourne, with detailed epilepsy phenotyping data and access to parental DNA for six. Of the remaining SUDEP, 15 were prospectively collected and 19 retrospectively collected coronial cases. The cohort comprised 56% males and the mean age at SUDEP was 28 years, with 27 out of 28 people found dead in bed in the prone position for which this information was available. There was a range of epilepsies phenotyped during life from the Melbourne cohort, but none had a diagnosis of cardiac disease. Analysis of exome sequencing data focused on the 3 common LQTS genes, 29 additional cardiac arrhythmia genes, 5 genes involved in central control of ventilation, and 72 epilepsy genes. Of particular note in cardiac arrhythmia genes, four pathogenic and two candidate pathogenic variants were found in the three key LQTS genes, including a de novo SCN5A Ile397Val variant, a Gly924Ala and Arg744* nonsense variant in KCNH2, and a Tyr662* nonsense variant in KCNQ1 (Figure 2). The KCNQ1 and KCNH2 variants had been previously reported in people with LQTS and were absent in over 60,000 population controls, whereas the de novo SCN5A variant occurred in a highly conserved transmembrane domain. These four variants were regarded as highly likely to be pathogenic for LQTS and were found in one coronial SUDEP case and three SUDEP from the Melbourne Epilepsy Research Centre cohort.
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FIGURE 2 | Long QT syndrome pathogenic variants in sudden unexpected death in epilepsy cases KCNQ1, KCNH2, and SCN5A proteins are shown with positively charged transmembrane segments in green. Positions of previously reported pathogenic mutations (blue circles), de novo missense mutation (red circle), and candidate pathogenic variants (green circles) are shown.



In a further analysis of the exome data, the number of rare variants in each one of 22,000 genes from 58 European SUDEP cases and 2,936 European people who did not have epilepsy were compared, to test for genes enriched with rare variants. Although no gene reached genome-wide significance after correcting for multiple testing, the LQTS type 2 gene, KCNH2 (p = 0.0037), was among the top 30 genes with the greatest number of rare variants in SUDEP compared to controls. People with LQTS type 2 are more likely to have a personal diagnosis of epilepsy history and a seizure phenotype compared to other types of long QT (37, 38), and this may account for the higher number of KCNH2 variants in this cohort of SUDEP.

The finding of LQTS variants in SUDEP raises a number of questions: do variants in LQTS genes expressed in the brain and heart cause epilepsy as well as arrhythmias and sudden cardiac death? Is the sequence of cardiorespiratory events preceding SUDEP in people with epilepsy and LQTS variants different from those without LQTS variants? Does finding a LQTS variant in a person with epilepsy and sudden unexpected death following a molecular autopsy mean that the death should be reclassified as a sudden cardiac death? The finding of LQTS variants in SUDEP also has important implications for the surviving family members, both with and without epilepsy, who risk inheriting the variant and, therefore, being at increased risk of arrhythmias and sudden death. If an LQTS variant is found in a person with epilepsy during life there may be important clinical implications, including avoidance of medications that may prolong the QT interval, selection of antiarrhythmic drugs such as beta-blockers, and interventions for potentially lethal cardiac arrhythmias, such as implantable cardioverter defibrillator therapy to prevent sudden death. Importantly, SUDEP in people with epilepsy and LQTS variants may be predictable and preventable.

Genetic Epilepsies with Increased SUDEP Risk

Some genetic epilepsies have a high incidence of SUDEP and the associated pathogenic variants may represent convenient biomarkers of SUDEP risk. In Dravet syndrome, >80% of people have a variant in SCN1A, encoding a neuronal voltage-gated sodium channel alpha subunit 1, with 95% of 80 tested variants arising de novo (58). There is a high mortality rate and SUDEP is the most common cause of death, with 59% of deaths due to SUDEP in a cohort of 100 Dravet syndrome who were followed for 1,073 person-years (59). This constitutes a Dravet-specific SUDEP rate of 9.32 per 1,000 person-years, which is among the highest SUDEP incidence rate reported in selected groups. Risk factors of SUDEP are common features of Dravet syndrome, including generalized tonic–clonic seizures, early seizure onset, and polytherapy. Furthermore, heart rate variability, a measure of sino-atrial node activity, was decreased in two cohorts of 15 and 20 Dravet syndrome compared to people with other epilepsies and healthy people, and this may increase susceptibility to cardiac conduction disease (60, 61). Mice heterozygous for a partial deletion of scn1a, or an scn1a nonsense variant, recapitulate the features of Dravet syndrome, including sudden death, and have been proposed as models of SUDEP (62, 63). In both of these mouse models, the circumstances of spontaneous or provoked seizures preceding death are similar to SUDEP in humans, in that generalized tonic–clonic seizures are followed by marked bradycardia and death. Mice that died had a higher number of seizures in the preceding 24 h compared to mice that did not die. Mice with global deletion of scn1a, or selective deletion of scn1a from the forebrain, have reduced heart rate variability, as in human Dravet syndrome (61), whereas scn1a deletion from the ventricles causes increased heart rate variability.

