When to start and How do we choose
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The decision to start antiepileptic drugs (AEDs) is made once the risks of further seizures outweigh the risks of treatment such as side
effect, drug cost etc . For patients presenting with their first unprovoked seizure, randomized controlled trials (RCTs) have demon-
strated that compared to no or delayed treatment, AEDs reduce the risk of a second seizure, but do not alter longer term seizure
remission. A prognostic model has been developed to identify patients at low, medium and high risk of recurrence, to further inform
treatment decisions for first unprovoked seizure. For patients presenting with two or more seizures, treatment should be initiated if
the seizures were of significant symptomatology, and they occurred over a period of less than 6-12 months. Selecting an AED for
treatment of seizures is not easy because there are more than 20 AEDs used currently. Efficacy studies have provided limited
information. For initial monotherapy of partial seizures, high-level evidence exists for the efficacy of lamotrigine, carbamazepine, ox-
carbazepine, levetiracetam, zonisamide and topiramate. For initial monotherapy of generalized seizures, level C evidence is available
for valproate, lamotrigine, topiramate, and oxcarbazepine. For initial monotherapy of absence seizures, high level evidence exists for
valproate, lamotrigine, and ethosuximide. All second generation AEDs have efficacy as adjunctive therapy for partial seizures. AEDs
often have dual effect useful for comorbid conditions or have properties that should be avoided in some groups. Thus, AEDs should
usually be selected on the basis of comorbid conditions or patient characteristics, especially for women of childbearing potential and

older adults.

Starting antiepileptic drug treatment

1. General principle
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2. When to start antiepileptic medication — the single
unprovoked seizure
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3. Acute symptomatic and provoked seizures
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How do we choose AED

1. General principle
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2. Comparative effectiveness studies: initial monotherapy
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Table 1. variables that affect a specific AED’s suitability for patients for untreated epilepsy

AED-specific variables

Patient-specific variables

Nation-specific variables

Seizure or epilepsy syndrome Genetic background
specific efficacy/effectiveness Gender
Dose-dependent adverse effects Age

Idiosyncratic reactions Comedications

Chronic toxicities Comorbidities
Teratogenicity Insurance coverage
Carcinogenicity Relative wealth
Pharmacokinetics

Interaction potential

Formulations

AED availability
AED cost

Ability to swallow pills/tablets
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When to start and How do we choose AED

level of evidence7} =& AUFE(A-D) E37} 9= &
Holghal W g 3H8ich. 28y dA7EA] evidenceZt 2
RCT= 79] Q= Aolet &
studies, small comparative trials, open-label comparative
trials 50| A3} F28}e] oFS Aeaokgict.

2 A Veterans Affairs Cooperative Trials (1985) 94+
carbamazepine (CBZ) 2 phenytoin (PHT)®| primidone (PRM)
B} EAHo g o] a9 ololx 258 CBZ9F PHTS &

F dbzbol] thel A WA el eFE(drugs of first choice) 2
AFgsAER FAhE

T WA Veterans Affairs Cooperative Trials (1993) |4+

23778 9] o]xkA A= /g W2k (secondary GTC)Z 20678

Q1o individual efficacy

o] B3R RHERH(CPS) $AlE o4 CBZY valproate (VPA)
9] d5(efficacy)= H]E’_O]—Oﬂ‘;-ﬂl CBz7} B3 BE Wzt
Al VPAET} U] U2 & A7 = o =21 B ] P o
7 g oAM= ﬁ%ﬂ«l atol7h AL, F2--g-
< 2fabH CBzo] VPARTEH ) &3bHoleba kgt
Topiramate (TPM)E a2 W2tol|A= CBZ¥ &7 vl
Axzbol| M= VPASE &3 H|wdl 29 T2 vin o
(2003)olM= 2} 5 Aolol] SAISHAR] Zol7} glo] A&
o2 TPMo| CBZZ VPATIE §AKS 237} 9= Ao
Bushgdet®
20070l HEE SANAD 7+ H[WH RCT 7= evi-
SARE iR ATl HollA] FES vk

dence class=

Table 2. Summary of studies and level of evidence for each seizure type and epilepsy syndrome

Class |

Seizure type or epilepsy syndrome studies

Class Ill
studies

Class Il
studies

Level of efficacy and effectiveness evidence
(in alphabeical order)

