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Abstract

Nearly ubiquitous infection, including central nervous system invasion, with human herpesvirus 6

occurs in childhood. There are two variants, HHV6A and HHV6B. Usually asymptomatic, it is

associated with the common, self-limited childhood illness roseola infantum, and rarely with more

severe syndromes. In patients with immune compromise, reactivation of viral activity may lead to

severe limbic encephalitis. HHV6 has been identified as a possible etiologic agent in multiple

sclerosis. A preponderance of evidence supports an association between HHV6 and febrile seizures.

An ongoing multicenter study is investigating possible links between HHV6 infection, febrile status

epilepticus, and development of mesial temporal sclerosis (MTS). Investigation of temporal

lobectomy specimens showed evidence of active HHV6B but not HHV6A replication in hippocampal

astrocytes in about two-thirds of patients with MTS, but not other causes of epilepsy. HHV6 has been

detected in similar clinical syndromes by other investigators, although less frequently, and additional

viruses have been detected as well. It has been suggested that HHV6B may cause ‘excitotoxicity’ by

interfering with astrocyte excitatory amino acid transport. Although conventional inflammatory

changes are not found in most MTS specimens, inflammatory modulators may play a role in neuronal

injury leading to MTS as well. If the link between early viral infection and later development of

intractable temporal lobe epilepsy is confirmed, possibly associated with febrile seizures, new

therapeutic approaches to a common intractable epilepsy syndrome may be possible.

Introduction

Herpes viruses, such as herpes simplex, Varicella-zoster, human herpes virus type 6 (HHV6),

cytomegalovirus (CMV) and Epstein–Barr virus (EBV), in addition to causing acute disease

of the nervous system, may be capable of establishing latent infection and reactivating under

a variety of stimuli (Eeg-Olofsson et al 2003).

Human herpes virus 6 (HHV6) a β-herpesvirus, is almost universally acquired early in

childhood; by age three nearly 90% of children have evidence of exposure (Caserta et al

2001). A double-stranded DNA B-herpes virus, 160 to 162 kb in size, it has two variants:

HHV6A and HHV6B (Ablashi et al 1991; De Bolle et al 2005). Some data suggest that HHV6A

may be more virulent and neurotropic, while HHV6B is related to (generally benign) childhood

infections (Dewhurst et al 1993). Some studies of acute encephalitis have distinguished

between HHV6 subtypes. Subsequent PCR on samples from brain sections in a previously
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reported case of limbic encephalitis confirmed that the HHV6B can cause localized limbic

encephalitis in immunosuppressed bone marrow transplant recipients (Wainwright et al

2001, Epstein and Wainwright, unpublished data). HHV-6A has also been shown to cause

encephalitis in immunosuppressed patients. (McCullers et al 1995)

Interest in the role of HHV6B in the pathogenesis of seizures has increased with the recent

reports of HHV6B detection in tissue of temporal lobectomy specimens resected from patients

with intractable mesial temporal lobe epilepsy (Donati et al 2003, Fotheringham et al 2007) as

well as its association with prolonged febrile seizures (Hall et al 1994, Dewhurst et al 1993,

Epstein et al 2005).

Primary HHV6 infection

Several studies document that HHV6 is a common virus acquired in early childhood and one

associated with a variety of childhood febrile illnesses. In a prospective study of initially

healthy children, primary HHV-6 infection was detected by polymerase chain reaction in saliva

in 130 of 277 children (77 percent of those at risk by 24 months (Zerr et al 2005). In this study,

the saliva samples were used to ‘bracket’ the time of infection, rather than document it acutely.

Ninety-three percent with a well-defined time of viral infection had symptoms, including fever,

roseola, and diarrhea, but none in the prospective study had seizures. Approximately 10%

percent of children with acute febrile illnesses had primary HHV-6 infection, documented by

viremia and seroconversion (Hall et al 1994, Byington et al 2003).

