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* The general concepts of epilepsy and psychiatry
* Cognitive comorbidities

* Behavioral comorbidities

* Not PNES!



Hans Berger, a German psychiatrist (1873-1941);.
“The father of electroencephalography”

Millett D. Perspect Biol Med. 2001 Fall;44(4):522-42.

Ober das Elekirenkephalogramm des Menschen,
Vom
Professor Dr. Hans Berger, Jena
Ot 17 Testabbibbongrn. )
(Elngeprngen am 24, Apeil 1929, )

Wie Garfen |, wohl ciner der bewten Kemter der Elektrogh ywiobogie,
wit Recht bervorgeboben hat, wird man kaum febigehen, wenn man
jeder lebenden Zelle tievischer wwl planalicher Natwr die Pibigheit
nwchreibt, elektrische Strime bervorzubeingen. Man bezeichnet solche
Strdnee als bioelektrische Stréoee, weil sie die mormalen Lebenmersched.
numgen der Zelle begleiten. Sie sl wohl su wnterweheiden von den
durch Verktzungen kimsthich bervorgerufenen Strdmen, d- men al
Demarkstions., Alerations- oder LAngegwerschni o
bat. Es war von voenberein su erwarten, -hl.udshbw-hnvn
svstem, das doch eine gewnltige Zellanhinfung darstellt, bioelektriache
Ervcheinungen nachweisbar seien, und in der Tat it dieser Nachweis
whor. verbalinkmiSig fruh erbracht worden
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https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Millett%20D%5bAuthor%5d&cauthor=true&cauthor_uid=11600799
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=hans+berger:+from+the+psychic+energy+to+the+eeg

Special Article

Epileptic Seizures and Epilepsy: Detinitions Proposed by the
International League Against Epilepsy (ILAE) and the

International Bureau for Epilepsy (IBE)  rpitepsia. 464470472, 2005
Blackwell Publishing, Inc.
3 2005 International Leagoe Against Epilepsy

An epileptic seizure 15 a transient occurrence of signs and/or
sympitoms due to abnormal excessive or synchronous neuronal
activity 1n the brain.

Epilepsy 15 a disorder of the brain charactenzed by an enduring
predisposition to generate epileptic serzures and by the

rﬂﬂurﬂhlﬂlﬂE]lﬂﬂ itive] EE chological, ﬂl‘H:lEDElﬂT]

consequences of this condition. The defimbion of epilepsy
requires the occurrence of at least one epleplic serzure.
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° One in three people with @@)nﬂ@[@ssy has 3 Ilfetlme
history of psychiatric cd}ug@rd@rf§ 5 B
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* One in four people with eplleps
psychiatric problem.

Mula M, et al. Continuum. 2022.



Prevalence of Psychiatric Disorders in
Epilepsy vs. the General Population

Psychiatric Disorders

Depression 11-80% 4.9-17% (MDD)
Psychosis 2-9.1% 1% (Schizophrenia)
GAD 15-25% 5.1-7.2%
Panic disorder 4.9-21% 0.5-3%
ADHD 12-37% 4-12%

“4 fold increased of psychiatric disorder in epilepsy than non-epilepsy patients.”

Fogel BS, Greenberg DB. Psychiatric care of the medical patient. Oxford University Press. 2015.



Potential risk factors of neurocognitive-psychiatric symptoms in PWE.

Post-surgical
Development,

Psych, family
HXx.

Psychological
process

Psychosis

Mood Psychosocial
Anxiety Impact

Cognition

TLE, FLE

Kanner AM, et al. European Journal of Epilepsy 83 (2020) 216-222



Bidirectional Relationship Between Epilepsy & Neurocognitive-Psychiatric Disorders

* Low 5HT level

* HPA axis dysregulation, high cortisol
* Seizure activity and peri-ictal brain function ID
* Anatomical and physiological abnormality
 Developmental and degenerative process

Autism

ADHD
Depression
Psychosis

D ti
* Learned helplessness (unpredictability) SRS

* Poor self esteem & self care
e Limited psychosocial ability
* Social embarrassment & stigma

Hesdorffer et al. Ann Neurol. 2012 Aug;72(2):184-91.



Psychiatric Approach In The Patient With Epilepsy
(PWE)

* Epileptic VS non-epileptic seizure?
* Atypical psychiatric syndrome VS DSM-5 syndrome?

