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Antiepileptic Drug (n)

*k whether leading to discontinuation or not.

AA RBOHERBELMOMTADAESL Y FEIZSLV(p<0.003).
VYV REBOHERBELMBOMTADAEL Y FEIZHELN(p<0.003).
V  REOHERBEHNORTADAREK Y DGV ERDA 5 % (0.003<p<0.05) .
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Cross-sensitivity of skin rashes with
antiepileptic drug use

...Rate of rash with this AED is:
Rash % (n) PB PHT ZNS
S 8.3% 26.7% 57.6% 9.1%
CBZ (62/745) (8/30) (34/59) (1711)
= 91.7% 3.3% 17.5% 4.1%
g (683/745) (4/120) | (47/268) (3/174)
8.9% 7.7% 38.9% 11.8%
LTG Yes (77/864) (1/13) (14/36) (2/17)
. & S1.1% 6.5% 16.4% 8.3%
= o (787/864) (8/124) | (60/365) (8/96)
< Yes (1%/%0{;’1) 9% (0/4) 3(33/%°)A) (87?)
OXC
©® 95.0% 8.6% 14.9% 14.0%
5 No (191/201) (3/35) (11/74 (6/43)
=] Ve 6.2% g 0% 0%
= (17/276) (8/12) (0/3) (0/5)
® | PB = 93.8% 15.9% 11.1% 12.5%
o 2 (259/276) | (22/138) : (4/36) 3/24
= e 11.9% 42% 18.9% 21.4% 19.5% 21.4%
o | (85/716) (34/81) (14/74) (3/14) (8/41) (3/14)
= No 88.1% 10.2% 6.7% 8.7% 5.4% 9.8%
E (631/716) (25/2;16) (22/03/27) (60/06/9) (7/130) s (5/51)
= 6.9% 25% 0% 0y 5%
= | SNs Yes (12/174) (1/4) (0/10) (0/6) 0% Q=) (3/8)
@ - 93.1% 12.3% 1.0% 2.6% 19.2% 19.3%
= (162/174) (10/81) (1/101) (1/38) (5/26) (11/57)
= 35.8% 19.8% 18.6% 156.1% 43% 14.3%
8 | Any other Yes 2padert (48/134) | (26/131) (8/43) (11/73) | (49/114) (6/42)
£ | AED rash 0.9% 7.8% 4.4% 6.9% 13.8% 6.1%
No 1606/1875 | {/115) | (57/733) | @158) | (14/203) | (83/602) (8/132)
et S 64.0% 25.9% 27.3% 24.0% 53.8% 20.0%
>=2 AED (16/25) (7127) (3/11) (6/25) (14/26) (2/10)
rash 0.9% 7.8% 4.4% 6.9% 13.8% 6.1%
No 180311875 | {/115) | (57/733) | (@/158) | (1a/203) | (83/602) (8/132)
36% 16.1% 13.7% 17.9% 38.8% 16.7%
Non-AED Yes el 0/82) | (26/161) (4/29) (7/39) (40/103) (1/6)
alleray/ rash 2.2% 6.1% 4.5% 3.9% 7.9% 3.6%
Y No 1585/1875 | (31131) | @3mo1) | (6/131) 7179) | (46/579) (4/110)

Key: unadjusted p-value cutoffs:

Neurology71 November,2008




Weight Change and Antiepileptic Drugs

Health Issues and Criteria for Appropriate Selection
of an Antiepileptic Agent

Victor Blton et al :The Neurologist 12, 3,163-167 2006

Weight Gain Liability for the Major Antiepileptic Drugs

Unfined Effect

Weight Gain Weight Loss Weight—Neutral On Weight
Valproate Topiramate Phenytoin Tiagabine
Carbamazepine Felbamate Lamotrigine Oxcarbazepine
Gabapentin Zonisamide Levetiracetam Ethosuximide

Phenobarbital
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Table 2
Changes in the serum concentrations of new antiepileptic drugs during pregnancy.

Reduction Reference
in serum
concentration

AMOtrigine 50-60% 56-63
Levetiracetam> 40-60% 66.67
COxcarbazepine 30-40% 70-72

Eslica;bazegine n.a.
opiramate 30-40% 68,69

Gabapentin n.a.
Pregabalin n.a.
Zonisamide > 20-40% 2
Lacosamide n.a.
Retgabine/ezogabine n.a.
Stiripentol n.a.
Perampanel n.a.

n.a.=no data available.

Reimers A Seizure 23;585:2014
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Table 2

T. Tomson et al./Seizure 28 (2015) 46-50

Overall rates (%) of major congenital malformations (malformed/exposed) for different monotherapies. Data from different prospective registers.

