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Diferencialni diagnostika kratkodobych
poruch védomi

o Epileptické zachvaty (cca 5% populace)

o Synkopy (vé. “konvulzivni” synkopy) (cca 50% populace)
o Tranzitorni ischemické ataky

o Paroxysmalni metabolické dysbalance

o Akutni intoxikace

o Poruchy spanku (narkolepsie-kataplexie)

o Bazilarni migréna s poruchou vedomi

o Tetanie?

o PNES (funkCni poruchy védomi)
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Synkopa

« Synkopa je definovana jako “nahla, prechodna
ztrata védomi spojena se ztratou posturalniho
tonu a se spontannim navratem veédomi, bez
nutnosti elektrické ¢i farmakologické verze”

« Jeji pricinou je difuzni cerebralni hypoperfuze
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Zakladni deleni

Kardialni (kardiogenni) Arytmogenni Bradykardicka
Tachykardicka
Obstrukéni
Ostatni nekardialni .Dysautonomni*

Deplece volumu

Autonomni (reflexni)

senzoricka synkopa
vagovagalni synkopa
syndrom sinus carotici
ortostaticka synkopa
neurokardiogenni synkopa
dalSi vegetativni synkopy
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Cardiac
Arrhythmla

10%

=i | |
Unexplained Causes =10%
After Moya A et al, ESC Syncope Guidelines, Eur Heart J 2009; 30: 2642

Sutton, 2017
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Neurokardiogenni (vasovagalni) synkopa

* NejdulezitéjSi jednotka patfici do skupiny autonomnich
synkop

* NejcCastejsi typ synkopy, recidivuiji...

* Vznika v dusledku selhani regulaénich mechanizmu

krevniho obéhu pfi prolongované ortostaze, coz ji
odlisuje od synkopy ortostatické

« Onemocnéni s maximem v adolescenci a mladsi
dospélosti

* V jejim prubéhu je mozny vyskyt motorickych projevu!
Zakladni dva typy — kardioinhibi¢ni a vasodepresoricky (HUT test)
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Klasifikace epileptickych zachvatlu ILAE 2017

¢ Fokalni

)

Bez poruchy
védomi

S poruchou
védomi

)

Motoricke
automatismy
atonicke

klonicke

]

]

]

B epilepticke spasmy
m hyperkinetické

B myoklonické

B tonické

Bez motorickych projeva
autonomni

zaraz v chovani
kognitivni

emocCni

senzoricky

(—lllll

\

J/

(Fokélni piechazejici do bilateralniho )

tonicko-klonického (FBTCS)

° MUNI

Generalizované ( S neznamym zacatkem

2 o 2
Motorickeé Motorické
B tonicko-klonicke (GTCS) B tonicko-klonické
B klonicke B epileptické spasmy
B tonické Bez motorickych projevi
®m  myoklonické B zirazvchovani
B myoklonicko-tonicko-klonické \
B myoklonické-atonické

. ( Neklasifikované
B atonické
B epilepticke spasmy

Bez motorickych projevu (absence)
W typické

B atypické

B myoklonické

[

s myokloniemi vicek

J

\,

Vypracoval Viybor Ceské ligy proti epilepsii, odborné spolecnosti CLS JEP.
Ceskd verze dle Fisher et al,, Epilepsia 2017, in extenso viz www.clpe.cz.

Ceska liga

proti epilepsii
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Iconographie photographique de la Salpétriere (1876-1880)

Maneche 111 Planche 11,

ATTAQUE HYSTERO-EPILEPTIQUE ATTAQUE HYSTERO-EPILEPTIQUE

ARC DE CERCLE TETANISNE
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PNES

paroxysmalni patologicke behavioralni projevy, ktere svym
Klinickym obrazem pripominaji epileptické zachvaty, avsak
na rozdil od nich nejsou podminene abnormnimi
elektrickymi vyboji v mozku.

* Prevalence odhadem 2-33/100 000 (Benbadis a Hauser,
2000) témer jako prevalence SM nebo neuralgie n.V...!