* How the occurrence and remission of seizure and
psychiatric symptoms temporally correlated?

* AED initiation/discontinuation = psychiatric symptoms?

* What is the potential seizure x AEDs x psychotropic drugs
pharmacokinetic/dynamic interaction?

* What is the impact on the patient’s QOL?

International League of Epilepsy (ILAE) Commission on the Neuropsychiatric Aspects of Epilepsy. Epilepsia. 2011 Nov;52(11):2133-8.



https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=International%20League%20of%20Epilepsy%20(ILAE)%20Commission%20on%20the%20Neuropsychiatric%20Aspects%20of%20Epilepsy%5bCorporate%20Author%5d
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=international+concencus+clinical+practice+sttements+for+the+treatment+of+neuropsychiatric+conditions
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Psychiatric comorbidities; temporally correlated, but atypical

S Knott et al / Epilepsy & Behawvor 52 (2015) 267-274

Seidzure phases o
Pre-ictal Ictus ~ Post-ictal : Inter-ictal
Irritability Intense fear - Drowsmess © Major depression
Aggression Déjavu/ Jamais vu Lethargy . Dysthymic disorder
Depression ictal speech . Confusion Mania
Dysphoria Inappropriate lavghter = Agitation . Panic
Emotional lability Anxiety - Aggression L Anxiety
Confusion - Anxiety . Psychosis
Aggression . Depression :
Dysphoria - Mania
Parancia - Hypomania
Hallucinations - Psychosis

Delusions
Grandinse ideatinn

Fig. 1. The spectrum of behavioral and psychiatric disturbances that can occur throughout the phases of a seizure.



Intellectual disability (ID) and Epilepsy

e Children with epilepsy: 17.2% with autism, 7.8% with ADHD, 14.3% with ID.

* 1in 5 adult individuals with ID diagnosed with comorbid epilepsy.

* Moderate ID 2 16.7% epilepsy, severe ID =2 27% epilepsy, profound ID = 50.9% epilepsy
* ID:1Q £ 70 = reasoning, problem solving, planning,
abstract thinking, judgement, academic learning, etc.

* Comorbidity: speech handicap, motor handicap,
joint/Gl/neurovascular disease, aggression,
self-injurious behaviors, anxiety, depression.

* Neuropsychological testing: WAIS, WISC

Mula M, et al. Continuum. 2022. Kanner AM, et al. European Journal of Epilefs
Robertson j, Hatton c, et al. Seirzure 2015 Taniguchi et al. Psychiatry Clin. Neurosci. Rgp" 26




m Seminar in Epileptology Eplleptlc
(1): 40-52 Di sor'der's

Epileptic Disord 2027; 23

Developmental and epileptic
encephalopathies: recognition
and approaches to care

34, Sylvain Rheims %%¢, Jo M. Wilmshurst 2

Sharika Raga "2, Nicola Specchio

* Developmental encephalopathy (DE): a person with developmental delay
or intellectual disability, due to a non-progressive brain state, who also has

co-existing epilepsy = Precision (genetic) therapy.

the abundance of epileptiform
abnormalities and/or a high number of epileptic seizures contribute to
cognitive regression. = (Aggressive) seizure medications.

* Developmental and epileptic encephalopathy (DEE): both developmental
impairment and epileptic activity have an impact on the cognitive and
behavioral state of the affected person = Both interventions.



¥ Table 1. Differentiation between patients with neurocognitive impairment and epilepsy whose DEE is,
or is not, influenced by epileptic activity. Note that some conditions, such as TSC, may be assigned
to more than one category depending on the impact of the epileptiform activity.

Developmental
encephalopathy (DE)

DEE with dual impact
on cognition from
developmental and

epileptiform activity

DEE predominantly related to
epileptic encephalopathy

Etiology

Clinical

Age at onset

Past medical history
Cognition

Outcome

Condition due to
underlying static etiology
e.g. hypoxic brain insult

May have systemic or focal
neurological features,
neurocutaneous markers.
May be normal

In utero or shortly after
birth

Often abnormal

Abnormal

Abnormal in established
cases

Neurocognition and
neurobehavior remain
impaired even with seizure
control

Condition due to underlying
etiology e.g. TSC, Dravet
syndrome, most commonly
with gene mutations

May have systemic or focal
neurological features,
neurocutaneous markers. May
be normal

Any age, most have onset in
infancy or early childhood

Either abnormal or normal

Abnormal - but may be normal
and regress, or deteriorate
from a low baseline

Abnormal in established cases.

