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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) .

Arif H. Neurology 68;1707-9,2007



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
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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 —
_______________ [ NI
O
Valproate —
................ 7
All antiepileptic _ o
drugscombined |  ceeeee- P
| | | | | |
90 95 100 105 110 115 120
1Q score at age 6 years

EEE20.4mg(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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UK Epilepsy and pregnancy registry
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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
=recommended dose
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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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(Shorvon S. Epilepsia48(Suppl.8);35:2007)

NCSE with epileptic encephalopathy
* Lennox-Gastaut syndrome — QFEEKW%W 5 EREEE
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NCSE without epileptic encephalopathy
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Subtle status epilepticus
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NCSE in late adult life
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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



Oxford conference CERY R & T1-
NCSERX;E D E &

(Walker M. Epileptic Disord 7;25:2005 )

B D &H DU EBETE Dfocal electrographic seizurehdY . FIED /8353 —
VITHRIE. S, 2RI Hiwaxing & waningFRIZEENT B,

S0 D & B LMI R IE D £ RIRIKD, TADAERMECTADALE
EHEODREDOLTWEERICRLNS,

TADNAERECTADAERBORENDHABEICHELTIE., HEOD
HANIFEHFED LB IERBFEDBICHEN., TOEBEBDOEXRED KK
[CHERTHEICE{ELTLS,

RMERRFEEDERDcomad BEIZPLEDsWBIPLEDsH R 55,

B/ N F—2 DRBIRAEVELLNVED . ChETHEREZEL TV

ho-BEIC. AHDORKESEERELTHBIOH AU I EHEEDORER
w (R . SR, {2 B4R K. PLEDs. BIPLEDs., GPEDs. TWs)M R >3

(ERRFRTEIAE . B3, WMEEE).

chFETHLREBMRBAICHERBIOH AV EHFEDO SR ERIERE DN
A= RLTWETANASERED EFICHW T, BERERINCSEZ T
BI5HLEEZALNS,




©2E
=BHIMm

VAT

ZNETHIXLTWZ AR, BUTHENLBEIIRBIELHD,
B PEE - T BB IZEHEi FTEIEFIB DOV NEY LR E 5k
BTV, BH - EREBTHZX S,

NCSE D g FRIE R LRI DS E IR R D303 DZED B0,
T ENLEEIL, BEE TI1/4ADANII2A% EE IR S
T 5%, EERA IXPLTAD AT T HIAFENELR2-oT
B, BHER L T EIR T FRIREIHI S HVS 5, Bl I
BEITOZ LT HIRICAEIREL, FEEENH] DA 72 VR ESE N
HEELVY,




NCSED#mE 1%

NCSE1005|dOMORBIDITYEMORTALITY D 3
(NEUROLOGY 2003;61:1066)

NCSE# DFET=R[1118% . JRWHIREEIZ
72 BHRIT39%,

R 7R E DM EREER, Bl VK

TH. BB OEE 72&5; =, aPHE
DOEITHNIF TR FH D,




HEMWZEE (NCSE 35641)

5o RN fiE

+lenE B
Churg Strauss (p—~ANCA) B8 E I fE

TADNA
9%

" " A4 JL R 9
#mzo#nﬁ: 18 {4 B i B
BRTE gy 116 | uRH 1B DA TR i ¢

9% A 445
° 8% IN—X Y FEIERRE

2013F BARATANAEEBRES R L



ST s
REAIZER 6% %ﬂsﬁﬁ
RLER

C: [
6%

EEAR+

VAN

24%

Al Ty %tT Morbidity
HNG 6%

6% 3
BT
6%




c 66X TE
 XERKIVYRE. PFRBYZMRIEILERTHEOICHY, BEFHIT

T DR AST=-DTIZENAEEESFEH A

B, DEATH

[CTHREEEFFNEFTHON TV, Rk FEEBENDS
KO B ITKZDIFONTREITES ITHRL, AR
BIEVLSEBNRLON RPNV ELLG o= X+1F5ARD
RSVFIZTIBIFTIEERLHY . BRIT 5 E6FEMN D4
FEDRSUFINEZE->TRY TV, TOZARERMK

EFERECLMEESNT,




STPEINLI0mgEE. Tz = b1 U 150mg R HEFEE 1T
WVERERITGFE S LERES ISR, JLF=VRY
A0mgRAR. VILA FO—)L500mg RiE3 B EIEITIR T A
MZEEAEEL-. DETFT/ —/LR2mg, 7L *H
R20mg., 8% T/JLR100mgARRET. L ¥V % “Rimg52, 5
ER)XF25mgEH. 7= bA 2 250mg5 2R E T 1=,

+ TPOELIK1541U/ml, i 0o BT 1) UHk5651U/ml
» EEARMRIGBA G W EEE ZRBHEN o=, ERERTC-ECD

SPECTT X AIRESDMRIETH Y,

)




c 69 XTE

- FFRIOKRATEHY. FATEEFTHY. WREHEST
HY. BEkiThY. EALE. K&,

- BHEIMRIIIDWIZEHREERRLL.,

. JiTPOHLIE 519 H 16K 1U/ml

. fn¥49 07y 114 H 28K 1U/ml

« BANESRMCTRTFASAMR/NILRZRITHRIZ, &
BITERICHEL=. TDRTLEF=40mgh o i
TWRAR > RN IT= M 2250mg452RARIZY]

;)L\E?T_o R IR REIE TEIZTTFS—O 2 NRE
L7=,

;-




CTAMADHIIEHETE



W ES ]l 2 \ =

TADAEZH — A ER
=RZHE(TANAEMNE) J ‘
«» [*‘”“‘%’Eﬁ‘(’é’;’;‘r}iﬁ‘;’ﬁ’a’é&’a‘?ﬁ 7 | g

