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Bromide is a first AEDs : 157 years Old vs New vs Newest AEDs
S—
The modern treatment of epilepsy began with potassium s°°“ 0ld AEDs New-AEDs
bromide. The first mention of bromide in the English literature {é“‘;&f 1993-2005 2009-2011
can be found on pages 327-328 in the Lancet of 23rd May, 1857 \g’;@”
during the discussion of a paper presented at the Royal Medical and o \dg‘%@f,gg‘ - = -
Chirurgical Society by Dr Edward Sieveking entitled “Analyses of 52 .‘,‘b@i“ & Phenobarbital Felbamate Vlgﬂbﬁmﬂ
cases of epilepsy observed by the author”. The chairman Sir Charles ‘5";‘,@_:& 0@,8:;3“; Phenyloin Gﬂbﬂpemm (lobazam
Locock, obstetrician to the highly fertile Queen Victoria, shared with ;®&°; iﬁ;%g; Clonazepam Lamotrigine Rufimamide
& Diazepam Levetiracetam Lacosamidz
Lotazepam Tiagabine Fzogabine
Ethosuximide Pregabalin Oxcatbazepine
Primidone Topiramate Eslicarbazepine acetate
Carbamazepine Tonisamide 10-drydroxy-carbazepine
Valproate Fosphenytoin




Latest appro@d’AED

The older generation New AEDs

Name Time of USA approval Name Time of USA approval
I Bromides 1857 EBM. GBP 1993
PHB 192051940 LTG 1994
PHT 1953 (FDA approved) -1938"  TGB, TPM 1997
ESM 1960 LEV 1999
(BzZ 1974 0XC, ZNS 2000
PGB 2005
LCM, 2009
- VGB 2009
VPA 1978 REN 3010
(BM 2011
EZG 2013

*: Indicates time of development #%, First was approved in Europe in 1980

CBM: clobazam, CBZ: carbamazepine, ESM: ethosuximide, EZG: ezogabine, FBM: felbamate, LCM: Lacosamide,
LEV: levetiracetam, OXC: oxcabazepine, PGB: pregabaline, PHB: phenobarbital, PHT: phenytoin,
REFN: Rufinamide, TGB; tiagabine, TPM: topiramate, VGB: vigabatrin, VPA: valproic acid, ZNC: zonisamide
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Fig. 1. Chronology of antiepileptic drug introduction over the past 150 years.
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Pharmacoresistance is a moving target

— T ———

William Gowers :

“What is the prospect, in any given case, that an arrest of the fits
can be obtained by treatment? The indications of the prognosis
have been materially changed by the introduction of the
bromides as remedies for epilepsy. Not only do they arrest fits
far more frequently than any other remedy, but they are
effective in many cases which, according to experience previous
to the introduction of these remedies, would have been
regarded as most unpromising. Hence, by their use, the
conditions of the prognosis have been essentially changed”
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Mechanism of antiepileptic drugs

(GAT-! = GABA transporter o : P

¢ o remn
N N (cat) " GABAT = GABAtransaminase gt

Fig 2 The figure illustrates antiepileptic drug targets at inhibitory synapses.
Fig 1. The figore ilistrates different targets directly or indirectly influencing V270US antiepileptic drugs bind to different sites of the GABA, receptor complex
it t vokag not and act as agonists at GABA, receptors allosterically enhancing GABAergic

Alterations in gllal
functions

— —— - - .

Mechanism of antiepileptic drugs

— —

DTargeting of voltage-gated sodium and calcium channels

DTargeting of GABAergic neurotransmission
DTargeting of glutamatergic neurotransmission
Usvaa

DKCNQ/KV7 potassium channels

LIHCN channels

Pharmacological treatment strategies: Mechanisms of
antiepileptic drugs Epileptology 1 (2013) 31-37
Heidrun Potschia®
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Mechanisms of drug resistance

GABA, receptor

o

@I

l

’_Iﬂ{mm

RS, AND OTHERS

o

17/06/57



Vi )

A

/

"M-l Compound

K+

Cation chloride co-transporters

Na* | 2¢r

2K*

(=]

Ipge| AR

Il

INKCC1

e[ L N

+ |
Y Perampane|
.pénmmm \ k il

’

Immune functions

\.