49

Source General Untreated  Valproate Carbamazepine Lamotrigine Phenobarbital Phenytoin Levetiracetam Oxcarbazepine Topiramate
population epilepsy
EURAP [19] 9.7% (88/1010 5.6% (79/1402 2.9% (37/12 A4%X16/217) 5.8% (6/103) 1.6% (2/126) 3.3%(6/184) 6.8% (5/73)
NAAPR [20] 1.1% (5/442] 9.3% (3(/323) 3.0%(31/1033) 1.9% (31/15p2) 5.5% (\1/199) 2.9% (12/416) 2.4% (11/450) 2.2% (4/182) 4.2% (15/359)
UKlre 6.7% (82(1220) 2.6% (43/1657) 2.3% (49/2(98) 3.7% (3/82) 0.7% (2/304) 43% (3/70)
[21-23]

AUS [25] 3.3%(5/154 13.8%(35]253) 5.5% (19/346) 4.6% (14/3Q7) 2.4%(1/41) 2.4%(2/84) 5.9%(1/17) 2.4% (1/42)
NMBR [4] 29% 2.8% 6.3% (2/333) 2.9% (20/685) 3.4% (28/8 127) 1.7% (2/118) 1.8% (1/57) 4.2% (2/48)
SMBR’ 2.1% /619) 2.7% (38/1430) 2.9% (32/11 6.7% (8/119)  (0/61) 3.7% (1/27) 7.7% (4/52)
GSK [12] 2.2% (35/155
" As reported in Ref. [2].

[

EURAP
NAAPR
UKlre
AUS
NMBR
SMBR

JsEHF45
UKETAILTR

AN FET
A)IT—T
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BATRNFERERTRRIRER
(%)
0 - Odds Ratio: 1.71
o p=0.17
7 Odds Ratio: 1.00
6 1 Odds Ratio: 1.05 6/0%
0=0.90
5_
4- 3.5% 3:7%
3_
2— =5
1_
MTCANAVEERES B FE X ZEIGtREE
(n=227) (n=2468) (n=718)

Morrow J et tal..J Neurol Neurosurg Psychiatry 77,193—198,2006



AT7A)D MTANAFETIRS X FEFHRUR

Comparative safety of antiepileptic drugs
during pregnancy

, 3

S. Herndndez-Diaz, Figure 2 Risk of major malformations by proportion of women having at least
MD., DrPH one selzure during thelr pregnancy within each antleplleptic drug

C.R. Smith, MPH group among women with epllepsy

A. Shen, MPH

R. Mittendorf, MD, 50 -
DrPH Gabapentin

W.A. Hauser, MD 45 - [ @ Oxacarhazepine (IEI Wiﬁﬁgﬁ)

M. Yerby, MD

L.B. Holmes, MD
For the North American

AED Pregnancy
Registry

Lamotrigine

) .

@ 'copiramate

% Women with seizures
N
(42}

Carbamazepine Clonazepam ® Valproate
20 - -]
15 Phenobarbital
10 4
5 -
0 T T T T T 1
0 2 & 6 8 10 1 7.

Risk of malformations { %)
North American AED Pregnancy Registry 1997-2011. Neurology 78 May 22’ 2012
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| : | Adjusted Hazard VPA
Unexposed Exposed Ratio (95% Cl) : %Fﬁ%(%omgbu:)

Valproate {EFAE(750mgLL )

Total 655107 388 TIIERBEDY XY

Childhood autism 2058 7 4.9(2.3-10.3) —a—

Autism spectrum disorder 5423 12 3.0 (1.7-5.4) ——
Oxcarbazepine '

Total 655205 321

Childhood autism 2064 1 1.0 (0.1-6.9) l

Autism spectrum disorder 5427 7 2.1 (0.96-4.6) +
Lamotrigine '

Total 654 747 647

Childhood autism 2062 4 1.7 (0.5-5.2) i

Autism spectrum disorder 5426 8 1.7 (0.8-3.5) ——
Clonazepam '

Total 655233 269 :

Childhood autism 2063 2 0.9(0.1-6.7) l

Autism spectrum disorder 5431 3 0.7 (0.2-2.9) B
Carbamazepine

Total 655153 386 ;

Childhood autism 2065 2 1.4 (0.4-5.8) i

Autism spectrum disorder 5433 4 1.0 (0.4-2.8) "

I T T T T TTT Ii T T T T TTT I|
0.1 1.0 10

Adjusted Hazard Ratio (95% Cl)

MR TANA - MOBIRERER ETEEE KD 1996-2006 (CHEFH12655,61545
7355 1 ICDIC T2 8.84FEIRZITO /=,

Christensen J,et al. JAMA. 2013;309(16):1696-1703
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O
Carbamazepine -
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- @
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Phenytoin —
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O
Valproate —
................ 7
All antiepileptic _ o
drugscombined |  ceeeee- P
| | | | | |
90 95 100 105 110 115 120
1Q score at age 6 years

FEE£20.4mg(X I N TOIHIRAJRERE(CIRE ETNAINETTH S,

(103, 98-107); for phenytoin, 23 children were exposed to periconceptional folate (112, 107-118) and 32 children
were not (103, 98-108); for valproate, 40 children were exposed to periconceptional folate (98, 94-103) and

22 children were not (96, 91-102); for all antiepileptic drugs combined, 179 children were exposed to
periconceptional folate (107, 105-109) and 132 children were not (102, 99-105). Appendix p 7 shows means and

analyses for dose effects. IQ=intelligence quotient. .
KimfordJ .M. et al Lancet Neurol 2013; 12: 244-52
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Morrow J, et al.: J Neurol Neurosurg Psychiatry
77:193-198, 2006.
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Maximal dose of AEDs administered by 6 month of

gestational stage
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Other AEDs administered were Clonazepam
1.5mg, Lamotrigine 300mg, Levetiracetam
1000mg, Topiramate 200mg in one case each.
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Boundary syndromes

Epileptic encephalopathy

Coma due to acute brain injury with epileptiform EEG changes
Epileptic behavior disturbance or psychosis

Drug-induced or metabolic confusional state with epileptiform EEG
changes
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