« Predpoklada se, Ze jimi trpi 5-20% pacientu léCenych
pro epilepsii; 5-10% pacientu s PNES ma i epilepsii

« 15-30% pacientu referovanych do epileptologickych
center (hlavni diff.dg. problém epi zachvatu)
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PNES

o Nevedome navozeneé zachvaty (predevsim projev
konverznich a somatoformnich onemocnéni)

o Panicke ataky!!!

o Minchhausen(v syndrom “by proxy”

o Munchhausenuv syndrom (syndrom barona Prasila)
o VVédomeé navozené (simulované) zachvaty



=
m e

Brno
EPILEPSYCENTER 0 e ANNY A

m pro epileptologii a epileptochirurgii

=
—_—

PNES

o= Nevedomeé navozeneé zachvaty (predevsim projev
konverznich a somatoformnich onemocneéni)

o Panicke ataky!!!

o Mlnchhausen(v syndrom “by proxy”

o Munchhausenuv syndrom (syndrom barona Prasila)
o VVédomeé navozené (simulované) zachvaty
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Semiologicke klasifikace

Motor seizures
Minor motor or trembling
seizures

Atonic seizures
Groppel et al, 2000

Minor motor seizures
Major motor seizures

Unresponsive seizures
An et al, 2010
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1. Aura

Somatosensory aura Psychic aura
Auditory aura Visual aura
Gustatory aura Olfactory aura
Autonomic aura Abdominal aura
2. Dialeptic attack

3. Motor attack

Simple motor attack Complex motor attack
Myoclonic attack Clonic attack
Tonic-clonic attack Tremor-like attack
Tonic attack Versive attack

4. Special attack

Atonic attack Astatic attack

Dikmen et al, 2013

Hypermotor attack
Automotor attack

Hypotonic attack

Hypermotor (H)
Akinetic (A)
Focal motor (FM)

Subjective symptoms (SS)
Magaudda et al, 2016

Class 1 — dystonic attacks with primitive

gestural activities
Class 2 — paucikinetic attacks with
preserved responsiveness
pseudosyncope

Class 3 —

Class 4 — nyperkinetic proionged attacks

Class 5 — axial dystonic attacks

Hubsch et al, 2011
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« Somatoformni poruchy (nevedoma produkce
priznaku)

« Somatizacni poruchy Ci konverzni poruchy

« PTSD kauzalita ¢i komorbidita?

* Poruchy osobnosti (predevsim hranicni p.o.)
o Mlnchhausen(v syndrom “by proxy”
o Munchhausenuv syndrom (syndrom barona Prasila)

« Panické ataky
« Simulace (védoma produkce prFiznakul)
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Etiopatogeneza

* Multifaktorialni

« Faktory predisponujici (zakl. psychogenni pricina,
napriklad sexualni Ci fyzické zneuzivani v detstvi)

« Faktory navozuijici (psychologické mechanismy,
skrze nez se psychicky stav projevi zachvatem,
napr. disociace — primarni zisk)

« Faktory udrzujici (skuteCnosti, které zapricinuiji, ze
se zachvaty opakuji, napr. trvajici nevyresene
dilema + sekundarni zisky)

Bodde et al, 2009

e
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Neuroimaging studies in PNES.

Ref. Study Imaging n PNES ES HC  Study type Results/findings Strengths/limitations/
comments
[11]  Labate et al. MKI (voxel based bU 2V U 40  Case control PNES gray matter thinning in K1 No ES group; no psychiatric
(2012) morphometry, premotor region, bilateral comparator
cor
[13]  Ristic et al. MR L SMA Pr/ PCC R group; no psychiatric
(2015) /"\ irator
[14]  Lee t al (2015) Dif size, no ES group, no
imi tric comparator
[15]  Ding et al. fMl size, no ES group, no
(2013) fun tric comparator
[16]  Ding et al. Ml AMG ample size, possibility
(2014) motion artifact, no
leFC f dIPFC tric comparator
[17] Lietal (2014) fMI atients as in Ding
suk 013/2014 studies;
ample size; no
tric comparator
[18]  Van der Kruijs Ml s confounded by
et al. (2011) tion; no psychiatric
. ator
£ s PNES
[19]  Van der Kruijs Red = Increased Activation gs confounded by

et al. (2014)

Blue = Decreased Activation

Perez et al, 2015

pre/post cerftral gy}i, SMA
network; and precuneus

network > HC; higher

dissociation >HC (p < 0.05)

iation; no psychiatric

_.Jrator

PNES, psychogenic nonepileptic seizure; ES, epileptic seizure; HC, healthy control; CT, computational tomography; MRI, magnetic resonance imaging; MTS, medial temporal
sclerosis; NPS, neuropsychiatric scale; FC, functional connectivity; fMRI, functional magnetic resonance imaging; DT, diffusion tractography; FDG-PET, fluorodeoxyglucose-
positron emission tomography; UF, uncinate fasciculus; ACC, anterior cingulate cortex; OFC, orbitofrontal cortex; SMA, supplementary motor area; RT, right; LT, left; b/l, bilateral.
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GLOBAL PERSPECTIVES

