s 13 « TADALLHE

LD TA»ARZ IZILWT, 1R - HECELTEDL
IR FEARA TS D L h

EZ

TEDTADLABEIZIE, TEDSA 7ML 2ERE LI-SENLER - HEICOWLWTO
o V2723 RETHS. RENIZIE, BEHZBELICEER HEICDOVLTOERA
BELTEFTAPTAPADRECEROEERL EICOVWTHOERZRY. &7z, YRS
DL VWEER - LEZRRETHDHARLSRY HENSIER - HEZ8D, RTALAER
LEAE#LIERIE, FERRHEICETEEI R Z20LBVEFRZRRL, REONFHOI-DHD
BGRAEFABZT>TE(IEHREELL.
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RO MY H 2 ik, TAPADEMEEREEEN, HrEEOFEL LB UR
ATHRE ) RARA R L, R - MEDSBEEN T2 IOV TREE, ERE, NERHER &
LY+ 7 Fe7 Sy ARMET 2 ZEAZEE LY BRI IZAEE QRO 1T AETE
DHHTRTOEMECK LT, BEM (hEEHY) b OREERITEL ELED 4 794
VG CICEE - BE 2T, RKIEOWI AR U SHEn 2 b4k - 2 HE3E T 5.

WEAR - HEERFIC 350 AP T A 2 ASE (andepileptic drugs : AED) O BT L L T, OHAIE
HeEHE L, QFGERIVERERIZTA L, TS 215 EREOA T AED 72
KT 2, @FRYIM DO AED O EEOEBICEET 2 L E%Ton s>, ik -
HED LD T A ASTERBIBIE OZACICER L, S LR - BE~D ) 2 27 2K
LITIDODMEAD» L DT ARERLICH#E L AED BE2 HIET. 3612, MR - M
b s — M EEFE, B - HrER~0 AED OFE HEKORE, TA»ADMIE,
WOFEL 2O T S HANI 0w FAZAT Y. ik - HECET A RISIED20TER T
FLHTRLIE.

AED IRIHHL TU R WM TADPABRE TR — AL OERZIETK EL I T—& 4
H 55 FEEFIC AED ZIRA L TV 2 ctkd © i L 1 OB S BUERE 13 4~10%F2 1
ThY, —ALDBEDMHE 2~5% LN THH L 2 2~3 @m0, 2 OBOREFLEY 2
2%, LTV 2 AED 2 & > T#EDH 5259 1o, JEFERO AED RS, BiHEZO
PRI ~DEEIIZ LA E 0,

WO IOV TE— AL AL N2 HREEMT, DEZR HEZ LHBOEED
B v Fafg o=t s L TOBHOBESIEREI N TV A, NEFRICOC TR
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CEEBLUOREES

- EHERNGER - HEOEND

IR, HESRENSSD  REOBHOEZERD
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- RBEICSCTOEATOEMNY R—FbERE

Q@BE LHHD S A TERMHM’T S R EHIM

CMTANAZEAED) DRE -BES L < IEPIEDTTHEME
- RAMEOBES, TE2HEYERATRERNNRORAE
C ZEIHAOBRIIEROEASHEITSERT S
BT EREAED OMAEDLE NLTABE+ AL
NIYEEYHDEWE Tz b A+ TUI R+
T/ NLEY—IL
NL7OBOERS IR GEIT, BENDERSES
IFRBAI= AL, RAE600mg/BUT%#EET
IR SOEBOFHEFT (BRELT0.4mg/BEEE)
CERARL, NEBRE0EE TR~ EHERE TOS
BRI T EENEE L)

EiRA

EHIR @B & O IR

- AED 5B OEEIIREA/BANIZL MDD S T RAE
MNELLIZEZIZOARTT S
CEIRBIICRE 1D a7 b 7O0TA Y, EREES
BEL, ZOBBEAIET S

IR 16 BEERICa 7 h7OTA VEIE

IR 18 BTRBERZH AR EREBE=7 )V I%1T5
- ERMRERRREEE R TES TIITNEN - BEIC

EE
HERKS L OEEHR

- —REICIZERDBRATRETH S
C PBAIROTRANLREICL D EEOBEBIEET S
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CERICAED MFREANZH T 2BRIR5ECHET
%

