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An Open, Randomized, Multicenter Comparative Clinical Trial of Lamotrigine
and Carbamazepine as Initial Monotherapy in Previously Untreated Epilepsies

Korean Lamotrigine Study Group

Purpose: To evaluate the efficacy and safety of lamotrigine com-
pared to carbamazepine as the initial drug for previously untreated
epilepsies.

Methods: Previously untreated epileptic patients were randomly
allocated into the lamotrigine (LTG) and the carbamazepine (CBZ)
groups in 2 : 1 ratio. During titration phase, starting dose of LTG
was 25 mg/day, which was increased to 50 mg/day, 100 mg/day, and
200 mg/day every 2 weeks, while CBZ was started with 100 mg/day
and increased to 200 mg/day, 400 mg/day, and 600 mg/day accord-
ingly. The maintenance phase varied from 24 weeks to 44 weeks.
The primary efficacy measure was the completion rate and the se-
condary efficacy measures were the seizure remission rate for 24
weeks and the time to first seizure during the maintenance phase.
The safety measures included the incidence of adverse events (AEs),
and the premature withdrawal rate related to AEs.

Results: A total of 393 patients were recruited and randomly al-

located into LTG group (n=264) and CBZ group (n=129). The com-
pletion rate was 65% in LTG group and 70% in CBZ group (p=
0.51). Comparison of the seizure remission rate for 24 weeks and
the time to first seizure were not different between the two drugs.
Premature withdrawal rate due to AEs was 9.1% in LTG group and
7.8% in CBZ group (p=0.66) and skin rash was the most frequent
cause of early drug withdrawal in both groups. Among patients who
had completed the trial as scheduled, more patients in the LTG
group than CBZ were taking the initial target dose or less (89% and
73%, p=0.001).

Conclusion: The efficacy and safety of LTG and CBZ as initial
drug were comparable; however, LTG was more effective than CBZ
at their initial target doses. (J Korean Epilep Soc 2008;12(1):27-34)
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7k (antiepileptic drug: ©]8F AED) 9] 44 -84
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Lamotrigine Monotherapy

pine: ©]&} OXC) ¥ Ey]2HH|o] E(topiramate: ©|3F TPM)
7 =ujell 2ulEe] g AREE L Qlar, Htell= wE
e (levetiracetam: ©]8F LVT) ¥ Z2]7h} (prega-
balin: PGB) o] =UjAl8-8171H F53qinh ol gh A=
& AEDsZ°IM GBP, LTG, OXC, TPM2 dapatsok
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& QAR FAF vk ek’ TR SulellAd= ZNS
o] Z-folnt dxpeRA| =M o] 8730l thsh VATt
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LTGE= 1996\ =ufjell ] ARE37HE Wk ofAlEM, &
Al 9007 7l=elA del ARSE AL Qs AR PR oRo]
th LTGY #7132 AgeJEA AtleE= (voltage—
dependent Na*—channel) 8} TAYZALEEZ (high
voltage activated Ca*™*—channel) &] A9l R o7 <
B4 Q. PR Aad mRel gt 9%
e 5}7 2HA ok (broad—spectrum AED)©]thb LTG
o] AT 1980t Al#tElom, 27]9] At
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9} CBZ9] &3= H|wal2ith Reunanen 572 ¢rollA]
= LTG 100 mg/day T, LTG 200 mg/day T+
¥} CBZ 600 mg/day Foli-s Blwstalal, aafelx=
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2kl WEEA YR wAgsigich ATl Fast o
3LA}2] = (sample size) © ATFTESE 7502 310 7

AblFEd], ol AFURE ATE FRE SRl A &
S52FAY7EA] Atel] ot Sli= k2] vl&EM, Brodie
79 Aol wEE CBZ) A7EE&(51%) % LTG
T2 ATFRE(65%) 9] Afolol FAKSE 16%E FSkth
T (a) 2 0.050190eH, LTGIe] o= CBZw
9] 28l(N1=2No), #A2% Z(B)+ 0.200= st A
& (power of test) 2 80% = A3dFF om, =210 st
of d@arE AR A3 CBZE 1284, LTGI
256 0% F 3847¢] AT Qs Zlow Akt
ATt

