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DI 'NG CARBAMAZEPINE VA MOI LIEN QUAN VO1 SU CO MAT CUA
ALLELE HLA-B*15:02 VA HLA-A*31:01 TAI BENH VIEN TAM ANH

Nguyén Poan Thuy', Nguyén Vin Li¢u!, Nguyén Thi Van Anh2, Chu Viin Son?

TOM TAT

Muc tiéu: Danh gid mdi lién quan gilra di Ung
Carbamazepine va su c0 mat cua allele HLA-B*15:02 va
HLA-A*31:01 tai bénh vién Tam Anh. Déi tugng va
phuong phap: Nghién clu bénh chiing dugc thuc
hién tren 54 bénh nhan sur dung Carbamazeplne tai
bénh vién Tam Anh, trong dd 26 bénh nhan ¢ biéu
hién di ung, 28 benh nhan nhom chl.rng khong di Uing.
Két qua: Tim thdy mdi lién quan gita di (ng
Carbamazepine va HLA-B*15:02 véGi OR = 4.00 (95%CI
1.28-12.49, p = 0.017). Cac bénh nhan SIS trong
nghién clru déu mang HLA-B*15:02. Khong tim thdy
moi lién quan gilta di Utng Carbamazepine va HLA-
A*31:01 véGi OR = 0.69 (95%CI 0.11-4.53, p = 0.703).

T khoa: Di (rng, Carbamazepine, HLA-B*15:02,
HLA-A*31:01

SUMMARY
CARBAMAZEPINE ALLERGY AND ITS
ASSOCIATION WITH THE PRESENCE OF

HLA-B*15:02 AND HLA-A*31:01 ALLELES

IN TAM ANH HOSPITAL

Objective: To evaluate the relationship between
Carbamazepine allergy and the presence of HLA-
B*15:02 and HLA-A*31:01 alleles in Tam Anh hospital.
Subjects and methods: Case-control study
conducted in 26 patients allergic with Carbamazepine
and 28 patients in control group. Results: A
statistically significant association was found between
Carbamazepine allergy and HLA-B*15:02 with OR =
4.00 (95%CI 2.28-12.49, p = 0.017). All patients
dianosed with Carbamazepine-induced SJS carried
HLA-B*15:02. No association was found between
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Carbamazepine allergy and HLA-A*31:01 with OR =
0.69 (95%CI 0.11-4.53, p = 0.703).

Keywords: Allergy, Carbamazepine, HLA-B*15:02,
HLA-A*31:01
I. DAT VAN PE

Dong kinh va dau day than kinh V la cac bénh
li kha thudng gap cua chuyén khoa Than kinh.
Carbamazepine la thu6c dugc chi dinh hang dau
trong cac bénh li trén cling nhu trong mot s6
bénh Ii khac, tuy nhién di &'ng Carbamazepine
hay gdp trén Idam sang. Di (tng Carbamazepine cé
thé xay ra & khoang 10% bénh nhan, trong dé
dai da s6 co bi€u hién trén da. Trong nhiéu
trudng hap, bénh nhan ¢ cac bi€u hién di Ung
nang sau khi s dung Carbamazepine v@i nguy
G tU vong cao, nhu hdi chiing Stevens-Johnson
(S3S), hoai tr thugng bi nhiém doc (TEN) va hoi
chiing phan (ng thubc véi tang bach cau ai toan
va triéu chirng toan than (DRESS).

Su' c6 mat clia mot sO allele HLA nhat dinh
lam tdng cao nguy cd xudt hién di (ng khi st
dung Carbamazepine. HLA-B*15:02 la allele dugc
tim thdy dau tién va dugc nghién clru nhiéu nhat
vé moi liéen quan cla nd véi di Ung
Carbamazepine. Nhiéu nghién clu trén nhiéu
quan thé ngudi khac nhau da cho thdy méi lién
quan gilta su’ c6 mat cla HLA-B*15:02 va di 'ng
Carbamazepine [1-4]. Ngoai ra, mét s6 allele
khac cling dugdc cho la c6 mai lién quan dén di
Ung Carbamazepine, vi du HLA-A*31:01 [5-6],
HLA-B*15:11, HLA-B*15:21.

