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1. Psychiatric syndromes in people with 

epilepsy (PWE)

2. Pharmacological management of 

psychiatric issues in PWE

3. PNES

4. Psychiatric issues in epilepsy surgery



I N C R E A S E D  R I S K  O F  P S Y C H I A T R I C  D I S O R D E R S  I N  P W E
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Kwon C et al. Psychiatric Comorbidities in Persons With Epilepsy Compared With Persons Without Epilepsy A Systematic Review 
and Meta-Analysis. JAMA neurology, 2025



T H E  B I D I R E C T I O N A L  
R E L A T I O N S H I P

• Depression and psychosis is also an independent risk factor 

for unprovoked seizures

• Patients admitted with schizophrenia have 2-3 fold increased 

risk for epilepsy, and patients admitted with epilepsy have 4-5 

fold increased risk for schizophrenia

• Psychiatric disorders have increased incidence rate ratio both 

before and after seizure diagnosis

• This points to shared neurobiological mechanisms of both 

diseases
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Mula M et al. Epilepsy and psychosis: navigating through a complex intersection. BJPsych Open, 2025
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C O N T E X T  O F  
P S Y C H I A T R I C  

S Y M P T O M S

1. Peri-ictal symptoms: psychiatric symptoms that have a 

temporal relationship with seizure activity. Include preictal, 

ictal, and postictal symptoms

2. Interictal symptoms: psychiatric symptoms that do not have 

a temporal relationship with seizures. May be specific to 

PWE or identical to DSM-based diagnoses

3. Paraictal symptoms: psychiatric symptoms that appear 

when seizures are controlled

4. Psychiatric symptoms associated with antiseizure 

medications (ASM) 



P E R I - I C T A L  
S Y M P T O M S
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Preictal Symptoms preceding seizure from few hours up to 2 
days. Not associated with EEG changes (not aura). Most 
common: confusion, anxiety, irritability, mood changes. 
Mostly in context of TLE

Ictal Psychiatric manifestations of a seizure such as ictal 
fear/panic, ictal depression, ictal psychosis. Usually 
associated with other symptoms of seizures 
(automaticity, altered consciousness)

Postictal Postictal psychosis: Subtle onset after lucid interval after 
seizure. Lasts hours to weeks

Postictal mood and anxiety symptoms: Often described 
as postictal worsening of comorbid mood/anxiety 
disorder. Duration hours- 1 day.

Mula M et al. Psychiatric Comorbidities in People With Epilepsy. Neurology: Clinical 
Practice April 2021



P O S T I C T A L  P S Y C H O S I S

• Typically appear after a ‘lucid interval’ from 12 hours up to 7 days

• Commonly lasts 24-48 hr

• Psychotic episodes characterized by mixed mood, psychomotor 

agitation, mystic or religious delusions. Confusion/delirium also 

possible

• High risk of aggression, suicide, or other accidents (28.5% of 

cases)

• Typically respond to low-dose antipsychotics or benzodiazepines

• ¼ cases progress to a chronic psychosis

9

Mula M et al. Epilepsy and psychosis: navigating through a complex intersection. BJPsych Open, 2025
Kanner AM and Rivas-Grajales M. Psychosis of epilepsy: a multifaceted neuropsychiatric disorder. CNS Spectrums, 2016



Alva-Diaz C et al. Peri-ictal psychiatric manifestations in people 
with epilepsy: An umbrella review. Epilepsia Open, 2024



M A N A G E M E N T  O F  
P E R I - I C T A L  
S Y M P T O M S

• Peri-ictal psychiatric symptoms may remit with 

seizure control

• Post-ictal psychosis can be symptomatically 

managed with antipsychotics or benzodiazepines 

due to severity of symptoms and risk of aggression/ 

suicide

• For short episodes of psychosis (days), the 

antipsychotic can be tapered in 5 days. For episodes 

lasting longer than a few days, continue for 1-2 

months following complete remission of psychosis 

and then taper.