Disorders associated with primary HHV6 infection include roseola infantum or exanthem

subitum, and meningoencephalitis (Yamanishi et al 1988, Yoshikawa et al 2000). CNS

invasion appears to be common at the time of primary infection. In contrast to the prospective

study of previously healthy children, HHV6B was the cause of one third of all febrile

convulsions in children under the age of two presenting to an emergency department with a

febrile illness (Hall et al 1994). HHV6B neonatal encephalitis with seizures in an apparently

healthy child has been reported (Zerr et al 2002, Lanari et al 2003). This may have been due

to congenital or intrauterine infection, as reactivation may occur during pregnancy, HHV 6

DNA has been detected in cord blood specimens of apparently healthy newborns and in fetuses

following spontaneous abortions, as well as in cervical swabs from pregnant women (Hall et

al 2004; Yamashita and Morishima, 2005). However, DNA PCR found HHV-6 in only 3 of

245 CSF samples from children <2 months of age with possible sepsis or neurologic symptoms

(Ansari et al 2004). Immunocompetent adults rarely are affected by clinical disease (Birnbaum

et al 2005, Issacson et al 2005). HHV-6 DNA was found on PCR in 6% of immunocompetent

patients with focal encephalitis of unknown etiology although this does not prove the etiology

(McCullers et al 1995, Whitley and Lakeman 2005).

Establishment of Latency

All herpesviruses (zoster is the best known) can establish lifelong latent infection, with viral

genome integrated into host cell DNA (Luppi et al 1993). About 40% of children may have

persistent detection of HHV6 DNA in CSF after primary infection (Caserta et al 1993). Both

neuronal and glial cells may be infected by HHV6, but a particular predilection for astrocytes

has been reported (Lusso et al 1998, Albright et al 1998, He et al 1996, Knox et al 2000,

Challoner et al 1995). HHV-6B was particularly prominent in hippocampal astrocytes of

patients with limbic encephalitis after stem cell or bone marrow transplants (Tsujimura et al

1998 Wainwright et al 2001).
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Acute disease due to reactivation in immunosuppressed patients

HHV6 virus may become reactivated, usually in the setting of immune compromise.

Reactivation may result in encephalitis that has a predilection for limbic structures. Adult

disease due to HHV6B is almost certainly always due to reactivation. Acute encephalitis and

meningoencephalitis have been reported due to viral reactivation in immunosuppressed

patients, particularly after allogeneic hematopoietic stem cell transplantation (Singh et al

2000, Wainwright et al 2001; Gorniack et al 2006, Seeley et al 2007). Some patients have had

fulminant courses resulting in death, while others experienced more indolent disease, with

varying degrees of recovery. It is particularly interesting for the potential role of HHV6B in

mesial temporal sclerosis (MTS) that many of the patients had increased MRI T2 signal

intensity in limbic structures such as hippocampus and amygdala, followed in some cases by

focal atrophy (Wainwright et al 2001; Gorniack et al 2006, Seeley et al 2007) (figure 1). CSF

was positive for HHV6 in a 16 year old with acute lymphoblastic leukemia in remission who

developed Mollaret's Meningitis. Foscarnet treatment led to clinical improvement and

clearance of CSF (Capouya et al 2006). Increased bilateral hippocampal signal may occur

during acute disease, and sequelae include hippocampal atrophy and cognitive impairment

(Gorniack et al 2006). In one case, treatment with acyclovir in a patient who presented with

memory loss one month after bone marrow transplantation led to clearance of previously

detected HHV-6 DNA in both cerebrospinal fluid and serum, and improvement of MRI lesions

and cognitive symptoms (MacLean and Douen 2002).

HHV6 reactivation, documented by significant increases in serum antibody titers, and in some

cases PCR on peripheral blood, has been has been reported in association with hypersensitivity

syndromes in immunocompetent patients (Descamps et al 2001, Aihara et al 2003). Other

herpes viruses such as HHV7 may be involved as well, although, based on limited data, less

frequently (Seishima et al 2006).

HHV6 and Multiple Sclerosis

The possible association of HHV6 infection with multiple sclerosis (MS) illustrates some of

the problems in confirming a pathogenic role in neurologic disease for a ubiquitous virus.

Neuroglia, oligodendrocytes and inflammatory cells containing the HHV-6 genome have been

found in biopsy specimens from MS patients presenting with acute disease, who had not

received immunomodulatory therapy (Goodman et al., 2003). Although HHV-6 DNA was

amplified from brains of both MS patients and controls, HHV-6 DNA and mRNA was detected

at a significantly higher frequency in MS plaques compared to brain tissue from non-MS

neurologic disorders, non-MS inflammatory and normal appearing white matter (NAWM)

from MS brains (Cermelli et al., 2003 Opsahl and Kennedy, 2005). However, since HHV6

DNA can be found in normal brain, its presence alone may have no pathological significance

(Chan et al 1999, Cuomo et al 2001). The frequency of HHV6 sequences detected in brain

varies depending on the methodologies used (chan et al 2001, Cermelli et al 2003).