D3 cb6 nhiéu khuyén cdo khac nhau vé viéc
can xét nghiém cac allele nay trudc khi sir dung
Carbamazepine dé€ giam thi€u nguy cd di tng. Vi
vdy, ching t6i da tién hanh nghién clu bénh
chirng tai Bénh vién da khoa Tam Anh nham
danh gid@ mdi lién quan gilta di Ung
Carbamazepine va su cd mat cua allele HLA-
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B*15:02 va HLA-A*31:01 va hudng tdi xét nghiém
thudng quy cac allele nay trong tuong lai.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pai tugng nghién clru

2.1.1. Tiéu chuan luva chon déi tugng
tham gia nghién ciru:

+ Bénh nhan di ('ng: bénh nhan cé biéu hién
di Ung véi Carbamazepine trong vong 3 thang
sau khi bat dau st dung thudc.

+ Nhém chng: bénh nhan khdng cd biéu
hién di i’ng v8i Carbamazepine sau 3 thang st
dung thudc.

2.1.2. Tiéu chuén loai trvr

+ Bénh nhan cé tinh trang di ing trén lam
sang trudc khai dau dung thudc.

+ Bénh nhan s dung cac thubc cé nguy ca di
Ung cao khac trong vong 3 thang dau sir dung
Carbamazepine.

2.2. Phuong phap nghién ciru

2.2.1. Thiét k& nghién clu. Nghién ctu
bénh chiing

2.2.2. Dia diém nghién ciru. Nghién clu
dugc thuc hién tai khoa Than kinh - Dot quy va
phong kham Than kinh, Bv da khoa Tam Anh.

Xét nghiém gen xac dinh su c6 mat allele
HLA-B*15:02 va HLA-A*31:01 dugc thuc hién tai
Phong Thi nghiém trong diém Cong nghé
Enzyme va Protein thudc Trudng Pai hoc Khoa
hoc Ty nhién.

2.2.3. Thai gian nghién ciru.
06/2021 dén thang 05/2022 . 3

2.2.4. Phuong phap chon mau. Chon mau
thuan tién.

Il. KET QUA NGHIEN cUU

3.1. Pac diém chung cia ddi tuong
nghién ctu

Bang 1: Pac diém chung cia déi tuong
nghién cau

Thang

Nhém di i'rng |Nhém chirng

Pac diem (n=26) (n=28)
Tuoi 29.62 £ 16.07 |29.61 £+ 13.78
Gidi (nam/ni) 6/20 14/14
Li do str dung thudc
Dong kinh 19 24
DPau day V 5 3
Khac 2 1
Tién str di U'ng 2 0

Nhén xét: D6 tudi trung binh cta 2 nhém Ia
tugng ducng nhau. Ti 1€ nam/nit 8 nhém ching
la can bang nhau trong khi d6 & nhém di (ing s6
bénh nhan nir gdp hon 3 [an s6 bénh nhan nam.
Da s6 bénh nhan dugc sir dung Carbamazepine
dé diéu tri Pdng kinh. O nhdm chitng khéng c6

bénh nhan nao cé tién st di i'ng; & nhom di Ung,
2 bénh nhan da tirng co tién sir di ing trudc do.
3.2. Dic diém 1am sang cta bénh nhén
di i'ng Carbamazepine
Bang 3: Biéu hién cua cdc bénh nhan dj
irng Carbamazepine

Dic diém Nh?:; 2!6‘)"“9
Thdi gian xuat hién di Ung(ngay)|18.46 + 22.35
Phan loai
HOi chiring Stevens-Johnson 3(11.5%)
Di i'ng nhe 23 (88.5%)
Triéu chiing
St 3 (11.5%)
San do 15
Ban xuat huyét 2
May day 6
Bong nudc 3
Loét miéng hong 3(11.5%)
Can lam sang
Tang men gan 3(11.5%)