Neurocognition and
neurobehavior remain
impaired even with seizure
control although some
improvement may occur

Condition due to the impact of
the epilepsy e.g. EE-CSWS

May be normal or hypotonic,
depending on seizure control

Any age but most in childhood

Usually normal
Regression, improves with
seizure control

Abnormal. Can return to normal
if seizures are controlled.
Mostly slow with frequent
epileptiform discharges.

Neurocognition and
neurobehavior may significantly
improve with control of seizures
and resolution of interictal
epileptiform activity.




ADHD and Epilepsy

 ADHD is a risk factor for having epileptic seizures (but is not mediated by stimulants).

* A population-based study from Sweden (N=21,557) demonstrated a lower risk for
subjects with ADHD to experience acute seizures when they were taking CNS
stimulants compared to periods when they were not.

* CNS stimulants (Methylphenidate) and Atomoxetine are safe at therapeutic doses and
worsen seizures at toxic doses.

-24 weeks -12 weeks +12 weeks +24 wieeks
4 —

— 1

[ !

E FIGURE 1 Incidence rate (IR) of

E- 3 — seizures in the 24 weeks before and after

S ADHD medication initialion among 995

g . 1 individuals with a seizure history who

ﬁ : initiated ADHD medication treatment
between 2007 and 2013, The blue line is

! | | | i | | | the estimated IR per 1000 person-weeks

presented with 95% confidence interval. IRs

-150 -100 -50 o 50 100 150 . . . .
are estimated with natural cubic splines
with knots at —24, —12, 0, 12, and

Days compared te treatment initiation 24 weeks

Kanner AM, et al. European Journal of Epilepsy 83 (2020) Brikell I, et al. Epilepsia. 2019 Robertson j, Hatton c, et al. Seizure 2015



Dementia and Epilepsy

* Increased risk of dementia in epilepsy (8.1- 17.5 per 100 PWE).
* Increased risk of seizure in VaD & AD (as well as DLB & FTD).

e Seizure mimics in demented older adult patients: stroke, TIA, delirium,
syncope, migraine, panic attack, sleep disorders, etc.

 MMSE, MoCA screening =2 Neuropsychological testing.
* Donepezil did not improve memory/cognitive/psychological

functions in PWE with memory problems.

» Cognitive impairment = limited informed consent &
decisional capacity, lifestyle, school, driving, employment, etc. 8‘*’ ‘ﬁ
e Levetiracetam!!! (> <) (T-T)

Mula M, et al. Continuum 2022
Hamberger MJ, et al. Epilepsia, 2007



The prevalence of psychosis in epilepsy;
a systematic review and meta-analysis

Study Name Effect Size Weight

(85%Cl) % .
Adoma 2008) - TP Ry T Clancy et al BMC Psychiatry 2014, 1475
Alper (2&01 > 466(301, 623 2 31 nse22y
Anhouty ) -~ 275(032, 58 1 84 N=109)
8ladin{1 ‘.2 = T 280(-032 593 1.82N=107)
Blumet (199 —_ 12.46(3.45, 21.47) 058 N=50y
Caplan (1998 —— 6.00(1.35 1065) 1.34 N=100)
Christodoutou (2002) > 1.06(-013, 2 26) 243 n=282)
Deb (1991 - 267(0.09, 524&5 201 H=150)
Deeﬁak 2008) e o 566(.0586, 11.88) 0.98 n=5))
Eopen 2004 —o— 10241600 1588) 140 giies 1 1
Seeoo0s, 3 pieege 1w e Pooled OR for risk of psychosis among PWE
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Someagan toen < X T KR
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Mendez (1823 > 925(7.83, 10 63) 238(N=1611)
Mohammadlg- ) > 005(0.02, 0.0273 258 Ne25181)
Btcnard 1585y - 107117611887  §gaimuser e P | f hosis in TLE = 7%
Gin 3505} . TR RY PEL revailence or psychnosis Iin = /7
Ring (2007) - 11.43(6.71,16.14) 1.33(N=175)
Roy (1.’002 > 240 { 08,374 2 40N=500)
T a5 sRugey e
Sengoku (199 : 16 511 27.2246) 111 =172
Sengoku (1983 * 444(308, 5 2 39(N=279)
Shanin (1981) s 2SN :1’14:1&34;551%3 333 H H HPR o)
A & il v . 1H=63) —