A significant increase in IgM response to the HHV-6 p41/38 early antigen, suggesting active

infection, was demonstrated in patients with relapsing remitting MS (Soldan et al., 1997). Viral

sequences in cell free compartments, considered a measure of productive virus, have been

found in serum of approximately 23% of MS patients and 0% of controls ( Soldan et al.,

1997, Akhyani et al., 2000, Berti et al., 2002). Serum HHV-6 DNA presence may correlate

with clinical worsening in some patients (Berti et al., 2002). In contrast, sequences from other

herpesviruses (HSV, VZV, EBV, CMV, HHV-7, HHV-8) were not found in increased

frequency (Alvarez-Lafuente et al., 2002a, Alvarez-Lafuente et al., 2002b)‥ A significantly

higher percentage of MS patients had proliferative responses to HHV-6A (66%) than healthy

controls (33%) (Soldan et al., 2000) (Cirone et al., 2002) (Tejada-Simon et al., 2002) (Tejada-
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Simon et al., 2003). HHV-6 A variant amplification occurs in MS but not control PBMC, serum,

and urine (Akhyani et al., 2000, Kim et al., 2000).

None of these studies can prove that HHV6 is an etiologic agent. In MS the virus may be present

merely as a fellow traveler whose expression is due to, rather than causes, disease activity.

Similar doubts might be raised to the putative association with epilepsy, but some of the

available TLE data may answer this objection.

Potential role in epilepsy

Febrile seizures

Several studies implicate HHV6 as a common (but not the only) etiologic agent in febrile

seizures. HHV6B and HHV7 primary infection coincides with the peak incidence of febrile

seizures, (Barone 1995, Hall 1994, Caserta 1998).

In contrast to the prospective study of Hall and associates (1994), other studies in children with

febrile seizures have not shown consistently a higher incidence of seroconversion to HHV6

than to other viruses. Reported detection of HHV6 in children with febrile seizures is very

variable, ranging from 8–40% (Millichap and Millichap 2006). Evolving methods of viral

detection, as well as geographic variation, may affect these results. It is important to note that

HHV6B and HHV7 can cause reactivation of each other. In most cases, later infection with

HHV7 reactivates HHV6. Unless the methods for detection include evidence of viral

replication using culture or PCR combined with the detection of viral specific antibodies,

viremia due to reactivated HHV6 infection cannot be distinguished from primary HHV6

infection. This requirement further complicates the interpretation of many published studies

{Caserta et al 2004, Hall et al 2006}

It is interesting that HHV6 has been detected more commonly in the West than in Asia. Higher

overall rates for febrile seizures are reported from Japan, however, so the influence of HHV6

might be diluted. Clearly, several factors may be at play in febrile seizures, as well as epilepsy

and MTS, including other infections, genetic susceptibility and inflammatory mediators.

The majority of illnesses associated with febrile seizures are of presumed viral origin, and

HHV6, though potentially a common cause, is certainly not the only one (Berg et al Epilepsia

1995). HHV7, for example, may play a role as well (Shinnar 2003). It is possible, moreover,

that varying viral etiology may influence febrile seizure severity and duration, including the

extent of hippocampal injury.

HHV6 DNA has been found in the cerebrospinal fluid of children with roseola and recurrent

seizures or additional signs of meningoencephalitis (Yoshikawa et al 1992, Suga et al 1993).

CSF tends to be acellular in children with febrile seizures, whether associated with HHV6

infections or not (Frank et al 2006). As HHV-6 is a cell based virus and the appearance of

HHV6 in the CSF can be transient, it is difficult to determine purely from CSF specimens

whether CNS invasion has occurred or not (Mannonen et al 2007)

Febrile Status Epilepticus (FSE)

Several reports, moreover, suggest that HHV6 and HHV7 infection may be associated with

prolonged febrile seizures and status epilepticus (Suga 2000, Ward 2005) . The consequences

of febrile status epilepticus (FSE) lasting more than 30 minutes is the subject of a is a multi-

site prospective study (FEBSTAT) that will enroll 200 children ages 1 month to 5 years. Interval

data analysis from the FEBSTAT study indicates that primary HHV-6B may be an important

cause of FSE. Primary infection with HHV6, indicated by HHV6 DNA and RNA (amplified

across a spliced junction) at time 0, was found in 21/64 subjects (32.8%) at the time of
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presentation with FSE (Epstein et al 2005, 2006). There was no associated CSF pleocytosis

(Frank et al 2006). These data suggest that HHV6 is a common, but not the only, cause of FSE.