Section Editors Functional disorders in the Neurology

Johan A. Aarli, MD

Oded Abramsky, MD, RIS @ RL8)0] of ICD-11

PhD, FRCP

A landmark opportunity

Jon Stone, FRCP ABSTRACT

Mark Hallett, MD Functional disorders are one of the most common diagnoses in neurologic practice, but this is not
Alan Carson, FRCPsych  reflected in current classification systems. The 11th revision of the World Health Organization's
Donna Bef_gem MD International Classification of Diseases (ICD-11) in 2017 offers an opportunity for these dis-
Raad Shakir, FRCP orders to appear within both neurologic and psychiatric categories for the first time. We discuss

the rationale for this proposal and highlight the potential benefits for health professionals and
patients. Neurology® 2014;83:2299-2301

Correspondence to
Dr. Stone;

FUNCTIONAL NEUROLOGICAL DISORDER
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v Zcela chybéjici efekt AED

v Dohledatelnost specifickych
“spoustécu” zachvatu (Casto konflikt,
vypjaté emoce, ...)

v Casty vyskyt v pfitomnosti
“obecenstva”

v Koincidence s fybromyalgiemi,
chronickymi bolestmi, drazdivym
mocovym mechyrem a chronickou
unavou

v Psychiatricka dg

Benbadis, 2005
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Marusic P, Krijtova H. Diagnostika epileptickych zachvati. CSNN 2015
Synkopa Disociativni zéchvat GTCS
: Sy dghydratac ¥ .th, antnhypgrtenznvy, e eep rec}chazetv p,SYFh'EKV HES, . jakékoliv, spankova deprivace, febrilie,
okolnosti/spoustéce  brilie, delsi stani, vertikalizace, horko, ~ mohou byt spousténé pfitomnosti ; :
et AR : i vznik ve spanku
bolest, kasel, mikce svedkd (neni podminkou)
odromALR zatmeéni pied ocima, vzdalovani ¢asto Zadné, nebo velmi neurcité, aura dle typu zachvatu, nemusi byt
P y zvukd, tinnitus, nauzea, zavrat nepopsatelné, ménlivy charakter pfitomna
trvani 10-30s ¢asto > 5 min Vetsinou < 3 min
myoklonické/Klonické z&zkuby: ne- nepravndelr)e, asyncihronfu zaskuby .to'nl'c-ko/klomcke v typlclfem sledu,
ravidelné, generalizované postury nebo hruby tfes, m{Ze byt pouze na  inicidlné mohou predchazet myo-
motorické projevy e e Lo ... hornich nebo dolnich koncetinach,  klonické, u SGTCS inicidlné fokalni
flekéni ¢i extencni, vétsinou po urcité Ao i S
s nepostihuje oblicej, pohyby hlavy ze  motorické (klonicke, tonické) verze,
dobé trvani poruchy védomi : :
strany na stranu, opistotonus automatizmy
of otevieng, staCeni nahoru trva zaviené oci, aktivni odpor pfi pokusu  oteviené, staceni nahoru nebo do

tepova frekvence, TK
oblicej
inkontinence

pokousani

nasledna zmatenost
a dal3i projevy

sekundy

bradykardie a hypotenze
bledost, poceni

bézné

vzacné (na $picce jazyka)

do30s

otevfit (BellGiv fenomén)
obvykle mirna tachykardie

nékdy zrudnuti
nékdy udavana, ale objektivné ziidka

muZe byt na rtech nebo na 3picce
jazyka

paradoxné kratka vzhledem k trvani
zachvatu, nékdy disociativniho razu

strany trvaleji

obvykle tachykardie, vzacné
bradykardie

zrudnuti, cyandza
bézné
béZné (na strané jazyka)

delsi nez 1-2 min, svaloveé bolesti
(nékdy az druhy den)



