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Treatment Options of Epile

Dx. of Epilepsy, Sz type, syndrome

Diagnostic Work Initial monotherapy Sz remission

~ 509
Hx, Pex/Nex, MRI, EEG —
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= 2" drug therapy
> ¢ % xl E (mono- vs duo-) ~15%
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Minimum criteria of Drug Resistant E
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Sz remission
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12



Chronological introduction of antiepileptic drugs
Antiepileptic Drugs in Developmel
Drugs(no) ,

20 A

Brivaracetam-SV2A
Eslicarbazeoine
Rapamycin-antiepileptogenic
Retiagabine-Kv7

Valproate —
Carbamazepine
Benzodiazepines
Ekhasuxlmd/

Phenytoin_—— Primidone

Phenobarbita

Bromide

1860 1880 1900 1920 1940 1960 2000
Calendar Year

Efficacy

Tolerability

1. Broad spectrum AEDsOil 0ot Xl
1. TPM
LTG
ZNS
4. VPA
LEV

P F o MEfA
» Type of epilepsy
First sz

Newly diagnosed

Localization-related, Generalized,
Doubfful

Idiopathic or Syndromic

Refractory » Patient factors

Special populations
» Drug-related factors Weight status
Efficacy Comorbidities
Mechanism Concomitant dz
Pharmacokinetics : Interactions Compliance
Toxicity : Cost
Teratogenecity
Dosing schedule

Evidence-based Recommendations

Sz type/ Epi. 15t choice 2" choice
syndrome

partial/mixed CBZ,TPM, LTG, PHT, VPA, GBP,
[0]6:74 INS, LEV,
absence VPA, ESM LTG, TPM

JME VPA LEV, TPM, ZNS, LTG ,

LGS VPA, LTG TPM, Rufinamide, LTG,
CBZ (ZNS LEV)
West syndrome | ACTH, VGB TPM, INS, LTG,
VPA, CLZ,
PME VPA, ZNS TPM, CLZ
LEV

undetermined | broad spectrum AEDs : TPM, LTG, VPA, ZNS, LEV
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Major Adverse Reactions

» Early : skin eruptions, dizziness, hepatotoxicity,
headache, nausea/vomiting--

Sxga Q8 &2
: maintenance, compliance®ll X| 7% » Long-term : weight gain or loss, hair loss,

hirsutism, nephrolithiasis, dysmorphic figures,
polycystic ovarian syndrome, hyponatremia---

» Early and long-term : cognitive dysfunction,
calculation difficulty, sleep disturbances

shRtofl hat
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Epileptic patients
- potential for Drug Interaction

2 types of DI

» Population-based studies: 20-30% received » Pharmacokinetic interaction
AED polytherapy. : change in serum concentration

Absorption, Distribution, Metabolism, Excretion
» 35 % of the adults suffered from CNS- P
5 o Protein binding
related comorbid conditions.

» the elderly is the largest group with new-
onset epilepsy having a considerable risk of

interactions with commonly prescribed
dilas . interaction with binding site, other physiological mechanism-:-
g : difficult to identify

Hepatic metabolism: most common
P Other enzyme

» Pharmacodynamic interaction
: no change in serum concentration
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The older AEDs are susceptible to cause

» Inducer

: carbamazepine (CBZ), phenobarbital (PB),
phenytoin (PHT), primidone

» Inhibitor
: valproic acid (VPA)

» AEDs with the least potential of interaction

: gabapentin, vigabatrin, pregabalin,

levetiracetam, and lacosamide
(Johannessen, 2010)

PDD/DDD ratio concept

» (Prescribed Daily Dose) / (Defined Daily Dose) + + + -
= Total drug load
» Same total drug load
= 750mg VA (0.5) + 500mg CBZ (0.5)
=1500mg VA (1.0) or 1000mg CBZ (1.0)
( DDD: VPA 1500mg/day. CBZ 1000mg/day)

» Prospective, randomized study comparing CBZ alone
to CBZ plus VPA, using comparable drug loads,
found no difference in tolerability or efficacy between
the two groups - £ %S9l & FoAE 221 80| A
HEl= 3¢

£37] [/ Treatment of Epilepsy |1l

Newer AEDS

» Topiramate, oxcarbazepine, eslicarbazepine are mild
inducers and may affect the disposition of oral
contraceptives with a risk of failure of contraception.