A ZREFL ARe] T2 wi Fof] 8F77ke] &
FRA7I8} 24~445F B FAVIE AT &%
ZA719 LTGS] 7] 52 25 mg/day, CBZT
100 mg/day °l o™, LTG2] 7-¢-olli= 3574}, 554
¢} 7321l 22 50 mg/day, 100 mg/day, 200 mg/day
2 I CBZ7-2 242} 200 mg/day, 400 mg/day,
600 mg/day= %t Foll FA17|=2 ol&dsiqlth A7)
2 olgig 4= Ql= HAEEL L TG 100 mg/day 2 CBZ
400 mg/day®H, ¥Hd FAgolLh thE ofrel 2Jsto]
L2710 FEAA HALF nvke] 898 583
© = ARl AlLlslek £A417] stells w45
ko] HRES Bkl wXl, AT Al W HHAY
o] ZME Fato] AL ek Ake] A W okA|
o &EEE ARSI e, wato] Q1WA+ 451t
o} LTG 100 mg/day F+= CBZ 200 mg/day® 9] &5
= S7FEES sk, Hu&=F(LTG=500 mg/day,
CBZ=1,200 mg/day) = H-838h=t% &7-ata T2
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AZek 523k Fzhgo] whgsio] okAle] 892 =Y A%
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GeIE RISl o] Afols ko] HE-850]
282U TG 100 mg/day, CBZ 200 mg/day) °ll 7|&3]
© Atelle 7] g=hAFlnh oA S8 EE T0%E 7]
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2 H7h= F2L-0] SN (treatment—emergent ad-
verse events) 9} 2180l &gt 7 |gego|gt)

BE A8 B4 [TT (intention—to—treatment)
o] &7of] 2 A%} 2, LOCF (last observation carried
forward) & #-g3sto] AS5AE7F AT Alofl= o]& X
gksto] AAlsItE EAISHY FAHPH O 2= student’s
t—test, ANOVASS] 7]%24l W3} survival analysis
£ o3Itk 19 FAIEHE 71EAFRL] v]ilE t—test,
chi—square testE AME3}I1, $A5H52 Kaplan—
Meier curved A3kl SAIEHA] 2joli= log—lank e} Wil-
coxon testE o]83ste] AF3IATE 71EF ANE Wi of
3t thHEHEA (multivariate analysis) < ZA|AE 39
2 (logistic regression) & ©]-838F9] A3k

Al&7I1ZF Fete] Hag 2E 2282 CRF (case re-
cord form) el 7|53t E353} §F Fof o)Wk HlE&
T30 chi—square testE ARESF] s5Adel oish

42 Ak,
2 f

o] A= 2002 7€ A AP} SEE o] 2004
W 49714 gkxpe] RAlo] kR EQlth F 3937 9] gt
7} ERE] 26472 LTGTl 1292 CBZT .2 Hj
AEgloH, ol F 4701} oHE Folste] frad B
717} 7Vsslid #R= LTGo] 2529, CBZw-o] 122
otk 871 A5 AXA A= o]dst
A= LTGTo] 212, CBZ*o] 109%9]3lar A1E)
2 A9 5% A= LTGY°] 165, CBZT°] 85
o]tk (Figure 1).

Al dgiate] a4 gro] njmerd= ko] A
9, kel {3 9 NliEoA oFtel et xfol7t
ZE gl ew (Table 1), ol&fgt xjo]7} & A-2] Aite]
P VA=AE GRlal] flste] thAEREA] (multiva-
riate logistic regression) = A|&s}th 1 21474
kel QIgeHA] ARG Aolrh UAb fradd Wl A
TEEE 5HE IS vAA girhs Ao] gRiE
OM, QAT AlEPdo) Hof HGItH(Table 2).
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o] VAT dAF Fra 7RI ATFEES LTGE
65%(165Y), CBZ+= 70% (85™) A okrztel 2fo]7}
AATHp=0.51) Figure 2). AT F7 Ao H-g3kar 9
= okxe] 888 TG 205.3+167.7 mg/daye]}.om,
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Lamotrigine Monotherapy