Variants in the brain and cardiac expressed voltage-gated sodium channel alpha 8 gene, SCN8A, cause early-infantile encephalopathy, with seizure onset between birth and 12 months of age (64). SUDEP occurs in 10% of reported cases, and SUDEP risk factors, such as generalized tonic–clonic seizures and intellectual disability, were present in most of these people (64, 65). Close to 1% of epileptic encephalopathy have SCN8A missense variants, typically located in the highly conserved transmembrane segments, and more than 60 have arisen as de novo mutations (65). Functional studies suggest that SCN8A missense mutations may cause impaired channel inactivation and persistent sodium current, which may increase neuronal excitability and firing (64). A de novo SCN8A Asn1768Asp variant found in a child with ataxia, intellectual disability, early-onset epileptic encephalopathy and SUDEP, was incorporated into a mouse model (52). Mice heterozygous for this variant show ataxia, as found in the child with this variant, and up to three seizures per day from age 2–3 months, which progress to SUDEP within the following month (66). There was incomplete penetrance, with half of the heterozygous mice showing no seizures after 6 months, whereas all mice homozygous for the missense variant have SUDEP, consistent with a gene dosage effect. The mice have increased persistent sodium current and neuronal hyperexcitability, in keeping with functional studies of SCN8A missense variants in transfected cells. SCN8A is expressed in the heart, and myocytes from mice with the SCN8A Asn1768Asp variant showed a lowered threshold for action potential firing and an increased incidence of delayed after-depolarizations. Two of three mice that had monitored death showed severe bradycardia preceding asystole (67).

As previously mentioned, exome-wide variant burden analysis of 59 SUDEP and almost 3,000 people without epilepsy was performed to identify genes with an excess of rare variants (51). Epilepsy genes showing a high number of variants with this analysis included another of the neuronal voltage-gated sodium channel genes, SCN2A, whereas the familial focal epilepsy gene, DEPDC5, was ranked first when considering variants that appear only once in the entire dataset. Variants in SCN2A cause Ohtahara syndrome and unclassified early-onset epileptic encephalopathies (68). At least three SUDEP with variants in SCN2A have been reported, including two with de novo mutations (51, 69). It remains to be determined why the early onset epileptic syndromes caused by variants in voltage-gated sodium channels, SCN1A, SCN2A, and SCN8A should have a high risk of SUDEP, but may be directly related to their effects on cardiorespiratory function, or their association with known SUDEP risk factors, such as generalize tonic–clonic seizures, young age at seizure onset, and intractable epilepsy.

Six out of 61 SUDEP had a rare or novel variant in DEPDC5, including 4 with nonsense variants, which accounted for the higher number of DEPDC5 variants in SUDEP compared to people without epilepsy. Further DEPDC5 nonsense variants have been reported in two brothers with SUDEP (48) and in one individual from a large French family with focal epilepsy (70). DEPDC5 encodes disheveled, Egl-10, and plekstrin domain-containing protein 5, a negative regulator of the mammalian target of rapamycin complex I (mTORC1), and nonsense mutations lead to increased mTORC1 activity.

These insights into possible genetic underpinnings of SUDEP highlight the value of the molecular autopsy of SUDEP and the possible value of genetic biomarkers of SUDEP risk. In particular, the finding of LQTS gene variants has important clinical implications for the surviving family members who may also have inherited the variant and also be at risk of sudden death. The high number of de novo variants in SUDEP suggests that sequencing analysis of family trios can reveal SUDEP high-risk alleles. We advocate postmortem genetic testing of SUDEP with analysis of previously implicated genes (Table 2) as an adjunct to the autopsy investigation.