-
Tiagahine:
M Monocyte Topiramate
Valproate
Vigabatrin

Sadium channeP Calcium channel (GABA system Other (ind. glutam. system)
Benzodiazepines CGABA, R
(Carhamazepine Na, fast inactivation
i Edicarbazepine acetate Na, fast inactivation
GABAA Ethosuximids Ca, Type
re Felhamate Na, fast inactivation Ca, HVA GABA R NMDAR
H H CGabapentin Ca, HVA (1,8  GABA tumaver
b Lacosamide Na, slow inactivation
- Lamatrigine Na, fast inactivation Ga, VA HCM channel
|wm Levetipzceram Ca, VA Affects modulation of GABA, B 24
= (Oncarbazepime Na, fast inactivation
AMPAR
Ca, Hva CGABA, R AMPAR
Na, fast inactivation
Pregahalin Cay HVA(1:8)
Retigabine GABA, R 1,7 (KON
(GABA transporter GAT-1
Na, fast inactivation Ga, Hin CABA R FAJAMPA R
Naj? Ca, Type?  GABA tumaver
CAPA tramsaminase
Na, fast inactivation (a, Type CABA relexse ©

Ionisamide
@ Meutrophil

Na, voltage-gated sodium channel; Ca, voltage-gated calcium; HVA high voltage activated calcium channel; GABA j-aminobutyric acd; NMDA R N-methyl- D-aspartate;
FAR kainate receptor; AMPA R a-aming-3-hydrosy-5-methyl-4-isonazole-propionic acid; K,7 [KCNQ) potassium channed subtype.

Mechanisms of ction of antiepileptic drugs.

Decreased Na* Decreased G2
channels channels'

Increased CABA
transmission

Decreased glutamate ‘

Established ontieplepric
drugs

Benzodizaepines

Cerbamezepine -

Erhostimide ++ (Type)

Fhenobarbial 1

Fhenytoin -

Valproate

Modern aiepileptic
drgs

Eslicarbazepine

Eelbamate

7 (T-ype)

i

transmission

Gabapentin
Lacosamide
Lamotrigine [}
Levetiracetam” ?
Oxcarbazepine "

Pregabalin ++ (alpha2-gelta)
Rufinamide ++

Tugabine

Topiramate + -

“++ (alphaz geka)

PR

Vigabatrin
Zonisamide
+ + (Type)

(#+) primary action; (+) probable action; {?) possible action.
 Unless ocherwise stated. action on high voltage activated caldium chanels.
* Levetiracetam ¢t by binding to synaptic vesicle protein 24 (SV24).
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| Efficacy of AEDs
-
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Network meta-analyses of antiepileptic drug efficacy
and tolerability in drug-resistant focal epilepsies: a clinical

perspective

Published online: 28 March 2014
Eur I Clin Pharmacol

Gaetano Zaccara - Fabio Giovannelli - Gail S. Bell -

Josemir W, Sander

DOL 10.1007/500228-014-1669-y

Responder rate

Percentage of patents who achieved seizure feedom

Withdrawal rate
Rate of withdrawal dueto adverse effects
Adverse elfects raes

Percentage of individuaks with a > 50 % seimur improvement compared with a haseline
preceding rendomization. This measure usualy refes to allseizures. The responder rake
has o been separately calculated in some studies for each different kind of seizure
(either simple or complex), and most importantly, forsecondarly generalized seizures in
individuals with these: seizures, These meastres may refer o the maintenance phase or
the 1042l duration of'a double-blind study (titrtion plus mainknance)

Percentage of individuaks who aoquire seizure freedom. This outoome measire may
efer 1o the maimienance phase or o the total duration of a double-blind study
(tiation plus maintenance)

Percentage of individuaks who discontinued from the study (2l causes)

Percentage of individuals who discontinued because of adverse effects

Percentages of individuaks with atleast one ireatment emergent adverse effect

“ Greater variety of drugs allowing better patient tailoring

«» New agents not involved in hypersensitivity or interactions

*+ Avoidance of valproateand polytherapyin pregnancy

+ Introduction of buccal midazolamas a rescue medication

+ Lamotrigine with valproate for difficult-to-treat epilepsies

+ Levetiracetam /topiramate for idiopathic generalised epilepsies

} E
) S
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+*Studies do not measure relevant outcomesin children

*Newer generation drugs offer better kinetics and tolerability

+*Vigabatrin for infantile spasms due to tuberous sclerosis

“Topiramate, clobazam, and stiripentol for Dravet syndrome

+*Lamotrigine for children with a range of epilepsies
**Felbamateuse in the severe epilepsies of childhood

¢

Table 2 Newer AED vs placebo: responder rates (Mean and 93%CI).