Nhan xét: Trung binh di U'ng thudng gap &
tudn th 3 k& tr khi st dung thudc, vi vy can
theo ddi bi€u hién di (g trong thdi gian dai. Mot
s6 bénh nhan xuat hién di ’ng sau 3 thang st
dung thudc. Di ('ng Carbamazepine thung gap
trén lam sang nén cac bac si thudng khuyén cao
bénh nhan nglmng thudc ngay khi cd biéu hién di
Ung dau tién, do vay da s6 bénh nhan trong
nghién cftu ctia ching t6i chi c6 biéu hién di ('ng
nhe. Chi ¢ 3 bénh nhan mac hdi chling Stevens-
Johnson Vdi cac biu hién sét, bong nudc trén
da, loét niém mac miéng hong va tang men gan.

3.3. Madi lién quan giira su' c6 mat cda
cac allele HLA-B*15:02 va HLA-A*31:01 va
di ’ng Carbamazepine

Bang 4 Di irng Carbamazepine va HLA-
B*15:02

Di | Khong OR(95%
Ung | di i’'ng P CI)
HLA-B*15:02 16 8
dugng tinh 4.00
HLA-B*15:02 0.017| (1.28-
amtinh | 10 | 20 12.49)
Tong 26 28

Nhan xét: Ti |é mang HLA-B*15:02 & nhém
di U'ng la 61.5%, & nhdm khong di ing la 28.6%.
Co6 mai lién quan co y nghia thong ké gilra su co
mat cta HLA-B*15:02 va di ing Carbamazepine
vGi OR = 4.00, 95%CI 1.28-12.49, p = 0.017.

Trong nghién ctu c6 3 bénh nhan dugc chan
doan Stevens-Johnson. Ca 3 bénh nhan nay déu
mang HLA-B*15:02.
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Bang 5. Di irng Carbamazepine va HLA-
A*31:01

. Khong OR
DiUng| 4irng| P |(95%cCI)
HLA-
A*31:01 2 3
duong tinh 0.69
HLA- 0.703 | (0.11-
A*31:01 24 25 4.53)
am tinh
Tong 26 28

Nhan xét: Ti 1é mang HLA-A*31:01 & nhém
di ing la 7.7%, & nhdm chidng la 10.7%. Khong
tim thay maGi lién quan c6 y nghia thong ké gitra
s¥ c6 mat cla HLA-A*31:01 va di (ng
Carbamazepine, véi OR = 0.69, 95%CI 0.11-
4.53, p = 0.703.

IV. BAN LUAN

HLA-B*15:02 da dugc tim thdy trong nhiéu
nghién cltu khac nhau la cd lién quan dén phan
Ung di Ung véi Carbamazepine. Trong nghién
ctu cua chung t6i, & nhdm bénh nhan di ting, 16
bénh nhan (61,5%) trong tdng s6 26 bénh nhan
mang HLA-B*15:02. Ti Ié nay & nhdm ching la
28,6% (8 bénh nhan). Ching t6i thay c6 mdi lién
quan ¢ y nghia théng ké gilta di (ng
Carbamazepine véi su' c& mat cua HLA-B*15:02,
v6i OR = 4.00 (95%CI: 1.28-12.49). K&t qua nay
phU hgp vGi cac nghién cttu khac trén thé gidi.
Tuy nhién so v@i cac nghién cu trudc day trén
thé gidi, con s6 OR cla ching toi thap hon.
Nghién clfu ctia Hung va cong su’ nam 2006 trén
256 bénh nhan thudc quan thé ngudi Han tim
thdy mdi lién quan gilta HLA-B*15:02 va
Stevens-Johnson/hoai t&r thugng bi nhiem doc
vdi ti suat chénh (OR) 1357 [1]. Nghién cltu clia
Wu va cong su ndm 2010 trén 121 bénh nhan
cling tim ra mai lién quan vdi ti suat chénh 184
[2]. Nghién ctu ctia Locharernkul trén quan thé
ngusi Thai cho thdy mdi lién quan gilra HLA-
B*15:02 va Stevens-Johnson vdi ti sudt chénh
25,5 [3]. Trén ngudi Malaysia, nghién cltu cla
Khor va cong su cho thdy mdi lién quan gilra
allele nay va Stevens-Johnson/hoai ti thugng bi
nhiém déc véi ti suat chénh 26,6 [4].