SR —wfa pegzsl 4 e Prevalence of interictal psychosis in PWE = 5.2%
Sper (".’003 - 320(085 555 209 N=217)
Stefansson (1908) - 622(3.17. 9 275 185M=241)
Swnkels (2001 - 0 48(-0.46, 1 41) 2 49 1s200)
Tandokoro 120017) o 436(27559 233 N=619)
Tebartz van Elst (2002) - 460(323.59 2 391=1008)
i ok Sernas 200 2 o janmes, g : . 0
S < . giaiy jmmm e Prevalence of postictal psychosis in PWE = 2%
g:g::g,o;-mo 2007 a3 1 . 3167) O m::oe.
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e Clivera (2010) - — 550021, 10.79) 1.18N=7)
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371 0 7

Figure 2 Pooled prevalence of psychosis in individuals with epilepsy.



Yulnerable brain
(neurodevelopmental or acquired abnormality)

Cryptic insults —"l | |Excitation/inhibition imbalance
Postical
hosis
Epilepsy (!temporal lobe) - PRrE
Brief interictal
Selzures pyshosis
Psychosocial | Lobectomy Repeat
factors episodes
Drugs
Cellular & molecular *| L_Neurochemical change
changes post-seizures | Inhibiticn | |
) Y ;

Schizophrenia-like psychosis -——

Figure |.

Possible pathophysiologic mechanisms for the associa-
tion between epilepsy and schizophrenia-like psychosis

Sachdev P. Am J Psychiatry. 1998 Mar;155(3):325-36.



https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Sachdev%20P%5bAuthor%5d&cauthor=true&cauthor_uid=9501741
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Schizophrenia-Like+Psychosis+and+Epilepsy:+The+Status+of+the+Association

Post-ictal Psychosis (PIP)

* Develops within 1 week (mostly 3 days) after seizure. |

* Lucid interval may present.

* Psychosis (+ mania + depression + anxiety + confusion +
agitation/aggression/violence + suicide + dissociation + personality change).

* Mostly resolves in 1 week - 1 month. 1/2 of PIP recurs.

» Aggressive seizure control (AEDs, Sx.) prevent PIP!!!

 Early treatment (Observation + environmental control + Med) during
the development of PIP may prevent full-blown psychosis.

* Benzo, Antipsychotic (PO, IV, IM)

* Psych meds tapering in 5 days (rapid episode) or 1-3 months

(p rolonged episod e). Adachi N, et al. Epilepsia. 2013 Mar;54 Suppl 1:19-33.
Kerr MP, et al. Epilepsia. 2011 Nov;52(11):2133-8.


https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Adachi%20N%5bAuthor%5d&cauthor=true&cauthor_uid=23458463
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=basic+treatment+principles+for+psychotic+disorder+in+patients+with+epilepsy
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kerr%20MP%5bAuthor%5d&cauthor=true&cauthor_uid=21955156
https://www.ncbi.nlm.nih.gov/pubmed/21955156

Inter-ictal Psychosis (IIP)

* Psychosis in clear consciousness occurs in PWE, the periictal/postictal
psychosis is excluded.

* Schizophrenic-like with limited negative symptomes.
* Longer; median duration = 17 weeks.
* 75% of IIP lasted more than 1 month.
* Only 15% remitted w/o treatment.

* Early APD treatment is recommended.

* Months — years course of treatment.
e 2/3 of lIP recurs.

Adachi N, et al. Epilepsia. 2013 Mar;54 Suppl 1:19-33.
Kerr MP, et al. Epilepsia. 2011 Nov;52(11):2133-8.


https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Adachi%20N%5bAuthor%5d&cauthor=true&cauthor_uid=23458463
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=basic+treatment+principles+for+psychotic+disorder+in+patients+with+epilepsy
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kerr%20MP%5bAuthor%5d&cauthor=true&cauthor_uid=21955156
https://www.ncbi.nlm.nih.gov/pubmed/21955156

Depression and Epilepsy

* 1/3 of PWE experiences a depressive disorder in their life.
* Atypical presentation is common; depression + irritability +
anxiety + cognitive impairment.

* Temporal correlation; prodrome, ictal, postictal, interictal, alternative

depression, postsurgical depression, AED initiation, AED discontinuation,
enzyme mducmg AED and AD.

