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HIERR TH D 15 TN T, HBREFINE | HIERR TH D 15 FITHWNT, HEBREHINE

B85 ULBEBH L., /71 RIA1 DHEELEE
ZEE L7z

BHEHOFELMEOHIE (HOEHR)

g H|E FBEHEE (%)

L = 3 Lz
el N SEE (SE bV Fogr | HIE
(rpm) (min) | BEESAI @Al 100mg) | P 00m7g G

pH1.2 15 93.1 100.0 bl

- pH4.0 15 97.7 98.4 EE
pH6.8 15 87.1 89.6 EE
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V. BEICEIHIEH

1. ShEEX ISR
TAPABED TEERIEITH T 5B
HaFE CRESBRICRIEZED)
HEEEE
TEBYR A E
DT TANAZE TR RIMRENTRD SNBNWTANABED FTRRHIEITRT DI TALATRELED
Cidaztiv
HaFE CRESBRICRIEZED)
HEEEE
Lennox-Gastaut IEEEIC BT > &MRFHIE
BUHBHEEEIC BT DR TE — NOBEH « BIRIIH

<GHEE - SHRICEEE T DIER_LDIERD
(1) BRRMHAEEICHWDHE !

15 A EDBEICH T 2B RV REMIT DN T L TORNZ0, 15 BRI T |

A DBE 2B L BEICHE W T, 15 ULk L TARZEAT 2BE1TE. BED |

Rz +IEEL. wR EOEmE etz EO S s h258ITDOARETEH T <‘:

(2) Mt EEICHWS5E i

BEBMEREE DK T Y — R ORMEHGRICN I 2R B OB R OZEM ISR L T

2. BERUAE
ThHABEICEVDREE
FEA [8€ 25mg. #& 100mg] :
(1) EREEDIZRE HRFEE CRESBIERFEZSD) RUBEBMKRECALDIES) !
WE. JENVF U LLUTHEYO 2B 1 H25mg = 1 H 1 BEORS L, RO 2 HE-
31 H50mg# 1 H1E@EORSL. 58831 H100mg % 1 B 1 B 2 Bl
TROKST 5, ZO®KIE. 1~2:8HEIC 1 HEX U TRA 100mg 3 O#iEd 5, HEREH
8131 H100~200mg & L. 1 H1MEXZ2EIZHEIL TREROKRE T 5, MERITILU TE
HIEW T 20, HEEZ 1 BN EORMBEEZHITTI HEE L THRA 100mg 9o, 1 HAE
FERA400mg £FTE L. WInd 1 H 1 BN 2 EZHE L TGROKS T %,
2) NIV OEF SUDLZEHBT %S
WE. JERNVF L UTRYO 2 E-IZ 1 H 25mg #RHEICEOKS L, RO 2 B/ 1
H2bmg %z 1 H 1 BEROKS5T 2, 20OHIE. 1~28#EEIC1 HEL LT 25~50mg 9
DWIET S, MFFAHEZ 1 H 100~200mg & L. 1 H 2 BNZ7EIL TROKS T 5,
Q) N7 0O8F NUDLZHBAURLVZE®D
(3) -1) FEDT IO OVEIBEZFHE T DER? ZHAT RS
WE, JEMFULUTRYIO 2EMEIE 1 H50mg %= 1 H 1 EREOKES L. R
? 23EMZ 1 H100mg %= 1 H 2 OlicnE L GROKET 5, £D%IF. 1~28



EEic 1 HEL L TRA 100mg 9 DWiEd %, #RAHEIX 1 H 200~400mg &
L. 1 H2EI2ELTREOKRST %o

(3) -i) () -i) LIMDEEIE® ZHATDIHS !
BRFEDGEIZED .

