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Dénh gia higu qua cua xét nghiém sang loc alen HLA-4*31:01 va HLA-B*15:02
bang ky thuat multiplex real-time PCR trong giam nguy co di img thuoe Carbamazepine
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Tém tit:

Hai da hinh khang nguyén bach ciu ngudi HLA-A*31:01 va HLA-B*15:02 di dwgc chirng minh c6 lién quan chjt
ché véi cac phan ing c6 hai nghiém trong trén da (SCAR) do Carbamazepine (CBZ) gy ra va dwgc khuyén cdo cin
phai sang loc cho cAc bénh nhan truéc khi sir dung CBZ dé giam nguy co di irng thudc. Trong nghién ciru nay, cac tac
gia da 4p dung xét nghiém sang loc dong thoi HLA-A*31:01 va HLA-B*15:02 bang k¥ thuit multiplex real-time PCR
Tagman Locked-nucleic acid (LNA) probe c6 dd nhay va dd dic hiéu cao trén 35 bénh nhan dwoc chin doan mic
cac bénh ly than kinh. Trong 56 13 bénh nhian dwong tinh véi mgt hoac ca hai alen HLA-B*15:02 va HLA-A*31:01
(37,14%) dwoc ké thudce thay thé cho CBZ va theo déi cac tic dung phu, chi c6 1 bénh nhan bi phan Gng c¢6 hai
nhe trén da sau 24 ngay dung Trileptal (Oxcarbazepine) véi liéu 600 mg/ngay, 12 bénh nhan con lai khong c¢6 biéu
hién di &ng. Cac bénh nhan 4m tinh véi hai alen nay khong xuét hién di ing khi chi dinh diéu tri bing CBZ. Khi
so sanh v6i 30 mAu dobi chirng dwong tinh véi mét hodc hai alen nay va 21 truong hop SCAR khi diéu tri bing CBZ
(OR=28, 95%CI: 3,15-248,78), két qua thu dwgc khing dinh sy cin thiét ciia viée sang loc alen HLA-A*31:01 va
HLA-B*15:02 trwée khi sir dung CBZ trong tu vin diéu tri mét sé bénh than kinh, gitp giam ty 1 SCAR khi thay
thé CBZ bang thudc khac cho cac bénh nhan dwong tinh véi mét trong hai alen nay.

Tir khéa: Carbamazepine, HLA-A*31:01, HLA-B*15:02, multiplex real-time PCR, phan ng c6 hai nghiém trong
trén da (SCAR).

Chi s6 phén loai: 3.5

alen HLA-A*31:01 hoac HLA-B*15:02 nén dugc loai trir
khoi li¢u phap CBZ. Vai tro cua xét nghi¢ém phat hién alen
HLA-B*15:02 va HLA-A*31:01 truéc khi diéu tri CBZ cho
bénh nhan trong viéc phong chéng di mg thudc da duoc
nhiéu nhom nghién ctru thuc hién, cu thé mot nghién ciru
duoc thuc hién vdi 4.877 bénh nhan tai Pai Loan (Trung
Qudc) cho thiy, sang loc alen HLA-B*15:02 truc khi bat
dau diéu tri v6i CBZ hiéu qua trong ngin ngira SJS/TEN
hoan toan do CBZ gay ra [2]. Tai Viét Nam, xét nghiém
xdc dinh kleu gen HLA-B*15:02 da dugc thuc hién tai mot
s6 co sO y té, tuy nhién theo tim hiéu cua ching toi, chwa
¢6 nghién ctru ndo béo cao két qua danh gia vai tro cia
xét nghi€ém sang loc 2 alen HLA-B*15:02 va HLA-A*31:01
trong tu van diéu tri thudc cho quan thé bénh nhan dong
kinh nguoi Viét Nam. Vi vay, trong nghién ctru nay, chiing

Pt van de

CBZ 1a thubc dau tay trong diéu tri mot s6 bénh ly than
kinh nhu dong kinh, dau day than kinh so ndo V va roi
loan ludng cuc, dudi dang li¢u phap don tri liéu hodc két
hop diéu tri & ca ngudi 16n va tré em. Mot trong nhirng
didu dang lo ngai nhat khi st dung CBZ 14 nguoi bénh sir
dung thubc ¢6 nguy co mic SCAR, bao gdm hoi ching hé
thong tang bach cau 4i toan do thuéc (DRESS), hoi chimng
Stevens-Johnson (SJS) va hoai tir biéu bi nhiém doc (TEN)
dugc quyét dinh boi cac yéu t6 di truyén khac nhau. Nhiéu
nghién ctru trén thé giéi da chi ra méi lién quan chat ché
gita nhimg ngudi mang alen khang nguyén bach cu ngu0’1
HLA-B*15:02 v61 SJIS/TEN do CBZ giy ra or nhiéu quéan
thé nguoi chau A va alen HLA-A*31:01 & quan thé nguoi