CRIAERBIICAEE(BFRADERIZ D LW THRAENIC
YIRTS B)

BHFNTHS ek 02,
IR 7 iR e EO7cw, ROBTE P AT 253 TA» AL OMEERICZO T
AL (72 SvEX—n, Zx=b Ay, ALY, SN FUL EIREROME KT
HIELE), 50 ug LEDTA M u v EFENVOIRMD 2 01k 2 OMOBETE L Eiiow
THHERAREMEO MY LG8 2 %0 5 & 9 2@ 527,

351,

TR - BEEE V) B BIORE (2L > THRECDIE> TRELREKRE
YO0 T, LHEEICOSEELICHIGICEET 5.

FEEOBFEIZ 0TI, R - BRESEIC 351 2 & SRR e 7 Eio-ov T, ®1

BIRICEEY 2 ERER
- FRAIE LLWAKRZ DA B

- RAGREBIRES L

|
cE2FIFTVNhA (ERERBERREE) & F0H -BR, BAICKBEY, B i
- ERE, MEERC BEAREET, HEICLo |
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BOBHLRET D, |
T T I >
= N I I I I
ey memmsws | BEOBERS | | OBERR, MR, AE | 90%LLEDAT
A 28 2R - N | | N = £ =5 [N ST A
HEWNAITRE B 2 } ICEER R } } BhZEbetNRE L AR } BEOHED E_[Fh:\
T
IR 1038 2038 9B HEFEH
B B B H B H B H B H
AED DiFE
RTE GEEIRAF) D AED EiRa1ICEIET AED DEE%
® mg/H (IM#+RE  ug/mL)— : mg/B (IM+EE  ug/mL)
@ mg/H (I+RE  ug/mbL)— : mg/B (IM+8E  ug/mb)
® mg/BH (Im*+EE  ug/mbL)— : mg/B (g ug/mbL)
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1) Winterbottom J, Smyth R, Jacoby A, et al. The effectiveness of preconception counseling to reduce adverse pregnancy
outcome in women with epilepsy : What's the evidence? Epilepsy Behav. 2009 : 14(2) : 273-279.

2) Fer H, EaAHF, HPIEY, i TA»AZ b DHIRWRRLZIECH T 204 P74 v, HRTADAYR
AA N4 MERZEE S, TA» AN 2008 : 25 @ 27-31.

3) Tomson T, Landmark CJ, Battino D. Antiepileptic drug treatment in pregnancy : changes in drug disposition and their
clinical implications. Epilepsia. 2013 ; 54(3) : 405-414.

4) Fried S, Kozer E, Nulman I, et al. Malformation rates in children of women with untreated epilepsy : a meta—analysis.
Drug Saf. 2004 : 27(3) : 197-202.

5) Veiby G, Daltveit AK, Engelsen BA, et al. Fetal growth restriction and birth defects with newer and older antiepileptic
drugs during pregnancy. ] Neurol. 2014 : 261(3) : 579-588.

6) Meador K, Reynolds MW, Crean S, et al. Pregnancy outcomes in women with epilepsy : a systematic review and
meta-analysis of published pregnancy registries and cohorts. Epilepsy Res. 2008 : 81(1) : 1-13.

7) Perucca E, Battino D, Tomson T. Gender issues in antiepileptic drug treatment. Neurobiol Dis. 2014 : 72(Pt B) :
217-223.

Ig% - sZc Li-ZrEN

[HIRD CQ13-1 (=PI % 1k
PubMed 1% 1 2015 4 6 J 28 H
epilepsy [mesh] AND (pregnancy [mesh] OR pregnant) AND "patient education” = 34 14

R EERE 201546 /1 28 H
((TA»AI/MTH) and ((#E4R/TH or #E4R/AL)) and ((REHE/TH or MEHE/AL))) and (PT = ek ) =12 14

PubMed i : 2015 4 6 F§ 28 1
epilepsy [majr] AND (pregnancy [majr] OR Delivery, Obstetric [mesh] OR lactation [mesh]) Filters: Publication date from
2008/01/01 to 2015/12/31; Humans; English; Japanese =96 14

[ HEkiaa 1 2015 4E 6 A 28 1

((CAH»AIMTH) and (UEMR/TH or #T4R/AL) or (HEE/TH or HEE/AL) or (BFL/TH or #3L/AL))) and (DT=
2008:2015 and PT = xRk < ) = 136 1
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BIEVFRENBZEEORTANARBITRLRY BRARSZBEYT. £ FHRRICDH
o> TREFNFHMROHK NS TH S, EFRMEV R/ PRARERSZERRIR I LI
L+ BB LEARERZTV. RAROREBICHIEITTS.

