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TOM TAT

Héi ching Steven - Johnson (SJS) la mét phdn dng ndng & da do nhiéu nguyén nhan,
c6 thé gdy nguy hiém dén tinh mang hodc dé lai nhiéu di chiing ndng né ddc biét & tré em.
Carbamazepine la mét trong nhitng nguyén nhén thudng gdp. C6 méi quan hé giira SJS,
carbamazepine va HLA-B*1502 trén ngudi chdu A da dugc nhiéu nghién ciu chira. Bdo cdo vé
ca lém sang dién hinh tai khoa Mién dich di iing - Bénh vién Nhi Trung uong vé truéng hop tré
mdc SJS sau khi sir dung carbamazepine, nhém nghién ciu muén gép thém mét béng chiing
vé méi quan hé giita ba yéu té ké trén déi véi ngudi Viét Nam.
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ABSTRACT
ALLERGY OF CARBAMAZEPINE A CASE OF STEVENS-JOHNSON

Stevens-Johnson syndrome (SJS) is a rare but life-threatening skin reaction disease caused by
multiple causes, especially in children. Carbamazepine is one of the most common seen causes. The
correlation among SJS, Carbamazepine and HLA-B*1502 in Asian community has been reported. This
specific case report about Carbamazepine-induced SJS in The department of Allergy - Immunology
- Rheumatology, Vietnam National Children’s Hospital, we would like to contribute evidence about

correlation of the above - mentioned factors in Viethnamese patients.
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1. DAT VAN BE

Hoi chung Stevens-Johnson (SJS) la phan
ung & da hiém gap nhung nguy co tlf vong va
dé lai di chiing cao. Cac triéu chung dién hinh
cha SJS la biéu hién héng ban da dang, dau rat,
phéng rép va viém loét niém mac ti 2 héc tu
nhién tré 1én, dau hiéu Nikosky am tinh, c6 hoac
khéng c6 tén thuong ndi tang, téng dién tich
tén thuong bong nuéc duéi 10% dién tich co
thé. Nghién ctu gan day da chi ra ty 1é mac SJS/
TEN & tré em cao hon so vGi ngugi truéng thanh,
véi ty Ié la 7.5/100000, trong do tré tu 11-15
tudi c6 ty 1é mac cao nhat 1a 38.4/100000. Mic
du ty lé thuong tat do SJS/TEN & tré nhé tuong
déi thap, chi tir 0.4-5.3 trén mét triéu bénh nhi,
nhung ty Ié ti vong lai rat cao, 16.7%-44%. Do
do, viéc kiém soat nguyén nhan ciing nhu diéu
tri SJS/TEN la mot yéu cau cap thiét cho cac nha
khoa hoc[1].

C6 t6i 80% nguyén nhan gay ra SJS/TEN la do
thuéc nhu khang sinh, thuéc diéu tri dong kinh
va mét sé thudc chéng viém nonsteroid véi co
ché bénh sinh van chua hoan toan sang té. Nhiéu
gid thuyét cho rang su qua man cia hé théng
mién dich cing nhu su hay hoai keratin do chét
té bao la nhitng nguyén nhan chinh gay ra bénh
ly nay [1], [2].

Carbamazepine (Tegretol) la thuéc chéng
co giat dugc st dung kha rong rai va hiéu qua
trong diéu tri ddng kinh, dau day than kinh sinh
ba, réi loan gidc ngu, réi loan than kinh khac
(nhiic dau va tic co bap). Tuy nhién tegretol
cling chinh la nguyén nhan hang dau gay di tng

thuéc nang véi biéu hién I1am sang la Héi ching
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Stevens - Johnson (SJS). Theo khdo sat gan
day, carbamazepine gay ra khoang tu 1/1000
dén 1/10000 ca trén Iam sang. Nghién ctliu cda
Nguyén Khac Ding tai Viét Nam cho két qua
carpamazepine la nguyén nhan hang dau gay
SJS/TEN vgi ty |é 18.38% [2].