11

Kerr MP et al. Post-ictal psychoses. International consensus clinical practice statements for the treatment 
of neuropsychiatric conditions associated with epilepsy. Epilepsia, 2011



I N T E R I C T A L  
S Y M P T O M S
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Epilepsy-
specific

Interictal psychosis: chronic psychosis with 
preserved affect and without progressive 
cognitive deterioration

Interictal dysphoric disorder: mood swings with 
irritability with multiple somatic symptoms

Interictal personality changes: dysthymic mood 
with obsessionality, increased philosophical/ 
religious interests, hyposexuality, and 
hypergraphia

Comorbid 
disorders

DSM-based diagnosis

Mula M et al. Psychiatric Comorbidities in People With Epilepsy. Neurology: Clinical 
Practice April 2021



P S Y C H I A T R I C  C O M O R B I D I T I E S

Depression

• DDx bipolar or unipolar 
depression: screen for 
manic symptoms

• Comorbid anxiety/ 
substance use

• Mild depression > med or 
psychotherapy

• Mod-severe depression > 
SSRIs are first line

Anxiety

• DDx major depression 
with anxious distress

• Comorbid depression/ 
substance use

• Mild-mod anxiety > med 
or psychotherapy

• Severe anxiety > SSRIs 
are first line

• BZ adjunct useful in 
short-term

• Consider gabapentin, 
pregabalin

Delusions and/or 
hallucinations

• DDx schizophrenia, 
interictal psychosis, 
delirium, substance-
induced psychosis

• Suggest risperidone, 
haloperidol for PWE 14

Suicide risk?



SUICIDE IN 
EPILEPSY

• Suicide in PWE is 3 times higher than 

in the general population, 7% of PWE 

have attempted suicide

• Risks for completed suicide: substance 

use, comorbid 

mood/anxiety/personality disorders, 

neurodevelopmental disorders, TBI, 

stroke, drug-resistant epilepsy, TLE

• Cause likely multifactorial and a 

combination of biological, 

psychological, and social factors

• Screening can be a first step towards 

management

15

Kiriakopoulos ET et al. Psychosocial Burden and Suicidality in 
Epilepsy: A Public Health Concern. Epilepsy Currents, 2025



U S E F U L  S C R E E N I N G  
T O O L S 16
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P A R A I C T A L  
S Y M P T O M S
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Forced 
normalization

Behavioral disturbance of acute/subacute 
onset including psychosis, significant 
mood change, anxiety with 
depersonalization/derealization, or 
psychogenic nonepileptic attacks AND 
reduction in the total number of spikes by 
over 50% in a routine EEG compared with a 
previous recording performed during a 
normal mental state

Alternative 
psychopathology

Behavioral disturbance of acute/subacute 
onset including psychosis, significant mood 
change, anxiety with 
depersonalization/derealization, or 
psychogenic nonepileptic attacks AND 
complete cessation of seizures for at least 
1 week, corroborated by a relative or carer

Mula M et al. Psychiatric Comorbidities in People With Epilepsy. Neurology: Clinical 
Practice April 2021



A L T E R N A T I V E  
P S Y C H O P A T H O L O G Y

/  F O R C E D  
N O R M A L I Z A T I O N

Behavioral disturbances occurring after reduction of seizure 

activity

Psychotic symptoms commonly described, but mood 

disturbances, anxiety, and PNES can also occur

May occur after treatment with ASMs, epilepsy surgery, or vagus 

nerve stimulation

Mechanism unclear

In patients treated with ASMs, ASM discontinuation or reduction 

can reduce symptoms

Need shared decision making about treatment options and risk 

of seizures VS risk of psychiatric symptoms



A S M - R E L AT E D  
P SY C H I AT R I C  SY M P TO M S

• Crafting an engaging, impactful, and professional presentation



20 N O V E M B E R  2 7 ,  2 0 2 5

Antiepileptics Positive Psychiatric Effects

Carbamazepine Bipolar disorder, reduce aggression

Oxcarbazepine Bipolar disorder, reduce aggression

Valproic acid Bipolar disorder, reduce aggression

Lamotrigine Bipolar depression

Topiramate Alcohol use, Weight gain, Binge eating

Gabapentin Anxiety disorders, Alcohol use disorder

Pregabalin Generalized anxiety disorder

Antiepileptics Negative Psychiatric Effects

Levetiracetam Irritability, Depression, Psychosis

Zonisamide Irritability, Depression, Psychosis

Topiramate Cognitive impairment, Depression

Phenobarbital Depression, Irritability, Cognitive impairment

Phenytoin Delirium, Mood change, Psychosis

Perampanel Hostility, Irritability, Anxiety, Psychosis

Chen B et al. Epilepsy Behav. 2017 Nov;76:24-31. 
Fogel BS, Greenberg DB. Psychiatric Care of the Medical 
Patient. 2015.
https://www.fycompa.com/side-effects/  

Psychiatric symptoms may 
be caused by:

Stopping meds with positive 
psychiatric effects…

…or starting meds with 
negative psychiatric effects.