chau Au [1-5]. Bé giam nguy co tir vong va ganh niang bénh
tat do di Gmg thuéc CBZ, nam 2007 Cyc Quan 1y Thuc
pham va Duoc pham Hoa Ky (FDA) di khuyén cdo kiém
tra su c6 mat cia HLA- B*15:02 trude khi ké don CBZ diéu
tri dong kinh cho nhling bénh nhan géc A. T6 chirc Thuc
hanh 1am sang dugc di truyén (Clinical Pharmacogenetics
Implementation Consortium) khuyén cdo bénh nhan mang
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toi st dung phuong phdp multiplex real-time PCR véi
cap mdi va dau do LNA duoc thiét ké dac hiéu véi alen
HLA-B*15:02 va HLA-A*31:01 dé sang loc dong thoi 2
alen HLA-B*15:02 va HLA-A*31:01 & cac bénh nhan cé
chi dinh dung CBZ truéc khi bac sy 1am sang ké don thude
diéu tri, gitp 1am giam nguy co tir vong hodc cac bién chimg
do di tng thuéc CBZ.
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Abstract:

Human leukocyte antigen (HLA) gene polymorphisms
HLA-A*31:01 and HLA-B*15:02 are strongly
associated with Carbamazepine (CBZ)-induced severe
cutaneous adverse reactions (SCARSs). As a result, it is
recommended to screen these two alleles before CBZ
therapy to reduce the risk of drug allergy. In this study,
the authors applied the simultaneous screening test for
HLA-A*31:01 and HLA-B*15:02 alleles by multiplex
real-time PCR Taqman LNA probe with high sensitivity
and specificity in 35 patients that were diagnosed with
neurological diseases. Among thirteen patients (37.14%
of total) who were positive for single or dual HLA-B*15:02
and HLA-A*31:01 alleles were prescribed alternatives
to CBZ and monitored for adverse events, only one
patient had a mild skin adverse reaction after 24 days
using Trileptal (Oxcarbazepine) at a dose of 600 mg/day,
12 patients had no symptoms or allergic reactions. The
remaining negative patients showed good tolerance to
CBZ therapy without any allergy symptoms. Compared
to the data of 30 control samples carrying these one
or two alleles and 21 patients exhibiting CBZ-induced
severe hypersensitivity reactions (OR=28, 95%CI:
3.15-248.78), these results confirm the importance of
screening for HLA-A*31:01 and HLA-B*15:02 alleles
before using CBZ in neurological diseases treatment to
reduce SCAR rates by replacing CBZ with another drug
in patients positive for one of these two alleles.

Keywords: Carbamazepine, HLA-A*31:01,
HLA-B*15:02, multiplex real-time PCR, severe

cutaneous adverse reactions (SCARs).
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Doi tuong va phuong phap nghién ciiu
Déi twong

Nghién ctru duoc tién hanh trén tong cong 35 bénh nhan
nhom tht nghi€ém. Céac bénh nhan dugc chén doan méc céac
bénh 1y than kinh dwoc thim kham tai Khoa Than kinh -
Dot quy, Bénh vién Da khoa Tam Anh tu thang 4/2021 dén
thang 4/2022 va duoc sang loc da hinh gen HLA dé trr van
truée khi diéu tri thue. Cac bénh nhan nhom thir nghiém
duoc dua vao nghién ctru danh gia nguy co di tng do CBZ
hodc Oxcarbazepin phai théa man du cac tiéu chuan sau:
dugc kham, chan doan bénh 1y than kinh, ¢6 dii bang ching
chén doan bénh trén 14m sang va can lam sang; c6 chi dinh
diéu tri bang CBZ néu két qua sang loc khong mang alen
HLA-B*15:02 va HLA-A*31:01 hodc chi dinh diéu tri bang
Oxcarbazepin néu két qua sang loc duong tinh mang alen
HLA-B*15:02 va/hoac HLA-A*31:01; hi¢n tai, khong dung
cac thude co nguy co di tng cao va bénh nhan dong y tham
gia nghién ciru. Tiéu chuén loai trir ciia nhém thir nghiém
bao gdm: bénh nhan da diéu tri bing CBZ, céac truong hop
da xuat hién tinh trang di (mg trén 1am sang trudc khi sang
loc va khéi dau dung thudc; bénh nhan khong du xét nghiém
can thiét cho nghién ctru; bénh nhan tir chéi tham gia nghién
ctru.