Respiratory Genes with SUDEP Risk

The link between genes associated with neuronal regulation of respiratory function and SUDEP stem primarily from studies of animal models. Serotonin and other neuropeptides modify excitability of the respiratory network, and excitation or inhibition of serotonin neurones can increase or reduce respiratory drive, respectively. Serotonin neurones are stimulated by increased carbon dioxide concentrations and dysfunction of serotonin neurons may impair the ventilatory response to hypercapnea, predisposing to SUDEP. Mice with a nonsense mutation in the serotonin receptor gene, htr2c, are susceptible to rare spontaneous and audiogenic tonic–clonic seizures, respiratory arrest and sudden death (71, 72). The DBA/2 mouse is also considered a useful model of SUDEP, since the mice exhibit convulsive audiogenic seizures followed by respiratory arrest and sudden death (73). DRBA/2 mice have reduced expression of specific serotonin receptors in the brain (74), and treatment with the serotonin reuptake inhibitor, fluoxetine, showed a dose-related reduction in the incidence of seizures and respiratory arrest (75).

In humans, seizure-related respiratory compromise during sleep, followed by bradyarrhythmia and apnea, is a common finding in monitored SUDEP. Congenital central hypoventilation syndrome is a potentially lethal autonomic nervous system disorder characterized by hypoventilation and impaired ventilatory response to hypercapnia and hypoxemia during sleep. An increased frequency of bradyarrhythmias has been reported in children with congenital central hypoventilation syndrome. Expansion of an alanine repeat in the homeobox gene PHOX2B, is the predominant cause of congenital central hypoventilation syndrome, with frameshift, nonsense, and missense mutations in PHOX2B accounting for a small proportion of cases. Subjects with smaller PHOX2B expansions can present in later life with nocturnal hypoventilation and some have coexistent epilepsy. The involvement of variants in PHOX2B in SUDEP is, therefore, an attractive hypothesis; however, no polyalanine repeat expansions or point mutations were identified in a large SUDEP cohort (76). Furthermore, no rare variants were identified in and additional five genes with plausible roles in central control of ventilation (ASCL1, BDNF, EDN3, GDNF, and RET) among 61 SUDEP cases (51).

CONCLUSION

Sudden unexpected death in epilepsy is a tragic event and failure to identify a cause of death has major clinical, emotional, and psychological effects on the surviving family. The discovery, validation, and pathophysiological role of genetic variants in SUDEP is important for further understanding of risk factors and prediction in families of people with SUDEP. Exome or genome sequencing of SUDEP enables a search for variants in multiple genes related to epilepsy, cardiac arrhythmia, and respiratory function, with plausible roles in the underlying pathophysiology of SUDEP. Molecular autopsy has revealed a surprising number of SUDEP cases with variants in cardiac arrhythmia genes that may heighten risk of unexplained sudden death and SUDEP in people with LQTS mutations may be predictable and preventable. There are also a number of de novo mutations reported in cardiac arrhythmia and epilepsy genes, which has important implications for the surviving family members as the risk of sudden death will be low, and may partly explain why SUDEP is largely non-familial. The ultimate goal will be to use genetic screening of people with epilepsy to identify gene variants that could increase the risk of sudden unexpected death.

AUTHOR CONTRIBUTIONS

RB, DC, and CS wrote the manuscript and approved the final version.

FUNDING

This work was funded by NHMRC project grant 1046441 and NHMRC fellowship (CS) 1059156.

REFERENCES

1. Sillanpaa M, Shinnar S. Long-term mortality in childhood-onset epilepsy. N Engl J Med (2010) 363(26):2522–9. doi:10.1056/NEJMoa0911610

2. Thurman DJ, Logroscino G, Beghi E, Hauser WA, Hesdorffer DC, Newton CR, et al. The burden of premature mortality of epilepsy in high-income countries: a systematic review from the Mortality Task Force of the International League Against Epilepsy. Epilepsia (2017) 58(1):17–26. doi:10.1111/epi.13604

3. Nashef L, So EL, Ryvlin P, Tomson T. Unifying the definitions of sudden unexpected death in epilepsy. Epilepsia (2012) 53(2):227–33. doi:10.1111/j.528-67.2011.03358.x