EPiLepsycenTER i
Praktické problémy v diagnostice

1. Insuficientni anamnéza (auto- a objektivni)
(provokace, prodromy, projevy, délka, po zachvatu)

1. Absence Ci Spatna interpretace nékterych z
doporucenych paraklinickych vysetreni
- Neurologické
- Interni (EKG, TK, Holter, HUT)
- Zakladni laboratorni vysetreni vC. toxikologie
- EEG
- Zobrazovaci vysetreni mozku
- Psychologickeé a psychiatrické vysSetreni

2. Video-EEG monitoring Ci home video?

=
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Zaver

* Pro spravnou diferencialni diagnostiku kratkodobych
poruch vedomi je alespon zakladni znalost
patofyziologickych mechanismu zvazovanych
onemocneni zcela nezbytna

« Kratkodobé poruchy vedomi predstavuji vice nez 6%
vSech pacientu na akutnich pfijmech nemocnic

* NejcCastejsi pricinou jsou synkopy, epileptické zachvaty
a zachvaty funkcni (PNES) a role neurologa v jejich dg
je rozhoduijici

« Spravna diagnéza je podminkou ucinné léCby!
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NEUROLOGY ST. ANNE BRNO
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Antiepileptika 2. volby — revoluce
Ci evoluce?

Prof. MUDr. Milan Brazdil, Ph.D., FRCP

Centrum pro epilepsie Brno
1. neurologicka klinika LF MU a FN U sv. Anny

Tato prezentace je sponzorovana spole¢nosti UCB s.r.o.


http://www.muni.cz/
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Soubor minimalnich diagnostickych a terapeutickych
standardu u pacientd s epilepsii - EpiStop 2017

Typ zachvatu Monoterapie Monoterapie Pridatna 1écba
1. volba 2. volba
Fokalni/sGTCS LEV, LTG CBZ, ESL, GBP, BRYV, CLB, PER,
LCM, TPM, VPA!, PGB
ZNS
GTCS LEVS, LTG, TPM, VPA! LEV, PER, ZNS§
Absence ESM, LTG, VPA! LEVS§, TPM§ ZNS§
' Myoklonické LEVS§, VPA! LTG*§ BZD, LEV, TPM§,
ZNS§
Pozndmka

VPA a CBZ doporuceno pouZivat v retardovanych formdch

Léky jsou razeny abecedné

Léky 2. volby mohou byt zvoleny jako lék 1. volby s ohledem na aktudlni
zdravotni stav, celkovou kondici nemocného a epilepticky syndrom
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VOLBA ANTIEPILETIKA
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Marketingovy prizkum mezi neurology v zemich EU
Jaké je nejCastéji pouzivané AED v monoterapii fokalni epilepsie?

N=71 N=75 N=79 N=76 N=60 N=89
100%
90%
80%
70%
mJina
60% mESL
uLCM
0,
0% = VPA
CBzZ
40%
uLTG
30% ELEV
20%
10%

0%

Francie Némecko Italie Spanélsko UK Ceska rep.

X/2016 X1/2017
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CZ AED Usage

40%

35% /
2y LEV
=

0
8 5% 20%
o
c
E 20%
S e VPA
- LTG
g 10%
—
5%
- ——————————
2015 2016 2017 2018 2019
s | F\/ETIRACETAM s \A| PROIC ACID s | AMOTRIGINE PHENOBARBITAL s PHENYTOIN

e | ACOSAMIDE e CARBAMAZEPINE s TOPIRAMATE e /ONISAMIDE e S| ICARBAZEPINE
o BRIVARACETAM e PERAMPANEL s OTHERS

Source: IQVIA, National sell-in data, MAT (Moving annual total) Dec 2019 TDx
It is worth stating that any analysis of the data is independently arrived at by UCB on the basis of the data and other information and that IQVIA Solutions a.s. is not responsible for
any reliance by recipients of the data or any analysis thereof.
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AED Usage in SK (@

SK AED Usage

35%

30%

LEV -
VPA . 20%

25%

20%

15%

w0 LTG

AEDs Treatment Day %

5%

0%
2015 2016 2017 2018 2019

e | EVETIRACETAM s VA| PROIC ACID s | AMOTRIGINE CARBAMAZEPINE e PHENYTOIN

e PHENOBARBITAL e | ACOSAMIDE s TOPIRAMATE 7 ONISAMIDE s X CARBAZEPINE

e BRVARACETAM  esmmmm PERAMPAN EL s ESLICARBAZEPINE === (OTHERS

Source: IQVIA, National sell-in data MAT (Moving annual total) Dec 2019 TDx
It is worth stating that any analysis of the data is independently arrived at by UCB on the basis of the data and other information and that IQVIA Solutions a.s. is not responsible for any

reliance by recipients of the data or any analysis thereof.
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American Epilepsy Society Guidelines
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Practice guideline update summary: Eficacy and
tolerability of the new antiepileptic drugs|: Treatment of

new-onset epilepsy
Report of the American Epilepsy Society and the Guideline Development, Dissemination,
and Implementation Subcommittee of the American Academy of Neurology