Song song v6i nhom thir nghiém, thong tin cia 30 bénh
nhan mang cac gen HLA-B*15:02 va/hodc HLA-A*31:01
thudc nhom ddi ching duogc tap hop dé so sanh dix liéu véi
nhém thir nghiém. Céc bénh nhan nay dugc chan doan mic
cac bénh 1y than kinh dugc diéu tri bang CBZ dudi 3 thang
va c6 biéu hién di ung hodc bénh nhan dung CBZ trén 3
thang va khong biéu hién di ung, khong dung cac thude co
nghi co di ing khac duoc cac bac sy theo doi di tng; cac
bénh nhan nay dugc thuc hién xét nghiém sang loc 2 alen
néu trén trong qua trinh diéu tri thude (khong phai truéc khi
diéu tri thudc); bénh nhan dong y tham gia nghién ciru.

Thu nhdn mdu bénh phim

Trude khi diéu tri voi CBZ, bac sy 1am sang s& thu nhan
2-5 ml mau cua bénh nhan. Qua trinh x4c dinh kiéu gen
HLA-B*15:02, HLA-A*31:01 dugc thuc hién tai Phong Thi
nghiém Trong diém Cong ngh¢ Enzym va Protein (Truong
Dai hoc Khoa hoc Ty nhién, Dai hoc Quéc gia Ha No6i).

Multiplex real-time PCR sir dung dau do Tagman LNA
probe xdc dinh kiéu gen HLA-A*31:01 va HLA-B*15:02

Maiu mau duoc xir Iy trong vong 24 gid ké tir luc lay
cia bénh nhan. DNA tong sé tir miu mau ngoai vi cia
bénh nhan duoc tach chiét béng bd QlAamp DNA minikit
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(Qiagen, Hilden, Dtic) theo hudng dan ctia nha san xuat.
Kiéu gen HLA-B*15:02 va HLA-A*31:01 dwoc xac dinh
bang phan (mg multiplex real-time PCR st dung dau do
Tagman LNA probe v6i hé théng may PCR LightCycler
96 (Roche Diagnostics, Puc). Phan tng duoc thiét ké gém
mot cap moi va dau do oligonucleotide nhan ban dic hiéu
gen HLA-A*31:01, HLA-B*15:02 va gen ndi chuan beta-
actin (ACTB) dé kiém soat hién tugng am tinh gia trong
phan tmg multiplex real-time PCR. Pau do dung phat hién
alen HLA-A*31:01 c6 gan chat phat huynh quang HEX
(525/556 nm) va dau do phat hién HLA-B*15:02 dugc gin
chat phat huynh quang FAM (495/520), ca 2 dau do nay
dugc thiét ké cai bién theo dang Tagman LNA probe, mot
dang nucleotide dac biét co6 nhiét do bién tinh cao hon so v&i
nucleotide thong thudng, ¢ thé giup 1am giam d6 dai probe,
giam khoang cach giita cac dye huynh quang quencher va
reporter ma van dam bdo nhiét dong nong chay cua diu
do. Tur d6 giam nhiéu va ting d6 nhay, do dic hiéu cho
phan ung multiplex real-time PCR v&i muc dich phan biét
duoc alen dich HLA-A*31:01/HLA-B*15:02 véi cac bién
thé phic tap ctia gen HLA phd bién trong toc nguoi Kinh
va quan thé ngudi Pong Nam A. Dau do gin dic hiéu gen
ACTB dugc thiét ké c6 gin chat phat huynh quang Texas
Red (590/610 nm). Trinh ty moi va dau do duoc mo ta trong
giai phap hitu ich da dugc chip nhan don hop 18 sb 9826w/
QD-SHTT ngay 17/6/2021 cua Cuc Sé hiru tri tué¢ cho
don dang ky sang ché “Kit dé phat hién gen khang nguyén
bach cau nguoi giy di tng thude diéu tri bénh dong kinh
HLA-A*31:01, HLA-B*15:02 va quy trinh san xudt kit nay”
(mi s6 1-2021-02498) [6].

Xdc dinh kiéu gen HLA bang ky thudt Sequence-
specific oligonucleotide (PCR-SSO)

Két qua xac dinh kiéu gen HLA bang ky thuat multiplex
real-time PCR duoc khang dinh lai bang k¥ thuat PCR-SSO.
K¥ thuat nay duogc thuc hién tai Trung tdm Mau quéc gia,
Vién Huyét hoc - Truyén mau Trung uong sir dung lifecodes
HLA SSO Typing kit (Luminex Technology, M¥).

Tw vin ké don thuéc diéu tri dong kinh

Kétquaxacdinhkiéugen HLA-A*31:01 vaHLA-B*15:02
dugc giri toi bac sy 1am sang trong 1-2 ngay ké tir khi nhan
dugc mau mau. Sau khi c¢6 két qua sang loc gen, & cac
truong hop bénh nhan duong tinh voi HLA-B*15:02 hoac/
va HLA-A*31:01 khi cac bénh nhan quay lai tai khdm dugc
tu van vé nguy co di tng va lwa chon liéu phap diéu tri voi
thudc khac thay thé cho CBZ. Cac dbi twong 4m tinh dong
thoi voi ca alen HLA-B*15:02 va HLA-A*31:01 duogc tu
vén diéu tri bing CBZ (cac bac sy van tién hanh tu van vé
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nguy co di img). Cac bénh nhan sau khi dwoc ké don diéu tri
tiép tuc theo doi cac triéu chimg phan mg c6 hai cua thude
va phai thong bao ngay cho bac sy 1am sang khi xuat hién
cac triéu ching di ung.

