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Doéng kinh la mét bénh ly hay gdp cua hé than kinh. Ty Ié bénh nhdn déng kinh udc tinh
khodng 1% dan sé. Cdc thuéc chéng ddng kinh (AEDs - antiepileptic drugs) gitp kiém sodt tot
cdc con déng kinh, tuy nhién mét sé phan ting qud man véi AEDs ciing da duoc ghi nhdn. Cdc
tdc dung phu ctia AEDs gém c6 cdc biéu hién sém (budn ngu, chéng mdit, cdc biéu hién & da
day ruét, tham chi lam co giat néing lén) va cdc biéu hién muén (cdc dot loan than, cdc réiloan
hanh vi, trdm cam, suy giam nhdn thic, lodng xuong, giam bach cdu). Cdc phan ung trén da
thuéc nhém cdc biéu hién sém, tir cdc phan ting nhe nhu phdt ban da (MPE), t6i cdc phan tng
da nédng (SCARs) bao gém Héi chiing Steven-Johnson (SJS), hoai tdr thuong bi nhiém déc (TEN),
phan tng véi thudc cé triéu ching toan thdn cé tdang bach cdu di toan (DRESS) va ban mun mu
cdp tinh toan than (AGEP).

Viéc st dung cdc thuéc chéng déng kinh c6 vong thom (aromatic) nhu Carbamazepine,
Oxcarbazepine, Phenytoin, Phenobarbital, Lamotrigine, Primidone va Zonisamide thudng cé
lién quan téi phdt ban trén da va cdc triéu ching, ddu hiéu khdc cia qud man do thudc. Bénh
nhadn bi phan tng di ting hodc qud mdan véi AEDs ¢6 ty 1é man cam chéo cao (40-80%), diéu nay
goi y rang cdn trdnh cdc thuéc chéng ddng kinh c6 cdu tric héa hoc tuong déng & nhiing quan
thé cé nguy co cao.

Turkhéa: man cam chéo, phdn ting da, thuéc chéng déng kinh cé vong thom.

CROSS-REACTIVITY SENSITIVE AND CUTANEOUS ADVERSE REACTION
ASSOCIATED WITH AROMATIC ANTIEPILEPTIC DRUGS

Epilepsy is a disease common in the nervous system. The prevalence of epilepsy is
estimated at 1% of the population. Antiepileptic drugs (AEDs) provide good control of
seizures, but some hypersensitivity reactions to AEDs have also been reported. Side effects
of AEDs include early manifestations (drowsiness, dizziness, gastrointestinal symptom:s,
even worsening of convulsions) and late manifestations (psychotic episodes, behavioral
disturbances, depression, cognitive impairment, osteoporosis, leukopenia). Cutaneous
adverse reactions that fall under the category of early manifestations, ranging from mild
reactions such as skin rashes (MPE), to severe cutaneous adverse reactions (SCARs) include
Steven-Johnson Syndrome (SJS), toxic epidermal necrolysis). (TEN), symptomatic systemic
drug reactions with eosinophilia (DRESS) and acute systemic pustular rash (AGEP).
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The use of aromatic antiepileptic drugs such as Carbamazepine , Oxcarbazepine,
Phenytoin, Phenobarbital, Lamotrigine, Primidone and Zonisamide are often associated
with skin rash and other symptoms and signs of drug hypersensitivity. Patients with allergic
reactions or hypersensitivity to AEDs have a higher incidence cross-sensitization is high (40-
80%), which suggests that chemically structer similar antiepileptic drugs should be avoided

in high-risk populations.

Keyword: Cross-reactivity sensitive, cutaneous adverse reaction, aromatic antiepileptic

drugs.