Yéu t6 di truyén déng vai trdo kha quan trong
lién qua dén di ing tegretol, dac biét & nguai
chau A. Mét s6 nghién ctru nhan thay 6 chiing toc
ngudi chau A cac ca thé mang alen HLA-B*1502
di ing thuéc chéng déng kinh carbamazepine
¢6 nguy co biéu hién SJS/TEN. Hau qua ning
né cta SJS/TEN con kha cao, do d6 tai cac nudc
phat trién, khi bénh nhan c6 chi dinh diéu tri
carbamazepine thuéng dugc xét nghiém HLA-
B*1502 trudc khi dung [3], [4], [5].

Chinh vi vay, bao cdo ca lam sang nay sé
minh ching cho viéc xac dinh allen HLA-B*1502
cho bénh nhi c¢6 chi dinh dung carbamazepine

la can thiét.
2.BAO CAO CA LAM SANG

Théng tin bénh nhan: H6 Van D; sinh ngay
14/10/2004; gidi tinh: Nam; dan téc: Kinh; Ma s6
bénh an: 190638041; nhap vao khoa Mién dich-
Di iing-Khép ngay: 25/05/2020.

Tién su: Tré dugc chan doan cham phat trién
tri tué ti nhd. Cach day nlta nam, bénh nhan
dugc chan doan ddng kinh tai Bénh vién Nhi
Trung uong va dugc diéu tri thuéc chéng déng
kinh keppra nhu sau: Tir thang 10/2019 dén
1/2020, vi chua kiém soat dugc triéu chiing
déng kinh nén keppra dugc tang liéu tir 1000
Ién dén 1500-2000 mg/ngay; sau d6 két hgp
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topamax liéu tang dan tir 50 dén 150mg/ngay.
VGi cac thuéc diéu tri két hop trén bénh nhan
hét co giat nhung con quay dau trai. Thang
5/2020, bénh nhan xuat hién con co giat cuc
bd, dén tai kham tai Bénh vién Nhi Trung uong
va dugc diéu chinh phac d6: Keppra 500mg/
ngay, topamax 200mg/ngay va thém tegretol
1600mg/ngay. Bénh nhan da dugc dan do theo
doéi sat cac biéu hién di ung va kham lai ngay
néu c6é dau hiéu nghi ngd. Ung téi ngay thi 12,
bénh nhan xuat hién sung méi, sé6t nhe, dé mat
va néi héng ban trén da.

Bénh nhan vao vién (ngay tht 13 sau si
dung carbamazepine) véi cac triéu ching: Toan
trang: tré tinh tao, hoi mét, nhiéu nét hong ban
da hinh thai & mat va rai rac toan than véi dién
tich tdn thuong khoang 10% dién tich da co thé,
kém theo viém niém mac miéng (sung rop mai,
loét niém mac miéng), viém két mac mat (matné
dd, nhiéu gi mat, khéng giam thi luc), dau hiéu
Nikolsky duong tinh.

Chi s6 sinh tén: Nhiét d6 36,8°C; Huyét ap
110/65mmHg, Nhip tim 75 chu ky/phuat; Nhip
thé 17 lan/phat; Chiéu cao 165cm; Can nang
53kg.

Cac co quan khac nhu tim, phéi, tiéu héa binh
thudng, gan, lach, hach khong to.

Can lam sang: CRP 62 mg/dL, WBC: 11,04 T/I,
xét nghiém sinh héa vé chuc nang than, gan va
cac men gan trong gidi han binh thuong; Xquang
nguc khéng c6 dau hiéu bat thudng. Xét nghiém
HLA-B*1502 duong tinh.

Chan doan xac dinh: Hoi ching Steven-

Johnson do thuéc carbamazepine, HLA-B*1502

duong tinh/ Déng kinh/ cham phat trién tri tué.

Bénh nhan dugc héi chan véi chuyén khoa
than kinh va diéu tri phac dé:

- Cac thudc chéng viém di tng:

Methylprednisolon 2 mg/kg/ngay tiém tinh
mach cham chia 2 lan trong vong 5 ngay, sau
chuyén sang uéng prednisolon 1mg/kg/ngay, liéu
gidm dan trong vong 5-6 ngay sau dé dirng thudc.

