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The Efficacy of Adjunctive Lamotrigine Therapy for Refractory Epilepsy:

A Comparison between Children and Adults

Kaoru IMAI and Makiko OSAWA

Department of Pediatrics, Tokyo Women’s Medical University School of Medicine

We retrospectively evaluated the effects of adjunctive lamotrigine (LTG) therapy for refractory epilepsy in

children (=15 years of age) and adults (=16 years of age) experiencing uncontrolled seizures, despite treatment

with more than three antiepileptic drugs.

We studied 58 pediatric (M:F = 32:26) and 33 adult (M:F =14:19) cases receiving LTG therapy in our hospital,
from December 2008 through September 2009. The responder rate (RR:=50.0% seizure reduction) was 50.0% in

children and 27.3% in adults (p = 0.035).

As for generalized and focal epilepsy, RR was 50.0% for both epilepsy types in pediatric cases, but was only

35.7% in adult generalized epilepsy cases and 23.5% in adult focal epilepsy cases. Thirteen (22.4%) children, but

no adults became seizure free.

Adverse events occurred in 17.2% (10/58) of pediatric cases and 9.1% (3/33) of adult cases.
These results indicate that adjunctive LTG therapy for refractory epilepsy is more effective in children than

in adults.
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SEMIFY (LTG) &, 1990 4EI2T7ANVT v F
THD THENEEETAD» ALK T % add-on F i
WL LTAR SN TAD»AE (AED) TH 5.
BAEE, BATIE 100 » ELLE, /NETIX 90 » ELL
FTERBENTEY, PHABERET I SBAREE
ELTHESEHENRTYS, BIEVWEANRY b5
LERT 0, R TROFHSI N TV SHH AED
ThbdH5b.

B3 0 H AED DA ZE ENLTG X Z D
—DTHh5b INLHEOHFTIEILTGHAHARTO
INBIBBRSWH R AT EHITH 1, 2008 4E 10
RICHAE CTAD AT A HEABERE L LTRA
BILUORNRTHER, 12 Al s h.

HAREN TR, NEFTOLTG OERMEICHET
LBWMERIE A%, GH, LTG O/NEEGEHE R
HWTAMA (focalepilepsy : FE) & &k TADA
(generalized epilepsy : GE) JEBNZKT L THFDOER)
PO Z, BAES L L CTHRAME AL
TFLZ2DOTHET 5.

PO N 4

2008 4 12 H~2009 4 9 H IZH R L FER KR
Be/NREAN @B ¢, 3K LD AED TORET
D FAEDINH) S e D> o 7o /NBEEBYE T A D AJER)
(15 ®EAT) @9 B LTG B HE: 217 o 72 58 FEH]
(B :%=32%:26%1: FEI6%l, GE42#I) T &
%. LTG BBERIE 1~15 %, T3 89 % (SD : 4.1
%, PRE 8 TH5.

—E656—



W NEBIIE, 3HILL o> AED T % RAEAHIH S 1
3, R R O REZ T 72 16 L Lo
33FER (B @ =144 :19%1) T, FE17#l, GE
14 51, KRBRETADPA2HTHS (Tablel). LTG
PHAREERIE 16~45 1%, 739 26.7 ik (SD : 76 &, H
Jufli  255%) TH L. b, FERLSEIL 1981 4F
DY, TADA L TADAFEEROSIEIT 1989 £ 07
EFEgET T EnLH W,

&

BT AED I LTG 2 #FH LT, $RA#T2
» AL, PFHBTHRGESGHBIZELT2 4 A
BORMEEHERPRIZIELTHMEEZHZA NS
FETHRE L7

SR S % 50 T 80% L EFE/EDTIRA L 7= E B
% %% (Excellent), 50% LLE 80% i D F/ER A
L7EBI 2 B % (Good), 50% il D FEAE I AMiE
# Ry (Poor), FEVEATHEM L 7-REF % AL (Aggra-
vated), BIfEH Tk L7-#ER % BIfEH (Adverse
event) & L7z

AH#hE (Responder Rate : RR) (&, &b & 475D

Table 1 Subjects

Child Adult
Number of case 58 33
Male : Female 32:26 14:19
Focal epilepsy 16 17
Generalized epilepsy 42 14
Undetermined epilepsy 0 2

3% 2% 2%
3% o B SGE(n=29)

e M SFE(n=12)

# L-G syn(n=5)
H CGE(n=3)

50% . CFE(n=3)
® West syn(n=2)

5%
9% |
m Doose syn(n=2)

H MEI(n=1)
m ABPE(n=1)

Child cases (n=58)

18% AN

oGt Lz,

B, WAt AREREICE A ZRiREL
w7z (p<0.05).