New AED  Risk Ratio (RR)

Risk Difference (RD) NN (all doses)

NNT {dose with maximum responder rate)

= 1,89 (1.47, 2.42)
RTG 216171, 2.71)

0.47(0.12,0.22) 5.89(4.55, 8.33)
0.19(0.12, 0.26) 5,26 (3.5, 8.33)

455 (3.45, 6.6T7
434 3.3, 6670

R 1.35(1.12, 1.61)  0.07(0.04,0.11) 142909.09,25.00)  NA

LAC 1.68(1.35,2.08)  0.16(0.11,0.21) 6.15 (4.76, 9.09) 5.00 (3.58, 9.095°
BRI 158(1.39,4.81)  0.26(0.14,039) 3.85(2.56, 7.14) NA

PER 1.53(0.89, 2.61)  0.41(-0.02,0.24) 9.09(4.17,50.00) NA

MNA: not available.

# Eslicabazepine 1200 mg/ day.

b Retigabine 1200me/ day.

© Lacosamide 600 mg/day.

Clinical efficacy and safety of the newer antiepileptic
drugs as adjunctive treatment in adults with
refractory partial-onset epilepsy: A meta-analysis of
randomized placebo-controlled trials

Epilepsy Research (2013) 103, 31—44



Efficacy ofAE

~

Ds

17/06/57

New AEDs Placebo 0dds Ratio 0dds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95%CI M-H, Randam, 95% CI
LLL eslicarbazepine
Ben-Menachem 2010 92 295 13 100 S54% 3,03 [1.61,5.71]
Elger 2007 43 9 13 47 41¥% 2.12 (1,00, 4.52)
Elger 2009 93 295 15 102 S.8% 2.67 (146, 4.87) S
Gil-Nagel 2009 59 161 19 84 5.8% 198 [1.08, 3.62] ——
Subrotal (95% CIy 847 333 212% 243(1.77,335] L 4
Total events 287 60

Heterogeneity: Tau® = 0.00; Chi’ = 1.14, df = 3 (P = 0.77); ' = 0%
Test for overall effect: Z = 5.45 (P < 0,00001)

1.1.2 retigahine(ezogabine)

Brodie 2010 127 359 31 179 B85% 2.61[1.68, 4.07) =
french 2011 66 153 27 152 7.0%  3.70(2.19,6.26] _—
Forter 2007 8 30 15 % S8 226[122,4.100 T
Subtotal (95% CI) 812 427 213% 2.81(2.09,3.78] <
Total events 283 3
Heterogeneity: Tau® = 0.00; Chi* = 1.71,df = 2 (P = 0.43); ' = 0%
Test for overall effect: Z = 6.87 (P < 0.00001) Civours Piacebo me,, New ,;m,
New AEDs Flacebo 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
L1 brivaracetam
French 2010 68 158 9 54 1% 3.78[L.73,8.26) —
Subtotal (95% CI) 158 §4 19% 378[L.73,8.26) -~
Total events 68 9
Heterogeneity: Not applicable
Test for overall effect: Z = 3,33 (P = 0,0009)
L.1.6 perampanel
Krauss 2012 46 139 13 60 468 179(0.88,3.63) —
Subtotal (95% CI) 139 60 464 179088, 3.63) i
Total events 46 13
Heterageneity: Not applicable
Test for overall effect: 2= 161 (P = 0.11)
Total (95% CI) “17 1896 100.0% 216 [1.82,2.57) L
Total events 1434 367
Heterogeneity: Tau = 0.04; Chi* = 22,08, df = 14 (P = 0.08); F = 37% W

Test for overall effect: 2= 8,71 (P < 0.00001)
Test for subgroup differences: Chi* = 15,49, df = § (P = 0.008), I = 67.7%

EQWUH FE(EBO Favours New AEDS

New AEDs Placebo 0dds Ratio 0dds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95%CI M-H, Random, 95% CI

L13 carishamate

Faught 2008 84 424 11 109 5.0% 220[L13,429] —
Halford 2011 114 357 438 183  9.6% 1,32 [0.89, 1.96] s
Sperling 2010 196 745 72 371 121% 1.48 [1.09, 2.01] —r—
Subtotal (95% CI) 1526 663 26.6% 1.49[L.19, 1.88] L 2
Totl events 394 131