Follow up will determine whether FSE caused by HHV-6 is associated with an increased risk

of both hippocampal injury and subsequent temporal lobe seizures. Given the known long

latency of 8–11 years between the episode of FSE and the onset of TLE (French et al 1993,

Mathern et al 1995), it will be some time before we have a definitive answer.

If HHV6B infection associated with febrile SE is associated with an increased risk of

subsequent MTS and TLE, it can lead to potentially novel therapeutic targets to prevent

epileptogenesis. At this point some caution is required in interpreting the results. HHV6B

appears to be the most common cause of febrile SE. However it is still unclear at this time

whether this is because, in addition to being a common cause of fever in young infants, the

virus also is neuroinvasive which would be expected to result in a higher rate of sequelae

including MTS and TLE. Alternatively, HHV6B may simply be a common cause of fever in

young infants in the susceptible age group for febrile seizures.

Temporal lobe Epilepsy

Several studies based on tissue removed at surgery for refractory MTLE suggest a potential

pathophysiological role of HHV6.

Six patients in a group of 17 with TLE were positive for HHV6 by PCR, and one for herpes

simplex virus (Uesugi et al 2000). All the HHV6 positive patients had 'anterior hippocampal

sclerosis.' Three of the six HHV6 positive patients had a history of encephalitis that had been

attributed to measles in one case. Histopathologically, 'meningeal' inflammatory findings were

apparent in only one of the six patients. In addition, one patient who had been diagnosed with

measles encephalitis showed positive results for HHV-6 and negative results for measles. It

may be possible that latent HHV6 reactivated after primary measles infection.

Eeg-Olofsson et al (2004) used nested PCR in 19 Canadian and 17 Swedish patients operated

for intractable epilepsy. HHV6 was found in 4 of 23 patients with 'gliosis.' HHV6 and

Cytomegalovirus (CMV) DNA each were found in two of three patients with Rasmussen’s

encephalitis. Epstein–Barr virus (EBV) was detected in four of six children with ganglioglioma.

CMV was more likely to be found in the Canadian patients (median age 22), and EBV in the

Swedish group (median age 14) who were also more likely to have malformations of cortical

development. There was no clear association with febrile seizures. Seven of twelve 'reference'

patients with a variety of diagnoses were positive (7 for HSV-1, 3 for HHV6, one for EBV).

A subsequent study used virus specific real-time TaqMan PCR assay, Western blot analysis

and in-situ immunohistochemistry to detect and characterize HHV6 DNA in a series of epilepsy

surgery specimens (Donati et al 2003, Fotheringham et al 2007). HHV6 reactive cells were

analyzed for expression of glial fibrillary acidic protein (GFAP) by double

immunofluorescence. HHV6B, but not HHV6A, was detected in 15 of 24 patients with mesial

temporal sclerosis/ MTLE, in contrast to none of 14 with other localization-related epilepsy

syndromes and pathological substrates, including tumors and malformations. All brain regions

that tested positive by HHV-6B variant-specific TaqMan PCR were positive for viral DNA by

nested PCR. The highest levels of HHV6 were found in hippocampal sections. HHV6 was co-

localized to astrocytes, identified by GFAP reactivity and morphology. None of the HHV6B

positive patients had conventional evidence for inflammation in their resected temporal lobe

specimens. In these data, there was a non-significant trend for patients with a history of febrile

seizures to be more likely to be HHV6B positive. They also tended to be more likely to be

seizure-free one year after surgery. HHV6B negative patients showed trends toward earlier

onset age, longer epilepsy duration, and smaller hippocampi ipsilateral to the seizure focus.

These differences support the concept of multiple etiologies for MTLE with MTS.
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HHV6, HSV1 and HHV8 were detected in the hippocampus of 3, 2 and 1 patients respectively,

in a cohort of 33 patients with MTLE, using real-time PCR (Karatas et al 2007). None of 7

control autopsy specimens were positive for virus. All 3 HHV6 positive patients had both a

family history for epilepsy, and a history of febrile seizures.