- Diéu tri triéu ching:

+ Cham séc cac tén thuong niém mac nhu vé
sinh ky cac niém mac miéng va mat hang ngay
bang dung dich muéi sinh ly, nhé nuéc mat tu
nhién, vitamin A va tobrex.

+ Cham séc vung da tén thuong theo quy
trinh cham séc da.

+ BU nudc dién giai

- Diéu tri dong kinh: Do liéu tang dan dé dat
liéu diéu tri va duy tri.

+ Keppra 500mg: tur 3 - 5 vién/ ngay.

+ Topamax 50mg: ti 4-7 vién/ngay.

+ T ngay thir 8 sau nhap vién thém depakine
200mg 2 vién/ngay.

Bénh nhan duoc theo déi va diéu tri ndi tra
trong vong 14 ngay. Tién trién bénh tét dan,
bénh nhan kiém soat dugc con giat va cac tén
thuong da, niém mac dan héi phuc, khong dé lai
bién ching.

Bénh nhan duoc xuat vién véi tinh trang 6n

dinh. Can lam sang: CRP 2,54 mg/dL, WBC: 11,7 T/I.
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Hinh 1. Hinh dnh bénh nhan trudc va sau diéu tri
16 loét & miéng, viém mat cai thién ro rét

Hinh 2. Hinh anh bénh nhan trudc va sau diéu tri

3.BAN LUAN

Pong kinh la mot bénh ly thudng gap trong
chuyén khoa than kinh nhi khoa, véi ty lé
khodng 1%-2% téng sé tré. Carbamazepine la
dan xuit aminostilen véi mét nhém carbamyl
& vi tri s6 5 ¢6 tac dung chéng ddng kinh bang
cach tac dong trudc sinap dé chen giadi phéng
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chat dan truyén than kinh, 1am gidm dan truyén
qua sinap. Dé kiém soat bénh ly nay nhat la
thé déng kinh cuc bd, carmapazepine thudng
dugc luva chon cho cac con dong kinh cuc bg,
vang y thuc, dé tang tac dung, bénh nhan nay
da dugc sit dung carmapazepine két hop véi

levetiracetam [6].
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Tacdung phu dang sonhatctia carbamazepine
la SIS/TEN, thudng sé xay ra trong 2 thang dau st
dung thuéc. Di iing carbamazepine la dap tng
mién dich thé qua man muén. Theo nhién ctiu
gan day tai Bénh vién Nhi Trung uong cho thay
biéu hién 1am sang di ing carbamazepine & tré
em chd yéu la héi ching Stevens - Johnson chiém
66,7 % [7].

Theo két qua cia bénh nhan trong bao cao
nay cho thay cac dau hiéu di iing xuat hién sau
12 ngay dung carbamazepine, day la khoadng
thai gian phu hgp véi dac diém man cdm cham,
tuong tu két qua cda nhiéu nghién ciu da céng
bé trudc day. Bénh nhan nay da duoc bac si
canh bao vé kha nang di ing thuéc nén da dén
kham lai ngay sau khi cé biéu hién di ung. Bénh
nhan nhanh chéng dugc chan doan SJS do thudc
carbamazepine bang khai thac tién s dung
thudc, cac dau hiéu l1am sang dién hinh & da la
héng ban da dang, phéng rop véi dién tich tén
thuong 10% va tén thuong niém mac 2 héc tu
nhién (miéng, mat) [5], [6],[7].

Nhu ching ta da biét, ca thé c6 alen
HLA-B*1502 duong tinh thuong cé nguy co
ting nhay cdm véi carbamazepine, dan dén
cac phan ung di ung, dac biét phan tng nang
nhu SJS. Co ché chua ré nhiéu gia thuyét cho
rang alen HLA-B*1502 c6 kha nang san xuat
ra cac chat ngoai sinh lam hoat hoa té bao T
gay ddc té bao, qua d6 gay huy hoai cac té bao
thugng bi trén bé mat da théng qua co ché Fas
va FasL [2], [3], [4].