#w R

1. FEB

/NBHNE, FE16 %1, GE 42 %, EAfHIZ, FE17
B, GE14 I, RR-ETADA2HT, KAHFTIE
GE & FE 2521 ZMEETH - 7245, ARFITIEL GE
MHEIZE -7z (p=0.041).

2. FERESE

AR (58 ) 1, SEMEME4A# T A DA Sympto-
matic generalized epilepsy (SGE) #¥50% &% <,
RN E {5 1 B2 05 M T A A A Symptomatic focal epi-
lepsy (SFE) #%21%, % @ fii iZ Lennox-Gastaut
FEMERE (L-G syn), RS TA DA Cryptogenic
generalized epilepsy (CGE), #&RMHELEETANA
Cryptogenic focal epilepsy (CFE), West fE & #f
(West syn), Dravet JiE f% # (Dravet syn), Doose
JEEETE (Doosesyn), LB I A7 0=—TADNA
Myoclonic epilepsy in infancy (MEL), JE#L7 %R
45T A A Atypical benign partial epilepsy in child-
hood (ABPE) T®h-7z. HAB (33 %) i%, SFE
H352% L %4 {, WIZSGE $%24%, = O fiz LG
syn, Dravetsyn Tdh -7z (Fig. 1).

3. ®HR

1) /NREIE BB BT 5 H R

(1) FE & GE T Mg

MRENZBWT, 4 (GE & FE &%) Tid,

6%

B SFE(n=17)
52% g SGE(n=8)
1 L-G syn(n=6)

20% H Dravet syn (n=2)

Adult cases( n=33)

Fig. 1 Classification of epileptic syndrome in child and adult cases
SGE: Symptomatic generalized epilepsy, CGE: Cryptogenic generalized epilepsy, SFE:
Symptomatic focal epilepsy. CFE: Cryptogenic focal epilepsy, L-G syn: Lennox-Gastaut
syndrome, West syn: West syndrome, Doose syn: Doose syndrome, Dravet syn: Dravet
syndrome, MEL Myoclonic epilepsy in infancy, ABPE: Atypical benign partial epilepsy in

childhood
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Fig. 2 Efficacy of LTG in child cases

Exh 224%, AR 276%, XN 414%, FEL52%,
BITEH 34% ThH o7z IRICGE DA THAD L, ER)
21.4%, B%h 286%, X 38.1%, AL 7.1%, EEH
48% TH Y, FE DA TIL, F%D 25.0%, %N 25.0%,
54 50.0%, BEIVERAIX 0% TdH o7z, AR, GE
& FETH 4 500%, MEZAHMNEPRD 57z
(Fig.2).

BABIZEBWTIE, 2FTiE, F30%, F3b
27.3%, M4 57.6%, EAL 121%, BHER 3.0% TH-
72, WIS CE DRTHDE, EW0%, B 357%,
%7 500%, ®Ab 143%., BI/EM 0% Td b, FE
DHTIE, FXD 0%, Hx)235%, R 64.7%, EAL
59%, EIEF 59% TH o7z, RIEETADPAIL?2
BIDARTEH 727, Exh & BALHE 16 (500%) T
hotz. Thbb, BATEEDIIR L, BARE
¥, GE35.7%, FE235%, R#EETADPA 0%, &
KT 273% THo 72 (Fig. 3). GE & FE IZI3MetE
BICEREZ IR o7 (p=0729).

ERNHEL, FEFFEINEBISRAS L D BRI
Eh ol (p=0035).

GE & FE 2B A/NEBI L RABIORFERDO L
BTk, BEENHOON ol (p=0233,p=
0.536).

(2) TADASEBERETOHE

/N B TIE, SGE, CGE, SFE, CFE, L-Gsyn
3R 4, EFR138%, 66.7%, 16.7%, 66.7%, 40.0%,
B % 31.0%, 333%, 250%, 33.3%, 400%, EZ)
448%, 0%, 58.3%, 0%, 200%, £t 69%, 0%,
0%, 0%, 0%, BI1EF 34%, 0%, 0%, 0%, 0%
THhoTz.