Some studies have suggested that 'late-onset' TLE in particular may be preceded by 'limbic

encephalitis,' although no specific viral etiology has been found in these cases (Bien et al

2007) MRI at seizure onset may show hippocampal swelling, followed by atrophy with FLAIR/

T2 signal increase. Bilateral abnormalities may be more frequent in these patients than in those

with other TLE etiologies. T cell infiltration and loss of hippocampal neurons was found at

onset in one patient (Bien et al 2007).

HHV6 and Potential 'Excitotoxicity'

A wide range of experimental and clinical data suggests that seizures lead to neuronal injury,

and that MTS / MTLE is a progressive syndrome (Theodore and Gaillard 2002, Sutula et al

2003). This process may be related to glutamatergic excitotoxicity. Microdialysis studies

showed ictal release of glutamate to a greater degree ipsilateral than contralateral to temporal

lobe foci (During and Spencer 1993). Higher glutamate levels in sclerotic hippocampus

compared with non-sclerotic hippocampus were shown on MRS as well (Petroff et al 2002).

TLE patients show higher than baseline levels of extracellular glutamate; levels increase during

seizures in humans as well as experimental animals (Meurs et al 2007). These mechanisms

may contribute epileptogenesis as well. Seizures and hippocampal injury can induce mossy

fiber sprouting that contributes to the emergence of recurrent limbic excitation and epilepsy

(Sutula and Dudek 2007).

Disease caused by an environmental toxin supports the hypothesis of excitotoxic injury.

Domoic acid, a glutamate analogue produced by Pseudonitzschia australis, caused status

epilepticus and hippocampal damage in sea lions and humans (Cendes et al 1995; Silvagni et

al 2005). There was evidence for memory loss in both (loss of directional sense in surviving

sea lions) and subsequent TLE at least in the human.

HHV6B infection of astrocytes may be of pathophysiological significance in TLE (figure 2).

Astrocyte cultures infected in vitro with HHV-6 had a marked decrease in glutamate transporter

EAAT2 expression, suggesting a possible mechanisms for viral-induced hippocampal injury

(Fotheringham et al 2007). Recent studies lend additional support for an important role of

astrocyte dysfunction in epilepsy (Tian et al 2005). On DNA microarray analysis, sclerotic

hippocampi from patients with TLE had changes in molecular signaling pathways, including

increased expression of genes associated with astrocyte structure and inflammatory responses,

possibly indicating molecular pathways that could lead to enhanced glutamate release (Lee et

al 2007).

The role of inflammation

Other evidence implicates immune factors and response to infection as an important mediator

in the pathogenesis of MTLE Most patients with TLE and mesial temporal sclerosis, including

those reported to have HHV6B reactivation, show little or no evidence for traditional

inflammatory changes on pathological examination of resected tissue (Uesugi et al 2000,

Donati et al 2003, Fotheringham et al 2007). However, some studies have shown increased

levels of cytokines, interleukins, and other inflammatory mediators in epilepsy (Vezzani and

Granata 2005). Astrocytoma cell lines infected by HHV6 show increased cytokine synthesis

(Yoshikawa et al 2002), and increased CSF cytokines have been reported in febrile seizures

(Virta et al 2002). In focal cortical dysplasia, IL-1β expression was increased, and the number
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of IL1β and signaling receptor IL1RI-positive neurons positively correlated with seizure

frequency (Ravizza et al 2006).

Both human and animal data suggest that pro-inflammatory cytokines are upregulated after

seizures, and may themselves contribute to increased cortical excitability (Vezzani and Granata

2005). IL1 and TNFα receptors upregulated in neurons during seizures, may mediate these

effects, possibly by inhibiting astrocyte glutamate reuptake or increasing release, and inhibiting

GABAergic transmission (Vezzani and Granata 2005).

A rat model of self-sustaining epileptogenesis and resected hippocampal specimens from TLE

patients both showed glial and neuronal activation of the IL-1B system (Ravizza et al. 2007),

further supporting the potential contribution of neuroinflammation to the mechanisms of

epileptogenesis. Notably, this study did not identify cells of adaptive immunity in the brains

of either rat or human epileptic tissue. This observation differentiates the brain inflammatory

response in the mechanisms of TLE from inflammation in Rasmussen’s encephalitis in which

the adaptive immune response is robust.

