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Epilepsy is a cause of profound disability in patients with Alzheimer’s disease (AD). 
The risk of being diagnosed with AD increases the risk for epilepsy, and in parallel, 
a history of epilepsy increases the likelihood of the development of AD. This 
bi-directional relationship may be  due to underlying shared pathophysiologic 
hallmarks, including decreased cerebrospinal fluid amyloid beta 42 (Aβ42), 
increased hyperphosphorylated tau protein, and hippocampal hyperexcitability. 
Additionally, there are practical treatment considerations in patients with co-
morbid AD and epilepsy—namely, there is a higher risk of seizures associated 
with medications commonly prescribed for Alzheimer’s disease patients, 
including antidepressants and antipsychotics such as trazodone, serotonin 
norepinephrine reuptake inhibitors (SNRIs), and first-generation neuroleptics. 
Anti-amyloid antibodies like aducanumab and lecanemab present new and 
unique considerations in patients with co-morbid AD and epilepsy given the risk 
of seizures associated with amyloid-related imaging abnormalities (ARIA) seen 
with this drug class. Finally, we  identify and detail five active studies, including 
two clinical trials of levetiracetam in the respective treatment of cognition and 
neuropsychiatric features of AD, a study characterizing the prevalence of epilepsy 
in AD via prolonged EEG monitoring, a study characterizing AD biomarkers in 
late-onset epilepsy, and a study evaluating hyperexcitability in AD. These ongoing 
trials may guide future clinical decision-making and the development of novel 
therapeutics.
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Introduction

Alzheimer’s disease (AD) and epilepsy exact a profound mental, emotional, and physical toll 
on patients and caregivers. AD and epilepsy affect 24 million and 50 million people worldwide, 
respectively (1). As many as 10–22% of patients living with AD will have at least one seizure, and 
about two-thirds of those patients will have recurrent seizures without a clear acute cause 24 or 
more hours apart, or epilepsy (2–4). The International League Against Epilepsy (ILAE) includes 
two other presentations under the umbrella of epilepsy: an unprovoked seizure and a probability of 
≥60% of a recurrent seizure or an epilepsy syndrome. The ILAE also has an operational definition 
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of an epileptic seizure, used in this review, which is a transient 
manifestation of signs and/or symptoms due to abnormal excessive or 
synchronous activity of neurons in the brain (5). The National Institute 
of Aging-Alzheimer’s Association workgroups have developed consensus 
criteria for probable AD dementia with an amnestic presentation, and it 
is diagnosed when patients: (1) meet criteria for dementia; (2) exhibit 
insidious onset; (3) have a clear-cut history of declining cognition; and 
(4) the initial and most prominent cognitive deficit is impairment in 
learning and recall of information that has been recently learned as well 
as cognitive dysfunction in one other cognitive domain, and this criteria 
is used herein. There are also non-amnestic presentations of atypical AD 
where other cognitive domains are impaired early and prominently (6).

The association between epilepsy and AD appears to 
be bi-directional, wherein a diagnosis of epilepsy is associated with 
approximately 2-fold greater odds of both subsequent all-cause 
dementia and AD based on a systematic review of 20 longitudinal 
studies (7). Additionally, in the same systematic review, both all-cause 
dementia and AD were associated with 3-fold greater odds of 
developing epilepsy (7). Vascular risk factors may modulate this effect; 
they may slightly decrease the risk of dementia in those with 
pre-existing seizures and, conversely, increase the risk of the 
development of seizures in those with a diagnosis of dementia (8). 
These neurologic conditions have shared pathophysiological features 
which may underlie this bi-directional association. Additionally, when 
they occur in concert, there are unique clinical and treatment 
considerations in these patients that providers need to consider and 
researchers continue to explore (Table 1).

Methods

The authors completed a literature review of publications 
describing the relevant epidemiology, pathophysiology, semiology, 
and treatment considerations for patients with AD and epilepsy. 
Research studies were carefully reviewed and selected on the basis of 
their relevance to this topic (including seizures and Alzheimer’s 
disease, epilepsy and Alzheimer’s disease, epileptiform discharges and 
AD, epileptiform activity and AD, these syndromes and epidemiology, 
these syndromes and pathophysiology, and these syndromes and 
treatment). The search was completed using PubMed and Google 
Scholar with a particular emphasis on articles from the last 5 years and 
inclusion of older, important studies as well. A search of clinicaltrials.
gov for clinical trials in the pipeline was also completed.

Shared pathology of Alzheimer’s 
disease and epilepsy

Amyloid

Emerging evidence indicates that AD and epilepsy have shared 
neuropathological hallmarks. In one study, for example, 40 individuals 
with a mean age of 70 with late-onset epilepsy of unknown origin 
(LOEU), which is defined as epilepsy onset over the age of 65 without 
a clear secondary cause, had significantly lower levels of cerebrospinal 
fluid amyloid beta 42 (CSF Aβ42) compared to healthy age-matched 
controls (703.9 ± 388.3 pg./mL in LOEU vs. 975 ± 275 pg./mL in 
controls, expressed as mean ± standard deviation) (18, 19). Alzheimer’s 

disease is similarly characterized by low levels of Aβ42  in the CSF, 
which is thought to reflect Aβ42 aggregation in amyloid plaques in the 
brain (20). In this study, Aβ42 levels lower than 500 pg./mL was 
considered pathologic (i.e., in the Alzheimer’s range), so both those 
with epilepsy and those without remained, on average, in the normal 
range (19).

Tau

In a clinicopathological study, researchers found that 
hyperphosphorylated tau pathology, as identified by 
immunohistochemical stains of tissue from temporal lobe 
resections, was associated with cognitive decline in 31 of 33 
individuals with temporal lobe epilepsy (TLE). 
Hyperphosphorylated tau is the pathological isoform of tau protein 
that accumulates in the form of neurofibrillary tangles (NFTs) in 
AD. The participants, all of whom were between ages 50 and 65, 
underwent temporal lobe resection for refractory TLE. A heavier 
burden of tau pathology in tissue was associated with a greater 
decline in verbal learning, verbal recall, and naming, when 
comparing pre- and post-temporal lobe resection cognitive 
evaluations 1 year apart. Additionally, higher tau levels in tissue 
were also associated with a greater likelihood of secondary 
generalization prior to resection (21, 22). The fact that these 
individuals had lifelong epilepsy and temporal lobe resections may 
mean that these results do not generalize to most patients with AD 
who develop seizures, but the identification of phosphorylated tau 
in the brain tissue of patients with chronic epilepsy does underscore 
the potential shared neuropathology between patients with chronic 
epilepsy and those with AD. Indeed, several studies now suggest 
that epilepsy in AD and TLE share common neuropathological 
pathways (23).

In the largest database study to date of biochemical markers of AD 
and epilepsy, 17,901 patients with CSF tau and a diagnosis of 
Alzheimer’s disease were identified; of these, 851 were also diagnosed 
with epilepsy. Patients in this study with both epilepsy and AD had 
higher levels of both total tau and phosphorylated tau in CSF 
compared with patients with AD who did not have co-morbid 
epilepsy. Additionally, CSF Aβ42 levels were lower in patients with 
both diagnoses compared with those with AD alone. These findings 
strongly suggest that a higher burden of AD pathology is associated 
with a higher risk of epilepsy and Alzheimer’s disease dual 
diagnoses (24).