P H A R M A C O L O G I C A L  
M A N A G E M E N T  O F  
P SY C H I AT R I C  I S S U E S  I N  
P W E

• Crafting an engaging, impactful, and professional presentation



M E D I C A T I O N  C O N S I D E R A T I O N S  W H E N  T R E A T I N G  A  
P S Y C H I A T R I C  C O N D I T I O N  I N  E P I L E P S Y

S I D E  E F F E C T S

• ASMs can contribute to worsening or 

improvement of behavioral/affective/cognitive 

symptoms.

• Additive side effects from both psychotropics 

and ASMs

• Some psychotropics have been reported to 

increase risk of seizures (usually dose-

dependent or related to rapid titration)

P H A R M A C O K I N E T I C  I N T E R A C T I O N S

• Many ASMs are enzyme inducers

• Many psychotropics are metabolized with CYP 

1A2, 2D6, 3A4

• Prescriptions of psychotropics may need higher 

doses than normally expected

• Some antidepressants inhibit CYP 2D6 and 

3A4

22



P H A R M A C O D Y N A M I C  I N T E R A C T I O N S

Psychotropics AEDs Side effects

TCAs, sedating ADs/APs Almost all
Sedation, 

Cognitive impairment

TCAs, Mirtazapine, 
Olanzapine Carbamazepine, Valproic acid Weight gain

TCAs, Citalopram,  
Ziprasidone, Clozapine

Felbamate Arrhythmia

Duloxetine, Chlorpromazine Carbamazepine, Valproic acid Hepatic impairment

SSRIs, SNRI,       
Antipsychotics, Lithium

Carbamazepine, 
Oxcarbazepine

Hyponatremia

Clozapine, Chlorpromazine Carbamazepine, Valproic acid
Bone marrow 

suppression, Bleeding

Mula M. Pharmacol Res. 2016 May;107:147-153.
Levensen JL, Ferrando SJ. Clinical Manual of Psychopharmacology in the Medically Ill. 2nd ed. 2017.

https://www.ncbi.nlm.nih.gov/pubmed/?term=Mula%20M%5bAuthor%5d&cauthor=true&cauthor_uid=27001226
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mula%20M%5bAuthor%5d&cauthor=true&cauthor_uid=27001226
https://www.ncbi.nlm.nih.gov/pubmed/27001226
https://www.ncbi.nlm.nih.gov/pubmed/27001226


P S Y C H O T R O P I C S  A N D  S E I Z U R E  R I S K
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Alper K et al. Seizure Incidence in Psychopharmacological Clinical Trials: An Analysis of Food and 
Drug Administration (FDA) Summary Basis of Approval Reports. Biol Psychiatry 2007



P S Y C H O T R O P I C S  A N D  S E I Z U R E  R I S K

25

Reichelt L et al. Second-generation antipsychotics and seizures – a systematic review and meta-analysis of serious adverse events in randomized 
controlled trials. European Neuropsychopharmacology, 2023.
Gorska N et al. Antipsychotic drugs in epilepsy. Neurologia, 2019

• Psychotropics generally safe
• Psychiatric disorders themselves 

have seizure risk
• Caution for bupropion, 

clomipramine, clozapine, 
chlorpromazine (usually related to 
high dose/fast titration)

• Quetiapine and olanzapine may 
carry some risk

• Risperidone,haloperidol, and 
aripiprazole seem to have lowest 
risk
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Psych Drugs on ASMs

Habibi M, Hart F, Bainbridge J. Curr Neurol Neurosci Rep. 2016 Aug;16(8):71. 
Levenson JL. Textbook of Psychosomatic Medicine, 2nd ed. 2011.

ASMs on Psych Drugs

Carbamazepine
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https://www.ncbi.nlm.nih.gov/pubmed/?term=Habibi%20M%5bAuthor%5d&cauthor=true&cauthor_uid=27315249
https://www.ncbi.nlm.nih.gov/pubmed/?term=Habibi%20M%5bAuthor%5d&cauthor=true&cauthor_uid=27315249
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hart%20F%5bAuthor%5d&cauthor=true&cauthor_uid=27315249
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bainbridge%20J%5bAuthor%5d&cauthor=true&cauthor_uid=27315249
https://www.ncbi.nlm.nih.gov/pubmed/27315249
https://www.ncbi.nlm.nih.gov/pubmed/27315249
https://www.ncbi.nlm.nih.gov/pubmed/27315249
https://www.ncbi.nlm.nih.gov/pubmed/27315249


P S Y C H O T R O P I C  C H O I C E

Disorder Favorable drugs Caution

Depression SSRIs
Amitriptyline, Clomipramine, 
Maprotiline, Bupropion (dose 

dependent)

Anxiety SSRIs
Pregabalin also useful

Psychosis Risperidone, Haloperidol, Aripiprazole have 
lowest seizure risk 

Chlorpromazine (seizure at very high 
dose), Clozapine (seizure risk, 

agranulocytosis)