4. Ryvlin P, Nashef L, Lhatoo SD, Bateman LM, Bird J, Bleasel A, et al. Incidence and mechanisms of cardiorespiratory arrests in epilepsy monitoring units (MORTEMUS): a retrospective study. Lancet Neurol (2013) 12(10):966–77. doi:10.1016/S474-4422(13)70214-X

5. Tellez-Zenteno JF, Ronquillo LH, Wiebe S. Sudden unexpected death in epilepsy: evidence-based analysis of incidence and risk factors. Epilepsy Res (2005) 65(1–2):101–15. doi:10.1016/j.eplepsyres.2005.05.004

6. Thurman DJ, Hesdorffer DC, French JA. Sudden unexpected death in epilepsy: assessing the public health burden. Epilepsia (2014) 55(10):1479–85. doi:10.111/epi.12666

7. Hesdorffer DC, Tomson T, Benn E, Sander JW, Nilsson L, Langan Y, et al. Combined analysis of risk factors for SUDEP. Epilepsia (2011) 52(6):1150–9. doi:10.11/j.528-67.2010.02952.x

8. Devinsky O. Sudden, unexpected death in epilepsy. N Engl J Med (2011) 365(19):1801–11. doi:10.056/NEJMra1010481

9. Massey CA, Sowers LP, Dlouhy BJ, Richerson GB. Mechanisms of sudden unexpected death in epilepsy: the pathway to prevention. Nat Rev Neurol (2014) 10(5):271–82. doi:10.1038/nrneurol.2014.64

10. Shorvon S, Tomson T. Sudden unexpected death in epilepsy. Lancet (2011) 378(9808):2028–38. doi:10.1016/S0140-6736(11)60176-1

11. Lhatoo SD, Nei M, Raghavan M, Sperling M, Zonjy B, Lacuey N, et al. Nonseizure SUDEP: sudden unexpected death in epilepsy without preceding epileptic seizures. Epilepsia (2016) 57(7):1161–8. doi:10.11/epi.13419

12. Bateman LM, Li CS, Seyal M. Ictal hypoxemia in localization-related epilepsy: analysis of incidence, severity and risk factors. Brain (2008) 131(Pt 12):3239–45. doi:10.1093/brain/awn277

13. Dlouhy BJ, Gehlbach BK, Kreple CJ, Kawasaki H, Oya H, Buzza C, et al. Breathing inhibited when seizures spread to the amygdala and upon amygdala stimulation. J Neurosci (2015) 35(28):10281–9. doi:10.1523/JNEUROSCI.0888-15.2015

14. Lacuey N, Zonjy B, Londono L, Lhatoo SD. Amygdala and hippocampus are symptomatogenic zones for central apneic seizures. Neurology (2017) 88(7):701–5. doi:10.1212/WNL.0000000000003613

15. Opeskin K, Berkovic SF. Risk factors for sudden unexpected death in epilepsy: a controlled prospective study based on coroners cases. Seizure (2003) 12(7):456–64. doi:10.1016/S1059-1311(02)00352-7

16. Tu E, Bagnall RD, Duflou J, Semsarian C. Post-mortem review and genetic analysis of sudden unexpected death in epilepsy (SUDEP) cases. Brain Pathol (2011) 21(2):201–8. doi:10.1111/j.750-3639.2010.00438.x

17. Lamberts RJ, Thijs RD, Laffan A, Langan Y, Sander JW. Sudden unexpected death in epilepsy: people with nocturnal seizures may be at highest risk. Epilepsia (2012) 53(2):253–7. doi:10.1111/j.528-67.2011.03360.x

18. Langan Y, Nashef L, Sander JW. Case-control study of SUDEP. Neurology (2005) 64(7):1131–3. doi:10.1212/01.WNL.0000156352.61328.CB

19. Hitiris N, Suratman S, Kelly K, Stephen LJ, Sills GJ, Brodie MJ. Sudden unexpected death in epilepsy: a search for risk factors. Epilepsy Behav (2007) 10(1):138–41. doi:10.1016/j.yebeh.2006.11.010

20. Kloster R, Engelskjon T. Sudden unexpected death in epilepsy (SUDEP): a clinical perspective and a search for risk factors. J Neurol Neurosurg Psychiatry (1999) 67(4):439–44. doi:10.1136/jnnp.67.4.439

21. Zhuo L, Zhang Y, Zielke HR, Levine B, Zhang X, Chang L, et al. Sudden unexpected death in epilepsy: evaluation of forensic autopsy cases. Forensic Sci Int (2012) 223(1–3):171–5. doi:10.1016/j.forsciint.2012.08.024