I. PHAN LOAI THUOC CHONG PONG KINH

Nhiéu loai thuéc ch6ng dong kinh (Antiepileptic Drug - AED) da dugc phat trién va dugc lya chon
dé diéu tri bénh dong kinh. AED dugc phan loai theo cac thé hé:
Bang 1. Cac thé 1am sang cua di iing thiic an (phan loai theo ca ché bénh sinh)

Théhé Khoang thaigiansitdung Tén thudc

Mét Hon 100 nam Benzodiazepines, carbamazepine, ethosuximide, phenobarbital, phenytoin,
primidone, valproate

Hai >20 nam Felbamate, gabapentin, lamotrigine, levetiracetam, oxcarbazepine pregaba-
lin, tiagabine, topiramate, vigabatrin, zonisamide

Ba <10 nam Eslicarbazepine, lacosamide, perampanel, retigabine, rufinamide, stiripentol

Nam 1912, phenobarbital 1a thuéc dau tién
dugc st dung va thuéc nam trong nhém thudc
ch6ng dong kinh thé hé mot. Cac thuéc nhom
nay dugc chuyén hoa ban dau tai gan théng qua
cytochrome P450 (CYP), lién quan dén isotype va
cb nguy co gay cac tac dung khéng mong mudn
tiém tang trén chiic nang gan.

Thé hé thu hai ctia thudc dugc dua vao diéu
tri bénh trong hon 20 nam va it tac dung bat lgi
hon. Cac thuéc nhém nay hau hét duoc chuyén
hoéa qua than va do dé lam gidam nguy co tuong
tac vGi cac thudc khac dugce chuyén hda qua gan.

Thuoc thé hé ba mai dugc ra mat gan day, bai
vay, dit liéu vé cac tac dung khdng mong mudn
clia nhom nay con han ché.

Trong cd@ ba nhém trén cé chua céc AED
dugc chuyén héa bang cach hydroxyl héa vong
thom (aromatic) (vi du, phenytoin, primidone,
zonisamide,  carbamazepine, lamotrigine,
phenobarbital, felbamate va oxcarbazepine) va
do d¢, dugc goi la AED vong thom. Trong mot ty
I& nhd céc ca thé, su chuyén hoa clia cac hgp chat
nay dan dén su tich tu cla cac chat chuyén hoa
bat loi dugc goi la arene oxit. O mot sé it ca thé
(16/100.000 nguai), AED vong tham cé kha nang
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gdy viém gan qua trung gian mién dich nghiém
trong. Nhém thudc nay con gdy ra cac phan ting
da nang (SCARs), dac biét la carbamazepine.
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Hinh 1. C4u tric héa hoc cla cac thuéc chéng
doéng kinh c6é vong thom
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Il. PHAN UNG DA DO THUOC CHONG DONG
KINH

Biéu hién trén da la dac trung thudng gap
nhat ctia phan Ung qua man véi AEDs va c6 thé
tU ban dang mé day nhe/ ban dat san cho tdi
phdn Ung ndng de doa tinh mang nhu DRESS,
SJS vaTEN vdi ty |é tir vong khodng 10%.

Néu tinh ty 1é chung clia cac triéu ching thi
phat ban cé lién quan t&i AEDs xuat hién trén
16% s6 bénh nhan, va 1/10,000 bénh nhan co
thé bi phan (ng da nang do thuéc. Pa sé cac
truong hgp bi phan ng da ndng (trén 90%) xay
ra trong 2 thang dau dung AEDs.

Co ché tai sao AEDs gay ra phan ting da nang
do thudc dén nay van chua dugc hiéu rd. Mét
trong nhimng gia thuyét dugc ting hé nhat la do
cac AEDs ¢6 cdu truc chira vong thom co thé tao
thanh dang trung gian arene oxit. San pham cla
phan ting héa hoc nay cé thé trg thanh chat sinh
mién dich théng qua tuang tac véi protein hoac
cac dai phan ti té bao theo gia thuyét hapten,
cho thay rang su giéng nhau vé cau tric nay gila
cac AED c6 thé gay ra cac phan ting qua man. Cac
chat trung gian gay doc trong chuyén hoa cac
thudc chdng déng kinh cé thé tich lay va truc tiép
gdy ra chét té bao, hodc nhu la prohapten gan véi
té bao T kich hoat dap (ng mién dich. Gia thuyét
nay ban dau dua trén cac bao céo truong hop
ngau nhién va cac thi nghiém in-vitro. Cac nghién
clu sau d6 cling rat ing ho gia thuyét nay. Cho
dén nay, da c6 nhiéu nghién ctu quan sat hoac
thuc nghiém in-vivo dé danh gia méi lién hé giira
su hién dién cla vong thom trong cau tric AEDs
va cac phén Uing trén da. AEDs c6 thé gay ra phan
ung di ung thdng qua mé hinh hapten hoac mé
hinh tuong tac dugc ly (mo hinh p-i).