Bipolar d/o Valproic acid (mania), Lamotrigine 
(depression) Lithium (risk of seizure in overdose)

ADHD Methylphenidate

Gorska N et al. Antipsychotic drugs in epilepsy. Neurologia, 2019
Mula M et al. Psychiatric comorbidities in people with epilepsy. Neurology: clinical practice, 2021
Mula M. The pharmacological management of psychiatric comorbidities in patients with epilepsy. Pharmacological research, 2016



P SY C H O G E N I C  N O N -
E P I L E P T I C  S E I Z U R E



F U N C T I O N A L  N E U R O L O G I C A L  S Y M P T O M  D I S O R D E R

A) One or more symptoms of altered voluntary motor or sensory function. 

B) Clinical findings provide evidence of incompatibility between the symptom and recognized neurological 

or medical conditions. 

C) The symptom or deficit is not better explained by another medical or mental disorder. 

D) The symptom or deficit causes clinically significant distress or impairment in social, occupational, or 

other important areas of functioning or warrants medical evaluation. 

• Specify symptom type; with weakness or paralysis, with abnormal movement, with swallowing symptoms, with speech 

symptom, with attacks or seizures, with anesthesia or sensory loss, with special sensory symptom, with mixed 

symptoms. 

• Specify if; acute episode vs persistent (>6 months).

• Specify if; with or without the psychological stressor.

29
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LaFrance WC et al. Minimum requirements for the diagnosis of psychogenic nonepileptic seizures: A staged 
approach. A report from the International League Against Epilepsy Nonepileptic Seizures Task Force. Epilepsia, 2013
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LaFrance WC et al. Minimum requirements for the diagnosis of psychogenic nonepileptic seizures: A staged 
approach. A report from the International League Against Epilepsy Nonepileptic Seizures Task Force. Epilepsia, 2013



F E A T U R E S  S U G G E S T I V E  O F  P N E S

• About 75% of cases are women

• Age about 20-30

• 10% of epilepsy have PNES

• 30% of PNES have intellectual disability (ID)

• 70% have another psychogenic disorder

• Event frequency in PNES is higher than ES

• Triggers can include stressful or difficult situations, or physical triggers not usually associated with ES

• Partial or transient response to ASM reported in 40% of cases

32

LaFrance WC et al. Minimum requirements for the diagnosis of psychogenic nonepileptic seizures: A staged 
approach. A report from the International League Against Epilepsy Nonepileptic Seizures Task Force. Epilepsia, 2013



T R E A T M E N T

• Good communication of diagnosis can reduce episodes 

of PNES: 1/3-1/2 of patients report that episodes have 

stopped at 3-6 months following diagnosis

• However, sustained reduction of symptoms not seen in 

the long-term

• Prognosis is poorer if patients have comorbid depression, 

personality disorder, or abuse history

• Continued treatment involves treatment of psychiatric 

comorbidities and psychotherapy

33

LaFrance WC, Reuber M, and Goldstein LH. Management of Psychogenic Nonepileptic Seizures. Epilepsia, 2013
Hall-Patch L et al. Acceptability and effectiveness of a strategy for the communication of the diagnosis of psychogenic 
nonepileptic seizures. Epilepsia, 2010
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P S Y C H I A T R I C  
I S S U E S

35

Pre-op Treatment of comorbidities

Postictal psychosis/aggression
No absolute contraindications

Periop Post-op delirium

Pain, insomnia

Benzodiazepine withdrawal

Post-op Alternative psychopathology
Return to work

Mula M et al. Psychiatric Comorbidities in People With Epilepsy. Neurology: Clinical 
Practice April 2021



P O S T O P E R A T I V E  O U T C O M E S

• Many studies report improved quality of life and reduction of psychiatric comorbidities

• For patients with depression and anxiety after surgery, the most common risk factor was presurgical 

psychiatric conditions. Other reported risk factors include a family history of psychiatric illness, older age, 

male sex, the experience of auras of ictal fear, and poor seizure outcomes.

• Depression occurs as early as one month after surgery and may persist up to 2 years. Anxiety increases 

immediately after surgery and returns to baseline after 2 years.

• Risk of postoperative psychosis is not clear

• Patients who were treated before surgery tend to do better after surgery. Patients in dysfunctional families 

may experience “burden of normality”. Employed patients experience better quality of life

36

Fasano RE and Kanner AM. Psychiatric complications after epilepsy surgery…but where are the psychiatrists? 
Epilepsy & Behavior, 2019
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