Phan tich dii li¢u

S liéu dugc thu thap va xir Iy véi bién sé dinh lugng
¢6 phan phdi chuan trinh bay gia tri trung binh £SD, khong
phan phéi chuan sé trinh bay gia trj trung vi va ty 1¢ phan
tram. Cac tiéu chuan phan tich, so sanh dwa vao phan bd
chuén kiém dinh T-test hodc Fisher’s exact test.

Dao dirc nghién ciru

Nghién ciru di dugc thong qua Hoi ddng Pao duc trong
nghién ctru y sinh hoc ctia Truong Pai hoc Y Ha Noi (md s6
118/GCN-HDDDNCY SH-DHYHN ngay 8/6/2020) va theo
dé cuong cua d& tai ma sé 63/19-DTDL.CN-XNT dugc hoi
dong khoa hoc ctia Bo Khoa hoc va Cong nghé phé duyét.
Nghién ctru dugce thyuc hién theo diing cac quy dinh vé dao
dirc nghién ctru trong y hoc. Bénh nhéan dugc cung cap diy
du thong tin vé nghién ctru, duge bao mat thong tin ¢4 nhan
va xac nhan dong thuan tham gia nghién ctru.

Ket qua

Phén tich ddc diém ldm sang ciia cdc bénh nhin nhom
thir nghiém

Théng tin téng hop vé tudi, giéi, bénh 1y than kinh trén
lam sang cua bénh nhan nhom thtr nghiém dugc mo ta &
bang 1. Trong 35 bénh nhan thu thdp, ty 18 nam (chiém
57,14%) nhién hon nit, d6 tudi trung binh 1a 26 tudi (2-63
tudi). Phan 16n cac ddi twong tham gia nghién ciru duge
chan doan dong kinh véi sb luong 32 bénh nhén (chiém
91,43%) va 2 trudng hop dau day than kinh tam thoa/day
than kinh so ndo V (chiém 5,71%), con lai 1 truong hop
chan doan bénh than kinh khac (2,86%) (bang 1).

Bang 1. Dic diém 1am sang cac bénh nhan nhém thir nghiém.

Pic diém Téng s6 bénh nhan (n=35)
Tudi trung binh 26

(nh6 nhit - 16n nhét) (2-63)

Gidi tinh

Nam 20 (57,14%)

Nit 15 (42,86%)

Chiin dodn lim sang

Dong kinh 32 (91,43%)

Pau day th?}n kinh so ndo V o

(dau day thin kinh tam thoa) 2@

Bénh than kinh khac 1(2,86%)
38
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Hinh 1. Két qua sang loc alen HLA-A*31:01 va HLA-B*15:02 &
bénh nhan nhém thir nghiém.
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tinh v6i alen HLA-B*15:02 cho tin hiéu khuéch dai gen dich
HLA-B*15:02 (FAM) va gen ndi chuan ACTB (Texas Red)
(hinh 2A), bénh nhan duong tinh voéi alen HLA-A*31:01
cho tin hiéu khuéch dai gen dich HLA-A*31:01 (HEX) va
gen noi chuin ACTB (Texas Red) (hinh 2B), bénh nhén
duong tinh voi ca 2 alen HLA-A*31:01 va HLA-B*15:02
cho tin hiéu khuéch dai FAM, HEX va Texas Red 10 rang
(hinh 2C), bénh nhan am tinh chi mang tin hi¢u khuéch dai
Texas Red cua gen ndi chuin ACTB (hinh 2D).
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Hinh 2. Bwong biéu dién tin hiéu két qua multiplex real-time PCR & cac mau bénh nhan nhém thir nghiém. (A) Duong tinh véi HLA-B*15:02; (B) Duong

tinh véi HLA-A*31:01; (C) Duong tinh v&i ca 2 alen; (D) Am tinh véi ca 2 alen.
Xdc dinh kiéu gen HLA-B*15:02 va HLA-A*31:01