Cac nghién ctu dugc dong hoc cho thay
nhiing typ khang nguyén bach cau nguai (HLA)
I6p | c6 méi lién quan rd rang vai phan ng da
nang do thudc va lién quan cu thé téi loai thudc
gay bénh, kiéu phan ting, va chiing téc. Dua trén
dac diém va thaoi gian phan (ng, dién bién lam
sang clia qua man c6 vé theo co ché mién dich.
Cing ¢6 bang chung cho rang bién déi dugc
déng hoc trong chuyén héa sinh hoc clia thuéc
€6 thé c6 vai tro gay ra nhing tac dung khéng

mong mudén nay. Tuy nhién, can nhan manh
rang, co ché clia HSS dugc cho la bao gom su
suy giam hoac bat thudng cla enzym epoxide
hydroxylase- enzym gidi déc cac chat chuyén
héa cla cac amin thom cla thudc chéng doéng
kinh, két hop véi su tai hoat déng cda vi rat
herpes va khuynh hudng & ching téc cé khang
nguyén bach cau nguai ddc trung.

Gia thuyét “hapten” trong qua man nang do
thudc da dugc thay thé bai nhiing kham pha vé
vai tro clia HLA tham gia trinh dién thudc gay
bénh hodc cac chat chuyén hoa thudc hoat hoa
té€ bao T. D€ ly gii cho cac phan ing da muén do
thudc, ngudi ta néu ra quan diém vé dugc hoc -
mién dich, thtra nhan rang su gan két truc ti€ép va
khong lién két cdng héa tri gila thudc véi cac thu
thé clia té bao T (TCR) va phan tir HLA gay ra mién
dich do thuéc. Pap tiing doc té bao trong SJS/TEN
dugc tao ra do su nhan dién thuéc gay bénh cla
phan t& HLA 16p | khéi phat qua trinh hoat héa té
bao T, két qua 1a phat trién mot quan thé té bao T
CD8+ gay doc té bao & da. Méi lién quan chat ché
gilta HLA-B*15:02 v&i CBZ cling nhu HLA-B*58:01
véi allopurinol ing hé cho quan diém SJS/TEN do
thudc la su mién dich han ché béi HLA. Chung va
cong su da xac nhan cac peptid c6 i luc cao véi
HLA-B*15:02, gitp nhan dién CBZ, gan trén cac té
bao trinh dién khang nguyén. Ngoai té bao T gay
doc, SJS/TEN con cé su tham gia cua té bao NK.
CTLs va NK la nhiing t€ bao chinh trong cac tén
thuong da ctia SJS/TEN. Ngoai ra, cac protein gan
vGi HLA I6p | ¢6 chat kich hoat (thu thé KAR- kich
hoat diét) hodc Uc ché (thu thé KIR- Uc ché diét)
chtc nang ly giai té bao dé kiém soat té bao NK.
Nassif va cs da chi ra su tham nhiém CTLs va NK
trong ton thuong da & bénh nhan TEN. Chung
va cong su cing da tién hanh nghién ctu vé
granulysin, chat tiét cla té bao CTLs va NK, la yéu
t6 quyét dinh qua trinh chét clia té bao keratin
trong SJS/TEN.Theo nhiing ca ché mién dich sinh
ly bénh dugc dua ra trong SJS/TEN, giad thuyét
chinh 1a té bao keratin chét 6 at do trung gian
té bao T. C6 3 chudi phan ting hoa sinh da dugc
thtra nhan la tdc nhan co ban: tuong tac Fas-FasL,
perforin granzyme B va granulysin.
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. MAN CAM CHEO GIJUA CAC THUOC
CHONG DONG KINH CO VONG THOM

Trong cac phan Ung di Uing thudc, man cam
chéo la moét van dé quan trong can dugc quan
tam. Khi bénh nhan di ing véi mot loai thudc nao
dé thi ho c6 thé gap nhiing phan Ung tuong tu
vGi cac thuéc khac co thanh phan héa hoc hoac
cac san pham chuyén hoa gan tuong duong lién
quan dén loai thudc ting gay ra di Ung.