In a cohort study of 292 patients with AD and CSF testing who 
were followed for a mean of 5 years, almost 18% had a first-time 
seizure. In a univariate analysis, the development of seizures was 
associated with CSF total tau levels but not with CSF 
hyperphosphorylated tau or amyloid-β, unlike the database study 
detailed above. This may suggest greater cortical structural damage in 
patients with both AD and seizures compared with patients with AD 
who remain seizure-free. In a Cox regression, the probability of a 
seizure was associated with CSF total tau but not CSF 
hyperphosphorylated tau or amyloid-β, which may suggest 
tau-induced cortical irritability. Of note, this study was completed in 
a relatively young cohort for typical AD; the mean age of AD onset 
was 59 in the patients with seizures and almost 65 in those without 
seizures (25).
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TABLE 1 Summary of high-quality studies related to therapeutic considerations in patients with Alzheimer’s disease and co-morbid seizures or 
epileptiform activity.

Study Study type N Age N (%) 
epileptiform 
activity

N (%) 
seizures

Risks and outcomes

Vossel et al. 

(9)

Phase 2a crossover RCT for 

levetiracetam

34 62.3 ± 7.7 Crossover trial: Placebo-

levetiracetam: 4 (26.7) 

Levetiracetam-placebo: 7 

(41.2)

0 Levetiracetam treatment did not result 

in improvement in its primary outcome 

measure (test of executive function). 

Improved accuracy in exploratory 

analyses (spatial memory and executive 

functioning tasks) among participants 

with epileptiform activity

Meador et al. 

(10)

An RCT assessing the 

neurocognitive effects of 

brivaracetam, levetiracetam, and 

lorazepam in healthy volunteers

16 18–50 N/A N/A Lorazepam adversely affected the CNT 

score, a composite of EEG, evoked 

potentials and cognitive tests

Taipale et al. 

(11)

Case-control study to evaluate the 

association between regular ASM 

use and incident dementia

20,325 

(dementia 

of any type) 

70,718 (AD)

75.7 ± 6.7 

(dementia 

of any type) 

78.1 ± 7.1 

(AD)

N/A N/A Regular use of phenobarbital, 

carbamazepine, phenytoin, valproate, 

primidone, barbexaclone, 

ethosuximide, clonazepam, 

zonisamide, and topiramate was 

associated with a greater risk of 

incident dementia and AD, 28 and 

15%, respectively compared with 

controls not on AEDs

Cumbo and 

Ligori (12)

A prospective, randomized, three-

arm parallel-group, case–control 

study for levetiracetam, 

phenobarbital, and lamotrigine

95 60–90 N/A (Average N 

per month) 

LEV: 

5.52 PB: 

5.71 LTG 

5.65

Levetiracetam group exhibited 

increased MMSE scores and 

lamotrigine improved mood (Cornell 

scale for depression)

Hill et al. (13) Cohort study to assess associations 

between antidepressant and 

seizures

238,963 20–64 N/A 3,325 (1.39) HR for seizures significantly increased 

for all antidepressant classes (highest 

risk: trazodone, lofepramine, and 

venlafaxine)

Chu et al. 

(14)

A case-control study to investigate 

the association between exposure 

to antidepressants and risk of 

epilepsy

863 48.12 

(18.56) 

(with 

epilepsy)

N/A N/A Patients with depression using SSRIs or 

SNRIs were two times more likely to 

develop first-time seizures compared 

with non-users. Risk of epilepsy 

increases with longer antidepressant 

treatment duration

Bloechliger 

et al. (15)

A nested case-control analysis of 

the association between 

antipsychotic drug use and the 

development of first-time seizures 

in patients with schizophrenia, 

affective disorders, or dementia

60,121 Unknown N/A N/A Patients with dementia had 

significantly higher incidence rates of 

first-time seizures, compared with 

patients with other affective disorders. 

Drugs such as olanzapine or quetiapine 

increased risk of seizures

Hamberger 

et al. (16)

An RCT of donepezil to improve 

memory in epilepsy

23 (with 

subjective 

memory 

concerns)

18–55 N/A (Average N 

per month 

for 

donepezil) 

2.6 (5.7)

Donepezil treatment did not result in 

improvement in seizure frequency or 

severity. Treatment also had no 

significant effect on cognitive scores

Ha et al. (17) A population-based study for 

incident seizure in dementia (AD 

or vascular dementia)

13,767 65–95 N/A N/A A slight increase in seizure risk for 

patients receiving donepezil for 1 year 

compared to memantine

RCT, randomized controlled trial; CNT, cognitive neuropsychological test; ASM, antiseizure medication; MMSE, Mini-Mental State Examination; HR, hazard ratio; AD, Alzheimer’s disease.
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Brain atrophy

In terms of morphology, a study of 73 participants over the age of 
55 with TLE demonstrated a analogous pattern and degree of atrophy 
of the medial temporal lobes compared to individuals with amnestic 
mild cognitive impairment (aMCI), an at risk stage for AD dementia 
(23). Both TLE and aMCI groups showed significant impairment in 
memory encoding, naming, and category fluency relative to healthy 
controls (26). These morphologic changes in patients with TLE may 
lower cognitive reserve and partially explain the increased 
predisposition of patients with epilepsy to get AD.

Thus, epilepsy, particularly in late life, and AD may share common 
underlying neuropathology which can serve as a target for therapeutic 
approaches for both diseases, as detailed in the sections on 
management below.

Epileptiform discharges and high 
frequency oscillations in Alzheimer’s 
disease

Epileptiform discharges

Subclinical epileptiform activity (SEA) refers to the presence of 
epileptiform discharges, specifically spikes or sharp waves, in patients 
without known seizures (27). There is substantial variability in the 
published prevalence rates of patients living with AD who have SEA 
(between 3 and 54%) (28). In one study, SEA was assessed in 19 
cognitively normal controls and 33 age-matched participants with a 
mean age of 62 years who met criteria for AD and did not have a history 
of seizures. SEA was detected in 42% of participants with AD, which 
was more than four times the detection rate in controls. Of note, 90% 
of epileptiform discharges in individuals with AD were detected during 
EEG recordings of sleep. Over an average of 3.3 years, participants with 
SEA declined significantly on the Mini-Mental State Examination 
(MMSE) by 3.9 points per year (vs. 1.6 points/year in patients with AD 
who did not have SEA) and on an executive function composite (29).

A growing body of literature has also evaluated interictal 
epileptiform activity (IEA), which refers to epileptiform discharges 
between seizures, and its prevalence in AD. In one study evaluating 
IEA prevalence, 10 of 48 patients with AD evaluated with 24-h EEG 
were diagnosed with seizures, and 80% of those patients had IEA (30). 
In a small case series of two patients with AD who wore foramen ovale 
electrodes near the temporal lobes, the electrodes detected 
epileptiform discharges and silent hippocampal seizures during sleep. 
These patients did not have a clinical history of seizures, and sleep is 
considered a critical period for memory consolidation. The authors 
suggest that hippocampal hyperexcitability may contribute to the 
pathophysiology of AD, but this remains to be proven (31).