Heterogenely: Tau? = 0.00; Chi = 168, df = 2 (P = 0.43),F = 0%
Test for overall effect: Z = 3.46 (P = 0,0005)

114 lacosamide

Ben-Menachem 2007

Chung 2010
Halasz 2009
Subtotal (95% CI)
Totl events

19 319 21 9% 6.8%
120 318 41 159 9.0%
17 298 19 104 66

935 359 224%
356 8l

213[L25, 363
1.74 [L.14, 2.66)
2,89 [L67, 5.01]
211158, 282)

Heterogeneity: Tau’ = 0.00; Chf = 2,05, df = 2 (P = 0.36); = 3%
Tast for overall effect: Z = 5,10 (P < 0,00001)

<>

oz o
Favours Piaceno. Favours New AEDS

Efﬁcécy of AEDs addion’ therap\ﬁh

clinical practice

—

Contents lists available at Sc

Epilepsy & Behavior

journal homepage: www.elsevier.com/locate/yebeh

Prospective audits with newer antiepileptic drugs in focal epilepsy:
Insights into population responses?

Martin ]. Brodie, Kevin Kelly, Linda J. Stephen *

Epilepsy Unit, Westem Infirmary, Glasgow, Scotland, UK
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Efficacy of AEDs add on therapy

— — S
Qutcomes in prospective audits with adjunctive new antiepileptic drugs (AEDs) in '

localization-related epilepsies.

AED Number of Seizure-  Responders® Marginal Withdrawn
patients  free (%) (%) response” (%) (%)
Topramate 135 28(20.7) 65 (482) 42(311)
Levetiracetam 136 32(235) 28(206)  32(235) 44(324)
Zonisamide 141 18(128) 21(149)  43(305) 59(41.8)
Pregabalin 135 14(104) 33(244)  20(148) 68 (50.4)
Lacosamide 160 35(219) 35(219)  54(337) 36(225)

# =50% reduction in seizure frequency compared with baseline seizure frequency.
® <50% reduction inseizure frequency compared with baseline seizure frequency.

e e

Tolerability of new AEDs

Parcentags of

patients
80% e
70%
60%

TRM LEV ZNS PGB LC™
n=138 n=136 n=141 n=135 n=127

M@ Remaning
on weammen:

Withclrawal
D-nnwmn:s

[ Wndrawa
- Lack of efficacy

Fig. 3. Percentage of patients who continued or discontinued topiramate ( TPM), levetirac-

etam (LEV), zonisamide (ZNS), pregabalin { PGB), or lacosamide {LCM).

Percantegs patients
ongiven daily dose

§
§

=g
=)

in=31) (n=18) ‘;:J"‘:? ir=35)
L ]
o’
- E
0% (=21) 51500mg 320mg
) = 20y
% i
50%
0%
30%
0%
10%
0% -
TRM LEV E) PGE LCM
n=28 n=32 n=18 n=14 n=35

Fig. 2. Daily dosing inpatients seizure-free on adjunctive topiramate (TPM), levetiracetam

(LEV), zonisamide (ZNS), pregabalin (PGB), or lacosamide (LCM).

— e
Topiramate Levetiracetam
n= 42 31.1% n = 44, 32.4%
Side effect n Side effect n
Fatigue 17 Sedation 20
Weight loss 12 Fatigue 4
Irritability 9 Headache 4
Paraesthesia 8 Worsening seizures 4
Depression 7 Aggression 3
Headache 6
Word finding problems 4
Tremor 3
Diplopia 3

17/06/57
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Zonisamide Pregabalin Lacosamide
n=59,418% n = 68, 50.4% n = 36,225%
Side effect n Side effect n Side effect n
Sedation 14 Sedation 18 Nausea/vomiting 6
Nausea/vomiting 13 Weight gain 14 Dizziness 5
Depression 7 Ataxia 9 Sedation 5
Rash G Worsening seizures 7 Headache 4
Weight loss 6 Vertigo 6 Tremor 4
Poor memory 6 Fatigue 5 Ataxia 4
Headache 5 Diplopia 5 Rash 4
Abdominal pain 4 Depression 4 Diplopia 3
Aggression 3 Nausea 3
Anorexia 3
Ataxia 3
- — -
Rufinamide
O— ——— > O —

QAdjunctive treatment of Lennox-Gastaut syndrome (LGS) in the
United States in 2004 and in 2007 in the EU, age >4 yr