Man cam chéo clia cac thudc chéong dong
kinh c6 vong tham cé thé dugc ly giai bai“thuyét
hapten” hoac tuong tac dugc ly. Cac nghién
ciu gan day cho thay mai lién quan gitia alen
HLA-B*15:02 va phan Ung chéo cla cac thuéc
chéng dong kinh cé vong thom. Bénh nhan bi
phan Ung di ting hodc qua man véi AEDs cé ty |é
di ing chéo cao (40-80%). Nguy co néi ban tang
|én gap 3 dén 4 1an néu bénh nhan co tién st phat
ban khi ding mét hodc nhiéu thuéc chéng déng
kinh khac. Cac thay déi dugc dong hoc trong

chuyén héa sinh hoc cla thudc cé thé cé vai tro
trong nhing phadn tng khong mong dgi nay.
Diéu nay ggi y rang can tranh cac thuéc chong
déng kinh tuong tng & nhiing quan thé cé nguy
cd dac biét, chd y chudn do liéu va theo déi can
than dap ung l1am sang va, néu cé thé, theo doi
xét nghiém dé giam thiéu cac bién ching nang
né cla nhiing phan lng riéng biét.

Locharernkul va cs. da bdo cdo 3 bénh nhan cé
MPE gay ra bdi ca Carbamazepin va Phenytoin,
trong d6 2 ca c6 HLA-B*15:02 duong tinh. Wang
va ¢s. bdo cao 2 bénh nhan cé phan Uing chéo véi
AEDs thom la 2 phu ntngudiHan c6 HLA-B*15:02
duong tinh. Tuy nhién, bénh nhan bi SJS/TEN khi
diéu tri véi mot AEDs c6 bi mot dot SJIS/TEN khac
khi chuyén sang AEDs khac khong thi con chua
rd rang. Nguy co bi cac phan Ung da ndng do
thudc cé lién quan téi Lamotrigien da dugc bao
cdo la cao hon mét cach ro rét khi diéu tri dong
thai véi Valproic Acid.

