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PAC PIEM KIEU GEN HLA O’ NGU'O'I CHO TE BAO GOC TAO MAU
TAI BENH VIEN NHI TRUNG UONG

TOM TAT

Pat van dé: Gen HLA (khang nguyen bach cau
ngudi) nam trén nhanh ngan nhiém sic thé sb 6, dugc
chia thanh 3 16p véi cac locus gen khac nhau. V|ec Xac
dinh kiéu gen HLA la rat can thiét trong ghep, dic blet
la trong ghép t& bao goc tao mau. Dm tugng va
phuang phap: Nghién clru cdt ngang Xac d!nh ty 1€
cac allele HLA-A, HLA-B, HLA- C va HLA- DRB1 trén 138
ngugdi cho té bao goc tao mau tai Bénh vién Nhi Trung
uong tor ndm 2010 - 2020. Kiéu gen HLA dugc xac
dinh b&ng phudng phap PCR-SSP st dung bd Kit Micro
SSP™ Generic HLA Class I va II DNA Typing Tray (One
Lambda). K&t qua: DaGi véi locus HLA-A xac dinh dugc
14 allele, trong do6 cac allele co ty 1€ cao nhat la A*11
(23,55%), A*02 (21,74%), A*33 (17,39%) va A*24
(13,04%). Locus HLA-B cé 26 allele, trong dé cac
allele cé ty & cao nhat la B*15 (22,83%), B*58
(11,23%), B*46 (10,87%) va B*07 (7,61%). Locus
HLA-C c6 9 allele, trong dd cac allele co ty 1€ cao nhat
la C*03 (19,93%), C*07 (18,84%), C*01 (16,30%) va
C*08 (15,22%). Locus HLA-DRB1 c¢ 14 allele, trong
dd cac allele co ty 1€ cao nhat 1a DRB1*12 (22,83%),
DRB1*04 (11,23%), DRB1*03 (10,87%) va DRB1*15
(9,06%). C6 2176 haplotype t8 hgp tir 4 locus HLA-A,
HLA-B, HLA-C va HLA-DRB1, trong d6 cac haplotype cd
ty 1é cao nhat la A*02/B*46/C*01/DRBl*09 (1,19%),
A*33/B*58/C*03/DRB1*03 (0,97%), A*11/B*15/C*08/
DRB1*12 (0,87%) va A*11/B*15/C*01/DRB1*12 (0,55%).

Tu khoa: HLA allele, HLA haplotype, Ghép t€ bao
goc tao mau, Bénh vién Nhi Trung ucng
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SUMMARY
CHARACTERISTICS OF HLA GENOTYPE IN
HEMATOPOIETIC STEM CELL DONORS AT

VIETNAM NATIONAL CHILDREN'S HOSPITAL

Background: HLA (Human Leukocyte Antigen)
gene is located on chromosome 6's short arm, devided
in three classes and including several loci. The
determination of HLA genotype is necessary in
transplantation, especially in hematopoietic stem cell
transplantation. Subjects and Methods: A cross-
sectional study to determine the frequency of HLA-A,
HLA-B, and HLA-DRB1 alleles of 138 hematopoietic
stem cell dornors at Vietnam National Children’s
Hospital from the year 2010 - 2020. The HLA
genotyping was performed by PCR-SSP method using
Micro SSP™ Generic HLA Class I and II DNA Typing
Tray kit (One Lambda). Results: 14 alleles of HLA-A
locus are determined in which the highest frequency
alleles are A*11 (23.55%), A*02 (21.74%), A*33
(17.39%) and A*24 (13.04%). 26 allele of HLA-B locus
are determined, in which the highest frequency alleles
are B*15 (22,83%), B*58 (11,23%), B*46 (10,87%)
and B*07 (7,61%). 9 allele of HLA-C locus are
determined, in which the highest frequency alleles are
C*03 (19,93%), C*07 (18,84%), C*01 (16,30%) and
C*08 (15,22%). 14 allele of HLA-DRB1 are determined
in which the highest frequency alleles are DRB1*12
(22,83%), DRB1*04 (11,23%), DRB1*03 (10,87%)
and DRB1*15 (9,06%). There are 2176 haplotypes
combined from 4 loci HLA-A, HLA-B, HLA-C, and HLA-
DRB1, in which the highest frequency haplotypes are

A*02/B*46/C*01/DRB1*09 (1.19%),
A*33/B*58/C*03/DRB1*03 (0.97%),
A*11/B*15/C*08/DRB1*12 (0.87%), and
A*11/B*15/C*01/DRB1*12 (0.55%).
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Hematopoietic Stem Cell Transplantation, Vietnam
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I. DAT VAN DE