Objective: To update the 2004 American Academy of Neurology (AAN) guideline for treating new-onset focal or general-
ized epilepsy (GE) with second- and third-generation antiepileptic drugs (AEDs). Methods: The 2004 AAN criteria was used
to systematically review literature (January 2003 to November 2015), classify pertinent studies according to the therapeutic
rating scheme, and link recommendationsto evidence strength. Results: Several second-generation AEDs are effective for
new-onset focal epilepsy. Data are lacking on efficacy in new-onset generalized tonic—clonic seizures, juvenile myoclonic
epilepsy, or juvenile absence epilepsy, and on efficacy of third-generation AEDsin new-onset epilepsy. Recommendations:
Lamotrigine (LTG) should (Level B) and levetiracetam (LEV) and zonisamide (ZNS) may (Level C) be considered in decreas-
ing seizure frequency in adults with new-onset focal epilepsy. LTG should (Level B) and gabapentin (GBP) may (Level C) be
considered In decreasing seizure frequency In patients =260 years with new-onset focal epilepsy. Unless there are compelling
adverse-effect—related concerns, ethosuximide (ETS) or valproic acid (VPA) should be considered before LTGto decrease
seizure frequency in treating absence seizuresin childhood absence epilepsy (Level B). No high-quality studies suggest
clobazam, eslicarbazepine, ezogabine, felbamate, GBP, lacosamide, LEV, LTG, oxcarbazepine, perampanel, pregabalin, rufin-
amide, tiagabine, topiramate, vigabatrin, or ZNSis effective in treating new-onset epilepsy because no high-quality studies
exist in adults of various ages. A recent FDA strategy allows extrapolation of efficacy across populations; therefore, for focal
epilepsy, eslicarbazepine and lacosamide (oral only for pediatric use) as add-on or monotherapy in persons 24 years old and
perampanel as monotherapy received FDA approval.
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Soubor minimalnich diagnostickych a terapeutickych
standardu u pacientd s epilepsii - EpiStop 2017

Typ zachvatu Monoterapie
1. volba
Fokalni/sGTCS LEV, LTG CBZ, ESL, GBP, BRYV, CLB, PER,
LCM, TPM, VPA!, PGB
ZNS
GTCS LEVS, LTG, \ TPM, VPA! LEV, PER, ZNS§
Absence ESM, LTG, VPA! ¥ , ZN
' Myoklonické LEVS, VPA! LTG*§ BZD, LEV, TPMS§,
ZNS§
Pozndmka

VPA a CBZ doporuceno pouZivat v retardovanych formdch

Léky jsou razeny abecedné

Léky 2. volby mohou byt zvoleny jako lék 1. volby s ohledem na aktudlni

zdravotni stav, celkovou kondici nemocného a epilepticky syndrom
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Farmakoterapie epilepsie
45 -
Cannabidiol Cenobamate
40" Third-generation ASMs Perampanel Brivaracetam
Eslicarbazepine acetate o Retigabine
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Chen et al, 2020
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The Age of
Personalized Medicine

What Is Personalized Medicine?
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 Personalized medicine is the tailoring of medical treatment to the individual
characteristics of each patient.

* Providing the right treatment to the right patient, at the right dose at the
right time. — European Union
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The Age of
Personalized Medicine

What Is Personalized Medicine?

Without Personalized Medicine: With Personalized Medicine:
Some Benefit, Some Do Not Each Patient Receives the Right Medicine For Them
®
. e g
Patients % i ‘ 'k Patients
l il ==  Biomarker
% "= Diagnostics

Therapy (s l ‘
l ——— @ Therapy
§ = 3
ity
Benefit  Nobenefit Adverse
effects

e

Each Patient Benefits From
Individualized Treatment

 Personalized medicine is the tailoring of medical treatment to the individual
characteristics of each patient.