0 bénh nhdn nhom thir nghiém b&ng ky thudt multiplex

real-time PCR sit dung dung dau do Tagman LNA probe

Xét nghiém sang loc kiéu gen HLA-A*31:01 va
HLA-B*15:02 duogc thuc hién trén 35 bénh nhan dua vao
nghién ctru. Két qua ghi nhan c6 13 (37,14%) bénh nhan
duoc phat hién mang cac alen HLA-B*15:02 (28,57%),
HLA-A*31:01 (5,71%) hay duong tinh ca 2 alen (2,86%)
va c6 22 (62,86%) truong hop am tinh (hinh 1). Két qua
duodng tin hiéu huynh quang sang loc 2 alen trén mot s6

mau dai dién duoc thé hién & hinh 2. Mau bénh nhan duong

&%H%%E 65(5) 5.2023

Song song v&i nhom bénh nhan thu nghi¢m, chiing t6i da
tién hanh sang loc cac alen HLA-B*15:02 va HLA-A*31:01
bang phuwong phap multiplex real-time PCR ¢ 30 bénh nhan
thuoc nhom ddi chung. Két qua cho thiy, c6 24 (chiém
80%) truong hop mang alen HLA-B*15:02, 5 (chiém
16,67%) truong hop mang alen HLA-A*31:01 va 1 (chiém
3,33%) trudng hop mang dong thoi 2 alen HLA-B*15:02 va
HLA-A*31:01 (phu luc 1, 2).

Bén canh két qua sang loc bang phuong phap multiplex
real-time PCR, chung t6i da tién hanh xac dinh kiéu gen

HLA cua 18 miu bénh nhan bang phwong phép tham chiéu
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Phu luc 1. Két qua multiplex real-time PCR va PCR-SSO trong sang loc alen HLA-B*15:02, HLA-A*31:01 & mét s6 mau bénh nhan
nhém thtr nghiém (n=18).

STT  Mi miu K#ét qua multiplex real-time PCR (chu ky ngudng - C) Két luin PCR-SSO
FAM B1502 HEX A3101 TEXAS ACTB Locus A Locus B

1 NTL.TVO1 - - 26,33 Am tinh 11:01/11:02 38:02/46:01
2 TQL.TV03 - - 26,57 Am tinh 24:02/29:01 07:05/52:01
3 DDH.TV04 23,32 - 28,19 Duong tinh B15:02 11:01/24:02 15:02/15:25
4 NTL.TVO08 25,38 - 25,96 Duong tinh B15:02 02:01/24:02 15:02/46:01
5 LHV.TV09 - - 2541 Am tinh 02:03/02:03 15:25/46:01
6 PQM.TV13 - - 26,58 Am tinh 02:06/24:07 15:01/44:03
7 PBLT.TVIS - - 25,06 Am tinh 11:01/24:07 15:01/51:01
8 TKT.TV17 26,69 - 25,81 Duong tinh B15:02 11:01/24:02 15:02/15:02
9 HHQ.TV18 29,31 - 27,22 Duong tinh B15:02 02:03/29:01 15:02/58:01
10 NBN.TV21 - - 23,44 Am tinh 02:03/24:02 18:02/46:01
11 DTH.TV22 - - 24,42 Am tinh 11:01/24:07 35:05/51:01
12 TPT.TV23 - - 26,13 Am tinh 02:01/24:02 35:05/46:01
13 NTV.TV29 30,13 28,03 28,00 Duong tinh B15:02/A31:01 11:01/31:01 15:02/51:02
14 PKV.TV32 - 27,05 26,89 Duong tinh A31:01 11:01/31:01 13:01/40:01
15 MTL.TV33 - - 25,00 Am tinh 02:03/11:01 54:01/55:02
16 NTH.TV34 - - 26,11 Am tinh 01:01/24:02 27:04/55:02
17 LTT.TV35 - - 27,87 Am tinh 01:01/33:01 38:02/57:01
18 TMT.TV36 - - 217,20 Am tinh 29:01/33:01 07:05/58:01

Phu luc 2. Két qua multiplex real-time PCR (n=30) va PCR-SSO (n=14) trong sang loc alen HLA-B*15:02, HLA-A*31:01 & cac mau
bénh nhan nhém déi chirng.

STT Mi mn Két qua multiplex real-time PCR (chu ky nguimg - C) Kétlugn PCR-SSO
FAM B1502 HEX A3101 TEXAS ACTB Locus A Locus B