RO TA»AZERPC L 2 WAEROTEREI) 2 7 SHEFARAFRL Y L ZHIBH THEL
Y, BEHTAEKOMEIZL > Td Y A2 DREREL Y. HIEPHTA»ASEIRH
VB AE, HREI 2> O T3 21U HANRMZ Bf L, ST 2 2 O 3EH 2 #I]R$
. BZHTAD»AEDORFEHIEEBEE T 2 WAKRELR1ORLEY. v _RF 5L x4,
7 MY FURBHIFEHORE RFREBESECYY . puSw Py b BRMATREER
KRG, Jx= My, T v R— v, T e— MIGEREESNPRE Y, S
7 FRIEAE &Y FIERBESE .

HANOLGEEHEEY A2 BB TA»AETH > T, LHEIBHOWAIXEEF DML A

11 WTALAERABIZ & 2 X5FF (major congenital malformation) #R=E

VPA CBzZ LTG PB PHT LEV OXC TPM

EURAP 9.7% 5.6% 2.9% 7.4% 5.8% 1.6% 33% 6.8%
(98/1,010) | (79/1,402) | (37/1,280) | (16/217) (6/103) (2/126) (6/184) (5/73)

NAAPR 9.3% 3.0% 1.9% 5.5% 2.9% 2.4% 2.2% 4.2%
(30/323) (31/1,033) | (31/1,562) | (11/199) | (12/416) | (11/450) | (4/182) | (15/359)

UKlre 6.7% 2.6% 2.3% 3.7% 0.7% 4.3%
(82/1,220) | (43/1,657) | (49/2,098) (3/82) (2/304) (3/70)

AUS 13.8% 5.5% 4.6% 2.4% 2.4% 5.9% 2.4%
(35/253) (19/346) (14/307) (1/41) (2/84) (1/17) (1/42)

NMER 6.3% 2.9% 3.4% 7.4% 1.7% 1.8% 4.2%
(21/333) (20/685) (28/833) (2/27) (2/118) (1/57) (2/48)

SNBR 4.7% 2.7% 2.9% 6.7% 3.7% 7.7%
(29/619) (38/1,430) | (32/1,100) (8/119) (0/61) (1/27) (4/52)

136

(BRFBEUTO®Y. VPA: NLTAE, BZ: ALNIELEY, LTG: ZEMIFY, PB: 7/ NLEY—I, PHT: 7z b1 >,
LEV: LRFFEF L, OXC: A7 ZANLNEE Y (2018 F 1 BRATEANTIERAR), TPM: hEST—H)

(EURAP(European and international registry of antiepileptic drugs in pregnancy) : 3— 0 v /s & CEBMNFEZE, NAAPR(North
American antiepileptic drugs and pregnancy registry) : LK TDF8&E, UKire(UK and Irish epilepsy and pregnancy registry) : %&E
BLUOT7AILT Y RTORE, AUS(Australian Register of Antiepileptic Drugs in Pregnancy) ©: & =X b5 ) 7 TOFHEZE, NMBR
(Medical birth registry of Norway) : /L7 = —T®DFAE, SMBR(Swedish medical birth register) : 7 = —75 >~ TOHRE)
(Tomson T, Xue H, Battino D. Major congenital malformations in children of women with epilepsy. Seizure. 2015 : 28 : 46-50. &
") 5| ARZE)
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HEDHIL - TIHRABIEY A2 2@ KD 2 LICEEVLETH Y. ZHIFEORC,
B L > TIREEMEY) 228 m i 28 LT3 < vl 7= v, 7z /30vE
A= HITONT V22 212, WTAPAEDHALGOET, <o+ v <L
rhHrvd 722 b v+ PV IR+ T2/ SV ELZ— DL I, 7= b4 U R R
AR X E vy — VRER T EORFEDOER L DMAGEDE S, ALY A2 %
WIS LARINTLSY,