* Providing the right treatment to the right patient, at the right dose at the
right time. — European Union
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Tabulka 3. Zakladni farmakokinetické interakce mezi antiepileptiky

— CBZ  VPA PHT PB CLB LTG TGB TPM  FBM  ETS ZNS
cBz U I Lte 1l 12 i) ¢ ! i) b
VPA ET - 1, T - T - - T T
volny T3
PHT | ET 1, - Lo zildkal 1 1 1 1 Ly
volny T

PR LET 1 LT e - - l l l - L
CLB ~  ziidka T zfidka T - — = = = - -

e -(t) - - - - mmel - - - _

TPM - - obgas T - - - — — - -

FBM L ET T T - X - - - - -

VGB T - obZas | - — _ - _ _ _

Vysvétlivky: 1 - zpisobeno autoindukei; 2 — miZe dojit ke zvyéen hladiny N-desmethy-CLE: 3 - pfechodny efekt, T = zvyieni hladi-
ry; | = snizeni hladiny; < = bez ovlivnéni hladiny.
Poznamka:
V pfipadé nékterych kombinac! AED byly u jednotlivych pacientl zaznamenany rizné typy interakei — oznateno napt. 1, T, «.
E = CBZ - epaxid, metabolit CBZ. Jeho zvyeni mize zpisobit neurotoxické d€inky uvecené kombinace s CBZ. Hladina CBZ piitom
zlstava v mezich nebo je i nizka.
Pro GBP, LEV a PGB nebyly interakce prokazany.
Hovorka a Nezadal, 2007


http://www.muni.cz/

Marketingovy pruzkum pro spolec¢nost UCB, s.r.0. (12/2017)

Ot. 6.3: Ohodnotte nasledujici vlastnosti antiepileptik podle dulezitosti, jakou pro Vas maji
pfi vybéru konkrétniho pfipravku u zavedenych pacientu s epilepsii, u kterych
ménite l€Cbu nebo pridavate Iék do kombinace.

TRIDIC/ FAKTOR - POCET PACIENTU S EPILEPSI/ V PECI

Pro hodnoceni pouzijte bodovou stupnici 7 - 1, kde
7 = velmi dlUlezita, az 1 = zcela nedulezita vlastnost.
10 20 30 40 50 6.0 70

dosazeni stavu bez zachvat(

dlouhodoba udinnost

dlouhodoba tolerance

schopnost sniZzeni poctu zachvatl za mésic
alespon o 50% [
zlepSena kontrola zachvatt bez ohledu na
predchozi antiepileptickou 1é¢bu

®TOTAL (N=89)
do 100 (N=54)
101-200 (N=17)

Hnad 200 (N=18)

Utlum a/nebo kognitivni NU
nizky vyskyt poruch chovani

minimum lékovych interakci

snadna titrace
nizky vyskyt vyrazky

mechanismus udinku

moznost davkovani 1x denné

dostupnost parenteralni (i.v.) formy |
N=89 / cely vzorek

=[QVIA
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European survey of the level of satisfaction of patients and physicians in the
management of epilepsy in general practice

John Ross ?, Hermann Stefan °, Barbara Schiuble ¢, Richard Day ?, Josemir W. Sander ¢*

 Richard Day Research, Evanston, IL, USA

b Epilepsiezentrum (ZEE), Universitdtsklinikum Erlangen, Erlangen, Germany
¢ Janssen-Cilag EMEA, Johnson and Johnson Platz 5a, 41470 Neuss, Germany

4 UCL Institute of Neurology, London, UK

Reducing seizure frequency

Reducing seizure severity

92%
94%

Reducing titration period

Reducing changes to treatment plan b/c of side effects
Improving ability to stay on treatment plan long-term
Avoiding side effects generally

Not interfering with daily activities

Avoiding depression as a side effect

Avoiding anxiety as a side effect

Avoiding behavior changes as a side effect

Avoiding cognitive dulling as a side effect

Avoiding the need for blood monitoring

4%

10%
19%
27%
22%
B Patients

35%

36%

51%

60%
51%

59%
46%

54%

52%

Physicians

7 european countries
(UK, Germ, It, Fr, Sp, Sw, Nor)
2007-2008

No of pts.=461
No of phys.=424
76%
72%
67%
68%
73%

Epilepsy Behav, 2010

Fig. 2. Most important factors in treatment decision making in epilepsy, as rated by patients and physicians.
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Many Factors Influence Use of Medicines