OAdjunctive treatment of partial seizures in adults and
adolescents

OAdded to any other AED with minimal interactions occurring
QONo special black box warnings

QOStart at a low dose such as 400 mg and increase every few days

Medical management of refractory epilepsy—Practical

.

treatment with novel antiepileptic drugs

Elinor Ben-Menachem

— e, . T—

QRufinamide
QOLacosamide
QVigabatrin
QOPerampanel
QOEslicarbazepine acetate

ORetigabine

Lacosamide

— —— - R ———

QOAdjunctive therapy for patients with partial epilepsy

QDual mode of action—enhancement of sodium channel slow inactivation and

modulation of collapsing response mediator protein-2 (CRMP-2) are novel

mechanisms
QRandomized phase II/III clinical trials and long-term follow-up
QDizziness, headache, nausea, and diplopia
QOStarting dose of 50 mg with a titration rate of 50 mg/week

QORefractory status epilepticus

NN
A

(i

A
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Vigabatrin

— R —

DA synthetic GABA derivative

QVigabatrin may worsen myoclonic seizures

Qlrreversible VF defects 30-40%, depression, weight gain
ONo drug interactions between VGB and AEDs
OMonotherapy in the treatment of infantile spasms
QAdjunctive therapy for very resistant partial seizures

OBlack box warnings for VGB : check VF

Eslicarbazepine acetate

— ——

QEslicarbazepine acetate (ESL) is the third member in a family of
dibenz/b,f/asepine AEDs represented by CBZ (first-generation) and
oxcarbazepine (OXC, second generation)

QCytochrome P450 (CYP) liver enzyme system.
OlLess risk for drug—drug interaction when compared to CBZ and OXC
QThe phase III refractory partial onset seizures as an add-on

QMonotherapy studies for new-onset epilepsy are ongoing

17/06/57

Perampanel: approved 2012

— T—

0O Noncompetitive a-amino-3-hydroxy-5-methyl-4
isoxazolepropionic acid (AMPA)-type glutamate receptor
antagonist

QOAdd-on therapy for refractory partial onset seizures with or
without generalization

QOPhase III good efficacy with tolerable side effects, dizziness,
somnolence, diplopia, and ataxia

QCBZ will decrease the half-life of PER

%
(3

Retigabine: available since 2011

[ S — ]
QAdd-on therapy for patients with refractory partial onset =

QFirst neuronal KCNQ agonist to be approved as an AED

QOpening of the voltage-gated potassium channel, enhancing the M-type potassium

current
QPhase III positive in patients with refractory focal onset

QMost common side effects are dizziness, somnolence, fatigue, confusion, dysarthria,
ataxia, diplopia, and urinary tract infection

QRisk for urinary retention

QThe unexpected side effect is the development of a blue hue to the skin and retina
after long-term use - = ‘e
N s T



|

journal homepage: www.elsevier.com/locate/epilepsyres

SHORT COMMUNICATION

Adjunctive use of ezogabine/retigabine
with either traditional sodium channel
blocking antiepileptic drugs (AEDs) or AEDs
with other mechanisms of action:
Evaluation of efficacy and tolerability

~

Stiripentol: bravet syndrome, no hepatologic

-
Analysis I.1. Comparison | Add-on stiripentol versus placebo, Outcome | = 50% seizure reduction.
Reviev:  Stipertol fr focal refractary epilspsy
Comparisore | Add-on stiripertal versus placebo
Outeeme: | = S0% seizure reducticn
Study orsubgraup Add-cn stirpentol Placzbo Risk Ratia weight s Ratic:
i i M-H Fixed 25% CI M Foced 95% €1
Chiran 2006 117 s 1000 % 151 [ 081, 282]
Total (95% CI) 17 15 100.0 % 151 [0.81,2.82]
Total events: 12 (Add-cn stripsnto), 7 (Placebo)
Heterogeneity. ot appliczble:
Testfor averal ffsct 2= 130 P= 019)
Testfor subgroup difersnces: Mot applicable
wow o
Ferein phcebogreup  Marein et goup

Efficacy and tolerability of adjunctive ezogabine/retigabine. 5
[ Placebo 1 [ EZG/RTG 600 mg/day [ EZG/RTG 800 mg/day
W Placeba 2 71 EZG/RTG 1200 mg/day [ EZG/RTG-All
807 m Placebo-All

4%

a7

32

Responder rate (%6)

Sedium channel Mon-sodium channel =1 sodium channel blocker

blockers only blockers only and =1 non-sodium channel
blocker

Treatment group
Figure 1 Responder rates during the maintenance phase for patients receiving EZG/RTG or placebo adjunctive to traditional

sodium channel blocking AEDs, nor-sodium channel blocking AEDs, or =1 sodium and =1 non-sadium channel blocking AED. AEDs,
antiepileptic drugs; EZG/RTG, ezogabine/ retigabine.