1 HLA/CA 19.04 - 26,15 2425 Duong tinh A31:01

2 HLA/CA 19.08 18,32 - 20,94 Duong tinh B15:02

3 HLA/CA 19.13 19,55 - 21,86 Duong tinh B15:02

4 HLA/CA 19.14 20,08 - 23,09 Duong tinh B15:02

5 HLA/CA 19.17 20,01 - 23,0 Duong tinh B15:02

6 HLA/CA 19.21 - 26,91 25,22 Duong tinh A31:01

7 HLA/CA 19.22 21,06 - 24,94 Duong tinh B15:02

8 HLA/CA 19.25 23,07 - 2341 Duong tinh B15:02 02:01/11:01 15:02/15:11
9 HLA/NP 19.28 - 25,89 249 Duong tinh A31:01 11:02/31:01 35:03/40:02
10 HLA/NP 20.29 30,74 - 32,72 Duong tinh B15:02 24:02/33:03 15:02/58:01
11 HLA/NP 20.32 24,12 - 24,03 Duong tinh B15:02 02:03/11:01 15:02/27:04
12 HLA/NP 20.33 24,72 - 2432 Duong tinh B15:02 02:06/11:02 15:02/40:01
13 HLA/NP 20.36 242 - 25.15 Duong tinh B15:02 11:02/24:07 15:02/15:02
14 HLA/CA 20.46 21,89 - 24,77 Duong tinh B15:02 02:01/33:03 15:02/58:01
15 HLA/DP 20.51 22,58 22,56 25,7 Duong tinh A31:01/B15:02 02:01/31:01 15:02/15:18
16 HLA/DP 20.55 24,38 - 26,84 Duong tinh B15:02

17 HLA/DP 20.56 2436 - 27,26 Duong tinh B15:02 02:03/02:06 15:02/51:01
18 HLA/DP 20.59 - 25,58 27,55 Duong tinh A31:01 31:01/68:01 51:01/51:02
19 HLA/DP 20.61 253 - 26,32 Duong tinh B15:02

20 HLA/DP 20.62 21,34 - 25,32 Duong tinh B15:02

21 HLA/DP 20.67 25,85 - 26,5 Duong tinh B15:02 02:01/11:01 15:02/46:01
22 HLA/DP 20.73 2432 - 24,85 Duong tinh B15:02

23 HLA/DP 20.77 21,57 - 2544 Duong tinh B15:02 11:01/24:07 15:02/15:25
24 HLA/DP 20.80 28,37 - 25,73 Duong tinh B15:02

25 HLA/DP21.92 28,19 - 25,61 Duong tinh B15:02 02:01/02:01 15:02/15:25
26 HLA/DP21.93 28,66 - 25,19 Duong tinh B15:02 02:03/11:01 15:02/56:04
27 HLA/DP21.94 - 24,55 25,49 Duong tinh A31:01

28 HLA/DP 21.96 30,5 - 27,15 Duong tinh B15:02

29 HLA/DP 22.98 27,01 - 25,49 Duong tinh B15:02

30 HLA/DP 22.107 29,88 - 2748 Duong tinh B15:02
Chd thich: -: khéng c6 tin hiéu, twong dwong voi gia tri C=0.
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PCR-SSO st dung bo kit LIFECODES HLA SSO Typing
kit (Luminex Technology). O nhom déi chimg, ching t6i
chi co diéu kién thuc hién phan tich 14/30 mau bang k¥
thuat PCR-SSO st dung bd kit LIFECODES HLA SSO
Typing kit (Luminex Technology) dé kiém tra khang dinh
lai két qua. Két qua thé hién & bang 2 di cho thiy sy twong
dong ctia 2 phuong phap 1 100%.

Bang 2. Két qua multiplex real-time PCR va PCR-SSO trong

sang loc alen HLA-B*15:02, HLA-A*31:01 & mot s mau bénh
nhan nhém thir nghiém (n=18) va nhém déi chirng (n=14).

Nhém d6i chimg (n=14)
Multiplex real-time PCR

Nhom thir nghiém (n=18)
Multiplex real-time PCR

PCR-SS0 Ting cjng ~ PCR-SS0 Ting cjng
+ 6 0 6 + 40 14

0 12 12 - 0 0 0
Tongcong 6 12 18 Tongcong 14 0 14

Chu thich: +: dwong tinh v&i alen HLA-A*31:01 hoac/va HLA-B*15:02;
-: khéng mang 2 alen HLA-A*31:01 va HLA-B*15:02; 6 dac hiéu: 100%.
Tt ca nhitng truong hop c6 két qua sang loc duong tinh
voi alen HLA-B*15:02 va HLA-A*31:01 da dugc tu vin
vé nguy co di tmg do CBZ giy ra va chi dinh cac thudc
diéu tri thay thé & dang don diéu tri hodc két hop diéu tri.
Thubc thay thé & dang don diéu tri va két hop diéu tri bao
gém: Trileptal, Lamotrigine, Depakine, Levetiracetam va
Topamax. Vi cac bénh nhan c6 két qua sang loc gen 4m
tinh, sau khi quay lai tai kham dugc cac bac sy tu van va
tién hanh ké don diéu tri véi CBZ (Tegretol). Tt ca cac
bénh nhan déu dugc theo ddi, tham hoi tinh trang strc khoe,
céc truong hop bénh nhan c6 xuat hién di ing sau khi ding
thudc duoc yéu cau ding thude va tai kham.