Trong cac nghién cllu k& trén, chi yéu tim
mdéi lién quan gilta hdi ching Steven-Johnson/
hoai tir thugng bi nhiém ddc (SIS/TEN) va HLA-
B*15:02. Néu tinh riéng Stevens-Johnson, trong
nghién cllu clia ching toi, chi c6 3 bénh nhan
dugc chan doan Stevens-Johnson, con lai la cac
bénh nhan di ing 8 mdc do nhe hon. Ca 3 bénh
nhan nay déu mang HLA-B*15:02.
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HLA-B*15:02 13 mét allele phd bién & quén
thé ngudi Viét Nam, vdi ti Ié mang allele nay vao
khoang 15 dén 30% tuy nghién ciu. V3i viéc tat
cad cac bénh nhan dugc chan doadn SJS trong
nghién clu cua chdng t6i déu mang HLA-
B*15:02, ciing nhu nhiéu nghién ctu trén thé
gidi da cho thay mai lién quan gilta HLA-B*15:02
vGi di ing Carbamazepine noi chung va vdi hoi
chirng Stevens-Johnson do Carbamazepine noi
riéng, ching tdi cho rang nén ti€n hanh xét
nghiém thudng quy HLA-B*15:02 trén bénh
nhén cé chi dinh sir dung Carbamazepine dé
giam thiéu nguy cd di (ng. Khuyén cdo nay cling
da dugc FDA dua ra trén huéng dan st dung
Carbamazepine.

MGi lién quan gilta HLA-A*31:01 va di Ung
Carbamazepine chu yéu dugc nghién clru trén
cac quén thé ngudi chau Au, Nhét. Trén quan
thé ngudi chdu Au, mét nghién clru phén tich
gop dugc thuc hién trén 145 bénh nhan c6 phan
(fng da va 257 bénh nhan nhém ching vao nam
2011 bgi Mark McCormack va cong su da cho
thdy mai lién quan gilra allele nay va phan (ng
da do Carbamazepin, Vi ti sudt chénh bang
12,41 dGi vé&i hoi chirng phan ng thudc véi tang
bach cau ai toan va cac triéu chiing toan than
(DRESS), va 25,93 d6i véi dat san ngoai da
(MPE). Nghién ctu trén quan thé ngudi Nhat Ban
cla Ozeki va cong su ciing cho thady méi lién hé
gilta HLA-A*31:01 véi phan Ung da do
Carbamazepine vdi ti sudt chénh béng 10,8.

O nghién cltu cla chung t6i, khong tim thay
mdi lién quan gilta HLA-A*31:01 va di ung
Carbamazepine (OR 0.69, 95%CI 0.11-4.53). O
Viét Nam, s6 ngudi mang HLA-A*31:01 khbng
nhiéu, ti 1&é vao khoang 2 dén 3% tuy nghién
clru. Trong nghién clu cua chung toi ti 1€ nay
cao han nhung van & muc thap, ti Ié mang HLA-
A*31:01 & nhédm di Ung 1a 7.7% (2 bénh nhan),
nhom khéng di ing la 10.7% (3 bénh nhan). Do
vady, can cé cac nghién clfu véi ¢ mau I6n hon
dé kiém tra lai vai trd cia HLA-A*31:01 vdi di
ing Carbamazepine trudc khi ti€n hanh xét
nghiém thuGng quy allele nay.