Scientific

Information \_Information ,

Social &
Cultural

Influence
of Drug
Industry

Workload &
Stafflng

Relationships
_ With Peers

*Workgroup

INRUD materials from the WHO/INRUD Promoting Rational Drug Use Course
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Nova antiepileptika jako léky 2. volby

Lacosamid (2008)
Eslikarbazepin acetat (2009) v
 Perampanel (2012)
Brivaracetam (2016)
 Cenobamat (2021)

* i u nove diagnostikované epilepsie

MONOTERAPIE

ADD ON
o

2022
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LACONORTE study: Efficacy and security of lacosamide as first add-on
therapy for focal-onset epilepsy in real-life setting

Amaia Munoz-Lopetegi™*, Francisco Javier Lépez-Gonzélezb, Xiana Rodriguez-Osoriob,
Antonio Pato Pato®, Paula Bellas Lamas®, Javier Abella-Corral®, Maria Dolores Castro Vilanova®,
Maria José Garea', Juan Antonio Gil Lépezé, Javier Ruiz-Martinez”, Juan José Poza®

100%

80%

60%

40%

20%

0%

Fig. 1. Response rates by third, sixth and twelfth month of the study. Numbers
in the columns refer to totals and horizontal bars show percentages.

15

15

14

11

20

A MU N
U SV. ANNY M E D
_|
N=73 pts
48 47 91.8%
64.4%

Eighteen (24.7%) converted to
monotherapy during the 12-month
period, 83.3% of them remaining
seizure-free.

Retention rate 95.9%
Epilepsy Research 2018

|
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EARLY-ESLI study: Long-term experience with eslicarbazepine
acetate after first monotherapy failure

V.Villanueva® | P.Bermejo? | J.Montoya® | M.Toledo* | A.Gémez-lbafiez! |

M. Garcés® | L.Vilella® | F.).Lépez-Gonzilez’ | X.Rodriguez-Osorio

> |

D.Campos® | P.Martinez’ | P.Giner® | J.Zurita’ | J. Rodriguez-Uranga®® |
J.Ojeda' | J.A.Mauri'? | J.L.Camacho'? | J.Ruiz-Giménez®® | J.J.Pozal* |
A. Massot-Tarras® | M.L. Galiano®® | M. Bonet?!®

'Hospital Universitario y Politécnico La Fe,
Valencia, Spain

2Hospital Universitario Puerta Hierro, Madrid,
Spain

3Hospital Lluis Alcanyis, Xativa, Spain

4Hospital Universitario Vall d'Hebron,
Barcelona, Spain

SHospital Clinico Universitario, Santiago, Spain

Hospital Clinico Universitario, Valladolid,
Spain

7Hospital Universitario Virgen del Rocio,
Sevilla, Spain

8Hospital Universitario Dr. Peset, Valencia,
Spain

9Hospital Universitario Infanta Leonor,
Madrid, Spain

0Clinica Sagrado Corazoén, Instituto de
Especialidades Neurolégicas, Sevilla, Spain
11Hospital Universitario Infanta Sofia, Madrid,
Spain

2Hospital Clinico Universitario Lozano Blesa,
Zaragoza, Spain

13Hospital Universitario Virgen de las Nieves,
Granada, Spain

Purpose: Evaluate real-life experience with eslicarbazepine acetate (ESL) after first
monotherapy failure in a large series of patients with focal epilepsy.

Method: Multicentre, retrospective, 1-year, observational study in patients older than
18 years, with focal epilepsy, who had failed first antiepileptic drug monotherapy and
who received ESL. Data from clinical records were analysed at baseline, 3, 6 and
12 months to assess effectiveness and tolerability.

Results: Eslicarbazepine acetate was initiated in 253 patients. The 1-year retention
rate was 92.9%, and the final median dose of ESL was 800 mg. At 12 months, 62.3%
of patients had been seizure free for 6 months; 37.3% had been seizure free for 1 year.
During follow-up, 31.6% of the patients reported ESL-related adverse events (AEs),
most commonly somnolence (8.7%) and dizziness (5.1%), and 3.6% discontinued due
to AEs. Hyponatraemia was observed in seven patients (2.8%). After starting ESL, 137
patients (54.2%) withdrew the prior monotherapy and converted to ESL monotherapy;
75.9% were seizure free, 87.6% were responders, 4.4% worsened, and 23.4% reported
ESL-related AEs.