* Consider Lamotrigine, Valproic acid, Carbamazepine, Oxcarbazepine.
e SSRI > SNRI > TCA.

* Avoid Bupropion, Clomipramine!!!

* Caution with CYP450 interaction between AEDs & Ads.

* Counseling, Psychoeducation, Supportive psychotherapy, CBT.

Kanner AM. Epilepsia. 2013 Mar;54 Suppl 1:3-12.
Kerr MP, et al. Epilepsia. 2011 Nov;52(11):2133-8.



https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Kanner%20AM%5bAuthor%5d&cauthor=true&cauthor_uid=23458461
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/23458461
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kerr%20MP%5bAuthor%5d&cauthor=true&cauthor_uid=21955156
https://www.ncbi.nlm.nih.gov/pubmed/21955156

Anxiety & Epilepsy

* TLE; amygdala/hippocampus - fear & anxiety (aura, ictal, postictal, interictal).
e |ctal fear (panic) is the most frequent ictal psychiatric symptom.
* Interictal anxiety ; panic, agoraphobia, GAD, OCD, PTSD.

* Psychotherapy; CBT (Cautious with deep breathing exercise!!l)
* Benzo (short-term); Clobazam, Clonazepam, Lorazepam, Diazepam.

* SSRIs (Sertraline, Escitalopram, Venlafaxine).
* Pregabalin (1t choice in epilepsy with GAD), Gabapentin.

e 2

Mula M. Epilepsia. 2013 Mar;54 Suppl 1:13-8.



https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Mula%20M%5bAuthor%5d&cauthor=true&cauthor_uid=23458462
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/23458462

Screening tools: Neurological Disorders Depression
Inventory for Epilepsy (NDDI-R

Hospital Anxiety and Depression Scale (HADS)

PATIENT HEALTH QUESTIONNAIRE-9 Tick the box beside the reply that is closest to how you have been feeling in the past week.
[ PHQ-9 ] Don’t take too long over you replies: your immediate is best.
D |A D A
o — T —
Over the |ast 2 weeks, how often have you been bothered More Nearly Most of the time 3 Nearly all the time:
by any of the following problems? Several thamhalf  every : lot c;f metlir:_e i f xary often
L'se “s fo indicate your ans Mot at all d. the days da rom time to time, occasionally o
f yo w1 il Y y Over the last 2 weaks, how often have you Not  Several M:;: :::" Nearly 0 [ Notatal 0 Not at all
been by the g p ? atall days every day
1. Little interest or pleasure in doing things 0 1 2 3 (Use “to Indicate your answer) 1 still enjoy the things I used to 1 get a sort of frightened feeling like
enjoy: 'butterflies’ in the stomach:
X 1. Feeling nervous, anxious or on edge ] 1 2 3 0 Definitely as much 0 Not at all
2. Feeling down, depressed, or hopealess 4] 1 2 3 Mot quite s0 much Occasionally
2 Cnly a little Quite Often
2. Not being able to stop or control worrying 0 1 2 3 E Hardly at all Very Often
3. Trouble falling or staying asleap, or sleeping oo much [u] 1 2 3 o S oTTriohterad feal m
get a sort of frighten ng as
3. Worrying too much about different things [1] 1 2 3 something awful is about to | have lost interest in my appearance:
. . ) 3| n:
4. Feeling tired or having litthe energy o 1 E 3 4. Trouble relaxing 0 1 2 3 Very definitely and quite badly 3 Definitely
Yes, but not too bad_ly - don't take as much care as | should
A little, but it doesn't worry me may not take quite as much care
5. Poor appetite or overeating 0 1 2 3 5. Belng so restless that It Is hard to sit still o 1 2 3 Not at all take just as much care as ever
Beco I can laugh and see the funny side | feel restless as | have to be on the
6. Feeling bad about yoursell — or that you are a failure or o ] P 3 & mning esiy:annoyed-or Intabls e i 2 3 of mlng_s; move:
have let yourself or your family down 0 As much as | always could Very much indeed
7. Feeling afraid as if something awful ] 1 2 3 1 Not quite s0 much now Quite a lot
7. Trouble concentrating on things, such as reading the 0 4 2 3 might happen g E fini a;i not so much now 0 :Ot "eTY“much
newspaper of walching television ot at ot at al
_ (For office coding: Total Score T - . N ) Worn_flng thoughts go through my look f_nrward with enjoyment to
B. Moving or speaking so slowly that other people could have mind: i things: _
noticed? Or the opposite — being so fidgely or restless 0 1 2 3 A great deal‘of the time [1] As much as | ever did
that you have been moving around a lot more than usual A lot of the time 1 Rather less than | used to
From time to time, but not too often 2 Definitely less than | used to
9. Thoughts that you would be better off dead o of hurting 0 4 2 3 Only occasionally 3 Hardly at all
yoursell in same way
| feel cheerful: 1 get sudden feelil of panic:
3 Not at all Very often indeed
2 Not often 2 Quite often
Fomorpoecdome 0+ + .+ 1 Sometimes Not very often
=Total Score: 0 Most of the time 0 Not at all
| can sit at ease and feel relaxed: | can enjoy a good book or radio or TV
program:
If you checked off goy problems, how difficylt have these problems made it for you to do your Definitely [1] Often
work, take care of things at home, or get along with other people? Usually Sometimes
. ot Often 2 Not often
Not i: I::cu“ Ss'i':r‘::u'l'lat o I‘:E;: « E;il;ﬁ":uﬁ:y Developed by Drs. Robert L. Spitzer, Janet BW. Williams, Kurt Kroenke and colleagues, with an Not at all 3 Very seldom
a o o o educational grant from Pfizer Inc. No permission required to reproduce, translate, display or distribute. Please check YDI.I have answered all the questions
Scoring:
Total score: Depression (D) Anxiety (A)