v 7 a R R IR L SR O A 2 /N 1Q (eiktE 1Q, HHESFENEIQ) Dk
T HRARLEYE (512 1,000 mg/ H M EORHETEN) (2AGNL L7, HEEARZ F 54
DFIE) AZ DB EPFMEISNTULY. Aol 2255w 2 i
T, WORBMKERES L CTBREOREY A 220 T HHEETRETHL. L%
BERAT 25610, THRZRY 600 mg/ HEEDTORME T ETH 2™, Mk
DEEALE B e EBFIHE A E £ LY. EEEC & IR R K~ DS v F a0k
B L CEELHZE T2 2 L RESTV2.

¥, RIBTHREFETBINICRT A B LT ay I P LTI, e b OFER - HE
LECHTA T2 3BT TEAR TS TH S,

I ek

1) Borgelt LM, Hart FM, Bainbridge JL. Epilepsy during pregnancy : focus on management strategies. Int ] Womens Health.
2016 ; 8 : 505-517.

2) T OE, AT, HEIEH, . TA»ALZ & DHIRELZECET 2HEHESA P4 2. TADATL
2008 : 25(1) : 27-31.

3) Tomson T, Xue H, Battino D. Major congenital malformations in children of women with epilepsy. Seizure. 2015 ; 28 :
46-50.

4) Vajda FJ, O'Brien TJ, Lander CM, et al. The teratogenicity of the newer antiepileptic drugs—an update. Acta Neurol Scand
2014 : 130(4) : 234-238.

5) Cunnington MC, Weil JG, Messenheimer JA, et al. Final results from 18 years of the International Lamotrigine Pregnancy
Registry. Neurology. 2011 : 76(21) : 1817-1823.

6) Meador K, Reynolds MW, Crean S, et al. Pregnancy outcomes in women with epilepsy : a systematic review and
meta—analysis of published pregnancy registries and cohorts. Epilepsy Res. 2008 : 81(1) : 1-13.

7) Meador KJ, Baker GA, Browning N, et al. Fetal antiepileptic drug exposure and cognitive outcomes at age 6 years (NEAD
study) : a prospective observational study. Lancet Neurol. 2013 ; 12(3) @ 244-252.

8) Christensen ], Gronborg TK, Serensen MJ, et al. Prenatal valproate exposure and risk of autism spectrum disorders and
childhood autism. JAMA. 2013 ; 309(16) : 1696-1703.

9) Tomson T, Marson A, Boon P, et al. Valproate in the treatment of epilepsy in girls and women of childbearing potential.

Epilepsia. 2015 : 56(7) : 1006-1019.
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FAE R
— MO T AL AP EREEP LT SE2 LB TV, KR vy S o
WANRZ B BHEEIN T4, MREMNEBEEDREY) A2 PEHSELDIC,
Wi (04~0.6mg/HEEE) OEROMANLE L LV, 270, ERBIHTAPAE L RO
IQ ~DWEBRPERT S 2L bHEsN T2,
B ChIi-o TEMBOERMEAOMHP, ERrSLv T LI VHIOMEHZEREL T
%) x L\1,3)'
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1) Wilson RD : Genetics Committee of the Society of Obstetricians and Gynaecologists of Canada and The Motherrisk
Program. Pre—conceptional vitamin/folic acid supplementation 2007 : the use of folic acid in combination with a multivi-
tamin supplement for the prevention of neural tube defects and other congenital anomalies. ] Obstet Gynaecol Can. 2007 :
29(12) : 1003-1013.

Wlodarczyk BJ, Palacios AM, George TM, et al. Antiepileptic drugs and pregnancy outcomes. Am ] Med Genet A. 2012 ;
158A(8) : 2071-2090.

Harden CL Pennell PB, Koppel BS. Practice Parameter update : management issues for women with epilepsy—focus on

2

=

3

N2

pregnancy (an evidence-based review) : vitamin K, folic acid, blood levels, and breastfeeding : report of the Quality
Standards Subcommittee and Therapeutics and Technology Assessment Subcommittee of the American Academy of
Neurology and American Epilepsy Society. Neurology. 2009 : 73(2) : 142-149.