It remains unclear whether addressing IEA or SEA may help in the 
treatment or prevention of cognitive decline in AD, but like the authors 
of the case series above, some advocate for considering IEA and SEA 
part of the pathophysiological influences that drive cognitive impairment 
in AD. Hypothesized mechanisms include a compromised glutamatergic 
system, excitotoxicity-induced neurodegeneration, accelerated amyloid 
and tau deposition driven by epileptiform discharges, remodeling due 
to hyperexcitability resulting in disconnection of functional networks, 
and alteration of sleep structure, among others (32). Because patients 

with AD who have SEA experience faster worsening of executive 
function and global measures of cognition than those without, one 
phase 2a trial looked at the effect of levetiracetam on 34 participants 
with probable AD. The study, known as the Levetiracetam for 
Alzheimer’s Disease–Associated Network Hyperexcitability (LEV-AD) 
trial, failed to meet its primary and secondary endpoints; the former was 
a test of executive function and the latter were tests of cognition and 
function. However, in a prespecified exploratory analysis of participants 
with seizures or SEA, they found that treatment improved two of seven 
measures tested—a test of executive function (among 9 participants 
tested) and one of spatial memory (5 participants) (9). Moreover, recent 
findings indicate that neuronal hyperexcitability in patients with AD 
may be  initiated by suppression of glutamate reuptake, which may 
suggest a novel therapeutic pathway for SEA in AD (33).

High frequency oscillations

In addition to SEA and seizures, high frequency oscillations 
(HFOs) may also be seen on EEG in AD. Most EEG activity falls below 
a frequency of 30 Hz, but “fast ripples” between 250 and 500 Hz 
generally only occur at the time of seizure onset in patients with 
epilepsy—these are termed HFOs (34). In a recent study exploring these 
phenomena in AD, HFOs were detected in the hippocampi of all 3 AD 
mouse models evaluated but not in age-matched controls. Although 
human studies are needed, this novel EEG abnormality in AD may 
serve as a spatial biomarker for epileptogenicity in patients with AD and 
may suggest risk of AD development in patients with epilepsy (35).

Seizure semiology and clinical course 
in Alzheimer’s disease

The predominant seizure type in patients with AD is focal 
non-motor onset seizures with impaired awareness (29, 36). These 
seizures may be characterized by an aura (e.g., déjà vu, unexplained 
emotions, and/or sensory phenomena), impairment in consciousness, 
and other common seizure semiology (e.g., staring, speech arrest, or 
memory loss). Patients with AD can also have generalized tonic–
clonic seizures, as well. In 10 early onset Alzheimer’s disease (EOAD) 
patients with epilepsy, seizure types included generalized onset tonic-
clonic seizures (25%), temporal lobe seizures (25%), myoclonus 
(25%), focal onset extra-temporal seizures (8%), and other types 
(17%) (37).

In a study that evaluated National Alzheimer’s Coordinating 
Center (NACC) data to determine the clinical course of seizures in 
patients with AD, the authors identified a 70% seizure recurrence rate 
within an average of 8 months of follow-up. Patients with AD and 
seizures had an earlier onset of cognitive impairment (mean age 65) 
compared to patients with AD who did not have concomitant seizures 
(mean age 70). The risk of seizures among patients with AD increased 
by an average of 0.64% per year (38). A comprehensive review of 
medical records that identified 1,320 patients with concomitant AD 
and unprovoked seizures similarly identified an increased seizure risk 
in patients with an early age of onset of AD and identified this 
relationship with myoclonus as well. Additionally, the probability of 
myoclonus increased gradually over time in individuals with 
AD. Seizures and myoclonus often co-occurred, and the authors 
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suggest that the presence of myoclonus can guide earlier detection of 
seizures (39).

Cognitive impairment due to epilepsy

Cognitive impairment associated with epilepsy can occur 
independently of AD. This has implications for providers monitoring 
for cognitive decline in patients with AD who develop epilepsy and in 
patients with AD where cognitive decline is progressing more steeply 
than anticipated. Studies show that cognitive scores for 257 
participants aged 12–62 years with epilepsy for an average of 7 years 
were lower for the Montreal Cognitive Assessment (MoCA) and the 
Clinical Memory Scale compared to healthy controls (40, 41). In a 
study examining the association between late-onset epilepsy (LOE) 
and changes in cognitive performance over 25 years, 585 participants 
(average age 59.4 years) with LOE showed significant cognitive decline 
in global cognition, verbal memory, executive function, and word 
fluency compared with healthy non-LOE participants (42). 
Unsurprisingly, adult patients with temporal lobe epilepsy have more 
impaired episodic memory compared with those with other regional 
epilepsy syndromes (43). On the other hand, frontal lobe epilepsy 
often affects executive function and working memory long-term; 
additionally, in a systematic review of 35 studies, there was an 
association between cognitive changes and psychiatric symptoms in 
nearly 35% of participants with frontal lobe epilepsy (44, 45).

Use of antiseizure medications in 
patients with comorbid Alzheimer’s 
disease and epilepsy

Lamotrigine and levetiracetam are both in common use for the 
treatment of seizures in patients with Alzheimer’s disease (46–48). 
Given promising results in preclinical rodent models, levetiracetam 
has also been evaluated as a treatment for cognitive impairment in 
participants with AD in the LEV-AD study detailed above. The study 
included participants with and without seizures and/or epileptiform 
discharges. As mentioned, there was no difference between treatment 
and placebo groups on the primary or secondary outcome measures 
of cognition and function. Treatment did appear to improve executive 
function and spatial memory, however, in an exploratory subgroup 
analysis of those with epileptiform discharges or seizures (9).

Of note, a randomized, double-blind, placebo-controlled study of 
16 healthy participants aged 18–50 comparing acute dosing of 
brivaracetam 10 mg, levetiracetam 500 mg, lorazepam 2 mg, and 
placebo determined that lorazepam adversely affected the cognitive 
neurophysiologic test (CNT) score, which is a combination of EEG 
monitoring, evoked potential recordings, and cognitive performance 
measures. Brivaracetam did not differ from placebo or levetiracetam 
on any cognitive measures (10). An important association has been 
identified in Finnish and German registries between regular use of 
certain antiseizure medications (ASMs), namely phenobarbital, 
carbamazepine, phenytoin, valproate, primidone, barbexaclone, 
ethosuximide, clonazepam, zonisamide, and topiramate, and a greater 
risk of incident all-cause dementia (28%) and AD (15%). This analysis 
was adjusted for multiple confounders including a history of epilepsy. 
When the above medications were compared with a separate set of 

ASMs, including levetiracetam, oxcarbazepine, lamotrigine, 
gabapentin, vigabatrin, pregabalin, tiagabine, and lacosamide, the risk 
of dementia and AD was higher in the former group (11). Additional 
studies are needed to determine whether a causal inference can 
be made. In a study of 95 patients with AD and epilepsy, levetiracetam 
had fewer adverse effects than lamotrigine or phenobarbital. Of note, 
levetiracetam surprisingly increased MMSE scores (albeit by a modest 
0.23 points), and lamotrigine improved mood (12). However, results 
have varied. A recent retrospective study compared 19 patients with 
epilepsy and mild cognitive impairment due to AD to 16 patients with 
MCI due to AD who did not have epilepsy. Nearly 90% of the patients 
with epilepsy were well-controlled with monotherapy, with seizure 
control defined as >50% seizure reduction. However, patients required 
an average of 2 lines of therapy due to adverse events or lack of seizure 
control. The top two main ASMs based on tolerability and efficacy 
were lamotrigine in 9 patients and lacosamide in 3 patients. In contrast 
to the above referenced study, levetiracetam was discontinued in 5 of 
5 patients in this group due to adverse events including mood changes, 
mental slowing, asthenia, apathy, and aggressiveness (49).