Trong diéu tri bénh déng kinh, viéc si dung
thuéc chéng déng kinh kéo dai véi cac liéu khac
nhau la mét diéu bat buéc. Chinh vi vy, viéc xét
nghiém tim gene HLA-B*1502 dé du phong SJS/
TEN trudc khi dung carbamazepine bénh nhan la
rat can thiét dé can nhic gitia lgi ich va nguy co.

Thang 12 nam 2007 co quan quan ly Dugc
pham va Thuc phdm Hoa Ky (FDA) da khuyén
cdo sang loc alen HLA-B*1502 trudc khi diéu tri
bang carbamazepine dic biét chiing téc nguai
chau A. Viét Nam la nuéc nam trong khu vuc c6
tan suat luu hanh cao HLA-B*1502. Hon nifa tinh
trang st dung carbamazepine mét cach rong rai
trong thuc hanh lam sang sé lam tang nguy co di
ung carbamazepine va tdng ganh nang kinh té
cho toan xa hdi. Do vay viéc xac dinh ngudi mang
alen HLA-B*1502 la rat can thiét, nham giam
thiéu nguy ca di (ing ndng do carbamazepine cho

bénh nhan.
4. KET LUAN

Ca bénh hoi ching Stevens-Johnson (SJS) la
phan tng di ting ndng véi thuéc diéu tri chéng
dong kinh carbamazepine cé alen HLA-B*1502
duong tinh. Pdng kinh la mét bénh khéng hiém
gap tai Viét Nam vi thé cac bac si tai cac cosd 'y té
nén can nhic sang loc alen HLA-B*1502 trudc khi

diéu tri bang carbamazepine.
TAI LIEU THAM KHAO

1. James W. Antoon, Jennifer L. Goldman,
Brian Lee, Alan Schwarts. Incidence, outcomes,
and resource use in children with Stevens-Johnson
syndrome and toxic epidermal necrolysis. Pediatric
Dermatology. 2018;1-6.

2. Nguyen Khac Dung, Tran Thuy Ngan,
Nguyen T Mai Loan, et. al., Drug - induced Steven -
Johnsons sundrome and toxic epidermal necrolysis
in Viethamese spontaneous adverse drug reaction
database: A subgroup approach to disproportionality
analysis. Journal of Clinical pharmacy and
therapeutics. 2018; 1-9.

27



TAP CHi NHI KHOA 2020, 13,5

3. Chen, P. et al. Carbamazepine-induced toxic
effects and HLA-B*1502 screening in Taiwan. N.
Engl. J. Med. 364, 1126-1133 (2011).

4. Nguyen Van Dinh, et. al., The association
between the presence of HLA B*1502 and
carbamazepine - induced Stevens-Johnson
Syndrome (SJS), Toxic Epidermal Necrolysis (TEN)
and Drug- induced Hypersensitivity Syndrome
with Rash, Eosinophilia and Systemic Symptoms
(DRESS) in Vietnamese. The Asia Pacific Congress
of Allergy, Asthma and Clinical Immunology,
Taiwan.

5. Nguyén Van Dinh, Chu Chi Hi€u va Nguyén

28

Van Poan (2015), “HLA-B*1502 va carbamazepine
tén thuong da nang tai Viét Nam’, Asia Pac Allergy,
tr. 68-77.

6. Nguyén Van Doan va Nguyén Ngoc Phiic
(2000), “Buéc dau nghién ctu di tng thuéc tegretol
tai khoa Di Ung-Mién dich |1dm sang Bénh vién
Bach Mai (1991-1998)", y hoc thuc hanh, sé 3, tr.
17-23.

7. Nguyén Thi Hién (2016), Nghién cuu
dac diém 1am sang, can 1am sang va vai trd
HLA-B*1502 trong di tng thuéc tegretol & tré em
tai Bénh vién Nhi Trung uong ttr nam 2011-2016,

Luan van ThacsiY hoc, Dai hocY Ha Néi.



	OLE_LINK1
	OLE_LINK2