0-7  =Normal



Personality disorder & Epilepsy
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* TLE (Epileptoid personality);

-Hyper/hypo-sexuality, hyper-religiosity, hyper-graphia,
circumstantiality, viscosity (interpersonal adhesiveness).

-Kluver-Bucy syndrome, Psychosis.

 Juvenile myoclonic epilepsy;

-Poor sleep habits, lack of discipline, hedonism,
indifference of iliness, attractive but labile, child-like behavior, mood swing.

-Cluster B-like.
* Frontal lobe syndrome in PWE;

-Irritability, impulsivity, aggressive outburst, social disorganization,
emotional blunting, withdrawal, apathy.

-Intermittent explosive disorder, aggressive episode.
Trimble M. Epilepsia. 2013 Mar;54 Suppl 1:41-5.



https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/?term=Trimble%20M%5bAuthor%5d&cauthor=true&cauthor_uid=23458465
https://www-ncbi-nlm-nih-gov.cuml1.md.chula.ac.th/pubmed/23458465

Post epilepsy surgery & Psychiatric complications

¥

e Pain
® [nsomnia
e Delirium

e Benzo
withdrawal

e Depression
e Anxiety

e Psychosis
e Personality

e Depression
e Anxiety

e Psychosis
e Mania

e AEDs

motional support ;&\ §
)n or De novo Mx|

Previous risk stabilization |

Koch-Stoecker S, et al. Epilepsia. 2013 Mar;54 Suppl 1:46-52. Kanchanatawan B, et al. Psychiatry Res. 2016 Nov 30:245:333-339



https://www.ncbi.nlm.nih.gov/pubmed/?term=Koch-Stoecker%20S%5bAuthor%5d&cauthor=true&cauthor_uid=23458466
https://www.ncbi.nlm.nih.gov/pubmed/23458466

Antiepileptics Positive Psychiatric Effects

Carbamazepine  Bipolar disorder, Aggression

Oxcarbazepine Bipolar disorder, Aggression

Valproic acid Bipolar disorder, Aggression
Lamotrigine Bipolar depression
Topiramate Alcohol use, Weight gain, Binge eating
Gabapentin Social anxiety, Alcohol use
Pregabalin Generalized anxiety disorder
Negative Psychiatric Effects
Levetiracetam Irritability, Depression, Psychosis
Perampanel Hostility, Irritability, Anxiety, Psychosis
Topiramate Cognitive impairment, Depression
Zonisamide Cognitive impairment, Depression

Epilepsy Behav. 2017 Nov;76:24-31. Chen Bet al. . . .. . ] . . e
Fogel BS, Greenberg DB. Psychiatric Care of the Medical Patient. 2015. BenZOdlazePlne COgnItIVE Impalrment; disinhibition

Taniguchi et al. Psychiatry Clin. Neurosci. Rep. 2025
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TABLE 1 Common psychiatric adverse effects associated with antiseizure medications (based on references 15 and 46).