Effect of commonly used treatments 
in Alzheimer’s disease on seizure 
threshold

Antidepressants

The prevalence of depression in AD approaches 15%, and 
antidepressants are commonly prescribed (50). The use of 
antidepressant drugs may increase risk of epilepsy, and there are 
unique treatment considerations in patients with co-morbid AD and 
epilepsy. In a study of 238,963 patients with a diagnosis of depression 
(age 20–64) taking antidepressants, the hazard ratio for seizures for all 
antidepressant drug classes significantly increased. Trazodone, 
lofepramine, and venlafaxine carried the highest risk compared to no 
treatment (13). A case-control study of 151,005 patients with 
depression who were prescribed selective serotonin reuptake 
inhibitors (SSRIs) or selective norepinephrine reuptake inhibitors 
(SNRIs) were two times more likely to be diagnosed with first-time 
seizures compared with non-users. Use of low-dose tricyclic 
antidepressants was not associated with seizures (14). However, 
tricyclics are often avoided in patients with AD due to their 
anticholinergic properties. Longer treatment duration with 
antidepressants is also associated with higher epilepsy risk (14). Thus, 
in patients with AD, epilepsy, and depression, an SSRI may be the 
safest pharmacologic option for treatment of depression with careful 
reassessment of the need for ongoing treatment at regular intervals.

Antipsychotics

Although there is an FDA black box warning for the use of 
antipsychotics in patients with AD dementia, they are sometimes 
necessary when verbal and physical agitation or delusions cannot 
be redirected, do not respond to alternate therapies, and present a 
safety concern. Patients with dementia using olanzapine, quetiapine, 
low-to-medium potency first-generation antipsychotics, and medium-
to-high potency first-generation antipsychotics have a higher risk of 
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seizures compared to their counterparts who are not on these 
medications. In contrast, the use of amisulpride, aripiprazole, 
risperidone, or sulpiride does not have an association with increased 
seizure risk (15). In patients who co-morbid AD and epilepsy who 
require a medication in the antipsychotic class, these latter options 
may be  optimal; however, the presence of parkinsonism may 
nonetheless prompt consideration of medications like quetiapine to 
lower the risk of extrapyramidal side effects.

Acetylcholinesterase inhibitors

Acetycholinesterase inhibitors, including donepezil, rivastigmine, 
and galantamine, are commonly prescribed for the treatment of 
cognitive impairment in mild to severe dementia due to AD. There is a 
loss of cholinergic innervation from the basal forebrain to the cortex in 
patients with AD, and this forms the basis of the “cholinergic hypothesis” 
that some of the cognitive and behavioral symptoms in patients with 
AD are due to loss of cholinergic inputs that can be ameliorated with 
acetylcholinesterase inhibitors (51, 52). In a randomized, double-blind, 
placebo-controlled trial of donepezil to improve memory in epilepsy, 
23 patients with epilepsy (ages 18–55) with subjective cognitive 
impairment were randomized to 3 months of donepezil (10 mg/day) or 
3 months of placebo treatment. Each arm then crossed over to the other 
treatment group. The inclusion criteria included patients with definite 
epilepsy, the use of ASMs for epilepsy, and reports of memory concerns 
at the time of enrollment. Donepezil treatment did not result in a 
change in seizure frequency or severity. Additionally, treatment did not 
result in any significant changes in memory scores or other cognitive 
scores (16). In a separate population-based study, 13,767 participants 
aged 65–95 years who experienced incident seizures with dementia 
(Alzheimer’s dementia or vascular dementia) and prescribed donepezil, 
rivastigmine, galantamine, or memantine, there was a slight increase in 
seizure risk for patients receiving donepezil for 1 year compared to 
memantine. The mechanism is unclear, but off-target reductions in 
cortical dopamine and serotonin have been proposed (17).

N-methyl-D-aspartate receptor 
antagonists

Memantine, an N-methyl-D-aspartate (NMDA) receptor antagonist 
commonly used in the treatment of moderate to severe dementia due to 
AD, has previously been shown to reduce seizure severity and duration 
at certain doses in rodents while inducing seizures in rats with kindled 
amygdalae at higher doses. As mentioned above, memantine seems to 
have a better profile in terms of seizure risk compared with donepezil (17).

Anti-amyloid antibodies

Aducanumab and lecanemab are anti-amyloid antibodies that 
have both been granted FDA approval for the treatment of Alzheimer’s 
disease; the former was granted accelerated approval, and the latter 
was granted full approval. In the phase 3 clinical trials EMERGE and 
ENGAGE for aducanumab, 10.6% of patients who received the high 
10 mg/kg dose had recurrent amyloid-related imaging abnormalities 
(ARIA) most of whom were asymptomatic. Seizures attributed to 

ARIA were reported in 0.4% of patients treated with the high dose. The 
overall incidence of seizures was balanced between the aducanumab 
and placebo groups (53, 54). In a phase 2 study of lecanemab, there 
was a single case of ARIA with edema (ARIA-E) associated with 
seizure (55). The phase 3 CLARITY AD trial for lecanemab did not 
mention seizures (56). Appropriate use recommendations for 
lecanemab mention that this drug should not be prescribed in patients 
with seizures since Clarity AD excluded patients who had seizures 
within the 12 months prior to screening (57). Another anti-amyloid 
antibody, donanemab, has demonstrated clinical efficacy in AD but is 
not yet FDA approved. Like aducanemab and lecanemab, donanemab 
carries the risk of ARIA, which can lead to seizures (58).

Anti-tau antibodies

Since epileptogenesis in AD is hypothesized to be at least partly 
tau-mediated, anti-tau monoclonal antibodies hold theoretical 
promise as a treatment for co-morbid AD and epilepsy. Currently, 
there are no FDA approved anti-tau antibodies for AD. To date, 
monoclonal antibodies targeting tau in individuals with AD, including 
semorinemab, gosuranemab, tilavonemab, and zagotenemab, have 
failed in major clinical trials (59). In a mouse model of genetic tau 
reduction in aged mice, tau reduction increased resistance to seizure 
(60). This work suggests that treatments targeting tau present a critical 
future direction for research focusing on treatments that dampen 
hyperexcitability in AD.