Phitc hgp hoa hdp mé chd yéu (Major
Histocompatibility Complex - MHC) lan dau tién
dugc dé cap dén vao dau nhitng nam 1990. Dén
nam 1958 chdng dugc phat hién & ngudi va goi
la khang nguyén bach cau nguGi (Human
Leukocyte Antigen - HLA). Cum gen HLA ndm
trén nhanh ngdn cta nhiém sic thé s& 6, ma hda
cac protein HLA va dugc chia thanh 3 I6p: HLA
I6p I, I16p 1II va I6p III. Vai tro cla ching ban dau
dugc biét dén trong phan (ng thai ghép. Sau
nay, chlic nang quan trong cia HLA trong hé
thong mién da dugc ching minh: HLA I8p I, bao
gom HLA-A, HLA-B va HLA-C, trinh dién khang
nguyén noi sinh cho cac té€ bao lympho TCDS;
HLA I3p II, bao gom HLA-DR, HLA-DP, HLA-DQ,
trinh dién khang nguyén ngoai sinh cho té bao
TCD4, HLA 13p III ma hda cho mét s6 protein bd
thé va cac cytokine. Ngoai ra, HLA ciing déng
mot vai tro quan trong trong mot s6 linh vuc
khac nhu xac dinh quan hé huyét thong, nhan
dang trong phap vy, lién quan dén bénh tat va
cac ddc diém cta quéan thé.!

Nhu cau ghép té€ bao goc tao mau (HSCT)
ngay cang tang cao. Nguén té bao gdoc tao mau
tot nhat la t&r ngugi cho cd quan hé huyét thong
do kha nang phu hgp HLA cao va it bi€én chiing
manh ghép chdng chu. Tuy nhién hién nay viéc
tim dugc ngudi cho té bao gbc cung huyét théng
cling rat kho khan do s6 lugng anh chi em rudt
cla bénh nhan khoéng nhiéu. Vi vay tim ngudi
cho té& bao gbc khong cung huyét thong dan tré
nén phd bién hon. B3 c6 nhiéu nghién clu trén

Bang 1. Ty Ié cac loai allele HLA-A

thé€ gigi vé cac allele va haplotype gen HLA &
nhirng ngu@i cho t€ bao gdc tao mau.? Tuy
nhién, chua cé nhiéu nghién ctu vé linh vuc nay
G Viét Nam. Vi vay, ching toi thuc hién nghién
clru nay nham muc tiéu: “Xac dinh ty 1& cac allele
va haplotype gen HLA & nhitng ngugi cho té bao
gbc tao mau tai Bénh vién Nhi Trung udng tu
nam 2010 dén nam 2020".

I1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng va thiét ké nghién ciru.
Nghién c(tu cat ngang trén 138 ngudi cho té bao
goc tao mau t& nam 2010 dén 2020 tai Bénh
vién Nhi Trung uang. Viéc xac dinh ki€u gen HLA
cla doi tugng nghién clru (vGi 4 locus HLA-A,
HLA-B, HLA-C, HLA-DRB1) dudc thuc hién bang
phuong phap PCR-SSP st dung bd Kit Micro
SSP™ Generic HLA Class I va II DNA Typing Tray
(One Lambda).

2.2. Phan tich thong ké. D liéu cac allele
va haplotype HLA dugc thong ké va phan tich
bang phan mém Microsoft Excel 2016 va phan
mém thong ké Y hoc Stata 14.

2.3. Pao dirc nghién ciru. Cac thong tin ca
nhan cta déi tugng tham gia nghién clru dugc ma
héa va gilt bi mat. SO liéu chi phuc vu muc dich
nghién cru, khong phuc vu muc dich nao khac.

Il. KET QUA NGHIEN cU'U

3.1. Pic diém ty Ié cac allele HLA. Cac
allele HLA cua 4 locus (HLA-A, HLA-B, HLA-C va
HLA-DRB1) da dugc phan tich ¢ tat ca 138 ngudi
cho té€ bao gdc, vai 276 allele cho mai locus.

Allele N % Allele N %

A*11 65 23,55 A*31 10 3,62
A*02 60 21,74 A*30 8 2,90
A*33 48 17,39 A*68 5 1,81
A*24 36 13,04 A*34 3 1,09
A*29 13 4,71 A*25 3 1,09
A*26 12 4,35 A*03 1 0,36
A*01 11 3,99 A*58 1 0,36

Nhan xét: Co 14 loai allele clia HLA-A dudgc phat hién, trong do cac allele cé ty 1€ cao nhat la:
A*11 (23,55%), A*02 (21,74%), A*33 (17,39%) va A*24 (13,04%).