Ty I¢ xuit hign SCAR 6 nhom thir nghiém sau khi dwoc
tw van diéu tri dung thuoc so sanh voi nhom doi chirng

Sau khi tién hanh ké don diéu tri dya trén cac két qua
chan doan 1am sang va sang loc gen, chiing t6i tiép tuc theo

doi su xuét hién di ung & cac bénh nhan nhém thir nghiém
néu co. Trong tong s6 13 trudng hop duong tinh voi cac
alen HLA-B*15:02 va HLA-A*31:01 dugc ké don diéu bang
thudc thay thé, co 1 bénh nhan xuat hién tinh trang di ing
v6i cac phan g trén da & thé nhe va 12 (92,3%) truong hop
dwong tinh con lai khong xuat hién di ing (hinh 3A). Cu thé,
bénh nhan nay sang loc mang alen HLA-B*15:02 dugc chi
dinh diéu tri bang Trileptal (Oxcarbazepine, 600 mg/ngay)
xudt hién man ngira tay, chan, bung, khong giy loét & ngay
diéu tri thir 24. 22 trudng hop am tinh v&i HLA-B*15:02 va
HLA-A*31:01 dugc diéu tri bing CBZ (Tegretol) khong ghi
nhan ca nao co biéu hién di tng (hinh 3B).

Bén canh xét nghiém gen trudce khi ké don, nghién ctru
cling tién hanh theo ddi di ung trén 30 mau bénh nhan ddi
ching da dugc ké don diéu tri véi CBZ va sang loc mang
cac alen HLA-A*31:01 va/hodac HLA-B*15:02. Trong do, c6
21 (70,0%) bénh nhan xut hién tinh trang di Gmg, bao gom
céc phan ung c6 hai trén da nhu xuat hién ban d6 va man
ngua ¢ mat, tay, bung hay toan than voi 16 truong hop bénh
nhan (53,3%). Dac biét, c6 6 truong hop bénh nhan (20,0%)
xuat hién tinh trang di ung la SCAR v6i hoi chung SIS &
5 bénh nhéan (16, 7%) va 1 bénh nhan xuat hién hoi chung
TEN. Ngoai ra, van xuét hién 9 (30,0%) bénh nhan duogc
diéu tri bang CBZ va duong tinh véi HLA-B*15:02 va/hodc
HLA-A*31:01 khong xuét hién di tng (hinh 3C).

Khi phan tich mdi lién hé ¢ 13 bénh nhan da sang loc
mang cac alen HLA-B*15:02 va/hoac HLA-A*31:01 trudc
khi ké don diéu tri bang thudc khac va 30 bénh nhan da didu
tri bang CBZ mang céc alen nay, ty sé chénh (OR) dugc tinh
toan co gia tri 1a 28 véi khoang tin cdy 95%CI: 3,15-248,78
(p=0,0028).

(A) mDjung (Khéngdigng  (B) gy ~ WDidng CKhangditng  (C) ® Céc phan (g c6 hai trén da
m Hdi chirng SIS/TEN
Khéng di 'ng
n=13 n=22
92.3%
100%

Pisu tri bdng thudc khac Diéu tri bdng CBZ

Digu tri bing CBZ- dwong tinh vé&i alen HLA-B*15:02/A*31:01

Hinh 3. Két qua theo déi di (’ng & cac bénh nhan tham gia trong nghién cteu. (A-B) Nhom thir nghiém. Céac bénh nhan duong tinh véi HLA-B*15:02 va/hoac
HLA-A*31:01 duoc didu tri bang cac thubc khac (A) va bénh nhan am tinh véi 2 alen nay dwoc diéu tri bdng CBZ (B); (C) Nhém ddi chirng. Cac bénh nhan déi