Active clinical studies and future 
directions

Ongoing trials aim to further explore the effects of levetiracetam 
on seizures and abnormal discharges in AD. Levetiracetam for 
Alzheimer’s Disease Neuropsychiatric Symptoms Related to Epilepsy 
Trial (LAPSE) is a phase 2 study wherein investigators intend to 
recruit 65 participants with probable AD and epileptiform activity 
identified on EEG and exclude participants previously diagnosed with 
epilepsy. Participants will take 500 mg twice a day for 1 year and will 
complete up to 3 serial EEGs. The primary outcome measure for this 
study is change in the Neuropsychiatric Inventory Score, or NPI 
(NCT04004702). Another clinical trial in the pipeline is an 
Investigation of Levetiracetam in Alzheimer’s Disease (ILiAD), and 
the primary outcome is a computerized hippocampus-dependent 
memory-binding test. This study will randomize 30 participants 
50 years and older diagnosed with mild to moderate AD and will 
exclude participants with a diagnosis of epilepsy. The treatment arm 
consists of uptitrating levetiracetam by 250 mg at one-week intervals 
to 1 g twice daily for 4 weeks followed by downtitration over 4 weeks 
(NCT03489044).

There are a few additional proposed prospective studies that aim 
to characterize patients with both Alzheimer’s disease and epilepsy. 
The Prevalence of Epilepsy and Sleep Wake Disorders in Alzheimer 
Disease (PESAD) study aims to perform 48-h ambulatory scalp EEGs 
and polysomnograms in 100 individuals with AD and 30 gender- and 
age-matched healthy individuals for early detection of epilepsy and 
sleep–wake disturbances. Fifteen participants with AD who have 
epileptic spikes or sleep–wake disorders will undergo invasive EEG 
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monitoring to evaluate for the presence of hippocampal seizures. 
Current and future findings may support whether early development 
of hippocampal hyperexcitability is a precursor to cognitive decline in 
AD (NCT03617497).

Since there is overlap in AD and epilepsy pathogenesis, studies are 
also examining the predictive value of biomarkers. One trial 
examining the profile of CSF biomarkers in AD, which is called the 
Predictive Value of Biomarkers of Alzheimer’s Disease in Elderly 
Patients with New-onset Epilepsy (BIOMALEPSIE) study, aims to 
recruit 35 cognitively normal patients older than 60 years with 
new-onset epilepsy. Investigators hypothesize that elderly participants 
with new epilepsy diagnoses will have more amyloid pathology than 
their healthy counterparts (NCT02861846). A final upcoming study 
aims to explore the prevalence of SEA in the hippocampus in patients 
with CSF-proven MCI due to AD compared to healthy controls and 
track its role in clinical progression over 2 years (EADP study, 
NCT04131491).

Discussion

Patients diagnosed with AD have a higher risk of seizures 
compared with counterparts without AD, and patients diagnosed with 
epilepsy are at increased risk of AD. This bi-directional relationship 
may be explained by the shared neuropathology of AD and epilepsy, 
including a decrease in Aβ42  in CSF and an increase in 
hyperphosphorylated tau protein (19, 21, 22). There is also limited 
evidence for hippocampal hyperactivity in AD, which may negatively 
affect memory consolidation (31, 61). Epilepsy is associated with 
cognitive impairment on its own, and the dual diagnoses of AD and 
epilepsy may compound the cognitive decline characteristic of 
AD. Researchers have considered whether cognitive impairment in 
AD could be treated with ASMs, but a small study of levetiracetam in 
participants did not result in a cognitive benefit unless participants 
had epileptiform activity (9). Nonetheless, that study may have been 
limited by its small size, difficulties with recruitment, and 
heterogenous patient population in terms of the presence or absence 
of epileptiform activity. Given these limitations, the door remains 
open for an antiseizure drug to provide meaningful clinical benefit in 
patients with AD, and there are currently two active trials examining 
the effects of levetiracetam on neuropsychiatric features and cognitive 
impairment in AD via the LAPSE and ILiAD trials (NCT04004702, 
NCT03489044).

Several medications that are frequently prescribed for patients 
with Alzheimer’s disease can affect seizure threshold, and thus, there 
are unique treatment considerations in patients with co-morbid 
epilepsy and AD. Among antidepressants, trazodone, lofepramine, 
and venlafaxine may be most likely to lower seizure threshold. Among 
neuroleptics, olanzapine, quetiapine, and first-generation 

antipsychotic drugs are most likely to increase seizure risk and may 
need to be avoided in patients with both AD and epilepsy. Also, there 
is some limited evidence that the rapid withdrawal of 
acetylcholinesterase inhibitors may lower seizure threshold. 
Understanding the impact of these commonly used medications on 
seizure risk can guide clinical decisions for patients with co-morbid 
AD and epilepsy. Anti-amyloid monoclonal antibodies are not 
recommended for use in patients with seizure activity, particularly in 
patients with seizures within the year prior to initiation of therapy, 
given the risk of seizures associated with ARIA in drugs in this class. 
However, the study of anti-amyloid antibodies in combination with 
ASMs represents a potential, as yet unexplored direction for AD with 
co-morbid epilepsy. Anti-tau antibodies also hold theoretical promise 
in this patient population.

The ongoing PESAD study seeks to identify the prevalence of 
epileptiform discharges and seizures in AD via prolonged EEG 
monitoring, the BIOMALEPSIE trial aims to understand the AD 
biomarker profile of patients with late-onset epilepsy (NCT03617497, 
NCT04131491), and the EADP study will characterize SEA in patients 
with MCI due to AD. These studies are essential given that a better 
understanding of the underlying shared mechanisms of AD and 
epilepsy can be used to guide the development of novel therapies in 
the clinical pipeline.

Author contributions

OL, TK, and IS-S equally contributed to the drafting and final 
version of the entire manuscript. All authors contributed to the article 
and approved the submitted version.

Conflict of interest

IS-S has received salary support for clinical trials research from 
Eli Lilly, Eisai, Biogen, Janssen, Novartis, AbbVie, Genentech/Roche, 
Cortexyme, UCB Biopharma, Alzheon, and Alector.

The remaining 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.

Publisher’s note

All claims expressed in this article are solely those of the authors 
and do not necessarily represent those of their affiliated organizations, 
or those of the publisher, the editors and the reviewers. Any product 
that may be evaluated in this article, or claim that may be made by its 
manufacturer, is not guaranteed or endorsed by the publisher.

References
 1. Mayeux R, Stern Y. Epidemiology of Alzheimer disease. Cold Spring Harb Perspect 

Med. (2012) 2:a006239. doi: 10.1101/cshperspect.a006239

 2. Friedman D, Honig LS, Scarmeas N. Seizures and epilepsy in Alzheimer’s disease. 
CNS Neurosci Ther. (2011) 18:285–94. doi: 10.1111/j.1755-5949.2011.00251.x

 3. Hauser WA, Morris ML, Heston LL, Anderson VE. Seizures and myoclonus in 
patients with Alzheimer’s disease. Neurology. (1986) 36:1226–6. doi: 10.1212/
WNL.36.9.1226

 4. Mendez MF, Catanzaro P, Doss RC, Arguello R, Frey WH. Seizures in Alzheimer’s 
disease: Clinicopathologic study. J Geriatr Psychiatry Neurol. (1994) 7:230–3. doi: 
10.1177/089198879400700407

 5. Falco-Walter JJ, Scheffer IE, Fisher RS. The new definition and classification of 
seizures and epilepsy. Epilepsy Res. (2018) 139:73–9. doi: 10.1016/j.eplepsyres.2017.11.015