Trong nghién clru cta ching téi, cé mét diém
dang chu y khac la su’ khac biét vi ti 1€ gidi tinh &
nhém bénh nhan di Gng Carbamazepine. SO
bénh nhan nir gap 3.33 lan so va&i s6 bénh nhan
nam (20 so vdi 6). MGt s6 nghién ciu cling cho
thay ti Ié gap di ing Carbamazepine & bénh nhan
n{r cling cao han so v&i bénh nhan nam [7].

V. KET LUAN VA KHUYEN NGHI
- Tim thay mai lién quan cé y nghia thong ké
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gilta HLA-B*15:02 va di 'ng Carbamazepine. Cac
bénh nhan di ing nang trong nghién clru déu
mang HLA-B*15:02. Nén ti€n hanh xét nghiém
thudng quy HLA-B*15:02 dé giam thi€u nguy co
di Ung.

- Khong tim thay mai lién quan cé y nghia
thong ké gilta HL-A*31:01 va di U(ng
Carbamazepine.

- Di i'ng gap nhiéu han & bénh nhan nir so
vGi bénh nhan nam.
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BU'O'C PAU NGHIEN CU'U SU THAY POI NONG PO AMH TREN
BENH NHAN U NGUYEN BAO NUOI CO BAO TON TU’ CUNG PIEU TRI
METHOTREXAT TAI BENH VIEN PHU SAN HA NOI

Ping Hong Hai*, P6 Tuin Pat*, Nguyén Duy Hung*

TOM TAT

Muc tiéu: Su thay ddi ndng do AMH trén bénh
nhan u nguyén bao nudi c6 bao ton tur cung diéu tri
Methotrexat tai Bénh vién Phu san Ha Ni. Phuang
phap nghién ciru: Ngh|en clfu mo ta tién clu trén
24 bénh nhan dugc chan doan u nguyén bao nudi cd
bao ton tr cung diéu tri don tri liéu Methotrexat tai
Bénh vién Phu san Ha NGi tir thang 08/2021 dén thang
04/2022. Két qua: Tudi trung b|nh cla doi tugng
nghién cltu 1a26,7 +4,93. T4t ca cac bénh nhan déu c6
diém FIGO < 4 va derc diéu tri béng _phac d6 MTX.
NOong d6 AMH cg ban tai thdi dlem chan doan la 3,1
+1,57 ng/ml. Nong d6 AMH glam sau moi dgt diéu tr|
va co su khac biét dang ké gitra AMH sau mdi dgt diéu
tri hod chat. Mrc do giam AMH sau 3 dot diéu tri [an
luot 13 (47,4+24,98; 65,9+26,75 va 72, 5427, 10). Két
luan: Nong do AMH tai thdi ‘diém chan dodn c6 méi
tucng quan nghlch chét ché véi tubi clia bénh nhan.
N6ng d6 AMH giam nhanh va giam manh sau khi diéu
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tri hoa chat.
Tur khoa: u nguyén bao nudi, AMH, Methotrexat.

SUMMARY

EVALUATING SERUM ANTI-MULLERIAN
HORMONE LEVELS IN GESTATIONAL
TROPOBLASTIC NEOPLASIA PATIENTS
TREATED WITH METHOTREXATE REGIMEN
AND UTERINE PRESERVATION AT HANOI

OBSTETRICS AND GYNECOLOGY HOSPITAL

Objectives: Evaluating serum anti-Mullerian
hormone (AMH) levels in patients with gestational
trophoblastic neoplasia (GTN) treated with
Methotrexate (MTX) regimen and preservation at
Hanoi  Obstetrics and  Gynecology  Hospital.
Methods:This prospective study included 24 patients
with GTN from August 2021 to April 2022. Results:
The mean age was 26,7 +£4,93. 100% cases with FIGO
scores < 4 were treated MTX. The mean basal AMH
level was 3,1 £1,57ng/mL. The serum AMH levels
decreased significantly after each chemotherapy cycle.
The magnitude of the AMH level decline after 1st, 2
and 3 were 47,4+24,98; 65,9+26,75 va 72,5+27,
respectively. Conclusion: The basal AMH level at
diagnosis had a significant correlation with patient
age. The serum AMH level decreased after each
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