Human pathologic, in vitro, and in vivo studies have implicated a glia-mediated

neuroinflammatory response both in the pathophysiology of Alzheimer’s disease (Mrak and

Griffin 2005) and as treatment target (Hu et al. 2007). Microglial activation leading to

overexpression of IL-1 has been proposed as the pivotal step in initiating a self-propagating

cytokine cycle culminating in neurodegeneration (Mrak and Griffin 2005).

Multiple lines of evidence that glial activation may be a common pathophysiologic mechanism

and therapeutic target in diverse forms of neurologic injury (Akiyama et al. 2000; Emsley et

al. 2005; Hu et al. 2005; Perry et al. 2007) including epilepsy (Somera-Molina et al. 2007;

Vezzani and Baram 2007). The potential of neuroinflammation as a therapeutic target in

epilepsy is relatively understudied and is directly relevant to the potential role of HHV6 in the

pathogenesis of TLE

These mechanisms may be important as well for Rasmussen's encephalitis, a progressive

childhood-onset disorder of unknown etiology, characterized pathologically by T-cell-

inflammatory T-cell infiltrates microglial activation, and neuronal loss. The syndrome has been

associated with a variety of viruses, and possible antiglutamate receptor antibodies (Bien et al

2005). Recent data suggest that cytotoxic T lymphocytes are responsible for astrocytic

apoptotic cell loss (Bauer et al 2007). In contrast to Rasmussen’s however, MTLE is not

associated with marked inflammatory pathology.

Conclusions

The evidence we have reviewed suggests that HHV6 may play an important pathogenic role

in the etiology of MTLE in a substantial portion of patients. In some patients this may result

from a reactivation of virus; in others, chronic persistent infection. This model accounts for

several observations in MTLE, including early age of acquired risk, a latent period before

establishment of habitual seizures, chronic progressive brain injury, and possibly glutamatergic

excitatory neurotoxicity (figure 3).

Support for a potential etiologic role in MTS and MTLE is strengthened by failure to find virus

in temporal tissue from patients with other seizure etiologies, and the fact that HHV6B was

present only in a proportion of patients. One possible model would involve primary infection,

either asymptomatic or marked by febrile seizures, followed, in some patients, by latency and

eventual reactivation. It is possible that HHV6B reactivation could be the result, rather than

the cause of intractable seizures. However, the absence of virus in hippocampal tissue from

patients with other seizure etiologies but not MTS may suggest that uncontrolled epilepsy itself
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is not sufficient for viral reactivation despite nearly ubiquitous population exposure.

Alternatively, some patients might have continual viral activity after initial infection.

Viral infection of astrocytes may lead to impaired excitatory amino acid reuptake after neuronal

release. Increased EAA levels may be associated with the hippocampal atrophy and neuronal

loss seen on MRI and pathological examination, as well as the metabolic dysfunction

documented by positron emission tomography and magnetic resonance spectroscopy.

Increased levels of inflammatory mediators, including cytokines and interleukins, may

contribute to this process. If confirmed, the role of HHV6B suggests that specific antiviral

interventions or anti-inflammatory medications may be possible, with the goal of impeding

epileptogenesis or of developing vaccines that may prevent MTLE.
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Figure 1.

HHV6 immunohistochemistry (A) and fast spin echo T2-weighted coronal magnetic resonance

image (B) from a patient with limbic encephalitis following stem cell transplantation. Images

are from patient 4 in the published series of such patients (Wainwright et al., 2001). (A)

Hematoxylin-eosin counterstaining from autopsied temporal lobe sections shows brown

immunoreactivity for HHV6 P41/P101 proteins in astrocytes and neurons. Within the

hippocampal neuronal layer numerous HHV6 immunoreactive neurons were present. In some

of the labeled neurons immunoreactivity was most prominent in cytoplasm (inset). Abundant

HHV6-immunoreactive astrocytes were also present (inset, arrowhead). (B) Coronal image of

hippocampi heads on day 43 following stem cell transplant demonstrates right hippocampal

volume loss and increased T2 signal intensity after clinical onset of symptoms on day 24. (A)

Bar = 20 µm.
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Figure 2.

Electron micrograph of HHV-6 virus particles from human progenitor derived astrocytes

infected for 7 days. We thank Jenny Ahlqvist and the NINDS EM facility
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Figure 3.

Possible pathway for association of HHV6B (or other virus) with mesial temporal lobe epilepsy

with mesial temporal sclerosis.
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