 6. McKhann GM, Knopman DS, Chertkow H, Hyman BT, Jack CR Jr, Kawas CH, et al. 
The diagnosis of dementia due to Alzheimer’s disease: recommendations from the 

https://doi.org/10.3389/fneur.2023.1241339
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://doi.org/10.1101/cshperspect.a006239
https://doi.org/10.1111/j.1755-5949.2011.00251.x
https://doi.org/10.1212/WNL.36.9.1226
https://doi.org/10.1212/WNL.36.9.1226
https://doi.org/10.1177/089198879400700407
https://doi.org/10.1016/j.eplepsyres.2017.11.015


Lu et al. 10.3389/fneur.2023.1241339

Frontiers in Neurology 08 frontiersin.org

National Institute on Aging-Alzheimer’s association workgroups on diagnostic guidelines 
for Alzheimer’s disease. Alzheimers Dement. (2011) 7:263–9. doi: 10.1016/j.jalz.2011.03.005

 7. Dun C, Zhang Y, Yin J, Su B, Peng X, Liu L. Bi-directional associations of epilepsy 
with dementia and Alzheimer’s disease: a systematic review and meta-analysis of 
longitudinal studies. Age Ageing. (2022) 51:afac010. doi: 10.1093/ageing/afac010

 8. Pandis D, Scarmeas N. Seizures in Alzheimer disease: clinical and epidemiological 
data. Epilepsy Curr. (2012) 12:184–7. doi: 10.5698/1535-7511-12.5.184

 9. Vossel K, Ranasinghe KG, Beagle AJ, La A, Ah Pook K, Castro M, et al. Effect of 
Levetiracetam on cognition in patients with Alzheimer disease with and without 
epileptiform activity: a randomized clinical trial. JAMA Neurol. (2021) 78:1345–54. doi: 
10.1001/jamaneurol.2021.3310

 10. Meador KJ, Gevins A, Leese PT, Otoul C, Loring DW. Neurocognitive effects of 
brivaracetam, levetiracetam, and lorazepam. Epilepsia. (2011) 52:264–72. doi: 10.1111/j.
1528-1167.2010.02746.x

 11. Taipale H, Gomm W, Broich K, Maier W, Tolppanen A-M, Tanskanen A, et al. Use of 
antiepileptic drugs and dementia risk-an analysis of Finnish health register and German 
health insurance data. J Am Geriatr Soc. (2018) 66:1123–9. doi: 10.1111/jgs.15358

 12. Cumbo E, Ligori LD. Levetiracetam, lamotrigine, and phenobarbital in patients 
with epileptic seizures and Alzheimer’s disease. Epilepsy Behav. (2010) 17:461–6. doi: 
10.1016/j.yebeh.2010.01.015

 13. Hill T, Coupland C, Morriss R, Arthur A, Moore M, Hippisley-Cox J. 
Antidepressant use and risk of epilepsy and seizures in people aged 20 to 64 years: cohort 
study using a primary care database. BMC Psychiatry. (2015) 15:315. doi: 10.1186/
s12888-015-0701-9

 14. Chu C-S, Lee F-L, Bai Y-M, Su T-P, Tsai S-J, Chen T-J, et al. Antidepressant drugs 
use and epilepsy risk: a nationwide nested case-control study. Epilepsy Behav. (2023) 
140:109102. doi: 10.1016/j.yebeh.2023.109102

 15. Bloechliger M, Rüegg S, Jick SS, Meier CR, Bodmer M. Antipsychotic drug use and 
the risk of seizures: follow-up study with a nested case–control analysis. CNS Drugs. 
(2015) 29:591–603. doi: 10.1007/s40263-015-0262-y

 16. Hamberger MJ, Palmese CA, Scarmeas N, Weintraub D, Choi H, Hirsch LJ. A 
randomized, double-blind, placebo-controlled trial of donepezil to improve memory in 
epilepsy. Epilepsia. (2007) 48:1283–91. doi: 10.1111/j.1528-1167.2007.01114.x

 17. Ha J, Son N-H, Park YH, Lee E, Kim E, Jung KW. Association of cognitive 
enhancers and incident seizure risk in dementia: a population-based study. BMC 
Geriatr. (2022) 22:480. doi: 10.1186/s12877-022-03120-5

 18. Josephson CB, Engbers JDT, Sajobi TT, Jette N, Agha-Khani Y, Federico P, et al. 
Towards a clinically informed, data-driven definition of elderly onset epilepsy. Epilepsia. 
(2016) 57:298–305. doi: 10.1111/epi.13266

 19. Costa C, Romoli M, Liguori C, Farotti L, Eusebi P, Bedetti C, et al. Alzheimer’s 
disease and late-onset epilepsy of unknown origin: two faces of beta amyloid pathology. 
Neurobiol Aging. (2019) 73:61–7. doi: 10.1016/j.neurobiolaging.2018.09.006

 20. Fagan AM, Mintun MA, Mach RH, Lee S-Y, Dence CS, Shah AR, et al. Inverse 
relation between in vivo amyloid imaging load and cerebrospinal fluid Aβ42 in humans. 
Ann Neurol. (2006) 59:512–9. doi: 10.1002/ana.20730

 21. Paudel YN, Angelopoulou E, Jones NC, O’Brien TJ, Kwan P, Piperi C, et al. Tau 
related pathways as a connecting link between epilepsy and Alzheimer’s disease. ACS 
Chem Neurosci. (2019) 10:4199–212. doi: 10.1021/acschemneuro.9b00460

 22. Tai XY, Koepp M, Duncan JS, Fox N, Thompson P, Baxendale S, et al. 
Hyperphosphorylated tau in patients with refractory epilepsy correlates with cognitive 
decline: a study of temporal lobe resections. Brain. (2016) 139:2441–55. doi: 10.1093/
brain/aww187

 23. Noebels J. A perfect storm: converging paths of epilepsy and Alzheimer’s dementia 
intersect in the hippocampal formation. Epilepsia. (2011) 52:39–46. doi: 
10.1111/j.1528-1167.2010.02909.x

 24. Banote RK, Håkansson S, Zetterberg H, Zelano J. CSF biomarkers in patients with 
epilepsy in Alzheimer’s disease: a nation-wide study. Brain. Communications. (2022) 
4:fcac210. doi: 10.1093/braincomms/fcac210

 25. Tábuas-Pereira M, Durães J, Lopes J, Sales F, Bento C, Duro D, et al. Increased CSF 
tau is associated with a higher risk of seizures in patients with Alzheimer’s disease. 
Epilepsy Behav. (2019) 98:207–9. doi: 10.1016/j.yebeh.2019.06.033

 26. Kaestner E, Reyes A, Chen A, Rao J, Macari AC, Choi JY, et al. Atrophy and 
cognitive profiles in older adults with temporal lobe epilepsy are similar to mild 
cognitive impairment. Brain. (2021) 144:236–50. doi: 10.1093/brain/awaa397

 27. Zhao B, Shen L-X, Ou Y-N, Ma Y-H, Dong Q, Tan L, et al. Risk of seizures and 
subclinical epileptiform activity in patients with dementia: a systematic review and 
meta-analysis. Ageing Res Rev. (2021) 72:101478. doi: 10.1016/j.arr.2021.101478