<BZE . ThAhHAEEBICAWVZES (BA)>

HEAEE
) ) NILTORF FU D LEHALGEMSE™ “%@@fg”?ﬁﬂﬁ s
TaEA | QNWITOEF PUSLA G- FADTLIDVEE 6.i)@)- | ) UAOEAT E {FESD) RUBEMRSE
& ZiHAT 3155 ;g??{;i%ﬁu = HATES EICAWVWS15E)
Y = o 50mg/H 25mg/H
1-28R 25mgERARS (151 EHs) (1B 1 H&5)
. 43 25mg/H 100mg/H 50mg/H
3+ 4H (18 1E#5) (1H2E 58 LT H5) (18 1#5)

5iEH1£100mg/H

SyEE LUK 1~2E/EIc25~50mg/H |1 ~2E/HEICHA100mg/H (1B 1E 3217 58 L Tis)

TomT S IO 5. Z D% ~ 2 AEEICEK100mg/HS DWitEd 5,
100~200mg/H
R 100~200mg/H 200~400mg/H (FA400mg/H)
R (1H2EI A L THRS) (LH2ENC 5 L TRS) (15 1[E X261 538 L TR 5)

(BRI VAR LoMEL &0 CRA100mg/HY D)

AENFEL LTOIV7 o U BERER TRE#T N D,
T DAFDZ)V I 0 L BIAE 1IN T 2B NHE SN TRWERIZ L 2HARETIE. 7V 7ol bY oL

AT 258D/ - ABITHRS 2 &,

F2DARBDT )0 BIaGZHEET HEA . Jx=b1 2, WU EEY, T //NVEY—)b, T

IR U7 ey oEFElL - ) b FEVEER] (MEBEERA] DIESR)

EDARADT )NV O BIAGIIN UHEERIFSBWEEA : TUVETZ =), 7P V=ZH I B,

HINRF 2, VAFI, "ESI—b. TUANY Y UF T L, LRFSEY L, T 2/8R ).
ZaHY IR

WNR [ER/MNRAE 2mg. #@/VER 5mg. £ 25mg. #& 100mg] :
(1) BREEDRE (BRRHRIEICALDIRS) :
WE. JENVFLLUTEAO 2EHIE 1 H0.3mg/kg 21 H 1 EINIE 2 EHIZHEIL T
BOKS L. RO 2EBIZ1 HO0.6mg/kg #1 H1EXIE2ECHEL TROKET %,
ZD#HiE. 1~2 EHEIC 1 HEL U THRK 0.6mg/kg 3 OWET 5, MREHAZEF 1 H 1~
10mg/kg & L. 1 H1EXIE 2 BICHEIL TROKST 5, RIS CEEBET 55,
HEEE 1 BEMU EOEREZH T T 1 HEL L TREA 0.6mg/kg 970, 1 HAEEIZHRA 200mg
FTEL, Wind 1 H1EXIE2EIZHEIL TGROKS T 5,
(2) NIV OEEF NUD LZHEBTDIRS :
B, SEMIF L UCRAO 28™IE 1 B 0.15mg/kg % 1 B 1 BREOES L, RO 2
A 1 H0.3mg/kg = 1 H 1 ORO&KSd 5, £0#%IF. 1~2B8HEEBIC 1 HEL L TR
K 0.3mg/kg 3 OWET 5, MRARIE. /L7 MY Y ARNATREIOI/ILo0OY
BRIAEZ5RE T DERT? ZHEITDHEEF 1 H 1~bmg/kg & L. FREIDT Lo OVEERIEES
ZFEIDERT? ZHALTLRWESIZ 1 H 1~3mg/kg £ L. 1 H 2 @NT5EIL TR
059 5%, 2k, 1 HAEIIRK 200mg £T&9 5,
Q) N7 08T SUDLZHBAURLVZE®D
(3) -1) ARDT I OVEREZFEE I DEA? ZHAT RS :
B, SENFLELCRAO 28/IE 1 B 0.6mg/kg % 1 B 2EicHELT
BOLS L, WO 28MIE 1 B 1.2mg/keg # 1 B 2 BicoE L TROKXS5T 5,



ZD%IE. 1~2:@8HEIC 1 HEE U THRAK 1.2mg/kg 3 OWET %, AR
1 H5~15mg/kg & L. 1 H2EIZHEIL TROKE T 5, BH. 1 HHAZEIIE
K400mg £T&T 5,
(3) -ii) (3) -i) LISNDEHRI*® ZHAITDES :