2 A DR AR S 056 S5 M DR - BRI S A FR AR I BB S . AR PSRBT D JEAE ) R 2 RO 72 0 D ITAR VT B
T ARHR O RS0 9 2 R ORI AR 2 W) ¢ fEHEE ik O HERE 1Z D v T
hetp://www]1.mhlw.go.jp/houdou/1212/h1228-1_18.html

Meador K], Baker GA, Browning N. Fetal antiepileptic drug exposure and cognitive outcomes at age 6 years (NEAD
study) : a prospective observational study. Lancet Neurol. 2013 : 12(3) : 244-252.
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FIRAT & FIRP M TADAREDOMPRENZEILT Z2BEHFHZDT, HEIZINLTOPE
EE=%") % (therapeutic drugs monitoring : TDM) EHEAEF L L.

IR TA» AROIMPEENZALT 228D S, T8 MY F U RIFHFIRERED 40%
FEEELC X CIMHEESR T T2 2252, 370, v RF L2 2 3MEELE L ORE
TIN5, SRR I 25 50% U IR T T A A H B 2 EBHES TV 53,
& -oT, FEIRFOMTAPAIEEEREBELE P N—2AF 4 L LTIRL TH &, MR -
FELZ 3610 B 4SRRI B B AP R B AT, )P Gom T AR L SSEIHIRD R O e B T
B9 2. —7, HMEGRICIKIMPEEOMINC L 2RIEHOERZHCIEVEETH L.

Tx= My, ST agn EOEARKEIOIER TIXIMPEE ORI IEELLETH
. ¥R, BWIMHPEEEMEZ/RL TCTY, MIEPOMEEAEHA L O RS
PEIML T ALY D290 Thsd. FLTAPAEDEENRIZEE L TR »
HoTW20DT, BIMHFEEPET LTI HRGELZORACHET N E TR v, R SR
WOV PHERTSE, IRET VL7 2 VAR THL CE b O THEIEVPHELICL &
IR SR OB E 2 RETT 57
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1) De Haan GJ, Edelboek P, Segers J, et al. Gestation—induced changes in lamotrigine pharmacokinetics : a monotherapy
study. Neurology. 2004 : 63(3) : 571-573.

Pennell PB, Peng L, Newport D], et al. Lamotrigine in pregnancy : clearance, therapeutic drug monitoring, and seizure
frequency. Neurology. 2008 : 70(22 Pt 2) : 2130-2136.

Reisinger TL, Newman M, Loring DW, et al. Antiepileptic drug clearance and seizure frequency during pregnancy in
women with epilepsy. Epilepsy Behav. 2013 : 29(1) : 13-18.

Wlodarczyk BJ, Palacios AM, George TM, et al. Antiepileptic drugs and pregnancy outcomes. Am ] Med Genetics A.
2012 : 158A(8) : 2071-2090.

Roste LS, Taubell E. Women and epilepsy : review and practical recommendations. Expert Rev Neurother. 2007 : 7(3) :
289-300.
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fAEEH

BEHHOREROEmENC X 245, X CHEIENHI, FEIRIE % £ OERIRIT MARE 2
BRI S H Y 5 225 % OHEEIIMKC, MEFFHRBRLH O » ThVY. SRS
PRE L L TORIBK SRR CETIMEXELAEALNT, TAPALRELTCT
b 90%LL I3l O ELSTEETH 5 .

WEDIATT 4w 2L Ea—TIld, TAPABRZOHRGE, i FEYOSINE
FERBMOAPHEY A2 RH LY ZE L ICHEDSETE VY, ERHEESLECRL LI
HEORHBE TAPALUIND r — A LES G L PRESN TV,

I ek

1) Kaplan PW, Norwitz ER, Ben—-Menachem E, et al. Obstetric risks for women with epilepsy during pregnancy. Epilepsy
Behav. 2007 : 11(3) : 283-291.

2) Meador K], Pennell PB, Harden CL, et al. Pregnancy registries in epilepsy : a consensus statement on health outcomes.
Neurology. 2008 : 71(14) : 1109-1117.

3) Aylward RL. Epilepsy : a review of reports, guidelines, recommendations and models for the provision of care for patients
with epilepsy. Clin Med (Lond). 2008 ; 8(4) : 433-438.

