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A Case of Anticonvulsant Hypersensitivity
Syndrome thought to be Caused by Lamotrigine

Jung Eun Lee, M.D., Bon—cheol Goo, M.D., You Chan Kim, M.D.},
Ju Hee Lee, M.D., Kwang Hoon Lee, M.D.

Department of Dermatology, Yonser University College of Medicine, Seoul,
Department of Dermatology, Ajou University College of Medfcme], Suwon, Korea

Anticonvulsant hypersensitivity syndrome (AHS) is a rare and potentially life—threatening drug reaction, which has
been associated with aromatic anticonvulsants such as phenytoin, carbamazepine, and phenobarbital. It is charac—
terized by the triad of fever, rash and internal organ involvement, which mostly includes hepatitis. Histopathological
findings usually show characteristic erythema multiforme. Lamotrigine is a new antiepileptic drug, chemically distinct
from other anticonvulsant medication, however, AHS has recently been documented in patients treated with
lamotrigine. We report a case of AHS in a 29—year—old man, thought to have been caused by the use of lamotrigine.

(Korean J Dermatol 2006;44(5):620 ~ 623)
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3 months before the visit to

dermatology OPD: 10 days before

C | the visit to
Admission to the internal .
medicine department dermatology OPD:
Aggravated

for skin rash, fever,

4 years old renal failure and colitis skin rash

2 weeks after
discontinuation of
lamotrigine:
Disappearance of the
skin rash

Sodium valproate Sodium valproate+Lamotrigine | Sodium valproate
1 month after admission: Visit to the
Improved renal failure and dermatology OPD:
colitis, but no change Steroid administration Fig. 1. Progress flowchart of the pa—
in skin rash after skin biopsy i : t-
len

A

Fig. 2. Multiple variable—sized erythematous macules and patches on the trunk and upper extremities (A), and on the lower

extremities (B)

(Fig. 1). 2= A 24788 3438180 95 A7 o
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vk skt HAL 8 5kt AAL
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aH2 VS o] 3785 (parakeratosis), 3] U #AFE ZF
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ocytosis) 277 23 U A4 & = HZF A
o] #AE o UF dAgld €2 A3 (melanophages) =
#2AE QG (Fig. 3). A AA | 23 2 = A AA
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A IF A 95 &R A A FAde] YEeRd 370
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7 Fo = Atk Lamotrigineol] gk A AA A &
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HZol=g Fog & FAfo] a5 Ut

Fig. 3. Hyperkeratosis, parakeratosis, necrotic keratinocytes and
lymphocytic exocytosis in the epidermis and superficial peri—
vascular lymphocytic infiltration and melanophages in the der—
mis (H&E, x200)



622 elu] 321838 %] A 44 A Al 5 5 2006 O T T T T T T T

kd
izt

SAEA AN ST 1,000 014 10,0007 1
Qo] WER Yehd 5 gl 58 guy Ao o

AA 58 5 15004 125 Alojo] YEelE = 9t} o]
3} 32 phenytoin, carbamazepine, phenobarbital &<
A A 95 & A7 o] 37HA] A= Fx=

L X
QEHe Aol WY FABAAW T

SUENACTIEN

odt

o, _1u:
y

2

B

=)

o,

ol

4

(o g 10 2 10 oX o X ot of

it
o\ tlo
=

4
30 -
3
I
X

¢
2
>,
ol\

oy d
]
o\
+
N

— =

offt folr o
>

o

23
Tt
=
2 ofy

o

o B
Io
H

o
b g

T
2=
o, o]_?,

O}LL

1)
>~ I
>
:(IDL_v‘
I
X
N
Kuf
o2
p‘L
X
v
=
il
4
¥
o

F

1o Hr

o

s

>,

ol
e

=2

oNt

{4
>
Hog
z

= orlo o2 ol
i)
T,
e

== SRS A s )
nr
o

[
6 o
X ¢

> o ofX
N

oot

oy F
O g 12 M

ol £ 4o
b
oy
o
N
ol
[ot
o

oX u@ o Ml
[-‘\I
TR
o

ra
N
off
2
o
o)
ol
ol
o
offf g
=
L
a
fass
2
re

=

sodium valproate®t o] = t}7} lamotrigine©] F7}=HA
) g B3 5 AR, gigde] BAg o B
of 213 g & ulF A7) WS 1ol A HEA 3
Z atckar Az,
W 2284 A o) ZEks, HEAY AE 9
=, YA A ME 7145 32 WA T o SRt
o] EAAQ A A7S HY § oy dFAME
AP P o] B 5 Yo’ B Zdo)
M= o] AZb ek (parakeratosis), £3] W I|Atd ZHd A E
(necrotic keratinocytes) ¢} BZT2] AE 9] H=(exocyto—
sis) 273 A3 Ul 244 8 =2 2T ol &
] QT