WA TIt, SGE, L-G syn, SFE 3% 4, &%) 0%,
0%, 0%, B%h250%, 500%, 235%, XD 625%,
33.3%, 647%, AL 125%, 167%, 56%, EIER
0%, 0%, 59% Ta o 7z. Dravet syn I3 8E%) & AL
H&g% 1BITHo 7z (Fig. d).

2) Exhl

1361(B =78 :68) T, FBIENPEEIZHH
sz EF/NEBITH D, NRBID 224%, £FID
143% (234 L7z, GE9 B, FE46l& GE %25
72 JEMEEER TIX, SGE4#1, CGE2#), L-Gsyn
2%, SFE2 %I, CFE2 %I, MEI1 #IT® > 72. FA{E
RBICIX, F7-5R%EAUE, SREFRAE tonic seizure
(tonic S), T A o A ME A 7% A A epileptic spasms
(ES), £MVERE MFAE generalized tonic clonic
seizure (GTCS)/&MMmBERIE (GTS), FFERXR
#ZAE atypical absence (Aty absence), LHEFRESE
£ postual tonic seizure (Postual tonic S) 2% % 4 2

—E658—



Focal+Generalized+U

ndetermined

epiepsy(n=33)

Generalized
epilepsy(n=14)

Focal epilepsy (n=17)

Epileptic syndrome

Epileptic syndrome

Undetermined
epilepsy(n=2)

27.3% 57.6% 12.1%
35.7% 50.0% 14.3%
W Excellent
_— _— N S I N Good
23.5% 64.7% : Mss% ! Poor

W Aggravated
50.0% 50.0%

Adverse event

0%

Child cases

SGE(n=29)
CGE(n=3)

L-G syn(n=5)
West syn(n=2)
Doose syn(n=2)
MEI(n=1)
SFE(n=12)
CFE(n=3)
ABPE(n=1)

Adult cases
SGE(n=8)
L-G syn(n=6)

SFE(n=17)

Dravet syn (n=2) F 1

20% 40% 60% 80% 100%
Cases (%)

Fig. 3 Efficacy of LTG in adult cases

10 15 20 25 30 35

Number of Cases

B Excellent
Good

M Poor

* Aggravated

0

W Adverse event
10 15 20

Number of Cases

Ul 4

Fig. 4 Efficacy of LTG in epileptic syndrome in child and adult cases
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Table 2 Adverse events in child and adult cases

Symptom

Cases (Suspension) Total (%)

Rash
Hypohidrosis
Appetite loss

Irritability
Sleeplessness

Child (n=58)

Drowsiness
Compulsion & Persistence

—

@

(1) 10/58 (17.2%)

@)

Rash
Adult (n=33) Drowsiness

Dizziness

@
() 3/33( 9.1%)

—_ o = DO WO =

—

Total (%)

13 (14.3%) 5 (5.5%) 13/91 (14.3%)

B, 3727 v =—%4E myoclonic seizure (MS), [{
R FEAE versive seizure (Versive S), #HEZAE visual
seizure (Visual S) 25% 4, 1BITH o7 5861,
MRFEU T CRIRERL.

4. BIfEA (Table2)

AEF 136 (143%) BB Sz /MRHEITI 10
B (172%) ICRBD O, BE, RNRE 26, 5
WA, EIET, IRE, &E - BHEL 1HITHo
7o, HIEBIZ 3B TH o7, wEhd ok, Bl
SARPDIACHEE Lz, BABITIE 36 (91%) 123
Hoh, FE, BR BELL1HATHo 7 HILE
E 2B TH o7z BEINES, RABEL 1HITH
D, ik, H1AMTHEEL.

z =

AEFECiE, F—HMIC LTG B EZ4To 72
HHRETADPAES CRBEORRMEICHE T %A
) X A% T L 72,

1. [MRBIERRABIE DB

BT 5 ERNOBE T, RABBETAH
ALT6 Bl ENRE LZEERT 7 2 R BB
BRIZBWT, LTGHTIE, BRERUEZIIARIC
BN, Ho%ME RCCRESRICEECERICR
E¥HHEHREINTNDY,