Adults with partial-onset seizures 4

Children with partial-onset seizures 1

Elderly adults with partial-onset seizures 1

Adults with GTCS 0

Children with GTCS 0

Children with absence seizures 1

Benign epilepsy witn centrotempral spikes (BECTS) 0

Juvenile myoclonic epilepsy (JME) 0

1 34 Level A: CBZ,LEV,PHT,ZNS
Level B: VPA
Level C: GBP.LTG,0XC,PB,TPM,VGB

Level D: CZP.PRM

Level A: OXC

Level B: None

Level C: CBZ,PB,PHT,TPM,VPA,VGB
Level D: CLB,CZPLTG,ZNS

Level A: GBPLTG
Level B: None
Level C: CBZ
Level D: TPM,VPA

Level A: None

Level B: None

Level C: CBZ,LTG,0XC,PB,PHT, TPM,VPA
Level D: GBP,LEV.VGB

Level A: None
Level B: None
Level C: CBZ,PB,PHT,TPM,VPA
Level D: OXC

Level A: ESM,VPA
Level B: None
Level C: LTG
Level D: None

Level A: None

Level B: None

Level C: CBZ,VPA

Level D: GBP.LEV,OXC,STM

Level A: None
Level B: None
Level C: None
Level D: TPM,VPA
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Q). o] AFelME F o2 o] I E =t (two
arm: A, B), arm A9|A& partial epilepsyoll A &3,
arm B oM+ generalized and unclassified epilepsy©l|l~] 2]
FIE v wakede}. 1,72179) partial epilepsy el A& CBZ7}
TFH662 mge] U9 Wt S0 Meslo] 1 Al
o] A=Y Ul 7He] AEDs (249 mg LTGS] Ht 4
|3, 1,496 mg2] gabapentin (GBP), 1,019 mg2] OXC, &
= 181 mg<] TPM)¢} H]wak it LTGE A& Al (time to
treatment failure)ol] 7F¢ 71 AlIZFS 7FR|2L 91%1aL, CBZE=
time to 12-month remissionolA 717 -2 A7ko] ATt
AAEL LTG7} CBZEY} &K effectiveness)’} T] Wbl
akodet.” 716 $2p7F E3HE arm BollA] VPAZ} FE0FS.
2 AYEal LTG, TPMe} effectivenessS B W&t =t
VPAZ} LTG, TPMET} U] vt 42290

A2 o] Hehel :1¥HF S-S o= LTGS}F CBZ-CR
S H|REAE 97H2008) 94 LTGE tolerabilityollA] -$<=
3}al CBZ+E seizure-free rateol|A 735t & of =21A
= Sl Expoletar shgict. !

Ao Hete FEERE 7H SRS tdC 2 zonisa-
mide (ZNS)9} CBZ-CRE H]#4]gh RCT (2012)lA4] ZNS
7} CBZ-CRo| ¥]3] H]| &54 o|2}A] intial monotherapy 2 -
ST Bl Bk )2 AEAE aes
3k Th2 A4 New AED Z LEVS} ZNSHHo] class T or
class 11 evidenceZ 7}A]aL AT}

w85 25l tha PRATEIN Lok 205 B4
A= ESMI} VPA7} level AOIQIL LTGE level ColSiTt.
Juvenile myoclonic epilepsy JME)ol|A 2] RCT= A9 §le
AAe)aL TPM, VPAZF E347} SIQIH). o] 9ldle we A7
Eol oy} A HIAA Y O 27187 ]i= o173l updated TLAE
evidence reviewol|A] seizure type¥} epilepsy syndrome T}
3} 2lA}FedT e} level of evidenceol] 3 AEL Table 29
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3. 2kt 1Rl E4 H g 7HE ofF S8 It AED
LAEH
AEDE Adishs o &4 alfre] 5445 aefsteiof sha
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WFE, W 55, Bk, Be Fu 2k 7
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Table 3. Antiepileptic drug preferences in special circumstances

Patient Characteristics Antiepileptic Drug Preferences

Depression LTG, OXC

Migraine TPM, VPA

Chronic pain PGB, GBP, OXC, CBZ, lacosamide
Obesity TPM, ZNS, Avoid PGB, GBP, VPA
Woman of childbearing Avoid VPA

Older adult LTG, GBP, TPM

Asian Avoid CBZ

Avoid TPM, ZNS
Avoid LTG, CBZ

Nephrolithiasis
Atopic (rash prone)

TPMo|u ZNSS Tlsfjofsitt. 7F o/ dollxl= eljofol|A] &
A= 7188 A7 VPAE F8fof g}, H 75 3ixb
oAl 9-2Z0] Z FulE=t| LIGE $-2%d &3} 9la”
TSk VPAE w4 ZFolv 3 ERESol it Qe AeR
dHA k. AFFol VPA|L TPMo] E7} Q= Zle =
U A L, v AEEAY T TR AEE, o
AER T AASE ARA17% 5) ol CBZ, OXC, gabapentin
(GBP), pregabalin (PGB) %°] 37} = Ao 2 d&A
At} AED= A% Wste]] 93k v]X]7| % sl=H| TPM, ZNS
= A5 742 GBP, PGB, VPAE AF F71E doyna
FAe] vlw =g Al Astelof gt

22l HAF FAEL B Wgho| Wl ufeir] B oFE
52 583l oF= s A8-o] B2 old AEDU 1A]7]
Lol ARG F= AEDE 9J8l= o] £o1 LTG, GBP,
TPM, CBZ 50] :=R1EellA Z-8%421 AEDE &efA] rh.

AEDE Ag3h=t] 9lo] &gt nEfsljol d W82 k=%
ot} oHE el A 2S uig o 2 kS AMgatolof
gt} 7715 At e ke 1hollA] tiAkEl= AEDE
gsfjof sl 21715 As7t Y& FAk= Aol F2 ujAd
== AEDE 3o} it}

22

3 H75 FE(AED) A& HAFS A st
T Azlsof st} FZoll= single unprovoked seizureZ}
e ) Apate] sl Ee Aw HE el 3t
A7) Z8Fo| B2 AED X| 22 AlFBR= AL AAs. o]
F 7 98 AEDE Aelafol Sz ol SiaAE ofe)
7HA] AFaks argsfiof giet. Sate] Wkt £ e 1 F
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