22. Kennedy JD, Hardin KA, Parikh P, Li CS, Seyal M. Pulmonary edema following generalized tonic clonic seizures is directly associated with seizure duration. Seizure (2015) 27:19–24. doi:10.1016/j.seizure.2015.02.023

23. Eggleston KS, Olin BD, Fisher RS. Ictal tachycardia: the head-heart connection. Seizure (2014) 23(7):496–505. doi:10.1016/j.seizure.2014.02.012

24. Espinosa PS, Lee JW, Tedrow UB, Bromfield EB, Dworetzky BA. Sudden unexpected near death in epilepsy: malignant arrhythmia from a partial seizure. Neurology (2009) 72(19):1702–3. doi:10.212/WNL.0b013e3181a55f90

25. Reeves AL, Nollet KE, Klass DW, Sharbrough FW, So EL. The ictal bradycardia syndrome. Epilepsia (1996) 37(10):983–7. doi:10.1111/j.1528-1157.1996.tb00536.x

26. van der Lende M, Surges R, Sander JW, Thijs RD. Cardiac arrhythmias during or after epileptic seizures. J Neurol Neurosurg Psychiatry (2016) 87(1):69–74. doi:10.1136/jnnp-2015-310559

27. Algra A, Tijssen JG, Roelandt JR, Pool J, Lubsen J. QT interval variables from 24 hour electrocardiography and the two year risk of sudden death. Br Heart J (1993) 70(1):43–8. doi:10.1136/hrt.70.1.43

28. Schouten EG, Dekker JM, Meppelink P, Kok FJ, Vandenbroucke JP, Pool J. QT interval prolongation predicts cardiovascular mortality in an apparently healthy population. Circulation (1991) 84(4):1516–23. doi:10.1161/01.CIR.84.4.1516

29. Lamberts RJ, Blom MT, Novy J, Belluzzo M, Seldenrijk A, Penninx BW, et al. Increased prevalence of ECG markers for sudden cardiac arrest in refractory epilepsy. J Neurol Neurosurg Psychiatry (2015) 86(3):309–13. doi:10.1136/jnnp-2014-307772

30. Surges R, Scott CA, Walker MC. Enhanced QT shortening and persistent tachycardia after generalized seizures. Neurology (2010) 74(5):421–6. doi:10.1212/WNL.0b013e3181ccc706

31. Seyal M, Pascual F, Lee CY, Li CS, Bateman LM. Seizure-related cardiac repolarization abnormalities are associated with ictal hypoxemia. Epilepsia (2011) 52(11):2105–11. doi:10.1111/j.528-67.2011.03262.x

32. Surges R, Taggart P, Sander JW, Walker MC. Too long or too short? New insights into abnormal cardiac repolarization in people with chronic epilepsy and its potential role in sudden unexpected death. Epilepsia (2010) 51(5):738–44. doi:10.1111/j.528-67.2010.02571.x

33. Tavernor SJ, Brown SW, Tavernor RM, Gifford C. Electrocardiograph QT lengthening associated with epileptiform EEG discharges – a role in sudden unexplained death in epilepsy? Seizure (1996) 5(1):79–83. doi:10.1016/S1059-1311(96)80067-7

34. Surges R, Adjei P, Kallis C, Erhuero J, Scott CA, Bell GS, et al. Pathologic cardiac repolarization in pharmacoresistant epilepsy and its potential role in sudden unexpected death in epilepsy: a case-control study. Epilepsia (2010) 51(2):233–42. doi:10.1111/j.528-67.2009.02330.x

35. Goldenberg I, Moss AJ. Long QT syndrome. J Am Coll Cardiol (2008) 51(24):2291–300. doi:10.1016/j.jacc.2008.02.068

36. Burns C, Ingles J, Davis AM, Connell V, Gray B, Hunt L, et al. Clinical and genetic features of Australian families with long QT syndrome: a registry-based study. J Arrhythm (2016) 32(6):456–61. doi:10.1016/j.joa.2016.02.001

37. Anderson JH, Bos JM, Cascino GD, Ackerman MJ. Prevalence and spectrum of electroencephalogram-identified epileptiform activity among patients with long QT syndrome. Heart Rhythm (2014) 11(1):53–7. doi:10.1016/j.hrthm.2013.10.010