BN O T, RABRETAD»AICHT S LTG
PRRBEZ S L2 BEAZETR T 7 1R i
MR I0RBE T LD &, BIFHEER TS A8
WHEBLTI7~59% @A LTH Y, A7~
67% ThHolttMEINTWEY, T2, HHENR%
B BB T AR A 67 BITDWT O LTG BN
FEZBWT, BREIL440%, FEHKEIL 150%
THolrb ) REFFETIE, RAGITIEERBIL
BB DADERZIE 273% T, Fitton A HD

HWE DB EOFHIETH - 7z

MARCELTOENOHETE, V=% F
(ZNS) 3P L L 72 HBE T AP AR 2 BER
WEEER T, FEICH LTI ZNS L A% TH 525,
GEWX LTI LTGHAERICAERTH Y, L-Gsyn
CHLTOABIENTWAEMEINTWASY. T
72, BB TADA IS BBV TERIZEA400%
THY, BAT307% (4/1341) /HAET100% (2/2
Bl) LowmEbH5H.

WO T, NREEAYE GE IS BT 5 RS
ZEERT 7 R BEBERRIC T LTG BAEE
WWENTWY, LTG EIMEEORABIROBET
&, 48~144 D HAR T 73.0~238% TH R AH
FLizemEshTns".

/NEEERYE T A D A 285 B R L C LTG B
BEOBEREIL 340% T, FICRMBIECAER TH -
T2 &NAY. 13 BKimO/NBEAE TA D ALK
55 LTGBAHED 6 REEx § LD T,
HRERIZ 340%, ERERNCEMTH D, Rk ) 2
BB L OEERRMBEIEICEN TholE ENB?,

AT CE/ANRBNC BT 5 FERFIL500% &8
ZOMEL Y RREOTH Y, HRHFL/NEBIHHE
AL Y BEEIZEL (p=0035), BALIZEABICE
olz. ZOEMEOMER, NEFEBRABORN
BB TADPAEEBROLEDEVWGH L L, F
7z, AEFZETORAFNL TR TNEHIFIETRAI
FELLBEETA»AESTHY, NEFILY RE
WML, BRIEREOENI S o270k
DEZOND. Thbb, KRBT HBRARER
HTADAIERDS, NBEI O E T LTG BBk
B TENE, BEIHIHR SN BERDz L Y E L
HONDMREEA RIS NS,
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2. FE & GE D8

FE & GE DEREICOVTOHRBFERLEL AN
B0 15~50 O GE I T 5 _EEM
75 Ry 0 2t —N—RERTIE, GTCS &KX
MR L COAEMFIXZ 4, 500%, 330% LA
BICELY, £72, GTCS (117 61) 3 2 MiEs
TEERT T ERIBRARKTIE, LTGROAFRRIZ
720% T7 I RED490% LYV ABICEVEW
ImEDLH B,

WA FE I TAZEER T I L RILEBHAER T
&, BSOS RIEL ZREESRICEIECHERIZEN
Ty, BMISREL ERBECIEEREETS
MolzbIEINTVWEY,

ARIELTE, MNEFE201 BBV TT It
Aaf B BGERER COARIFIE, LTG Bid 420% T
SERBED 160% B LTAEIEEL, kS
BALRECTHRIBTH S E VI MENDH B, 1~24
2 ADHRFE BT A2 EIELE_EEM T 7 LA
HRERERTI, ARIRIL 53.0% TRIEMNKIE 23.0% T
Boohizesnb” NEEEETADA S0 FlD
LTG BhHEEIC T, 5 BliE TNk, 16 BIEERT,
RAFEAE & EHER D FAEICARD, GTCS, MS IZI3
%, L-Gsyn iZ 8B 3BICHRTH o /2L O
Hd B NBHEIETETA DA 285 Bl LTG BN
BXBWT, HHEIBSFEIE3L0%, SkFEE
300%, 52, RURIEICERNTHL L OWEDH LY.

AuFzecid, /NEFITHGE & FE DOFRZRIT L
H12500% THY, ELIZ GE T71%, FE TidiZ
WMol GE L FEOWMEFICEMESRD LN
72, BRABITIE, ZF3B1iZ% <, GE - FE OF %I
%4 357%, 235% TH Y, MatFIITHEEER R
o7z (p=0.729).