SNIV7agEF U LAEHAT 5SS,
<BE ! TAHAEBEICAWVRES (MNR)>

HEBE
(2) NVTOEF MU LEHBT 25E (3) NIVTOEF U Y LEHBALBEVWRS™
?i“égﬁg FEO 7o OvEE RO o0EE O DEFADTLIOI6)-i)6)- )15 0 | EAmEOSS
e | CEBSTIEAz Szm@vaEAe  JEEOEEE avapmys ERRERECAL
HAT 8BS HALBLEE oEA Ba 3158)
BAd 358
e 0.15mg/kg/H 0.15mg/kg/H 0.6mg/kg/H 0.15mg/kg/H | El?%“;\gffzgﬁc S
(1H1E#S5) (1H1EES) |(HEICSELTRS)|  (1HIEERS) Ucis) g
0.6mg/kg/H
. 0.3mg/kg/H 0.3mg/kg/H 1.2mg/kg/H 0.3mg/kg/H iy
3 4l (1B 1E#5) (B1EES)  |(HECHBLTRS)| (Al | (HEEEEa
1~2BMECRA|l~2BMBICRAl~2EBMBICRA|l~2EBME B A|~ 2885 &
SHEELIKE |0.3mg/kg/H 9 DWit%|0.3mg/kg/H 9 DWité|1.2mg/kg/H I DWi#|0.3mg/kg/HT DM | 0.6mg/kg/H T > i
R T 5, T 5. R 5.
1~10mg/kg/H
1 ~5mg/keg/H 1~3mg/kg/H 5~15mg/kg/H 1~3mg/k/H || ﬁ%ﬁ%@g@/ E%iu
MR | (BA200mg/H) (#4200mg/H) (BA400mg/H) (Rk200mg/H) | /1ol SRS o
(1 E20E12 5381 U T#5)| (1B 21538 Ucis)| (1 H2EI 58 Ucis) (1 H2Ec 58 L cgs) | L TRE) URRE LER
Y EOMEE 50 TR
X0.6mg/kg/H D)

AENIFE L LTIV o BEgiER cRE N D,

F DARIDZ )T 0 BIEaE IS DRENHE SN TRWERIC X 2HABETIX, 2NV o> Y o4
ZHAT 2HBEORE - AEITRES Z &,

EDARBDZ )V 0 Biaaa2FET ER . 7= >, IWWNIEBEY, T /N0vESY =)L, TV
IR U7y EY Y, nEFEN - U M FENVEER ((HE(ER] DESR)

FEDABIDZ )T o BHaEITN U EBERIIIBRWER . TUET I —)b, 75> V=4I K,
HNRUF 2 AFV, hESIY—F, TUANY U, UFTL, LURFFEY L, RT3,
JaYI R

RBEREICHITDRABIEY — ROBEF - BRADIHICAVSES 88 25mg. & 100mg] :

(1) BEEREDIRS :
BE. RARIEZENYF L UTRAIO 2E/-IZ 1 H 25mg = 1 H 1 BROKS. RO
28EIZ1H50mg 21 H1MOXE 20278 L GEOKS L. 5#EBEIE 1 H 100mg %
1 B1EXE 2 8L TROKS T 5, 6 BEMUREITHERHAES L T1 H 200mg %= 1
H1EXIE2OcoE L GROKE T %, MERITE U GEEERT 22, BEE 1 BEMU L
ORfR%SHFC 1 BEE L TEA 100mg 90, 1 BRBIEEA 400mg £ T L. Wih
b1 H1EXE 2 @8 L TROKS T 5,

(2 NIVTOEF SO LZHEBTDIHE !
BE. BRAIIZZENY F L UTERAO 2:8/1F 1 B 25mg ZREIEO#KS. kD 28
Bid1H2omg#z1H]1O&O&RS50., 5#EBIZ1 H50mg 21 H 1 BIXE2MENIZ7E L
TROKET 5, 6 BEURIGHRAZEL L C1H100mg 2 1 H 10X 2 BIcHE LT
ROKS T 5, ERITIE U TEEERT 50, B8 1 BEMU EOMBEZH T C1I HEEL
TR 50mg 9. 1 HAEIIERAK 200mg £ TE L. Wihd 1 H 1B 2 BITHEIL
TROKRST 5,