38. Johnson JN, Hofman N, Haglund CM, Cascino GD, Wilde AA, Ackerman MJ. Identification of a possible pathogenic link between congenital long QT syndrome and epilepsy. Neurology (2009) 72(3):224–31. doi:10.1212/01.wnl.0000335760.02995.ca

39. Auerbach DS, McNitt S, Gross RA, Zareba W, Dirksen RT, Moss AJ. Genetic biomarkers for the risk of seizures in long QT syndrome. Neurology (2016) 87(16):1660–8. doi:10.1212/WNL.0000000000003056

40. Tiron C, Campuzano O, Pérez-Serra A, Mademont I, Coll M, Allegue C, et al. Further evidence of the association between LQT syndrome and epilepsy in a family with KCNQ1 pathogenic variant. Seizure (2015) 25:65–7. doi:10.1016/j.seizure.2015.01.003

41. Goldman AM, Glasscock E, Yoo J, Chen TT, Klassen TL, Noebels JL. Arrhythmia in heart and brain: KCNQ1 mutations link epilepsy and sudden unexplained death. Sci Transl Med (2009) 1(2):2ra6. doi:10.1126/scitranslmed.3000289

42. Huffaker SJ, Chen J, Nicodemus KK, Sambataro F, Yang F, Mattay V, et al. A primate-specific, brain isoform of KCNH2 affects cortical physiology, cognition, neuronal repolarization and risk of schizophrenia. Nat Med (2009) 15(5):509–18. doi:10.1038/nm.962

43. Donahue LM, Coates PW, Lee VH, Ippensen DC, Arze SE, Poduslo SE. The cardiac sodium channel mRNA is expressed in the developing and adult rat and human brain. Brain Res (2000) 887(2):335–43. doi:10.1016/S0006-8993(00)03033-X

44. Surges R, Strzelczyk A, Scott CA, Walker MC, Sander JW. Postictal generalized electroencephalographic suppression is associated with generalized seizures. Epilepsy Behav (2011) 21(3):271–4. doi:10.1016/j.yebeh.2011.04.008

45. Lhatoo SD, Faulkner HJ, Dembny K, Trippick K, Johnson C, Bird JM. An electroclinical case-control study of sudden unexpected death in epilepsy. Ann Neurol (2010) 68(6):787–96. doi:10.1002/ana.22101

46. Seyal M, Hardin KA, Bateman LM. Postictal generalized EEG suppression is linked to seizure-associated respiratory dysfunction but not postictal apnea. Epilepsia (2012) 53(5):825–31. doi:10.1111/j.528-67.2012.03443.x

47. Kuo J, Zhao W, Li CS, Kennedy JD, Seyal M. Postictal immobility and generalized EEG suppression are associated with the severity of respiratory dysfunction. Epilepsia (2016) 57(3):412–7. doi:10.1111/epi.13312

48. Nascimento FA, Borlot F, Cossette P, Minassian BA, Andrade DM. Two definite cases of sudden unexpected death in epilepsy in a family with a DEPDC5 mutation. Neurol Genet (2015) 1(4):e28. doi:10.1212/NXG.0000000000000028

49. Hindocha N, Nashef L, Elmslie F, Birch R, Zuberi S, Al-Chalabi A, et al. Two cases of sudden unexpected death in epilepsy in a GEFS+ family with an SCN1A mutation. Epilepsia (2008) 49(2):360–5. doi:10.1111/j.1528-1167.2007.01439_2.x

50. Tu E, Waterhouse L, Duflou J, Bagnall RD, Semsarian C. Genetic analysis of hyperpolarization-activated cyclic nucleotide-gated cation channels in sudden unexpected death in epilepsy cases. Brain Pathol (2011) 21(6):692–8. doi:10.1111/j.750-3639.2011.00500.x

51. Bagnall RD, Crompton DE, Petrovski S, Lam L, Cutmore C, Garry SI, et al. Exome-based analysis of cardiac arrhythmia, respiratory control, and epilepsy genes in sudden unexpected death in epilepsy. Ann Neurol (2016) 79(4):522–34. doi:10.1002/ana.24596

52. Veeramah KR, O’Brien JE, Meisler MH, Cheng X, Dib-Hajj SD, Waxman SG, et al. De novo pathogenic SCN8A mutation identified by whole-genome sequencing of a family quartet affected by infantile epileptic encephalopathy and SUDEP. Am J Hum Genet (2012) 90(3):502–10. doi:10.1016/j.ajhg.2012.01.006

