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TOM TAT

Muc tiéu: M6 té déc diém Iam sang, can ldm sang va xéac dinh allele HLA-B & cac bénh nhén SJS/TEN
do carbamazepin va allopurinol.

DPéi twong va phwong phap: Nghién ciru mé ta cat ngang, tir thang 03/2018 téi théng 07/2019 tai
Bénh vién Da liéu Trung wong va Bénh vién Bach Mai. C6 32 bénh nhan SJS/TEN do carbamazepin va
allopurinol tham gia nghién ctru, trong dé c6 26 bénh nhan dwoc lam xét nghiém HLA-B do phan giai cao
theo phwong phap PCR-SSO.

Két qua: Tudi trung binh cta céac bénh nhédn SJS/TEN do carbamazepin (43,9 tubi) thdp hon so véi cac
bénh nhan SJS/TEN do allopurinol (58,1 tudi, p<0,05). Ty Ié nam giéi & nhém SJS/TEN do allopurinol cao
hon so v&i nhom SJS/TEN do carbamazepin (93,8% so v&i 62,5%, p<0,05). Thoi gian trung binh tir khi
dung thuée cho téi khi khéi phét SIS/TEN la 20,3 ngay dbi véi carbamazepin va 16 ngay déi véi allopurinol.
Tét cd 13 bénh nhan SJS/TEN do carbamazepin déu mang allele HLA-B*15:02; 13 bénh nhan SJS/TEN do
allopurinol déu mang allele HLA-B*58:01.

Két luan: Céc allele HLA-B*15:02 va HLA-B*58:01 c6 thé lién quan t&i SIS/TEN do carbamazepin va
allopurinol, twrong tng.

Ttr khéa: hoéi chirng Stevens-Johnson, hoai tr thuong bi nhiém déc, carbamazepin, allopurinol,
HLA-B*15:02, HLA-B*58:01.

ABSTRACT
HLA-B ALLELES IN CARBAMAZEPINE AND ALLOPURINOL-INDUCED STEVENS-
JOHNSON SYNDROME (SJS) AND TOXIC EPIDERMAL NECROLYSIS (TEN) PATIENTS
Tran Thi Huyen?, Nguyen Hoang Phuong®, Pham Thi Lan"?

Objectives: To describe clinical and paraclinical characteristics and to identify HLA-B alleles of patients
with carbamazepine and allopurinol-induced SJS/TEN.

Materials and methods: 32 SJS/TEN patients were enrolled in a cross-sectional descriptive study at
two hospitals in Hanoi, Vietnam from Mars 2018 to July 2019. Clinical features and laboratory findings were
noted, HLA-B alleles were analyzed by the polymerase chain reaction-sequence specific oligonucleotide
(PCR-SSO) assay and LuminexTM Multiplex Technology.

Results: In the patients with allopurinol-induced SJS/TEN, the mean age and the frequency of male
patients were higher than those in the patients with carbamazepine, 58.1 years versus 43.9 years;
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93.8% versus 62.5%, respectively, p<0.05. All 13 patients with carbamazepine-induced SJS/TEN carried
HLA-B*15:02 alleles, 13 patients with allopurinol-induced SJS/TEN carried HLA-B*58:01 alleles.
Conclusion: these HLA-B alleles may play an important role in the pathogenesis of SUS/TEN due to

carbamazepine and allopurinol.

Keywords: Stevens-Johnson syndrome, toxic epidermal necrolysis, carbamazepine, allopurinol,

HLA-B*15:02, HLA-B*58:01.

I. PAT VAN PE

Hoi chiing Stevens-Johnson (Stevens-Johnson
syndrome, SJS) va hoi ching Lyell (hay hoai tir
thugng bi nhiém ddc-toxic epidermal necrolysis,
TEN) la cac phan tng ning, cép tinh, de doa tinh
mang. Mic du hiém gip nhung ty 1¢ tir vong c6 thé
1én t6i 30% [1], [2]. Cac ddc diém 1am sang chinh
ctia SIS/TEN 14 hoai tir thugng bi, bong nudc, vét
trot, ban, dat do thdm trén da. Cac niém mac bi
trot, loét, hoai ti. O giai doan dau, cac triéu chung
khong dic hiéu, giéng cam cim nhu mét moi, sot,
dau hong, khoé chiu ¢ mit. Cac co quan ndi tang co
thé bi anh hudng tir it t6i nhidu [3].