Randomization: n=393

Completed MP

n=165 2—Moving -0

0—Other -0

LTG CBZ
n=264 n=129
4{ n=12 }—{ No clinic visit at V1 }—{ n=7 }7
ITTA ITTA
n=252 n=122
4{ n=40 H Early withdrawal during TP n=13 }7
17—-Adverse events -6
11-Failed clinicvisitat V2 —4
4—Withdraw consent -2
2—Lack of effect -0
Entered MP 2—Protocol violation 0 Entered MP
n=212 1—-Non-compliance -0 n=109
3—-Others -1
4{ n=47 }—{ Early withdrawal }—{ n=24 }7
7—Adverse events -5
4—Protocol violation -0
8—Lack of effect -2
8—Withdraw consent -3
15—Failed clinic visit r Figure 1. Flow diagram of the study.
2-Non-compliance _5 LTG, lamotrigine; CBZ, carbamaze-

Completed MP
n=85

pine; ITTA, intention-to-treat analy-
sis; MP, maintenance phase; TP, ti-
tration phase.

Table 1. Demographic data of study patients

Variable LTG (n=264) CBZ (n=129) p-value
Age (mean=*SD) 34.03+16.19 37.77+15.96 0.032
Male 153 (58.0%) 86 (66.7%) 0.096
Median number of Sz<Seizure (range)

For last 6 months 3.0 (1-180) 3.0 (1.0—108) 0.008

For last 3 months 2.0 (1-180) 2.0 (1 -100) 0.009
Seizure types

Partial seizure 185 (70.1%) 103 (80.0%) 0.040

GTC 79 (29.9%) 26 (20.0%) 0.017
Past history

Febrile convulsion 19 ( 7.3%) 15 (11.7%) 0.149

Remote CNS insults 40 (15.3%) 13 (10.2%) 0.167

Family history 8 ( 3.1%) 4 ( 3.1%) 0.980
MRI-focal abnormality 74 (28.0%) 43 (33.3%) 0.100

GTC, generalized tonic-clonic seizure

CBZ1-& 643.5+191.8 mg/day°]qlct. 83+ $x}9]
AgollA 27|EREF T 1 o)kl §9E B85k
2= LTG (<200 mg/day)<ro] 14778 (89%), CBZ
(<600 mg/day) 7> 627 (73%) 02 {28t =07} 3)
A+ (p=0.001).

AR o|dqste] 245 F3Fe] A Ha||7} o] Foixl
A= LTG0] 212%% 16078 (63%), CBZ-0] 109
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8F 7978 (65%) °13=H, o] TolA 1447 LTGT)
647 (CBZT) 2 22 FA71= oldsto] dbzte] APt ¢l
o] 245 FREe] WA Pelf7} o) Fei om, {72 o]
gk Frof] o] APt 9= LTGIol 2678 (12.3%),
CBZ*o] 17%(15.9%) 0= F w3ke] |7} gllat(p=
0.31), o5l kA9 &2 S7HMIR ol 245 &<t
2hzko] wsf)7h o) Folxl $kak= 242t 1674 (54%) 7 157



Table 2. Multivariate logistic regression analysis of demographic
variables affecting the completion rate (ITTA)
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Table 3. Treatment-emergent adverse events found in =1% of
study patients

) Odds 95% ClI
Variable .
ratio Lower Upper
Drug (LTG) 1.354 0.828 2.215
Age 1.003 0.989 1.018
Median number of seizure
For last 6months 0.963 0.911 0.018
For last 3months 1.081 0.974 1.199
Seizure types
Partial seizure 0.832 0.195 3.553
GTC 0.451 0.105 1.939
1.00
» 075
]
g
c
2 050 -
Q
Q.
£
[e]
O 925
------ Carbamazepine
~—— Lamotrigine
0.00 T T T T T T T T
0 10 20 30 40 50 60 70 80
Duration (weeks)

Figure 2. Completion rates of each treatment group during study
progress (ITTA).