» Felbamate, rufinamide, stiripentol are inhibitors.

» Felbamate, tiagabine, topiramate and zonisamide are
sensitive to induction by known anticonvulsants with
inducing effects, but are less vulnerable to inhibition
by common drug inhibitors.

» Lamotrigine, vulnerable to both induction and
inhibition

The most clinically significant DI between
AEDs

Lamotrigine on Valproate

+ LTG clearance is delayed. Must require slow
titration of LTG

« Antiepileptic effects is augmented and

wider spectrum, compared to monotherapy of
each drug.

Low dose polytherapy

»HE-2EEe g2 A A2 §F TGE
» M A X & -initial target dose (=DDD) &
therapeutic range Well 2 o
S8 9d iy Tp?

» gel §FS FIMsk7 Xl Y
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4 4

Ed
» 2t E 2| Xl +CH2 2F(VPA, LEV, TPM.. Pediatrics :
dose, and LTG MA 5| Z& & Ct2 Woman planning for pregnancy : newer drugs
Eldery with multiple medicines :
Hepatic Dysfunction : GBP, LEV, VGB, TPM
Cardiac arrhythmia :
Hx of nephrolithiasis :
Parkinson dz, Essential tremor :

» VPA---. Mono target dose, and then LTG add
on, increase gradually and tapering VPA and
stop

Comorbidities

GBP, Pregabalin - neuropathic pain

VPA, TPM, ZNs - migraine

LTG - bipolar depression

Pregabalin — generalized anxiety disorder

Body Weight

VPA, CBZ, GBP, Pregabalin-% 7t

Epileptic Syndromes and Prognosis 1) Excellent prognosis : ~20-30%
(Sander JW, 2003)
» Self-limiting, very benign

1) Excellent prognosis : ~20-30% :
»Only a few seizures

2 el g sl ¢ =D 4T » Commonly do not require AEDs

3) AED-dependent prognosis : ~10-20% Ex)  Benign epileptic syndromes

4) Bad prognosis : <20% Fifth-day seizures
Epilepsy with acute symptomatic

seizures

16



2) Good prognosis : ~30-40%

» Usually benign, short-lived
» Easily controlled with AEDs

» Once remission, permanent and successfully
tapered

» AEDs: curative? suppressant until
spontaneous remission?

Ex) CAE, GTCSA, nonspecific GTCS,
some of LRE (F S HEEHHTF)

4) Bad prognosis : <20%

» AEDS are palliative rather than suppressive
» Recur despite intensive treatments
» Seizure associated with deficit from birth
Ex) EPC, PME, West, LGS, LRE with gross
lesions, some LRE

Surgery, new AEDs,
and new treatment modalities

Case Discussion

- 26TC Seizure T

) Fmtmet

> oA} 18I, 1% WM&\
AT

~ fatty liver,
AEA A3 F7}

£37] [/ Treatment of Epilepsy |1l

3) AED-dependent prognosis : ~10-20%

» Long-term tendency

» AEDs are suppressive of seizures rather
than curative

» Remit but may relapse after discontinuation
» Treatment is usually lifetime project

Ex JME, bulk of LRE

Surgery, new AEDs,
and new treatment modalities

25% rule ?

» CtS AED F
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(temporal lobe epilepsy)
(frontal lobe epilepsy)

% (childhood absence epilepsy)

- (juvenile myoclonic epilepsy)
1

£ 2 (Lennox-Gastaut syndrome)

7Hi M OHR &7

() valproate
() topiramate

3 pregabalin
@) IeveﬂrqceTQm PB, PHT, BZDs, CBZ, VPA

(5) carbamazepine  New AEDs

Old AEDs

. FBM, ZNS, TPM,

Treatment Options of Epilepsy

Dx. Of Epilepsy, Sz type, syndrome
~50%
o
(mono- vs duo-) ~15%

Minimum criteria of Drug Resistant E

Ja
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Hx, Pex/Nex, MRI, EEG
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Change of epileptic
Syndrome or Sz type

No ally

Surgically remediable epilepsy o
— : AP Remediable epilepsy

oY o NE
B 2

Sz remission
- (60% ~ 80%)
i F 3 CH2 Bpof o ol
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