53. Bagnall RD, Das KJ, Duflou J, Semsarian C. Exome analysis-based molecular autopsy in cases of sudden unexplained death in the young. Heart Rhythm (2014) 11(4):655–62. doi:10.1016/j.hrthm.2014.01.017

54. Bagnall RD, Weintraub RG, Ingles J, Duflou J, Yeates L, Lam L, et al. A prospective study of sudden cardiac death among children and young adults. N Engl J Med (2016) 374(25):2441–52. doi:10.1056/NEJMoa1510687

55. Bagnall RD, Ingles J, Yeates L, Berkovic SF, Semsarian C. Exome sequencing–based molecular autopsy of formalin-fixed paraffin-embedded tissue after sudden death. Genet Med (2017). doi:10.1038/gim.2017.15

56. Aurlien D, Leren TP, Tauboll E, Gjerstad L. New SCN5A mutation in a SUDEP victim with idiopathic epilepsy. Seizure (2009) 18(2):158–60. doi:10.1016/j.seizure.2008.07.008

57. Tester DJ, Ackerman MJ. Genetic testing for potentially lethal, highly treatable inherited cardiomyopathies/channelopathies in clinical practice. Circulation (2011) 123(9):1021–37. doi:10.161/CIRCULATIONAHA.109.914838

58. Mulley JC, Scheffer IE, Petrou S, Dibbens LM, Berkovic SF, Harkin LA. SCN1A mutations and epilepsy. Hum Mutat (2005) 25(6):535–42. doi:10.1002/humu.20178

59. Cooper MS, Mcintosh A, Crompton DE, McMahon JM, Schneider A, Farrell K, et al. Mortality in Dravet syndrome. Epilepsy Res (2016) 128:43–7. doi:10.1016/j.eplepsyres.2016.10.006

60. Delogu AB, Spinelli A, Battaglia D, Dravet C, De Nisco A, Saracino A, et al. Electrical and autonomic cardiac function in patients with Dravet syndrome. Epilepsia (2011) 52(Suppl 2):55–8. doi:10.1111/j.528-67.2011.03003.x

61. Ergul Y, Ekici B, Tatli B, Nisli K, Ozmen M. QT and P wave dispersion and heart rate variability in patients with Dravet syndrome. Acta Neurol Belg (2013) 113(2):161–6. doi:10.1007/s13760-012-0140-z

62. Auerbach DS, Jones J, Clawson BC, Offord J, Lenk GM, Ogiwara I, et al. Altered cardiac electrophysiology and SUDEP in a model of Dravet syndrome. PLoS One (2013) 8(10):e77843. doi:10.1371/journal.pone.0077843

63. Kalume F, Westenbroek RE, Cheah CS, Yu FH, Oakley JC, Scheuer T, et al. Sudden unexpected death in a mouse model of Dravet syndrome. J Clin Invest (2013) 123(4):1798–808. doi:10.172/JCI66220

64. Wagnon JL, Meisler MH. Recurrent and non-recurrent mutations of SCN8A in epileptic encephalopathy. Front Neurol (2015) 6:104. doi:10.3389/fneur.2015.00104

65. Hammer MF, Wagnon JL, Mefford HC, Meisler MH. SCN8A-Related Epilepsy with Encephalopathy Recurrent and Non-Recurrent Mutations of SCN8A in Epileptic Encephalopathy. Seattle: Gene Reviews, University of Washington (1993).

66. Wagnon JL, Korn MJ, Parent R, Tarpey TA, Jones JM, Hammer MF, et al. Convulsive seizures and SUDEP in a mouse model of SCN8A epileptic encephalopathy. Hum Mol Genet (2015) 24(2):506–15. doi:10.1093/hmg/ddu470

67. Frasier CR, Wagnon JL, Bao YO, McVeigh LG, Lopez-Santiago LF, Meisler MH, et al. Cardiac arrhythmia in a mouse model of sodium channel SCN8A epileptic encephalopathy. Proc Natl Acad Sci U S A (2016) 113(45):12838–43. doi:10.1073/pnas.1612746113

68. Nakamura K, Kato M, Osaka H, Yamashita S, Nakagawa E, Haginoya K, et al. Clinical spectrum of SCN2A mutations expanding to Ohtahara syndrome. Neurology (2013) 81(11):992–8. doi:10.1212/WNL.0b013e3182a43e57