Nguyén nhéan chu yéu ciia SJS/TEN 1a do thube
[4]. Trong s6 d6, carbamazepin va allopurinol 1a
nhiing thudc gay di ing hay gap nhat ctia SJS/TEN
[5], [6]. Ngoai ra con ¢ khang sinh cac loai, thude
ha st giam dau khong steroid, thudc dong y [6].
Co ché bénh sinh cua SIS/TEN chua thit su rd rang
nhung c6 sy tham gia ctia cac té bao mién dich, cac
protein gay doc, mét sb cytokin, chemokin [7], [8]
such as Stevens-Johnson syndrome (SJS). Ngoai ra,
mot s6 nghién ciru chimg minh vai tro cia khang
nguyén bach ciu ngudi (human leukocyte antigen,
HLA) véi SIS/TEN do mét sb thude nhét dinh. Vi
du, c6 mbi lién quan gitra HLA-B*15:02 véi SIS/
TEN do carbamazepin, HLA-B*58:01 véi SIS/
TEN do allopurinol; HLA-B*57:01 v6i SIS/TEN do
abacavir [9]. Khi vao co thé, thudc s& gin véi cac
peptid néi sinh, tao thanh phuc hop khang nguyén,
gin 1én HLA dic hiéu trén t& bao keratin. Sau do
phtre hop thudc-HLA s& ga"m 1én thy thé dic hiéu trén
lympho T. Céc té bao lympho T gay ddc, té bao diét
tu nhién dugc hoat hoa s€ sinh ra céc protein gay
doc (granulysin, granzym B, perforin), lam céac té
bao keratin & da chét theo chuong trinh, hoai tir da
dién rong [10].
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Viéc sang loc cac allele HLA c¢6 nguy co cao
gitip d& phong SJIS/TEN va cac di ing thudc ning
xay ra. O Viét Nam, dd c6 nghién ciru vé mdi lién
quan gitra allele HLA-B va di tng thudc ning do
carbamazepin [11]we observed a high incidence
of carbamazepine (CBZ va allopurinol [12]. Céc
di tng thudc ning bao gdm SJIS/TEN, hoi ching
DRESS, phat ban mun mu lan toa cép tinh. Ching
t6i thyc hién dé tai nay nhim xac dinh cac allele
HLA-B ¢ cac bénh nhan SJS/TEN do carbamazepin
va allopurinol néi riéng.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Nghién ctru duogc tién hanh trén 32 bénh nhan
SJS/TEN diéu tri ndi tra tai Bénh vién Da liéu Trung
wong (14 bénh nhan) va Trung tdim Di (mg-Mién
dich lam sang, Bénh vién Bach Mai (18 b&nh nhan)
tu thang 03/2018 tdi thang 07/2019.

Tiéu chudn chin dodn

Chan doan SJS, TEN hay overlap SIS/TEN dua
theo tiéu chuan Bastuji-Garin nhu sau [13]Stevens-
Johnson syndrome, and toxic epidermal necrolysis,
we needed to define criteria for classifying the
cases and standardize the collection of data so that
cases could be reliably diagnosed according to this
classification. Based on review of case histories
and photographs of patients, a group of experts
proposed a classification based on the pattern of
erythema multiforme-like lesions (categorized as
typical targets, raised or flat atypical targets, and
purpuric macules: 1) SIS v&i thuong tén boc tach
thuong bi (bong nudc, trot da) dudi 10% dién tich
co thé, cac dat do, ngira, hinh bia ban khong dién
hinh bang phang véi da lanh; 2) Overlap SIS/TEN
khi dién tich boc tach thugng bi tir 10-30%; 3) TEN
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khi thuong ton boc tach thugng bi chiém trén 30%
dién tich co thé.