(3) INILTOBF U LAEHBLRBLEEED |

(3) -1) AFDI T OVEEAEEETDER? ZHATIHS
B, RACIESERFL L LTRIO 28I 1 B 50mg 2 1 B 1 EROE
5w 2E™IZ]1 H100mg 2 1 H 2 EicHE L GRORS L, 588131 H
200mg % 1 H 2 Bl L CRO%53 %, 688131 H300mg# 1 H2H
THELTROZS L, 7 EEUMEHESAEE LT 1 H300~400mg # 1 H 2
S L CROBET 2, FERICHE U CEEENT 2%, R 18RO
BabHIIT1 HRE LTEA 100mg 9. 1 BARIZEA 400mg $TEL, W
Fhe 1 H 2 EIcHE L GROKZSET 5,

(3) -ii) 3) -i) LUMDERIE® EHATIHRS :

BHRIEEDEEITHD o
<BE ! WEEBZEILHFZTHIEY — ROBH - BIMIFICAWVWSIEES (BA) >
fHERA
“ ~ =.o0k1)
FRIEGE | () e \ @NILTOEF MUY LZHAULRWNES (EEIEDES
EEE = ON RN AT, SN G- 1) ARIDOT LI OVER |3-1)0)- 1) LSOEA B
e SEFEIIRAV EHATING P EHETIES
1-2:8H 25mg#% f@Hi% 5 50mg/H (1H1[E#5) 25mg/H (1H1EHES)
3-4EE 25mg/H (1H1[E#5) 100mg/H (1H2EN7EI L TH5) 50mg/H (1H1EXIZ2[EIZ75EI L T#HE)
y 50mg/H 200mg/H hy: n
SAR(EIERE2EE AL TRE)| (BB LTS 100mg/8 (18 1EIRI2MICHIL THS)
638 H300mg/ H
e g'/a) 7 E(Llﬁ;i200~40%1§1g/5 208
EHED - n & AR400mg/ & A400mg/
= fuh 2 e 22X AR Lo BEZ AMML EoRRE PG mg, e
B TRASOme/HY ) 513 T RA100mg/H 3 ) i

KENIEL LTIV 0 BEEBER TREH I N D,

T DARDT)IVT 0 L BIaE 1IN SHENHES N TRWERIC X SHARE T, 2V 7ol Y oL
AT 255D - HEITRS 2 &,

F2DARBDT )70 BiaGZHEEd %A Jx=b1 2, WY EEY, T /NVEY—)b, T
IR U7 eV nEFEL - ) M FEVEER] (HEEER] DEZSR)

FEDARADI )N 0 L BIAE 1IN UHBERIESBWER : TVET S )b, 7 FE J=H I B,
HANRUF 2, YAFVY bPETI—b, TUANV D UFTL, URFTEI L, T 2/3%)),
ZaAyI R

| (1) RESOREREDFKERIL, &SN - HREBA TRE LISBIEN I LAV |
. ENTVWBOT, AT LRAOHAGDYEICEEL T, [ - AR 28F9 528
| . FEREZITIOFAES L -ARIC—RT DHRAOEASDENRVESIZIE. FEL |
| RRRRELEL. pOEARVARIRD LS ERIEEAGDE TRETEIE, (B
5. [EEREAEE) RO [EWER] 0ESE)

| () PR BEANTONTEUT DL B ESNBNDTEET 52 &, Bk, FHD Vo0
L UBHEEITN T DB S TRWEHIC & DHREE T, VOB b Y Lz
| AT BAORE - FRICAES Z k. (MBEER] OESR)

| D AAD IV 0BG EFET BIEH 7=~ 2 IWATEE Y, Tz /N
g By —l, FUI Ry, U772 ¥y, o el U b ELVERAH

| 2) ABDY )V 0L BHEIN U BEREX RONER  TUVET T b, +F2FE |
| Vo VZHIR, HAARYF Y VATV, RETY— R, FUANY L UFTL
| VRFFHEY L, RT2SFHV, TIY IR



(3) AHIz & 2RBHEDREEIERD =0 i 52 thiE LBEIc I, BB EOERENEREE |
FEZ MBS NBEALEMNIBIRE LR\ &, Fi5IHz>Tid, Wk BIEE T |
HaPIELEBECEVW TS, #HARIOBVARLPSWETZZ L ()BR). 55|
S e 5 AFIDRSEREID 5 SO (VL7 OBF N U ™ ARG L 7B 350 |