Bang 1. M6 td man cam chéo gitta mét sé thudc chéng dong kinh ¢6 vong thom

Ty |é phat ban v&i thuée chong dong kinh
- Phat ban %n CcBZ LTG OoXC PB PHT ZNS
c co 8,3% 20% 33% 26,7% | 57,6% 9,1%
= | cpz (62/745) _(10/50) | (5/15) 8/30) | (34/59) | (111)
o) Khon 91,7% > 17% 2,6% 3,3% 17,5% 41%
S 9 | (683/745) (28/366) | (2/76) | (41120) | (47/268) | (3/174)
B co 8,9% 26,3% 20% 7,7% 389% | 11,8%
o | LTG (77/864) | . (10/38) (3/15) (n3) | @436) | (217)
c N 91,1% | 10,8% 4,9% 6,5% 16,4% 8,3%
“Q Khéng | (7g7/864) | (40/378) (5/103) | (8/124) | (60/365) | (8/96)
G co 5,0% 71,4% | 37,5% 0% 33,3% 0%
S | oxe (10/201) | (5/7) (3/8) (0/4) (319) (011)
S Kh 95,0% 1,9% | 10,9% 8,6% 149% | 14,0%
c ONg | (191/201) | (10/84) | (12/110) (3/35) (11/74) (6/43)
= co 6,2% 66,7% | 11,1% 0% 53,3% 0%
Slpe (71276) | (8112) (1/9) (0/3) (8/15) (0/5)
c Khon 93,8% | 159% 9,4% 1,1% 211% | 12,5%
S 9 | (250/276) | (22/138) | (12/128) | (4/36) (33/156) | (3/24)
Qo co 11,9% 42% 18,9% | 21,4% | 19,5% 21,4%
% | PHT (85/716) | (34/81) | (1474) | (3114) (8/41) (3114)
< Kho 88,1% | 10,2% 6,7% 8,7% 5,4% 9,8%
Q ONg | (631/715) | (25/246) | (22/327) | (6/69) (7/130) (5/51)
e co 6,9% 25% 0% 0% 0% 37,5%
o | zns (12174) | (1/4) (0/10) (0/6) (0/3) (3/8)
g Knong | %1% | 12.3% 1,0% 2,6% 19,2% | 19,3%
© (162174) | (10/81) | (11101) | (1/38) (5/26) | (11/57)
< Co | 2601875 | 358% | 19.8% | 18,6% | 151% 43% 14,3%
S | Batky bando (48/134) | (26/131) | (8/43) (11/73) | (49/114) | (6/42)
3 | AEDs nao khac | . . , 0,9% 7,8% 4,4% 6,9% 13,8% 6,1%
c Khong | 160611875 | (4445 | (57/733) | (7/158) | (14/203) | (83/602) | (8/132)
« . 64,0% | 259% | 27,3% | 24,0% | 53,8% | 20,0%
= >2 AEDs Co 721875 | (4125) | (7/27) (3111) 6/25) | (14/26) | (2/10)
c6 ban . 0,9% 7,8% 4,4% 6,9% 13,8% 6,1%
< Khong | 18031875 | (4j415) | (57/733) | (7/158) | (14/203) | (83/602) | (81132)
@ . 36% 161% | 13,7% | 17,9% | 388% | 16,7%
M | Banding C6 | 2001875 | (30/89) | (26/161) | (4/29) (7/39) | (40/103) | (1/6)
khong do AEDs | . . 2,2% 6,1% 4,5% 3,9% 7,9% 3,6%
Khong | 15851875 | (3/431) | (43/701) | (61131) | (71179) | (46/579) | (4/110)
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Ty |& man cam chéo gilra cdc AEDs thom (CBZ,
LTG, OXC, PHT, PB) dugc cho la xay ra & 40 -58%
bénh nhan. Cu thé ty [&é man cdm chéo gilta CBZ
va PHT, CBZ va PB c6 mai lién hé chat ché nhat.
Can c6 thém cac nghién ctu va theo dai lién
quan tdi LTG va cac AEDs khac. Man cam chéo
gitta CBZ, PHT va PB c6 thé dugc giai thich bai
“gia thuyét hapten” ggi y cac con dudng trao déi
chat va mién dich tao ra phat ban déi vai cac
AEDs nay. CBZ, PHT va PB dugc chuyén hoa thanh
cac chat chuyén héa arene oxide nhg cac enzym
cytochrom P450 & gan. Nhimng chat chuyén héa
nay, néu khong dugc giadi doc nhanh chong, sé
hinh thanh hapten, gay ra cac phan ng gay déc
té€ bao hoac mién dich biéu hién duéi dang phat
ban trén da. Su bién déi dugc dong hoc cé thé
la nguyén nhan dan dén khuynh hudng xay ra
cac phan ting nhu vay. Cé bang chiing cho thay
cac té€ bao T dac hiéu v6i CBZ c6 thé ton tai trong
mau ngoai vi cta nhitng bénh nhan qua man
cam nhiéu nam sau khi cac triéu chiing lam sang
di Ung dot cap da dugc diéu tri.

IV. KET LUAN

Cac thubc chéng déng kinh c6 vong thom,
dac biét la CBZ thudng gay cac phan ung phuy,
mot s6 trong do6 ¢ thé gay nguy hiém tdi tinh
mang. Tuy nhién mot s6 phan tng tén thuong
da nang c6 thé du bao bang viéc xét nghiém
allen HLA dac hiéu trudc khi sir dung thudc. Viéc
st dung cac thuéc dong kinh cé vong thom
nhu CBZ, PHT, OXC, PB, primidone, zonisamide
va LTG thudng c6 lién quan t&i phat ban va cac
triéu ching khéac ctia qua man do thuéc vai ty
Ié phan Ung chéo cao (40-80%). Khuynh huéng
di truyén va cac chat trung gian mién dich déu
cb vai tro quan trong trong qua man véi thudc
chong déng kinh. Xem xét viéc xét nghiém allen
HLA dac hiéu véi quan thé trudc st dung mot sé
AEDs c6 vong thom trén quan thé cé nguy co
cao, chu y vé liéu luong, c6 thé sir dung bat dau
vdi liéu thap va tang dan dé giam thiéu cac nguy
cd phan ting da nang, theo déi cin than dap ung

lam sang va céc chi s6 xét nghiém néu co, c6 thé
lam gidm cac bién chiing nang né cta phan ting
bat lgi.
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