Tiéu chudn lwa chon vio nghién citu

Bénh nhan SJS/TEN do allopurinol va/hoac
carbamazepin.

Tiéu chudn logi triv

Bénh nhan nhiém HIV; khong dong y tham
gia nghién ciru; khong ¢6 mau luu mau toan phan
dat chét luong dé lam xét nghiém HLA-B d6 phan
giai cao.

2.2. Phwong phap nghién ciru

Nghién ctru md ta cit ngang. Cac bénh nhan
duogc thu thap thong tin chung, dac diém 1am sang,
can lam sang, tién str dung thudc trong vong hai
thang trudc khi khoi phat SJS/TEN. Xac dinh thude
nghi ngod gy di ung theo thang diém ALDEL [14].
Céc tiéu chi quan trong 1a: thoi gian tir khi ding thude
t6i khi xuét hién thuong tén dau tién; c6 tién sir di Gmg
v6i thude do hodc thude khac cing nhom; nguy co gy
SIS/TEN ciia thudc theo cac nghién ciru trude, theo
y van. Thude duge x4c dinh 13 nghi ngd gy di Gng
khi ¢6 s6 diém tir 4 tr¢ 1én theo thang diém ALDEN.
Néu bénh nhan ding nhiéu thudc thi thude co diém
cao hon dugc xéac dinh la tac nhan gay di tng. Xét
nghiém HLA-B d phan giai cao dugc thuc hién theo
phuong phdp PCR-SSO (polymerase chain reaction-
sequence specific oligonucleotide) tai Vién Huyét
hoc va Truyén méau Trung uong.

Xt ly s6 liéu theo phan mém SPSS 16.0. Cac
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bién s6 dugc thé hién dudi dang trung binh, d¢ 1éch,
gia tri nhd nhat, gia tri 16n nhét, ty 1€ phﬁn tram, tan
s6. Cac test thong ké dugc sir dung 1a: t-test dé so
sanh hai trung binh cho cac bién c¢6 phan b chuan,
test 52 dung dé so sanh hai ty 1&. Su khéc biét ¢ y
nghia thdng ké khi p<0,05.

2.3. Pao dirc nghién ciru

Nghién ctru vién dam bao thuc hién quy trinh
phu hop véi tuyén ngdn Helsinki vé dao duc trong
nghién ctru. Nghién ctu dugc su chép thuan cua
Hoi déng dao duc vé nghién ctu y sinh, Truong
Pai hoc Y Ha Noi theo Quyét dinh s6 04NCS17/
HDbDbD-DHYHN, ngay 08 thang 02 nam 2018.

IIL. KET QUA NGHIEN CUU

C6 16 bénh nhan SJS/TEN do carbamazepin va
16 bénh nhan SJS/TEN do allopurinol tham gia vao
nghién ctu. Dac diém ctia cac bénh nhan dugc thé hién
& bang 3.1. Tudi trung binh cua cac bénh nhan SJS/
TEN do carbamazepin (43,9 tudi) thap hon so véi cc
bénh nhan SJS/TEN do allopurinol (58,1 tudi, p<0,05).
Ty I¢ nam gidi & nhom SIS/TEN do allopurinol cao
hon so voi nhom SJIS/TEN do carbamazepin (93,8%
so voi 62,5%, p<0,05). Thoi gian trung binh tir khi
dung carbamazepin cho téi khi khéi phat SJIS/TEN la
20,3 ngay, dai hon so véi allopurinol (16 ngay), tuy
nhién sy khac biét khong co ¥ nghia thong ké véi
p>0,05. Céc dac diém 1am sang, can lam sang khac
cua hai nhom khong c6 sy khac nhau.