4) Viale L Allotey ], Cheong-See F, et al. Epilepsy in pregnancy and reproductive outcomes : a systematic review and
meta—analysis. Lancet. 2015 ; 386(10006) : 1845-1852.
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124 5 TIPELC uLfﬁE@%%%bja3.Wﬂ\ﬁ&Liémsfbaﬁ
&Fﬁifﬂ B IR D BLHIR ZCIRIE 2 ) 2 & 5 1cdg g 2177, i SR &
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1) Reste LS, Tauboll E. Women and epilepsy  review and practical recommendations. Expert Rev Neurother. 2007 : 7(3) :
289-300.

2) Harden CL, Hopp J, Ting TY, et al. Practice Parameter update : Manegement issues for woman with epilepsy—Focus on
pregnancy (an evidence—based review) : Obstetrical complication and change in seizure frequency : report of the Quality
Standards Subcommittee and Therapeutics and Thechnology Assessment Subcommittee of the American Academy of
Neurology and American Epilepsy Society. Neurology. 2009 : 73(2) : 126-132.

3) WA, BB IHRRED TA > AR, HEAEE. 2004 0 61(1) © 40-43.

4) EURAP Study Group. Seizure control and treatment in pregnancy : observations from the EURAP epilepsy pregnancy
registry. Neurology. 2006 : 66(3) : 354-360.
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RIFEETH B.
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BRI TAPASERAET O FEAMNICTRETH 5. KX LILTA»ASIEE ALY 2 6
A DEETRHILPICOBITTL LIt TIREET Y,

B 2AT O B, IRATP O TA»AEORIINBITES, WO TA» AL b
CEEL, FAEROBRISIE IR, AR, WAL T L FOERCEST Y. 2L
YA PYE A, WL O EOMAREEZMNET 5 % EDORISE R INE TXETH
2% BIMTADPAKORIBITRL EICO0 TR TIRLI.

CTNOWE S, FEBRCRIPRAT 22 E I IOV TRIBO.LHOIEERSPEEHOGE
PEMHLOD, BANLHS L OHFENLHMZ LT 2o, IR PG EER O REIRAS
ERFRCL2EF L ECOCT Y TR ERRES Yy 78U ETH 5.

& 11 & AED OBIABITES L R0 AED ¥iEH

AED | AED DRRE&EBE | AED OBIABITE | RICH TS AED ¥ (B5R)
CBZ 0.69~0.78 0.36~0.41 8~36
CLB 1.7~75 0.13~0.36 17~31
czp 0.59 1.0~3.0 13~33
DZP 1.2~20 0.5 31
ESM 0.97 0.86~1.36 32~38
GBP 1.74(1.3~2.1) 0.7~1.3 14
LEV | 1.14(0.56~2.0) 1.0~3.09 16~18
LTG 0.9(0.6~1.3) 0.61(0.5~0.77) 24
OXC 0.92~1.0 0.5~0.65 17~22
PB 0.7~1.0 0.36~0.46 100~500
PHT 0.86~1.0 0.06~0.19 15~105
PRM 0.88~0.99 0.72 7~60
TPM | 0.95(0.85~1.06) 0.67~1.1 24
VPA 1.59~1.71 0.01~0.1 30~60
ZNS 0.92 0.41~0.93 61~109

BREEAE = T D AED SEE /AT AED BE
RBHBITE=BIAPD AED BE/RAIF AED BE
(Fp B, FHE— NTALAEOBIRNBTENLELBEBICLZE~NOEE #F7 E
RE WEIHE 3R TANARE. BR, FMEEFHRE. 2012, p.215-218. &Y 5IHAHE)
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1) Harden CL, Pennell PB, Koppel BS, et al. Practice Parameter update : management issues for women with epilepsy—focus
on pregnancy (an evidence—based review) : Vitamin K, folic acid, blood levels, and breastfeeding. report of the Quality
Standards Subcommittee and Therapeutics and Technology Assessment Subcommittee of the American Academy of
Neurology and American Epilepsy Society. Neurology. 2009 : 73(2) : 142-149.

2) Reste LS, Taubell E. Women and epilepsy : review and practical recommendations. Expert Rev Neurother. 2007 : 7(3) :
289-300.

3) W B, HEB— HTA»AEORINBATELICREC L 2 B~0R8. JitT B WF SEIE3 M TAr
AHRE. R BrESANREE. 2012, p.215-218.
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