69. Gaily E, Lommi M, Lapatto R, Lehesjoki AE. Incidence and outcome of epilepsy syndromes with onset in the first year of life: a retrospective population-based study. Epilepsia (2016) 57(10):1594–601. doi:10.111/epi.13514

70. Weckhuysen S, Marsan E, Lambrecq V, Marchal C, Morin-Brureau M, An-Gourfinkel I, et al. Involvement of GATOR complex genes in familial focal epilepsies and focal cortical dysplasia. Epilepsia (2016) 57(6):994–1003. doi:10.111/epi.13391

71. Tecott LH, Sun LM, Akana SF, Strack AM, Lowenstein DH, Dallman MF, et al. Eating disorder and epilepsy in mice lacking 5-HT2c serotonin receptors. Nature (1995) 374(6522):542–6. doi:10.1038/374542a0

72. Brennan TJ, Seeley WW, Kilgard M, Schreiner CE, Tecott LH. Sound-induced seizures in serotonin 5-HT2c receptor mutant mice. Nat Genet (1997) 16(4):387–90. doi:10.1038/ng0897-387

73. Venit EL, Shepard BD, Seyfried TN. Oxygenation prevents sudden death in seizure-prone mice. Epilepsia (2004) 45(8):993–6. doi:10.1111/j.0013-9580.2004.02304.x

74. Uteshev VV, Tupal S, Mhaskar Y, Faingold CL. Abnormal serotonin receptor expression in DBA/2 mice associated with susceptibility to sudden death due to respiratory arrest. Epilepsy Res (2010) 88(2–3):183–8. doi:10.1016/j.eplepsyres.2009.11.004

75. Tupal S, Faingold CL. Evidence supporting a role of serotonin in modulation of sudden death induced by seizures in DBA/2 mice. Epilepsia (2006) 47(1):21–6. doi:10.1111/j.1528-1167.2006.00365.x

76. Bagnall RD, Crompton DE, Cutmore C, Regan BM, Berkovic SF, Scheffer IF, et al. Genetic analysis of PHOX2B in sudden unexpected death in epilepsy cases. Neurology (2014) 83(11):1018–21. doi:10.1212/WNL.0000000000000781

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2017 Bagnall, Crompton and Semsarian. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fneur-08-00348-t001.jpg
Clinical feature SUDEP Lats

Male predominance Yes Yes

Heart at postmortem Normal Normal

QT interval changes on ECG Yes Yes

Circumstances of death Often unwitnessed,  LQTS3 often at rest
in bed

Cause of death at postmortem  Unascertained Unascertained

LQTS3—long QT syndrome type 3 caused by SCNSA mutations.





OPS/images/fneur-08-00348-t002.jpg
Gene  OMIM disease Evidence for association with
SUDEP
KCNAT  Episodic ataxia/myokymia  Animal model; variant found in SUDEP
syndrome case
SCN1A  Dravet syndrome Animal model; de novo variants found in
SUDEP cases
SCN2A  Early-infantie epieptic  De novo variants found in SUDEP cases
encephalopathy 11
SCN8A  Early-infantie epieptic  Animal model; de novo variants found in
encephalopathy 13 SUDEP cases
DEPDCS  Familial focal epilepsy with  De novo variants found in SUDEP cases
variable foci
KCNQ?  Long QT syndrome type 1 Variants found in SUDEP cases
KCNH2  Long QT syndrome type 2 Variants found in SUDEP cases
SCN5A  Long QT syndrome type 3 De novo variant found in SUDEP case





OPS/images/cover.jpg
frontiers
in Neurology

Genetic Basis of Sudden
Unexpected Death in Epilepsy





OPS/images/fneur-08-00348-g001.jpg
Terminal

seizure

Cardiac Brain
arrhythmia dysfunction

Respiratory
dysfunction

Hypoxia, Tachycardia, PGES,
hypercapnia, bradycardia, autonomic dysfunction,
pulmonary edema, long QT, postictal immobility
prone sleeping short QT

Genetic risk factors

SUDEP





OPS/images/fneur-08-00348-g002.jpg
KCNQ1

Tyré62*

Val223Gly  lle397Val COOH





OPS/images/logo.jpg
Ghesk for

i@