Mo [k B8] Tit->THEET RN, ((BEER] DIESR)

(4) AR %= EBURMRIELUNDNRTAMABEITHNDBEITIE. O TAMLAFELHAL
TEERT 22 &, [BERRMAEELUNDENERRAER TSN T, ANFI WS TO AR
&7 W]

5) INBTADABEEET 25512, 508 (1~28) ITHREHRELZ 1 HHED 1~
2mg OEFWN Th - 728551F 2me SExREIC 1 $ERAT 2, KEHREL/- 1 HAEL
Img REDHEIIARZRAL Tda s\, ARSI, ARERLEBEL. BEIT
JECETNCHBOEERZITO &, BH. 2~6 BO/NEOBEEITHBRAED FRAEDH
ENRNELRGENH D,

(6) AEIE Sz, AFID )V o O BiaaZ2EED 2\ IFHEET H5H 2 RSB IIESH
IET 2BEITE. ABORERSZ2EET 52 &

(7)) BOBIRERZDOARID 7))V r 0 L BiaG T EL2 52 2EAHET 2BITE. AFOHE
HAEiEERT 5L, ((HEMFR] DESR)

(8) FFSEEEEBE Cld. HEEEREEDEEIILC T, AFDZ VT TV AMMET T 5720, &K
BlD¥EIZHIz> CTIBEZEERET 22 L, ([EERS] DHESR)

P2

3. ERFRAIE
N BERT—I Ny T—2
ZEERZ L
(2) BRERZNER
B) =2V
(3) BRPREIREAER
ZHEER L
(4) TRV ER
FZHEER R L
(5) tRELAEER
1) BAERLIL TRERMGEER
FZEERZ L
2) LEEEER
FZABERR L
3) R ttaER
FZEER 2L
4) BE - fRRERIEIER
FZAUBERR L



(6) iBEHIfER
1) ERMHERE - HEERMERE (ShIRE) - BhEMRFTEERRGER (MEREERREIER)
FZUER 2L
2) E@BFRME U CREFEDABT XIS UTEEROEE
FZAE LR



VI. EFEIEBICE I DIRE

1. EHEFNICEEL DILENNIILEME:
TTCADARE] : LRFZEI L, FETI—b, ANRUF 2 ZanF L V=PI Tz=
b AR EE Y, ThAZVIF
WM EEIGES: . -7 e TVES T =)L

2. E1B{ERA

(1) {EFRERMI - Rt
BAMKENE NatF + RI)UNEE LT X > TR 2 ZE S 8, BAUKFME Ca? *F v 1)L 24|
LCONWY R VB 29 2 2 L IT K » THERBERZH H5bd, 19

(2) BRI DHERIE
ZEERZR L

(3) ERRAIREER - FimbsE
B) =2V



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

BRI L
Q) B MmRERERR
BERAET
ERH| 58 151 n | Tmax (hr)
7K AR
19 | 1.4+08
SERNYEY |18 (GERUFY | feapm | (HEZL)
se/NRA 2mg [JG & LT 2mg) OIS K CHRE
HEs o) | 18| 0.9%07
7K AR
20 | 1.3+0.8
SERNYFEY |18 GERUFY | feapm | (HEZL)
$¢/NEA Smg [JGI | &£LT5mg @O%S5 | xomm
HEsn) | 19| 1.0£05
7K AR
23 | 1.4+09
SERYEY |18 GERUFY | feapm | (HEZL)
$100mg [JG] | £LT100mg | ®OBS5 [ xcmm
HEs o) | 23| 15*L1
(Mean=*S.D.)