gy 712 whekA e | A7 7+9] cytochrome P450
o]l tjAtE o] arene oxide #& &3¢ F1F At =4
AAEGL o] F-o] QA WelA M) A A}
Fato] ME A4S do7|= A= Hol 9t} Epoxi—
hydrolase®= A EA G4 7} arene oxideAd] TiAF EZe
o HQghd o] 4o Ao S AS A4 At
o]l FAx JAUA HUAG FFTol A= AL
2 e A YrFe, Lamotrigine®] 4%+ F= N—glucuro—

noo 2 M o 2

nidation ZHgS F3ll gAFEM dEE= 2-N-oxide?} 2—N—
methylated HAMES AAA3IA T o] F o] Flo] 54
48 A=A A4 A ey
A E A v Syt A Adsor & Ao
oFzl, e 2 xF, M HEF, AA 232 4
of , Ui 7] A9 78
AA A A AAE wld A
Ak U5 479

o M
©,

ofN
o ot
g
(i3 };
2 m& -

= ofl 4
oy % ¢
Q S pE 7
(1)(_5
on ot
o -
rlr

ol
o H
N
=
]
g
N

i)
A o
%9,
._& d
i
__>|~l_:"
BN
o X

g
rg
o)
o M
i3
ol
ol
1o
N
ox

|
fol
[N
ol
rir
o
o
N
§E

o0 o

iy, o
o
=)
>
N
I
_‘N_( (o]
-0,

ETR T
N
N
woE |o
(o3 it T_‘(
o ¥ ¥
el
&
o
[k
i
0,0
i
)
ox
o
of o
o\
lo
)
1o

L [o ¥ > oft oy rfr
S (o

>

o

d

o,

o

jaic)

o >

[

)
ox, —

©,

oX,

>

L o
¥o,
o
N
Q
4 g
il
oft Mo

R
kil
rir
e
ro,
o
it
do
o>,
i
rir
o~
ol
e
>
i
AN
>
4 g
p‘L
2 rlr

°,
2
>

|
fd
ofo
ot
lo
oxl

o omel FRBYE A" $ Qs
2 FHdAE A 2E Rl A1E o2 171l A A
AR 02 3AH oW lamotrigined 93k 25 TEE
v I o] Ao AAHTH

st o] Eol¥d sodium valproate’} THE O 2= 314
HA AU SFTS & do7|A] EE Aol lamo—
trigine¥} o] FoJ8k 49 lamotrigine?] W75 V1A
7= a97} 9o] B Ao A% sodium valproate”} lamo—
trigineol] 2|3+ A AA A1 T TAS F78H9]
S Aolg e 5= o

% [}
IS N

rot

1. Bessmertny O, Pharm T. Antiepileptic hypersensitivity syn—
drome: clinicians beware and be aware. Curr Allergy Asth—
ma Rep 2002;2:34—39

2. Knowles SR, Shapiro LE, Shear NH. Anticonvulsant hyper—
sensitivity syndrome.: incidence, prevention and manage —
ment. Drug Saf 1999;21:489-501

3. Galindo PA, Borja J, Gomez E, Mur P, Gudin M, Garcia
R, et al. Anticonvulsant drug hypersensitivity. J Invest
Allergol Clin Immunol 2002;12:299—-304

4. Schlienger RG, Knowles SR, Shear NH. Lamotrigine—asso—
ciated anticonvulsant hypersensitivity syndrome. Neurology
1998;51:1172-1175

5. Beller TC, Boyce JA. Prolonged anticonvulsant hypersensi—
tivity syndrome related to lamotrigine in a patient with
human immunodeficiency virus. Allergy Asthma Proc 2002;
23:415-419

6. Fervenza FC, Kanakiriya S, Kunau RT, Gibney R, Lager
DJ. Acute granulomatous interstitial nephritis and colitis in
anticonvulsant hypersensitivity syndrome associated with



O0O0oODO00000oo000000oo0000000o0o0O0O00O000000000000000000000O S 280 o]

lamotrigine treatment. Am J Kidney Dis 2000;36:1034—1040 lase defect. Br J Dermatol 1999;140:181—183
7. Park SY, Kim JY, Kim CW, Kim BC, Lee KS. A case of 9. Faught E, Morris G, Jacobson M, French J, Harden C,
anticonvulsant hypersensitivity syndrome induced by car— Montouris G, et al. Adding lamotrigine to valproate: inci—
bamazepine. Korean J Dermatol 2004;42:523—526 dence of rash and other adverse effects. Epilepsia 1999;
8. Yoo JH, Kang DS, Chun WH, Lee WJ, Lee KH. Anticon— 40:1135—1140

vulsant hypersensitivity syndrome with an epoxide hydro—