Seizure Exacerbation

- e

—

QCBZ (carbamazepine), OXC (oxcarbazepine), PHT (phenytoin),
VGB (vigabatrin), and TGB (tiagabine) may worsen myoclonus
and absences

QO GBP (gabapentin),myoclonus
Q LTG (lamotrigine), myoclonus

OBenzodiazepines, tonic seizures

17/06/57



Box 2| Preferred first line antiepileptic drugs for new onset and refractory epilepsy in
adults™*

New onset partial epilepsies Refractory partial epilepsy

Carbamazepine Lacosamide
Gabapentin Pregabalin
Lamotrigine Zonisamide
Levetiracetam Perampanel
Oxcarbazepine Clobazam
Topiramate Refractoryidiopathic generalized epilepsies
Valproate Clobazam
New onsetidiopathic generalized epilepsies |evetiracetam
Lamotrigine
Topiramate Drug treatment of epilepsy in adults
Valproate Dieter Schmidt,* Steven C Schachter’
BMJ 2014;348:22546
T —

Efficacy of IV Lacosamide

T ——— ——

Treatment parameters and ou(comes.

Total

U

LCM efficacy 2 [647%)
Latency (h) oaset SE-SE therapy

Median (range) 45(03-240) 120 (1.0-144) 1.0(03-240)
Latency (i) oaset SE-LCM

Median (range) 48.0(1.0-250) 60.0 {6.0-168) 480(1.0-250)
Treatment before LOM

Benzodiazepines b 13 16

Pherytoin 24 8 16

WValprow acid B 13 15

Levetiacetam 0 1 16

Anesthesia 1 o 1
LCM dose (mean, range) 12353 (100400} 32222 (100-400) 325,00 (200-400)

Mean inital bolus {mg) 32353 (100-600) 35556 (100600} 267,50 (100-400)

Mean daily dose ()
Termination of SE by LCM iv

<12h after LCM iv 9(50%) B{50%)
>12t0 <48 h after LOM iv 4(22%) 1{63%)
Further AED therapy needed 5 (278%) 7(37%)
Outcome 18(100%) 13(813%)
Termination of SE 0 3(187%)

No termination of SE

LM, lacosamide; SE. status epilepticus: iv. intravenous; AED. anti-epiteptic drugs

17/06/57

Seizure 22 (2013) 7779

Contents lists available at SciVerse ScienceDirest

Seizure

journal homepage: www.elsevier.com/locate/yseiz

Short communication

Efficacy of intravenous lacosamide as an add-on treatment in refractory
status epilepticus: A multicentric prospective study

—
il 24 (2072975
Contents lists availabla at SciVersa ScianceDirest

Epilepsy & Behavior

journal hamapage: www.elsavier.com/locate /yebeh

Newer antiepileptic drugs in the treatment of status epilepticus: Impact on prognosis

Léonore Jagues, Andrea O. Rossetti *
Department o Clinicut Newrosciens e, Uriversity Hosgital (CHUV) and Focauky of Bodogy and Medicine, University of Lausanine., Lscsanie, Switzerlind

QSE severity score, and number of compounds needed to terminate SE, newer
AEDs were independently related to a reduced likelihood of return to baseline
(pb0.001) but not to increased mortality
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Newer antiepileptic drugs in the treatment of status epilepticus: Impact on prognosis

Lack of return to baseline  Mortality

Use of newer AED 214 (1.11-4.12),p=0022 1.00(0.40-2.51), p=1,000
STESS 3-6 394 (2.33-6,67), p<0.001  380(1.65-862), p=0.002
Potentially fatal etiology 5.38 (3.12-9.13), p<0.001 432 (1.99-9.39), p<0.001
Use of >2 AED 216 (1.06-442),p=0034 137 (0.85-2.13), p=0.106
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_Side effec’:of AéDs

AED = antiepileptic drugs; STESS = status epilepticus severity score.
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“Nothing happens
g until something moves.”

-

oalusa lodalad(RIbert Einstein)
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