(3) BRFRERER ClEER S NI i
(ERyEAN[ER )|
FE MY FUH/MNEA 2mg [JG] 12
[BREFDOEMZORZEERBR ST R T1 U EDO—HRIEITONWT (ERk 24 £ 2 H 29 H
HREEF 02295 105)] IS,

1) /K THRA (HMEZ L)
ZE MY FUHNRA 2mg [JG) LRERAZ, 70X —N—KiZEbznheh 1§ (5
ERYFELT2mE) BEBMASFITK 150mL & & &I ITEBHEEREO#RS U Tl
REMCHFREZHEL. BoNEMEFRE/ T X—F (AUC, Cmax) [Z2W\WT 90%EH
XRREIC THEH#EIT 24T > 72/&R. log (0.80) ~log (1.25) DOEHHMNTH . MAIDAY)
FRIEEE IR SN2,



(ng/mL)
40 40 ¢

30

20

10

Rt AN A Ny =)

—-o— FE MY FUH/NERH2mg [JG)
—o— [EHEBIA] ($EH]. 2mg)
Mean=S.D.,, n=19

0 12 24 36 48 60 72
BE5&ORR (hr)
<EMERE T X -5 >

U/ A—H SENTA=Y
AUC 19 Cmax Tmax T
(ng * hr/mL) (ng/mL) (hr) (hr)
TJERIFY
y&/NRA 2mg 1227+207 34.44+3.89 1.4£0.8 50.7£23.2
[JGJ
TR HERLA
(58, 2mg) 1233190 35.72£4.73 1.0£0.8 49.6+19.8

(Mean=*=S.D.,n=19)
M#FFEEWONT AUC, Cmax FD/3T7 X =413, #EaEOFR, AROERIOIE - K
LDFBREMFICE > TERDO[EEMED D 5,

<[AIZEM DHIERE R >
AUC.7, Cmax
2 "EDEIGED = log (0.99) log (0.97)
90%EHEXFH] log (0.97) ~log (1.01) | log (0.92) ~log (1.01)

2) /K CHRA (HIEH D)
ZE MU FHNRA 2mg [JG) LERERAZ, 70X —N—KicEb Zzneh 1§ (5
ERYFELT2mE) BEBMABFIZOFTHALIZE, K 100mL & &b (THEERD
OGS U CMRPRELEREZRIEL, BoNEMEE/ Z X -5 (AUC, Cmax)
IZDWT 0% EHEXMEIEIC THIEHENT 21T > 72/&R. log (0.80) ~log (1.25) DO&HA
THO., MAIDEMZHIREFEN R XN,



—o— & M) FUENEA2mg 1G]
| —e— fEEERIA| (§EA]. 2mg)
Mean=®=S.D., n=18

10

W\ A T RS
)
S

O

12 24 36 48 60 72
5% O (hr)
< ERWENEEIN S X —F >

HENTA—F BENTA—F
AUC Cmax Tmax T
(ng » hr/mL) (ng/mL) (hr) (hr)
JERYFV
#&/NREA 2mg 1152+138 33.31£3.70 0.9+0.7 46.8+9.7
[JGJ
ERHESLA
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8.1Pregnancy

Risk Summary

Data from several prospective pregnancy exposure
registries and epidemiological studies of pregnant women
have not detected an increased frequency of major
congenital malformations or a consistent pattern of
malformations among women exposed to lamotrigine
compared with the general population (see Data). The
majority of LAMICTAL pregnancy exposure data are from
women with epilepsy. In animal studies, administration of
lamotrigine during pregnancy resulted in developmental
toxicity (increased mortality, decreased body weight,

increased structural variation, neurobehavioral
abnormalities) at doses lower than those administered
clinically.

Lamotrigine decreased fetal folate concentrations in rats, an
effect known to be associated with adverse pregnancy
outcomes in animals and humans (see Data).

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. In the
U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.
Clinical Considerations

As with other AEDs, physiological changes during
pregnancy may affect lamotrigine concentrations and/or
therapeutic effect. There have been reports of decreased
lamotrigine  concentrations during pregnancy and
restoration of pre-pregnancy concentrations after delivery.
Dose adjustments may be necessary to maintain clinical
response.