(88%) °13cHp=0.085).
oZMFEA H7IRI FAZIE oldst & A WA whzto]
Akek wj7A] 2] 7|17k LTG%OW% 16.4+8.0d, CBZ

ToAE= 15.7+8.2U = oFxle] xpo)7t SltHp=0.71).

olgel A WE FEe LTGS CBZO) ke
ME sssithal Aes 141 T o, B 2753
ot 11 oJste] SRS B85k A A= H
woARE W&ol lojA LTG7F CBZKET © §-
313tk (p=0.006).

P HrEH Q] Fakgo) WAy
4274 (33%) 2. 2M F2] 3k 2to]7t S

o™ (p=0.28). HIH3]| e P80 T/HE ¥ LTG
oM FPRI(12.6%), ANHE(5.9%), F5(4.3%)
o|glom, CBZwelM= oA H5(9.8%), I L71(8.1%),
& (7.3%), E2(9.8%)°130=0(Table 3), 7kl H]
WollA 83k 2ol 7} whakel Fakg-2 gk A A
AR DrEAXZE nAAE o R et A9 LTGE
A Q19laL, CBZIolME 29olr F7etsl o 94

E2 LTGo] 727

Adverse events L1G cBz p-value
(n=252) (n=122)
Rash 32 (12.6%) 10 (8.1%) 0.068*
Dizziness 15 ( 5.9%) 12 (9.8%) 0.526*
Headache 11 ( 4.3%) 9 (7.3%) 0.234*
Pururitis 7( 2.7%) 1(0.8% o281t
Nausea/Vomiting 3 ( 1.1%) 3 (2.4%) 0.399"
Somnolence 0 7 (5.7%) -
Asthenia 2 ( 0.7%) 2(1.6%) 0599
Dyspepsia 2 ( 0.7%) 1(0.8%  1.000"
Abnormal liver enzyme 0 2 (1.6%) -
Alopecia 2 ( 0.7%) 0 -

+*Chi-square test, 1 Fisher’s exact test

Table 4. Adverse events leading to early withdrawal from the
study

Adverse events LTG (n=264) CBZ (n=129) p-value
Rash 12 (4.53%) 5 (3.91%) 0.759*
Dizziness 8 (3.03%) 2 (1.55%) 0.508 "
Headache 5 (1.89%) 1 (0.78%) 0.668"
Nausea 3 (1.14%) 0 0.553"
Alopecia 1 (0.38%) 0 1.000*
Asthenia 1 (0.38%) 0 1.000*
Dyspepsia 0 1 (0.78%) 0.328"
Fatigue 1 (0.38%) 0 1.000*
Lenkopenia 1 (0.38%) 0 1.000*
Pruritis 1 (0.38%) 0 1.000*
Somnolence 0 1 (0.78%) 0.328"

+*Chi-square test, 1 Fisher’s exact test

Aog ouigle T o UTh FAHE wiEel] kel
A z71eest %:EJ“ LTG:\LLO] 2474 (9.1%) 01310,
CBZa=2 1078 (7.8%) o224, 2]t 2fol7} =t (p=
0.66), - EolA widzlo] 7hg &35t A<lo|lt
(LTG: 4.5%, CBZ: 3.9%; p=0.76) (Table 4). th¥-+2]
THEEAL S RSolA] 7] (8F) Bt 2 Ads)
A=, LTGE) o—r°ﬂ* 50 mg/day®] &%= 583
o 1 W7} 7P =9k31, 80% o)AtellA 100 mg/day
= 1 olske &%= E‘% sh= ol sIgith. vhde]
CBZToAA 9] w5z dhE-2- 28 8921 100 mg/day
9} Z71E¥8%<2] 600 mg/day s H8sh= Toll 7Fd &=
2 9F% (double peak) 2] ¥ = Ytk (Figure 3).

Kl

AN 3
=

SR ZNSel olol A A
£ VI AT, N2 T

EE
Fafo vl wsisic.