ching da diéu tri voi CBZ va dwong tinh véi HLA-B*15:02 va/hodc HLA-A*31:01.
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HLA-B*15:02 dugc nhidu nhom nghién ciru chimg minh 1a
co lién quan chat ché véi SIS/TEN do CBZ gay ra trong cac
quén thé thudc khu vuc Pong A va Dong Nam A nhu Pai Loan
(Trung Qudc), Thai Lan, Malaysia va ca Viét Nam [2, 4, 7-9].
Mo lién quan giita su c6 mit cta alen HLA-A*31:01 va SCAR
da duogc céc tac gia nhu T. Ozeki va cs (2011) [10] nghién ctru
trén quan thé nguoi Nhat Ban; M. Mccormack va cs (2011) [5]
nghién ctru trén quan thé nguoi chau Au; X. Wu va cs (2010)
[9] nghién ctru trén quan thé ngudi Han. Tai Viét Nam, Minh
Duc Do va cs (2020) [11] khi nghién ciru vé da hinh gen HLA
& toc nguoi Kinh da phat hién thdy tan sudt xut hién cao cua
HLA-B*15:02 (11,88%), HLA-A*31:01 (1,5%) va nhu vy tiém
an nguy co di tmg thudc CBZ kha cao dbi v6i bénh nhan dong
kinh Viét Nam. Trong mdt nghién ctru khac vé méi lién quan
gitta tinh trang di ing CBZ va da hinh HLA cua nguoi Viét
Nam, Dinh Van Nguyen va cs (2015) [4] (thuc hién chu yéu tai
Uc va lay mau trén 38 bénh nhéan diéu trj CBZ tai Bénh vién
Bach Mai) di chi ra cac truong hop SCAR bao gdm 52,6%
SIS, 18,4% TEN, 21,1% cac hdi chung chf")ng chéo va 7,9%
bénh nhan DRESS. Trong d6, 34/38 bénh nhan SCAR do CBZ
c6 HLA-B*15:02 (89,47%) va c¢6 mdi lién quan chit ch& gilta
HLA-B*15:02 va hoi chung SJIS/TEN véi OR: 33,78, 95%Cl:
7,55-151,03 (p<0,0001). Nghién ctru ndy la nghién ctru dau tién
thuc hién tai Viét Nam cong bd danh gia hiéu qua cuia sang loc
2 alen HLA-A*31:01 va HLA-B*15:02 truéc khi ké don diéu
tri CBZ cho bénh nhan dong kinh. Tuy c¢& mau (35 bénh nhan
nhom thir nghiém) con nho, nghién ciru bude dau ghi nhan 13
bénh nhan mang alen HLA-A*31:01 va HLA-B*15:02 (10 bénh
duong tinh HLA-B*15:02,2 bénh nhan HLA-A*31:01 va 1 bénh
nhan duong tinh véi ca 2 alen HLA-A*31:01 va HLA-B*15:02).
Trong s6 13 truong hop duong tinh mang gen HLA-A*31:01,
HLA-B*15:02 (37,14%), bénh nhan da dugc diéu tri bang thudc
thay thé nhu: Trileptal, Lamotrigine, Depakine, Levetiracetam,
Topamax va dugc theo ddi trong 2 thang. Duy nhit c6 1 truong
hop mang alen HLA-B*15:02 xuét hién triéu chiing nhe khi
diéu tri bang Trileptal (Oxcarbazepine). Oxcarbazepine la thude
chong dong kinh ¢6 cau trac vong thom tuong ty nhu CBZ,
nhung dugc bao cdo 1a co it tac dung phu hon so véi CBZ [12].
Viéc xuit hién bénh nhan di ung thude Trileptal cho théy can
¢6 nhiéu nghién ctru danh gia nguy co di tng loai thudc nay
& cac bénh nhan diéu tri dong kinh. Két qua c6 22 bénh nhan
am tinh voi 2 alen HLA-B*15:02 va HLA-A*31:01 duoc lua
chon diéu trj CBZ (Tegretol) khong ghi nhan hién tuong di tmg
thudc cho thiy tinh chinh xac va hiéu qua cua viée sang loc 2
alen nay trong tw van diéu tri thuc cho bénh nhan. Két hop
cung két qua theo ddi di Gmg trén 30 miu ddi chimg diéu tri
bang CBZ mang céc alen HLA-A*31:01 va/hoic HLA-B*15:02
voi OR: 28, 95%CI: 3,15-248,78 (p=0,0028) da giup giam va
phong ngira cac truong hop di img khi diéu tri bing CBZ, dic
biét 1a cac SCAR nhu hoi chimg SJIS/TEN. Viée sang loc alen
HLA-A*31:01 va HLA-B*15:02 1a cac ddu chuén sinh hoc gitip
bénh nhan giam chi phi diéu tri khi dugc ké don CBZ ¢6 gia ré
hon so vdi cac thude khac ma khong bi di ing thudc.
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Két quanghién ctru da cho théy duoc gid tri cua viée sang loc
cac bénh nhan mang céc alen HLA-B*15:02 va HLA-A*31:01
truée khi diéu tri bang CBZ dem lai hiéu qua giup giam nguy
co di tmg xudng 28 1an (95%, CI: 3,15-248,78, p=0,0028), chi
¢6 1/13 ca bi phan ing c6 hai nhe trén da, dac biét 1a khong Xuét
hién cac phan ung nang nhu hoi chung SJIS-TEN. Viéc sang loc
2 alen nay bang ky thudt multiplex real-time PCR ¢6 do dac
hiéu cao, chi phi thap va thoi gian ngén s& gitip cho viéc tu van
diéu tri nhanh chong, hiéu qua va giam nguy co di ing thude
CBZ. Nghién ciru can duge mé rong véi ¢d mau 16n hon trong
twong lai dé dua ra nhimg khuyén céo phit hop cho tu vén diéu
tri thudc dong kinh & nguoi Viét Nam.
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