Bdng 3.1: Péc diém ciia cac bénh nhan SJS/TEN do carbamazepin va allopurinol

bac diém Carl()::inlz;z)epm Allopurinol (n=16) P
Tuoi
A+ SD (nam) 439+16,8 58,1 £ 14 0,014
Khoang (nam) 19 - 69 30-77
Gioi, n (%)
Nam 10 (62,5) 15 (93,8) 0,033
N 6(37,5) 1(6,2)
Thoi gian tir khi ding thudc t6i khi khoi
phat
A £ SD (ngay) 20,3+ 16,7 16 £6,3 0,346
Khoang (ngay) 7 - 60 7-30
Thé bénh, n (%)
SJS 10 (62,5) 12 (75) 0,446
TEN 6 (37,5) 4 (25)
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Dién tich thwong ton da
A+ SD (%) 27,1 +31,6 21,4 +31 0,615
Khoang (%) 2-90 2-90
C6 thwong ton niém mac, n (%) 15 (93,8) 15 (93,8) 1,0
C6 sbt, n (%) 12 (75) 7 (43.8) 0,072
Tang men gan, n (%) 14 (87,5) 10 (62,5) 0,102
Ha bach cau, n (%) 3(18,8) 1(6,2) 0,285
Viém phé quan phdi, n (%) 1(6,2) 3(18,8) 0,285
Réi loan chire ning than, n (%) 5(31,2%) 9 (56,2) 0,154

C6 26 bénh nhan dugc lam xét nghiém HLA-B d6 phén giai cao. Két qua thé hién ¢ bang 3.2. Tat ca 13
bénh nhan SIS/TEN do carbamazepin déu mang allele HLA-B*15:02. T4t ca 13 bénh nhan SJS/TEN do
allopurinol déu mang allele HLA-B*58:01. C6 m6t bénh nhan SJIS/TEN do allopurinol (s6 14) vira mang
allele HLA-B*15:02 vira mang allele HLA-B*58:01.

Bdng 3.2: Péc diém allele HLA-B ¢ cdc bénh nhan SJS/TEN do carbamazepin va allopurinol

Mai bénh nhan | Chan doan Thubc di tng Allele 1 Allele 2
1 SJS Carbamazepin 15:02 15:25
2 SJS Carbamazepin 15:02 40:01
3 SIS Carbamazepin 15:02 51:01
4 SJS Carbamazepin 15:02 56:04
5 SIS Carbamazepin 15:02 15:02
6 SIS Carbamazepin 15:02 46:01
7 SJS Carbamazepin 15:02 46:01
8 TEN Carbamazepin 15:02 44:03
9 TEN Carbamazepin 15:02 40:01
10 TEN Carbamazepin 15:02 55:02
11 TEN Carbamazepin 15:02 54:01
12 TEN Carbamazepin 15:02 13:01
13 TEN Carbamazepin 15:02 13:01
14 SJS Allopurinol 15:02 58:01
15 SJS Allopurinol 58:01 13:02
16 SIS Allopurinol 58:01 57:01
17 SJS Allopurinol 58:01 40:06
18 SJS Allopurinol 58:01 13:01
19 SIS Allopurinol 58:01 46:01
20 SJS Allopurinol 58:01 51:01
21 SIS Allopurinol 58:01 38:02
22 SJS Allopurinol 58:01 40:01
23 TEN Allopurinol 58:01 40:01
24 TEN Allopurinol 58:01 46:01
25 TEN Allopurinol 58:01 56:04
26 TEN Allopurinol 58:01 40:01
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IV. BAN LUAN

Trong nghién cltu cua chung toi, cac bénh nhan
SJS/TEN do allopurinol ¢6 tudi trung binh, c6 ty 18
nam gidi cao hon so véi cac bénh nhan SJIS/TEN do
carbamazepin. Piéu nay c6 thé dugc giai thich la
do allopurinol dugc chi dinh chinh dé diéu tri bénh
gout, mot bénh rdi loan chuyén hoa hay gap & nam
giéi hon va & do tudi 1én hon. Con carbamazepin co
chi dinh rong rii hon, dugc ding cho nhiéu lira tudi.