 28. Csernus EA, Werber T, Kamondi A, Horvath AA. The significance of subclinical 
epileptiform activity in Alzheimer’s disease: a review. Front Neurol. (2022) 13:856500. 
doi: 10.3389/fneur.2022.856500

 29. Vossel KA, Beagle AJ, Rabinovici GD, Shu H, Lee SE, Naasan G, et al. Seizures and 
epileptiform activity in the early stages of Alzheimer disease. JAMA Neurol. (2013) 
70:1158–66. doi: 10.1001/jamaneurol.2013.136

 30. Horváth A, Szűcs A, Hidasi Z, Csukly G, Barcs G, Kamondi A. Prevalence, 
semiology, and risk factors of epilepsy in Alzheimer’s disease: an ambulatory EEG study. 
J Alzheimers Dis. (2018) 63:1045–54. doi: 10.3233/JAD-170925

 31. Lam AD, Deck G, Goldman A, Eskandar EN, Noebels J, Cole AJ. Silent 
hippocampal seizures and spikes identified by foramen ovale electrodes in Alzheimer’s 
disease. Nat Med. (2017) 23:678–80. doi: 10.1038/nm.4330

 32. Horvath AA, Csernus EA, Lality S, Kaminski RM, Kamondi A. Inhibiting 
epileptiform activity in cognitive disorders: possibilities for a novel therapeutic 
approach. Front Neurosci. (2020) 14:557416. doi: 10.3389/fnins.2020.557416

 33. Zott B, Simon MM, Hong W, Unger F, Chen-Engerer H-J, Frosch MP, et al. A 
vicious cycle of β amyloid–dependent neuronal hyperactivation. Science. (2019) 
365:559–65. doi: 10.1126/science.aay0198

 34. Gotman J. High frequency oscillations: the new EEG frontier? Epilepsia. (2010) 
51:63–5. doi: 10.1111/j.1528-1167.2009.02449.x

 35. Lisgaras CP, Scharfman HE. High-frequency oscillations (250–500 Hz) in animal 
models of Alzheimer’s disease and two animal models of epilepsy. Epilepsia. (2023) 
64:231–46. doi: 10.1111/epi.17462

 36. Vossel KA, Tartaglia MC, Nygaard HB, Zeman AZ, Miller BL. Epileptic activity in 
Alzheimer’s disease: causes and clinical relevance. Lancet Neurol. (2017) 16:311–22. doi: 
10.1016/S1474-4422(17)30044-3

 37. Haoudy S, Jonveaux T, Puisieux S, Epstein J, Hopes L, Maillard L, et al. Epilepsy in 
early onset Alzheimer’s disease. J Alzheimers Dis. (2022) 85:615–26. doi: 10.3233/
JAD-210681

 38. Vöglein J, Ricard I, Noachtar S, Kukull WA, Dieterich M, Levin J, et al. Seizures in 
Alzheimer’s disease are highly recurrent and associated with a poor disease course. J 
Neurol. (2020) 267:2941–8. doi: 10.1007/s00415-020-09937-7

 39. Beagle AJ, Darwish SM, Ranasinghe KG, La AL, Karageorgiou E, Vossel KA. 
Relative incidence of seizures and myoclonus in Alzheimer’s disease, dementia with 
Lewy bodies, and frontotemporal dementia. J Alzheimers Dis. (2017) 60:211–23. doi: 
10.3233/JAD-170031

 40. Wang L, Chen S, Liu C, Lin W, Huang H. Factors for cognitive impairment in adult 
epileptic patients. Brain Behav. (2019) 10:e01475. doi: 10.1002/brb3.1475

 41. Novak A, Vizjak K, Gacnik A, Rakusa M. Cognitive impairment in people with 
epilepsy: Montreal cognitive assessment (MoCA) as a screening tool. Acta Neurol Belg. 
(2023) 123:451–6. doi: 10.1007/s13760-022-02046-4

 42. Johnson EL, Krauss GL, Walker KA, Brandt J, Kucharska-Newton A, Mosley TH, 
et al. Late-onset epilepsy and 25-year cognitive change: the atherosclerosis risk in 
communities (ARIC) study. Epilepsia. (2020) 61:1764–73. doi: 10.1111/epi.16616

 43. Bell B, Lin JJ, Seidenberg M, Hermann B. The neurobiology of cognitive disorders 
in temporal lobe epilepsy. Nat Rev Neurol. (2011) 7:154–64. doi: 10.1038/nrneurol.2011.3

 44. Gold JA, Sher Y, Maldonado JR. Frontal lobe epilepsy: a primer for psychiatrists 
and a systematic review of psychiatric manifestations. Psychosomatics. (2016) 57:445–64. 
doi: 10.1016/j.psym.2016.05.005

 45. Gul A, Ahmad H. Thought suppression predicts task switching deficits in patients 
with frontal lobe epilepsy. Neurosci J. (2015) 20:153–8. doi: 10.17712/nsj.2015.2.20140652

 46. Suzuki H, Gen K. Clinical efficacy of lamotrigine and changes in the dosages of 
concomitantly used psychotropic drugs in Alzheimer’s disease with behavioural and 
psychological symptoms of dementia: a preliminary open-label trial. Psychogeriatrics. 
(2015) 15:32–7. doi: 10.1111/psyg.12085

 47. Musaeus CS, Shafi MM, Santarnecchi E, Herman ST, Press DZ. Levetiracetam 
alters oscillatory connectivity in Alzheimer’s disease. J Alzheimers Dis. (2017) 
58:1065–76. doi: 10.3233/JAD-160742

 48. Giorgi FS, Guida M, Vergallo A, Bonuccelli U, Zaccara G. Treatment of epilepsy 
in patients with Alzheimer’s disease. Expert Rev Neurother. (2017) 17:309–18. doi: 
10.1080/14737175.2017.1243469

 49. Hautecloque-Raysz G, Sellal F, Bousiges O, Phillipi N, Blanc F, Cretin B. Epileptic 
prodromal Alzheimer’s disease treated with Antiseizure medications: medium-term 
outcome of seizures and cognition. J Alzheimers Dis. (2023) Preprint:1–18) 94:1057–74. 
doi: 10.3233/JAD-221197

 50. Asmer MS, Kirkham J, Newton H, Ismail Z, Elbayoumi H, Leung RH, et al. Meta-
analysis of the prevalence of major depressive disorder among older adults with 
dementia. J Clin Psychiatry. (2018) 79:17r11772. doi: 10.4088/JCP.17r11772

 51. Burns A, Rossor M, Hecker J, Gauthier S, Petit H, Möller H-J, et al. The effects of 
donepezil in Alzheimer’s disease – results from a multinational Trial1. Dement Geriatr 
Cogn Disord. (1999) 10:237–44. doi: 10.1159/000017126

 52. Seltzer B. Donepezil: a review. Expert Opin Drug Metab Toxicol. (2005) 1:527–36. 
doi: 10.1517/17425255.1.3.527

 53. Salloway S, Chalkias S, Barkhof F, Burkett P, Barakos J, Purcell D, et al. Amyloid-
related imaging abnormalities in 2 phase 3 studies evaluating Aducanumab in patients 
with early Alzheimer disease. JAMA Neurol. (2022) 79:13–21. doi: 10.1001/
jamaneurol.2021.4161