%72, GE & FE 2B B/hEH L BABICBIT 5
AHEOLBETEIERESRD SN b o7z (p=
0.233, p=0.536).

3. TADLAERBEOLE

AWFFETIX, SGE TOHERRIZ, /NEF)448%,
BB 250% Td 0, CGE &, /NEBID A THEHFIEL
EA WA, 100% (3/38l1) THo7z. SFE OHRD
=ix, NEBI41.7%, AR 235% TH -7z, CFE
&, /NEOARTIEBEEA D, 100% (3/3 1) T
Y, BRETADPACHRENAR LR

LGsyn BT, KHESOHmETDH ZNS
JOVBREDED o EMEENTVWASZ LIFER LT
P, —EERT I REBERABETCAEMFILTG

11

B, 79 2 REEIZNEC 330%, 160% & LTG BEAVE
FIZE LB AMEFETIE, 53.0% (8/1558])) OF
WETH oL DHMEND H™. KHFETD, EFIE
AW, NEBI80.0% (4/581), HAH50.0%
(3/6Bl) LBmEMFERD, RABTOEHED
TRIR S 7.

West syn I8 W TiE, 30 BIOE T 300% OF
WMEIFDON, SHRBEERLZHELD S
A, AKFETIZ 2B DAT, ERHEBLTH - /2.

Dravet syn IZBW T, 21 BlOWET 17 FIHTE
b, 3BIDAZE, 1 FIOABERNTH o 72 & OFMEH
HBH?, REFFETE, MEFIEEENT, RABO
2BDHRT, Wahe BALTH o7z, T2, MELIZ1
BDOIRTH o 72HERTHo 7.

BEMIFA 70— TAP»A (JME) iIZBWTIE
29 BIZ BT, MS, GTCS, RMEEIZDONWT, K4
58.0%, 56.0%, 380% DHERIFETH B &\ ) HEH
H5HIP, R TIE IME PliEEEFh o,

INBRIT AP A EBR S NHTEE 54 51T, 24
B 89.0%, 32 WHEIZ 80.0% THRAEDHEL L &
DD D BH, REFFE T, EHREEFAOATD
D, BENDETH S Z EDBLWRMBTA»ABNIZ
HINTVhEDo7:.

4. REELIWEIES O

14.3% (13/91 ) THRAEPEEICEHI Sz §
NCPNRBITH Y, NRBID 224% (13/58 Bl) T
HoTe.

/NB GE @ 214% (9/4261), /NEFE @ 25% (4/
1660 THYH, 5PIMBFEUTORSETESRLC
FUEIIHI S N 72As, RAMREICTREEWH SN
FEF D ol TADAEBESHETIE, SGE 4 4,
CGE, L-Gsyn, SFE, CFE %% 4 2%, MEL1 6T
Holz. GE BIN% <, FICHIBTH 5 L-G syn fEHI
BEEINTVLIEMEEENS.

SNV CILIHE 4 OFAERID A N2, BhE
BIEAS A T  GPMMILEE L v,

5. B1EA

LTG ORIER T, FRicEIC R 2 ER L FHEEE
(28 BACRERE, Stevens-Johnson FEWHEE, it
BEEICIE) 1347 <, BRMRZHRKESZ TREET S
ZENE N, NRBIERALE B IER, FEIERK
B, FREREELR EBBTON TV A, Bk d
¥ ARPANY o¥ (G RY N

SR OFMETIE, ARBAITIE172% (10/58 1),
BABITIE, 91% (3/3581), &4 TiE 143% (13/
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9L Bl) IcABNT:. FEEEI/NEH, RAFL 1
BIOARTHY, PIRIZFIE L7225, EREHREEC
BRES Lol LTG OGO MHER,
BEINTHNSHETOBHEF R CHEREST
BELTBY, BIEA P hdrolbEZbN5.
B =B
LTG O/NB#EEM FE & GEEBICH T 5E%
Hx, HBAMXRAETRAL L BEHREF L. /AR
BIBEABI L D BHEVFEICE L, »o, EXH
BNBBIOATH o 72,
Sk, CTADAEERR ORI S A L 5 HEK
WigeRe, LTG OEBIER, £ TA» AR T
B2EMEDREVLETH 5.

AKBWXOEFIX, FEHMNMEAERTALAES (AL,
2010 4E) o CREL.
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