Bast#
2605 PO Ui $i 8
RBIEREH 238 R 4T

«» { R BELEPIE") J -

BEm Wk (RESBW-MRIEER-ADIRE)

SEEEH
SEHRTH

= [ — R (—RE) }‘E*

L A
HAFBREH

EEATFEER (V7 UVX AR A)

“ 2 g ‘ M
REF L =

[ TADNATT7ICEH SRR J

«PRABERGME-BEARGMNE-SREARNGMNE-BRHGMNE - TAMHME

OV

BIF: TADABBRYFT—oh— LR —



TtHERE:27

KERfFE — REE T

B k(<8 Ay oo Y]
':ﬁ (16ﬁ ra-_l & n-::ﬁ-:B gn:uu
52TV,
A REITEIZIE. PP -~ ~~rrres

X mom

TOvHElhis ¢ =
*%o)%&ﬁﬁ%j_éo 5 e E;:18

AS Er-oEem| \@wHm
T
aEa - ¥ I’ =
- 2 [mAn-aes
. . .“
oy FRET | ne= FerR:
- EM-AENE P
LGy "
L
mRm

FAARERE:28



%2 4AFY)2IZBITBTAPAERRY 2T 4 (NICE

HAKF4 V)

—RT T

B4 0D FAffy (s R BE E)
BHFEADET 2 EAMUANSLE X LW
E RN 2 AR A B AR L ARl (E{EA T~ b
- LINTVBRHBAETEH 1B
)
heve) vy
HEAD
HEIZE U THMBE
R EL L)
RIENRTY P — L IR TWVEWREIC
T REFER L RE T T v 2 {EK

T (RERRE, Eik

g 2

xgtﬁﬁ

LW OHEE
?é#?i@%ﬁ&éé:? AT 4
i U OEE I3 = REFEAEBE I SAETT
ERFHED 7+ =T 9T
—RITTF—LDEBLT F)3 4 R
Y O

=Rr7

LURfEIC L B FFRETF — A
» 5 W 3 ZWikes
TAPAIERER T 0 7 4
ryrrus s L0EAE
BIDHA K4V

r 7 O ADERE
BERBITV AT A
WETas 7 AL
MR 2 BB EE)

£ VT 4 THERSY K- —-TL
DL

3k 15) & 0

AFXVRIZEITBTADAVRTLTIE,
SER2ERLURNICZRERBED
HEREEICKY, B AaRTSVUERE
FRCENHAEFAVITRESNTLNSY,

BERIZEWTE, iR O-EUEEY
AR, BENMEZ S SHRBEIZH A
TEAHEII TADAVBENET BREFE
BEMET I RERBENORAI—ITH

EMEBFELLVEER D,

TADABEIZ. BB EEGRNAELY

BHIZTTHONWAENEERELEEZ S,
Sander L.
Epilepsy

4;61:2010



% 3 TADACHRBBERRIEIE GER) GHEO &Y) -

(B http//www.dpi-japan.or g/friend/réstrict/shiryo/systemb3.html) -

xmgp__

o« PERE
o DEEENTRET
o BUEEEAERD
RET
°ﬁ§%§i
HEERRE
RZERET
o« BAAEET
DD HD
&

* ERFSET A

o SERIRTSRRT

« BEERB LRET

o PRERIRE FE RN SRET

'§%b$0w%mﬁ

« K=EIRET

o BRMEL, ERER
TR

o EEgeAT, R
R RET
DRINAIIRIZRNSRET

o EED, HEPHERRET

« RIEER T RIT

e RS TREY

o HERD,

BhEERR R BT
HEEETR

o (RE2RD,
s

- REERIEE L R ET

o BRER TS RAT

- AR

| o premmss |
I
RN =

o MARDERE REF

o KIFEFHE) RN
o REGIBARABT OB
BE

o BAETRE, {EEX
(o=

« BBHELOELRE
 BREF

Ve RIEAR

o KT IRGRAT
. FELHDHD
HEF]

« JEESTRISD
gﬁ%rﬁﬂ

o FISEF

o BHT, ERERY
o REET v —TAEE

RIREF

o UM, XwOR

%
o ZHBETRE
. EE2BORE,
o
o FLOSERE
o FRIREA IR B 2




NGO C kY

UG9S

&

1005 A D{HR]

~bP>TLEEN ThPhl~ yy

HERA - ERFEED (RELSEURS) B
K& _RDULLH TADAICE >THET BUAOE LAERERT B1-td, BE - FiEDT T o

B - RIS & > TS A, BISh ARSIk ThHY . & BETHLARTEETS,

o ER) BHOMEMCATRERE T M TR ORT. AROEHEED - LHTES [ IR XE
HBIREORT. BIECERNRS - $ES - BBEAHNL - RABBELOBHOS - TR - 1BIRET -
GEEE - FIEYDR - LESPILERETH->TLET,

X BmTANGAKRE (1) BETAM A KIRZE

T162:0051 REUERHIE XM ARG H 2-2-8 A EEMIE TROS) OB TR LET
(REWMH EA5F (—-"‘"‘:"'<§ T553-0006 ARREBREEF4 - 29 - 20

e TEL 03 - 3202 - 5661 ‘U} . KIRNPO 75420 187
FAX 03-3202-7235 WRKKS B\ -FAX 06-6468-1206 (H#)
A~ 0B~ 3B FETERFREHTTLET

2R




ZHEDNZERICENMEDLOIC

BECEEDEES A DEL

s B EILHLIEETARLTEELDEH
RENHY . BEICKDIFT-GNT=T
LHYFLI—KZEDRXREEEILT:
ZOHOMONERHIENBE, G EERIC
PYTELEY

* Evidence based medicinet+patient based
medicine

« TADNAZEICIXhumanityZ