Drugs Psychiatric adverse effects Risk factors

Barbiturates Depression (hyperactivity, Children and individuals with

(phenobarbital/primidone) irritability, and aggression) intellectual disabilities

Benzodiazepine {Hyperactivity, irritability, and Children and individuals with
aggression) intellectual disabilities

Brivaracetam Aggressive behavior, depression,
and psychosis

Carbamazepine -

Eslicarbazepine -

Ethosuximide Psychosis

Felbamate Anxiety and psychosis

Gabapentin (Hyperactivity, irritability, and Children and individuals with
aggression) intellectual disabilities

Lacosamide -

Lamotrigine (Hyperactivity, irritability, and Individuals with intellectual
aggression) disabilities

Levetiracetam Irritability, aggression, anxiety,
depression, and psychosis

Oxcarbazepine -

Perampanel Irritability, aggression, anxiety, Blood concentration
depression, and psychosis dependence

Phenytoin Psychosis At high serum levels

Pregabalin Depression

Rufinamide -

Stiripentol Hyperactivity, irritability, and
aggression

Tiagabine Irritability

Topiramate Depression, psychosis, irritability, Dose dependent
and cognitive dysfunction

Valproic acid -

Vigabatrin (Hyperactivity, aggression, and Children and individuals with
agitation) intellectual disabilities

Zonisamide Depression, psychosis, irritability, Dose dependent

and cognitive dysfunction
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Psychotropic drugs and seizure threshold
| DrugClasses | Us | Aod

SSRIs (1-2% seizure risk when OD) >
SNRIs > Mirtazapine >

AL LIRS some TCAs (10-20% seizure risk when OD)
Haloperidol = Risperidone = Paliperidone >
Aplrie - tprdore
Valproic acid, Lamotrigine, Carbamazepine,
Mood stabilizers Oxcarbazepine, Benzodiazepine
Stimulants Methylphenidate

Habibi M, Hart F, Bainbridge J. Curr Neurol Neurosci Rep. 2016 Aug;16(8):71.
Alper K, et al. Biol Psychiatry. 2007 Aug 15;62(4):345-54.

Mula M.

Amoxapine, Amitriptyline,
Clomipramine, Maprotiline,
Bupropion

Chlorpromazine, Loxapine,
Clozapine

Lithium (intoxication)

Amphetamine

Pharmacol Res. 2016 May;107:147-153.
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Psych Drugs on AEDs

2C9/19 3A4
inhibitors inhibitors

Fluvoxamine Fluvoxamine

Fluoxetine

Carbamazepine
Tiagabine
Ethosuximide

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

Fluoxetine

|

Phenytoin
Phenobarbital
Tiagabine
Clobazam

AEDs on Psych Drugs

2C9/19
inducers

Carbamazepine

Phenytoin

TCAs
Sertraline

Escitalopram

3A4
inducers

Carbamazepine

Oxycarbazepine

Phenytoin
Phenobarbital

TCAs
Sertraline

Escitalopram
Mirtazapine
Trazodone
Haloperidol
Aripiprazole

Quetiapine
Risperidone
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Psychotropic drugs & AEDs Pharmaco-dynamic interactions.

Psychotropics ___|_AEDs _____| __Side effects

Sedation,

TCAs, sedating ADs/APs Almost all e :
Cognitive impairment
TCAs, Mirtazapine, Olanzapine = Carbamazepine, Valproic acid Weight gain
. TCA.S' Cltalopramf Felbamate Arrhythmia
Ziprasidone, Clozapine
Duloxetine, Chlorpromazine Carbamazepine, Valproic acid Hepatic impairment
SSRIs, SNRI
) ) . . H o
. Carbamazepine, Oxcarbazepine yponatremia
: : L B ion,
Clozapine, Chlorpromazine Carbamazepine, Valproic acid ONE Marrow suppression

Bleeding

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

* The cognitive and psychiatric presentations are common and adversely
affect the outcome of epilepsy care as well as QOL of the PWE.

* Biological & psychosocial multi-factors between epilepsy and psychiatric
disorders are bi-directionally related.

* Phenomenological, temporal, and etiologic approaches would promote the
clinical understanding of this complex clinical situation and guide effective
management.

* Choosing the antiepileptics, psychotropics, and psychological management
for this population is challenging but may rewardingly enhance
seizure/psychiatric symptom control as well as QOL improvement.
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