Data

Human Data: Data from several international pregnancy
registries have not shown an increased risk for
malformations overall. The International Lamotrigine
Pregnancy  Registry  reported  major congenital
malformations in 2.2% (95% CI: 1.6%, 3.1%) of 1,558 infants
exposed to lamotrigine monotherapy in the first trimester of
pregnancy. The NAAED Pregnancy Registry reported major
congenital malformations among 2.0% of 1,562 infants
exposed to lamotrigine monotherapy in the first trimester.
EURAP, a large international pregnancy registry focused
outside of North America, reported major birth defects in
2.9% (95% CI: 2.3%, 3.7%) of 2,514 exposures to lamotrigine
monotherapy in the first trimester. The frequency of major
congenital malformations was similar to estimates from the
general population.
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The NAAED Pregnancy Registry observed an increased risk
of isolated oral clefts: among 2,200 infants exposed to
lamotrigine early in pregnancy, the risk of oral clefts was 3.2
per 1,000 (95% CI: 1.4, 6.3), a 3-fold increased risk versus
unexposed healthy controls. This finding has not been
observed in other large international pregnancy registries.
Furthermore, a case-control study based on 21 congenital
anomaly registries covering over 10 million births in Europe
reported an adjusted odds ratio for isolated oral clefts with
lamotrigine exposure of 1.45 (95% CI: 0.8, 2.63).

Several meta-analyses have not reported an increased risk
of major congenital malformations following lamotrigine
exposure in pregnancy compared with healthy and disease-
matched controls. No patterns of specific malformation types
were observed.

The same meta-analyses evaluated the risk of additional
maternal and infant outcomes including fetal death, stillbirth,
preterm  birth, small for gestational age, and
neurodevelopmental delay. Although there are no data
suggesting an increased risk of these outcomes with
lamotrigine monotherapy exposure, differences in outcome
definition, ascertainment methods, and comparator groups
limit the conclusions that can be drawn.

Animal Data. When lamotrigine was administered to
pregnant mice, rats, or rabbits during the period of
organogenesis (oral doses of up to 125, 25, and 30 mg/kg,
respectively), reduced fetal body weight and increased
incidences of fetal skeletal variations were seen in mice and
rats at doses that were also maternally toxic. The no-effect
doses for embryofetal developmental toxicity in mice, rats,
and rabbits (75, 6.25, and 30 mg/kg, respectively) are similar
to (mice and rabbits) or less than (rats) the human dose of 400
mg/day on a body surface area (mg/m?) basis.

In a study in which pregnant rats were administered
lamotrigine (oral doses of 0, 5, or 25 mg/kg) during the period
of organogenesis and offspring were evaluated postnatally,
neurobehavioral abnormalities were observed in exposed
offspring at both doses. The lowest effect dose for
developmental neurotoxicity in rats is less than the human
dose of 400 mg/day on a mg/m? basis. Maternal toxicity was
observed at the higher dose tested.

When pregnant rats were administered lamotrigine (oral
doses of 0, 5, 10, or 20 mg/kg) during the latter part of
gestation and throughout lactation, increased offspring
mortality (including stillbirths) was seen at all doses. The
lowest effect dose for pre-and post-natal developmental
toxicity in rats is less than the human dose of 400 mg/day on
a mg/m? basis. Maternal toxicity was observed at the 2
highest doses tested.

When administered to pregnant rats, lamotrigine decreased
fetal folate concentrations at doses greater than or equal to 5
mg/kg/day, which is less than the human dose of 400 mg/day
on a mg/m? basis.
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8.2 Lactation

Risk Summary

Lamotrigine is present in milk from lactating women taking
LAMICTAL (see Data). Neonates and young infants are at
risk for high serum levels because maternal serum and milk
levels canrise to high levels postpartum if lamotrigine dosage
has been increased during pregnancy butis not reduced after
delivery to the pre-pregnancy dosage. Glucuronidation is
required for drug clearance. Glucuronidation capacity is
immature in the infant and this may also contribute to the
level of lamotrigine exposure. Events including rash, apnea,
drowsiness, poor sucking, and poor weight gain (requiring
hospitalization in some cases) have been reported in infants
who have been human milk-fed by mothers using
lamotrigine; whether or not these events were caused by
lamotrigine is unknown. No data are available on the effects
of the drug on milk production.

The developmental and health benefits of breastfeeding
should be considered along with the mother’ s clinical need
for LAMICTAL and any potential adverse effects on the
breastfed infant from LAMICTAL or from the underlying
maternal condition.