Bang 2. Ty Ié cac loai allele HLA-B

Allele N % Allele N %
B*15 63 22,83 B*37 5 1,81
B*58 31 11,23 B*18 5 1,81
B*46 30 10,87 B*13 4 1,45
B*07 21 7,61 B*56 3 1,09
B*51 16 5,80 B*27 2 0,72
B*38 14 5,07 B*48 2 0,72
B*13 13 4,71 B*52 2 0,72
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B*40 13 4,71 B*14 1 0,36
B*44 12 4,35 B*08 1 0,36
B*54 9 3,26 B*49 1 0,36
B*35 9 3,26 B*50 1 0,36
B*57 8 2,90 B*39 1 0,36
B*55 8 2,90 B*01 1 0,36

Nhan xét: Co 26 loai allele cia HLA-B dugc phat hién, trong dé cac allele cé ty 1€ cao nhat la:

Bang 3. Ty Ié cac loai allele HLA-C

B*15 (22,83%), B*58 (11,23%), B*46 (10,86%) va B*07 (7,61%).

Allele n % Allele N %
C*03 55 19,93 C*04 22 7,97
C*07 52 18,84 C*06 19 6,88
C*01 45 16,30 C*14 9 3,26
C*08 42 15,22 C*12 8 2,90
C*15 24 8,70

Nhan xét: Co 9 loai allele cia HLA-C dugc phat hién, trong dé cac allele cé ty |1é cao nhat la:
C*03 (19,93%), C*07 (18,84%), C*04 (13,52%) va C*01 (16,30%).
Bang 4. Ty Ié cac loai allele HLA-DR

Allele n % Allele n %
DRB1*12 63 22,83 DRB1*11 14 5,07
DRB1*04 31 11,23 DRB1*10 12 4,35
DRB1*03 30 10,87 DRB1*13 8 2,90
DRB1*15 25 9,06 DRB1*08 7 2,54
DRB1*09 22 7,97 DRB1*16 3 1,09
DRB1*14 21 7,61 DRB1*01 1 0,36
DRB1*07 20 7,25 DRB1*05 1 0,36

Nhan xét: Co 14 loai allele cia HLA-DRB1 dudgc phat hién, trong d6 cac allele cé ty Ié cao nhat
Ia: DRB1*12 (22,83%), DRB1*04 (11,23%), DRB1*03 (10,87%) va DRB1*15 (9,06%).

3.2. Pic diém cac haplotype HLA

Cac haplotype két hgp tir 4 locus HLA (HLA-A, HLA-B, HLA-C va HLA-DRB1) dugc phan tich tur
138 ngugi cho té€ bao goc tao mau.

Bang 5. Cac loai haplotype HLA co ty Ié cao nhat

Haplotype n % Haplotype n %
A*02/B*46/C*01/DRB1*09 26 | 1,19 A*33/B*15/C*03/DRB1*03 6 0,28
A*33/B*58/C*03/DRB1*03 21 | 0,97 A*33/B*15/C*03/DRB1*12 6 0,28
A*11/B*15/C*08/DRB1*12 19 | 0,87 A*33/B*58/C*08/DRB1*03 6 0,28
A*11/B*15/C*01/DRB1*12 12 | 0,55 A*02/B*46/C*01/DRB1*14 6 0,28
A*11/B*15/C*03/DRB1*12 11 | 0,51 A*02/B*15/C*08/DRB1*15 6 0,28
A*33/B*44/C*07/DRB1*07 11 | 0,51 A*24/B*58/C*03/DRB1*03 6 0,28
A*02/B*15/C*08/DRB1*12 10 | 046 A*29/B*15/C*08/DRB1*12 6 0,28
A*02/B*46/C*01/DRB1*12 10 | 046 A*11/B*58/C*03/DRB1*13 6 0,28
A*24/B*15/C*08/DRB1*12 9 0,41 A*11/B*15/C*08/DRB1*08 6 0,28
A*11/B*15/C*03/DRB1*03 8 0,37 A*33/B*58/C*03/DRB1*13 6 0,28
A*11/B*58/C*03/DRB1*03 8 0,37 A*02/B*15/C*04/DRB1*15 6 0,28
A*11/B*46/C*01/DRB1*12 8 0,37 A*11/B*15/C*08/DRB1*13 6 0,28
A*11/B*46/C*01/DRB1*09 8 0,37 A*11/B*15/C*04/DRB1*12 6 0,28
A*33/B*58/C*03/DRB1*12 7 0,32 A*01/B*57/C*06/DRB1*07 6 0,28
A*11/B*15/C*08/DRB1*04 7 0,32 A*24/B*15/C*03/DRB1*03 6 0,28
A*29/B*07/C*15/DRB1*10 7 0,32 A*24/B*15/C*03/DRB1*12 6 0,28
A*11/B*54/C*01/DRB1*12 7 0,32 A*33/B*15/C*08/DRB1*03 5 0,23
A*11/B*15/C*07/DRB1*12 7 0,32 A*33/B*15/C*08/DRB1*12 5 0,23
A*02/B*15/C*01/DRB1*12 7 0,32 A*02/B*13/C*03/DRB1*14 5 0,23
A*33/B*58/C*03/DRB1*07 7 0,32 A*02/B*46/C*01/DRB1*11 5 0,23
A*11/B*58/C*03/DRB1*12 6 0,28 A*11/B*46/C*01/DRB1*14 5 0,23
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Nhan xét: C6 2176 haplotype dugc phat
hién két hgp tir 4 locus HLA (HLA-A, HLA-B, HLA-
C va HLA-DRB1). Cac haplotype co ty |é cao nhat
la: A*02/B*46/C*01/DRB1*09 (1,19%); A*33/
B*58/C*03/DRB1*03 (0,97%); A*11/B*15/C*08/
DRB1*12 (0,87%) va A*11/B*15/C*01/DRB1*12
(0,55%).