 54. Cummings J, Rabinovici GD, Atri A, Aisen P, Apostolova LG, Hendrix S, et al. 
Aducanumab: appropriate use recommendations update. J Prev Alzheimers Dis. (2022) 
9:221–30. doi: 10.14283/jpad.2022.34

 55. Swanson CJ, Zhang Y, Dhadda S, Wang J, Kaplow J, Lai RYK, et al. A randomized, 
double-blind, phase 2b proof-of-concept clinical trial in early Alzheimer’s disease with 
lecanemab, an anti-Aβ protofibril antibody. Alzheimers Res Ther. (2021) 13:80. doi: 
10.1186/s13195-021-00813-8

https://doi.org/10.3389/fneur.2023.1241339
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://doi.org/10.1016/j.jalz.2011.03.005
https://doi.org/10.1093/ageing/afac010
https://doi.org/10.5698/1535-7511-12.5.184
https://doi.org/10.1001/jamaneurol.2021.3310
https://doi.org/10.1111/j.1528-1167.2010.02746.x
https://doi.org/10.1111/j.1528-1167.2010.02746.x
https://doi.org/10.1111/jgs.15358
https://doi.org/10.1016/j.yebeh.2010.01.015
https://doi.org/10.1186/s12888-015-0701-9
https://doi.org/10.1186/s12888-015-0701-9
https://doi.org/10.1016/j.yebeh.2023.109102
https://doi.org/10.1007/s40263-015-0262-y
https://doi.org/10.1111/j.1528-1167.2007.01114.x
https://doi.org/10.1186/s12877-022-03120-5
https://doi.org/10.1111/epi.13266
https://doi.org/10.1016/j.neurobiolaging.2018.09.006
https://doi.org/10.1002/ana.20730
https://doi.org/10.1021/acschemneuro.9b00460
https://doi.org/10.1093/brain/aww187
https://doi.org/10.1093/brain/aww187
https://doi.org/10.1111/j.1528-1167.2010.02909.x
https://doi.org/10.1093/braincomms/fcac210
https://doi.org/10.1016/j.yebeh.2019.06.033
https://doi.org/10.1093/brain/awaa397
https://doi.org/10.1016/j.arr.2021.101478
https://doi.org/10.3389/fneur.2022.856500
https://doi.org/10.1001/jamaneurol.2013.136
https://doi.org/10.3233/JAD-170925
https://doi.org/10.1038/nm.4330
https://doi.org/10.3389/fnins.2020.557416
https://doi.org/10.1126/science.aay0198
https://doi.org/10.1111/j.1528-1167.2009.02449.x
https://doi.org/10.1111/epi.17462
https://doi.org/10.1016/S1474-4422(17)30044-3
https://doi.org/10.3233/JAD-210681
https://doi.org/10.3233/JAD-210681
https://doi.org/10.1007/s00415-020-09937-7
https://doi.org/10.3233/JAD-170031
https://doi.org/10.1002/brb3.1475
https://doi.org/10.1007/s13760-022-02046-4
https://doi.org/10.1111/epi.16616
https://doi.org/10.1038/nrneurol.2011.3
https://doi.org/10.1016/j.psym.2016.05.005
https://doi.org/10.17712/nsj.2015.2.20140652
https://doi.org/10.1111/psyg.12085
https://doi.org/10.3233/JAD-160742
https://doi.org/10.1080/14737175.2017.1243469
https://doi.org/10.3233/JAD-221197
https://doi.org/10.4088/JCP.17r11772
https://doi.org/10.1159/000017126
https://doi.org/10.1517/17425255.1.3.527
https://doi.org/10.1001/jamaneurol.2021.4161
https://doi.org/10.1001/jamaneurol.2021.4161
https://doi.org/10.14283/jpad.2022.34
https://doi.org/10.1186/s13195-021-00813-8


Lu et al. 10.3389/fneur.2023.1241339

Frontiers in Neurology 09 frontiersin.org

 56. van Dyck CH, Swanson CJ, Aisen P, Bateman RJ, Chen C, Gee M, et al. Lecanemab 
in early Alzheimer’s disease. N Engl J Med. (2023) 388:9–21. doi: 10.1056/
NEJMoa2212948

 57. Cummings J, Apostolova L, Rabinovici GD, Atri A, Aisen P, Greenberg S, et al. 
Lecanemab: Appropriate Use Recommendations. J Prev Alzheimers Dis. (2023) 
10:362–77. doi: 10.14283/jpad.2023.30

 58. Sims JR, Zimmer JA, Evans CD, Lu M, Ardayfio P, Sparks J, et al. Donanemab in 
early symptomatic Alzheimer disease: the TRAILBLAZER-ALZ 2 randomized clinical 
trial. JAMA. (2023) 330:512–27. doi: 10.1001/jama.2023.13239

 59. Imbimbo BP, Balducci C, Ippati S, Watling M. Initial failures of anti-tau antibodies 
in Alzheimer’s disease are reminiscent of the amyloid-β story. Neural Regen Res. (2022) 
18:117–8. doi: 10.4103/1673-5374.340409

 60. Li Z, Hall AM, Kelinske M, Roberson ED. Seizure resistance without parkinsonism 
in aged mice after tau reduction. Neurobiol Aging. (2014) 35:2617–24. doi: 10.1016/j.
neurobiolaging.2014.05.001

 61. Bakker A, Krauss GL, Albert MS, Speck CL, Jones LR, Stark CE, et al. Reduction 
of hippocampal hyperactivity improves cognition in amnestic mild cognitive 
impairment. Neuron. (2012) 74:467–74. doi: 10.1016/j.neuron.2012.03.023

https://doi.org/10.3389/fneur.2023.1241339
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://doi.org/10.1056/NEJMoa2212948
https://doi.org/10.1056/NEJMoa2212948
https://doi.org/10.14283/jpad.2023.30
https://doi.org/10.1001/jama.2023.13239
https://doi.org/10.4103/1673-5374.340409
https://doi.org/10.1016/j.neurobiolaging.2014.05.001
https://doi.org/10.1016/j.neurobiolaging.2014.05.001
https://doi.org/10.1016/j.neuron.2012.03.023

	Alzheimer’s disease and epilepsy: shared neuropathology guides current and future treatment strategies
	Introduction
	Methods
	Shared pathology of Alzheimer’s disease and epilepsy
	Amyloid
	Tau
	Brain atrophy

	Epileptiform discharges and high frequency oscillations in Alzheimer’s disease
	Epileptiform discharges
	High frequency oscillations

	Seizure semiology and clinical course in Alzheimer’s disease
	Cognitive impairment due to epilepsy
	Use of antiseizure medications in patients with comorbid Alzheimer’s disease and epilepsy
	Effect of commonly used treatments in Alzheimer’s disease on seizure threshold
	Antidepressants
	Antipsychotics
	Acetylcholinesterase inhibitors
	N-methyl-D-aspartate receptor antagonists
	Anti-amyloid antibodies
	Anti-tau antibodies

	Active clinical studies and future directions
	Discussion
	Author contributions

	References