Conclusion: Use of ESL after first monotherapy failure was associated with an optimal
seizure control and tolerability profile. Over half of patients were converted to ESL

monotherapy during follow-up.

N=253

RR?M=92 9%

SF1°M=62.3%

2017
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Efficacy and tolerability of perampanel and levetiracetam as first add-on ")
therapy in patients with epilepsy: A retrospective single center study

updates

Claudio Liguori **, Francesca Izzi ¢, Natalia Manfredi ¢, Alessio D'Elia ¢, Luisa Mari ¢,
Nicola Biagio Mercuri *°, Placidi Fabio ?

Bezzachvatovost

Frekvence zachvatu £75%

Retention rate for PMP 86.7%

Bezzachvatovost

PER LEV

Redukce 13/13 | 17/17
zachvati 275%
po 12 mésicich

Bezzachvatovost 11/13 15/17
po 12 mésicich

Frekvence zachvatu £75%

Bezzachvatovost

Frekvence zachvatu £75%

50 100

o

Abbreviations: LEV, levetiracetam; PER, perampanel; V', visit . .
peramp Epilepsy & Behavior 2018
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BRIVA-LIFE-A multicenter retrospective study of the long-term
use of brivaracetam in clinical practice
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Correspondence

Vicente Villanueva, La Fe University Hospital
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Funding information

University of Francisco de Vitoria , Madrid,
Spain

Dec 2018

Abstract

Objectives: Evaluate long-term effectiveness and tolerability of brivaracetam in clini-
cal practice in patients with focal epilepsy.

Materials and Methods: This was a multicenter retrospective study. Patients aged
>16 years were started on brivaracetam from November 2016 to June 2017 and fol-
lowed over 1 year. Data were obtained from medical records at 3, 6 and 12 months
after treatment initiation for evaluation of safety- and seizure-related outcomes.
Results: A total of 575 patients were included in analyses; most had been treated
with 24 lifetime antiepileptic drugs. Target dosage was achieved by 30.6% of patients
on the first day. Analysis of primary variables at 12 months revealed that mean re-
duction in seizure frequency was 36.0%, 39.7% of patients were >50% responders
and 17.5% were seizure-free. Seizure-freedom was achieved by 37.5% of patients
aged 265 years. Incidence of adverse events (AEs) and psychiatric AEs (PAEs) was
39.8% and 14.3%, respectively, and discontinuation due to these was 8.9% and 3.7%,
respectively. Somnolence, irritability, and dizziness were the most frequently re-
ported AEs. At baseline, 228 (39.7%) patients were being treated with levetiracetam;
most switched to brivaracetam (dose ratio 1:10-15). Among those who switched be-
cause of PAEs (n = 53), 9 (17%) reported PAEs on brivaracetam, and 3 (5.7%) discon-
tinued because of PAEs. Tolerability was not highly affected among patients with
learning disability or psychiatric comorbidity.

Conclusions: In a large population of patients with predominantly drug-resistant epi-
lepsy, brivaracetam was effective and well-tolerated; no unexpected AEs occurred

over 1 year, and the incidence of PAEs was lower compared with levetiracetam.
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575 patients aged 216 years were started on BRV from
November 2016 to June 2017 and followed over 1 year

18 centers
89.3% of pts had been treated with 23 AEDs in the past

50.0% RR at 12 months = 70%

42.9%
40.0%

28.3%

20.8%
17.3%

10.2% ggo 10-5%

5.9%
2.6%

1 | 2 | 3 | 4 | 5 | 6 | 7 | 8 | 9 | 10 | 11 | 12 | 13
(h=2) (h=14) (n=40) (h=53) (n=52) (n=48) (n=52) (n=49) (hn=56) (n=38) (h=24) (n=38) (h=22)
Lifetime antiepileptic drugs (N)

Villanueva et al, 2018
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Time course of 75%-100% efficacy response of adjunctive

brivaracetam
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Kaplan-Meier estimates of time to onset of sustained response from
treatment day 1 through treatment day 84
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Souhrn
 Revoluéni terminologicka zména AED ®ASM (*Y
 Revoluce v AED/ASM 1. volby (LEV, LTG; 2017)

« Strategie farmakoterapie po selhani prvniho
AED/ASM prochazi spise prirozenym vyvojem s
drobnymi revolucnimi excesy...
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