998 A ol %ﬁ—g—

o 5HZERIEHS| R| | 2008;12(1):27-34 | 31



Lamotrigine Monotherapy
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Figure 3. Relationship between incidences of skin rash and dose of study drugs.

o] Q- Arh= F kAPt Mz FEe EvkE AU 9)
= 218 AsIlEd], ol A AlEAE 2l=e] <

AATET} ax|eic) T2 vl sHE QA ol el Re-
unanen 5 2] Aol A= LTG 100 mg/day, LTG 200
mg/day ¢} CBZ 600 mg/day®] Al 7-& B]walls=t, 24
T By go] 242t 51.3%, 60.4%9F 54.7% %

=

Bo8t 2Jol= giglot, LTG 200 mg/day oA 7
=), o= B Aol 27| EES = 11 olst

(LTG=200 mg/day, CBZ<600 mg/day) & -&3sPd
A, 245 ske] A7 o] Fo7l $katke] HIE(LTG
T 58%, CBZT 49%) 3} wll-¢- fAksted, 27| 5285
of| o] W&ol SlojMs LTGZ CBZRY 1 9=
St S AlAFeICE ohE ke Akl R¢l Nieto—
Barrera 5109] olqt= E o3t} 7o) shxlo] Algle] wh
2 B stk 88 Folshs FEE A= 165
Bk W& LTGE] 65%, CBZi°] 73%%=
# CBZro] ot t] 9ratalon, 2l afol=
012%@03_?% Brodie %9 QoM 24F F9ke]
28-S LTGro] 39%, CBZio] 38%% %53
‘ii A5k 4849 AFFEEo] LTG©] 65%, CBZ"

& 51%EA] TS Aolg HojA, & AFtelx] e
LTG 66%%} CBZ 70%2] Aafeh= AX|eHA] k=),
1 o) T Aol B b Q] Aol 719151
t}. Whdof| Steiner 5% Al3EIRW LTGS PHTS o]
AN AT AFEREO] 4 48%%)
47%2A T 2HAIZEY 2] 7} ek Gamble 52 3}
Aol AlFE R LTGSF CBZE v)wdh F2h) Akl
=5 AEstL WEREAS AldesiEt], 2ake] oAla v}

oAM= F HAI7E FEshAY B CBZ7E o ¥ 9
3t AES RW dbde], obdAdeM= LTG7F CBZE.
o 2Hs] o <rsisivka Rusisiv)k #2e) B EH
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7k gztolA] CBZ, GBP, LTG, OXC, TPM
vk oyt s A AatellA
= gy doM= LTGS’Jr CBZ7} th& FAlEel vlst
o] TSl $=ekla, bdAdeE LTGZE 78 $-
o] kA9 Z‘}O%E(retention rate)o] 7 =2 Z o
2 32 =k

H Qj—‘,Loﬂ/q-t— /\]6401:;-1] 94 ql—z%/H %]7]_714 L:E/yq Hxl—%
94 ub\@% E‘l Hx]—% U,H.,_oﬂ HL/\g-G]— 27]%31—%9_ H/K—]
e, F289 WES LTGT] 27%, CBZro]
33%2H 28t 2107t §1lth Reunanen 5°2] Aol
A= B2-go] wlEo] LTG 100 mg/day+, LTG 200
mg/dayv*¥} CBZ 600 mg/dayv-olxl 2+t 53%, 58%
9} 66%EH, CBZT-|A LTG 100 mg/dayv-E.t} 2]
3 =9kot, LTG 200 mg/day3e] BluoxE= &
o8t z1o]7} 91Tl Nieto—Barrera 502 AFoAE
g0l wble-o TG 57%, CBZ 58% % xto]7}
Ak F2E2] T ATkt 2lolzt QlojA 47
AT=5 A= Blasp]7E ofEe-dl, 3709 72k i
ATES Hobd A% Ame} Blwshd,” LTGrelA
o] FAg-L T, T IR, 24, ofX e,
S50 1 1AL T, CBZ oAM= -7t 2
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