Clinical Considerations

Human milk-fed infants should be closely monitored for
adverse events resulting from lamotrigine. Measurement of
infant serum levels should be performed to rule out toxicity
if concerns arise. Human milk - feeding should be
discontinued in infants with lamotrigine toxicity.

Data

Data from multiple small studies indicate that lamotrigine
plasma levels in nursing infants have been reported to be as
high as 50% of maternal plasma concentrations.

X . < https:.//www.accessdata.fda.gov/drugsatfda_docs/label/2021/
020241s064,0207645057,022251s0281bl.pdf > (2021/4/5 7 7 £ R)

pag
ADEC:
(An Australian categorisation of risk of drug use in D
pregnancy)

5% | TROBR

ADEC : (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects. Accompanying texts should be consulted for further details.
< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2021/4/5 727 & RA)
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(2021 3 A) = 8.4 Pediatric Use

Epilepsy

LAMICTAL is indicated as adjunctive therapy in
patients aged 2 years and older for partial-onset
seizures, the generalized seizures of Lennox -
Gastaut syndrome, and PGTC seizures.

Safety and efficacy of LAMICTAL used as
adjunctive treatment for partial-onset seizures were
not demonstrated in a small, randomized, double-
blind, placebo-controlled withdrawal trial in very
young pediatric patients (aged 1 to 24 months).
LAMICTAL was associated with an increased risk
for infectious adverse reactions (LAMICTAL 37%,
placebo 5%), and respiratory adverse reactions
(LAMICTAL 26%, placebo 5%). Infectious adverse
reactions included bronchiolitis, bronchitis, ear
infection, eye infection, otitis externa, pharyngitis,
urinary tract infection, and viral infection.
Respiratory adverse reactions included nasal
congestion, cough, and apnea.

Bipolar Disorder

Safety and efficacy of LAMICTAL for the
maintenance treatment of bipolar disorder were not
established in a double - blind, randomized
withdrawal, placebo-controlled trial that evaluated
301 pediatric patients aged 10 to 17 years with a
current manic/hypomanic, depressed, or mixed
mood episode as defined by DSM-IV-TR. In the
randomized phase of the trial, adverse reactions
that occurred in at least 5% of patients taking
LAMICTAL (n = 87) and were twice as common
compared with patients taking placebo (n = 86)
were influenza (LAMICTAL 8%, placebo 2%),
oropharyngeal pain (LAMICTAL 8%, placebo 2%),
vomiting (LAMICTAL 6%, placebo 2%), contact
dermatitis (LAMICTAL 5%, placebo 2%), upper
abdominal pain (LAMICTAL 5%, placebo 1%), and
suicidal ideation (LAMICTAL 5%, placebo 0%).
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(2021 &£ 3 A) * In ajuvenile animal study in which lamotrigine (oral

doses of 0, 5, 15, or 30 mg/kg) was administered to
young rats from postnatal day 7 to 62, decreased
viability and growth were seen at the highest dose
tested and long - term neurobehavioral
abnormalities (decreased locomotor activity,
increased reactivity, and learning deficits in animals
tested as adults) were observed at the 2 highest
doses. The no - effect dose for adverse
developmental effects in juvenile animals is less
than the human dose of 400 mg/day on a mg/m?
basis.

*1: : <https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/
020241s064,020764s057,022251s0281bl.pdf > (2021/4/5 7 7 £ X)

HH B SLEAE
FKEDRNE 4. Clinical particulars
(2021 £ 3 R) *2 4.2 Posology and method of administration
Epilepsy

Children below 2 years
There are limited data on the efficacy and safety of

lamotrigine for adjunctive therapy of partial
seizures in children aged 1 month to 2 years (see
section 4.4). There are no data in children below 1
month of age. Thus Lamictal isnot recommended for
use in children below 2 years of age. If, based on
clinical need, a decision to treat is nevertheless
taken, see sections 4.4, 5.1 and 5.2.

Bipolar disorder

Children and adolescents below 18 years
Lamictal is not recommended for use in children

below 18 years of age because a randomised
withdrawal study demonstrated no significant
efficacy and showed increased reporting of
suicidality (see section 4.4 and 5.1).

% 2 : < https://www.medicines.org.uk/emc/product/8052/smpc > (2021/4/5
77 2R)
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