Ca 13 bénh nhan SIS/TEN do carbamazepin déu
mang allele HLA-B*15:02. Trong nghién ctru nay,
chung t6i khong c6 nhom ching la nhiing nguoi
dung nap voi carbamazepin. Vi thé, chung t6i st
dung nhém chimg cua tic gia Nguyén Vin Dinh
[11]we observed a high incidence of carbamazepine
(CBZ, d6 1a 25 bénh nhan dong kinh dung nap voi
carbamazepin, trong d6 ¢6 6 bénh nhan mang allele
HLA-B*15:02 va 19 bénh nhan khong mang allele
nay. So sanh kha nang bi SJS/TEN do carbamazepin
gitra nhiing ngudi c6 mang allele HLA-B*15:02 va
nhitng ngudi khong mang allele nay cho thiy co
mdi lién quan chit ché gitra HLA-B*15:02 va SIS/
TEN do carbamazepin (OR=4,17; 95% CI 1a 2,07-
8,37; p<0,0001). Két qua nay ciing twong tyr véi cc
nghién ctru khéc & chau A [15]. Viée sang loc allele
nay 1a can thiét trudc khi chi dinh carbamazepin
cling nhu cac thude chdng co gidt nhan thom khac,
vi giita cac thube nay c6 phan Gng di tng chéo. Co
mot bénh nhan mang allele HLA-B*15:02 bi SJS
do allopurinol. Trong khi d6, SJS do allopurinol
c6 mbi lién quan chit ch& véi allele HLA-B*58:01
[16]a commonly prescribed medication for gout
and hyperuricemia, is a frequent cause of severe
cutaneous adverse reactions (SCAR. Thyc té, bénh
nhan nay c6 phenotype cia HLA-B la 15:02 va
58:01. Viéc xac dinh allele HLA-B giup bénh nhan
tranh st dung thude c6 nguy co cao giy SIS/TEN
(ca allopurinol va carbamazepin).

Ca 13 bénh nhan SJS/TEN do allopurinol

Ddc diém Alleles HLA-B 6 cdc bénh nhan...

déu mang allele HLA-B*58:01. Két qua nay
cling twong dong voi nghién ciru tai Bénh vién
Bach Mai nim 2015 vé& mbi lién quan gitra allele
HLA-B*58:01 va nguy co mic cac phan tng di
ung nang do allopurinol. Trong do, c6 21/22 bénh
nhan di ing allopurinol mang allele HLA-B*58:01
(95,4%), trong khi d6 ty 1& nay & cong dong la
18,6%. Nguoi dung thudc allopurinol mang allele
HLA-B*58:01 c6 nguy co di tng rit cao so voi
nguoi khong mang allele nay (OR 91,5; 95% CI:
11,3-738,7) [12]. Nghién ctru cua chung toi thuc
hién trén cac bénh nhan SJS/TEN. Con céc nghién
ctru khac ¢ Viét Nam thuc hién trén cac bénh nhan
di ung thube nang co biéu hién & da, bao gém ca
SJS/TEN. Pang chu y, cac bénh nhan SJS/TEN do
allopurinol c6 ty 1& rdi loan chirc ning than (ting
ure, creatinin mau, protein ni¢u) kha cao (56,2%).
Nguyén nhén c6 thé do ban than bénh nén 14 bénh
gout von anh huéng téi chirc ning than cua bénh
nhan. Piéu nay lam chdm qua trinh thanh thai thudc,
c6 thé lam cho tinh trang di tmg niang hon va kéo
dai hon. Nghién ctru cia Chung cho thiy chirc
nang than cua bénh nhan SJIS/TEN do allopurinol
lién quan t&i nong do granulysin huyét thanh va
ty 1¢ tir vong [17].

Nghién ciru ctia chiing toi ¢6 han ché 1 ¢& mau
nho va khong c6 nhom chirng la nhitng nguoi dung
nap vdi carbamazepin va allopurinol nén chua tim
ra duoc mdi twong quan giira allele HLA-B va
thudc. Tuy nhién, cac két qua trén cing cd thém cho
khuyén cdo nén sang loc cic allele HLA-B*15:02
va HLA-B*58:01 trudc khi chi dinh carbamazepin
va allopurinol, gitp ngan ngua SIS/TEN do cac
thudc nay.

V. KET LUAN

Cac allele HLA-B*15:02 va HLA-B*58:01 co
thé lién quan t6i SIS/TEN do carbamazepin va
allopurinol tuong Gng.
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