IV. BAN LUAN

Pic diém ty 1é allele 6 locus HLA-A. Ddi
vGi locus HLA-A, loai allele phd bién nhét la A*11
chiém 23,55%, ti€p theo la A*02 (21,74%),
A*33 (17,39%) va A*24 (13 04%). Mot s
ngh|en cttu khac trén quan the ngerl Viét Nam
va cac quan thé ngudi Chau A khac cung dua ra
két qua tuong tu. Nam 2007, Tac gia B.K. Hoa
va cOng su nghién cltu trén 170 ngudi Kinh Viét
Nam thay A*11 chiém ty Ié cao nhat (22,9%).
Nghién cfu cta H.Q. Huy va cong su' nam 2000
trén 91 ngudi Kinh Viét Nam cling thay allele
A*11 co ty 1€ cao nhat (24,73%).3* Gan day mot
nghién clru vé HLA mau cudng ron cua tac gia
T.N. Que nam 2022 trén 3750 mau mau cudng
ron cla ngudi Kinh Viét Nam thay ty 1€ A*11 Ia
25%.> Tuy nhién, cd su khac biét r0 rang vdi
quan thé ngudi Phap; A*02 13 alelle phd bién
nhat.0 Hodc véi quan thé ngudi cho t& bao gbc &
Colombia thi allele c6 ty Ié cao nhat lai la A*24
(24,0%).> Day la mét trong nhitng déc diém cua
gen HLA d3c trung riéng cho tirng dan toc,
chung toc.

Pac diém ty Ié allele 6 locus HLA-B.
Locus nay cé s6 lugng allele da dang nhat trong
sO cac locus nghién cttu vdi 26 allele. Trong do
allele B*15 co ty 1€ cao nhat véi 22,83%. Allele
B*58 cd ty Ié cao th(r hai la 11,23%, ti€p dén la
B*46 vdi ty |1é 10,87% va B*07 co ty 1€ 7,61%.
Allele B*15 cling la allele phd bién nhat cla
ngudi Kinh Viét Nam trong mot s6 nghién clru.
Nghién cru ctia H.Q. Huy, B*15 c6 tan suat cao
nhat 1a 14,2% va B*07 cd tan suat cao th( hai
(9,3%). Ngudgc lai trong nghién cu clia chdng
t6i B*07 chi diing th(r 4 nhung B*58 cd ty |é rat
cao trong khi trong nghién clfu ctia H.Q. Huy
allele nay khong xuat hién.* B*38 trong nghién
cltu clia ching t6i co tan suat kha cao 6,5%
tuang tu nghién cltu cta T.N. Que (7,65%),
nhung nghién cdu cia H.Q. Huy co ty 1& thap
hon 13 2,7%.%5 & cac nhém dan toc khac, cd su
khac blet ré rét vé su phan bd cla locus gen
nay. O quan thé ngudi Phép, allele phd bién nhat
la B*07; & ngudi Hoa, allele cb ty |é cao nhat la
B*40 (14,5%); trong khi nghién clru clia chiing
t6i B*40 chi chi€ém 6,5%. Doi vGi nghién clru trén

nhom ngudi cho t€ bao gbc tao mau & Colombia
thi allele co ty I€ cao nhat la B*35.%6

Pac diém ty 1é allele ¢ locus HLA-C.
Trong nghién clu cia chdng tdi, 2 allele phd
bién hang dau cua locus HLA-C la C*03 va C*07
vdi ty 1€ lan lugt la 19,93% va 18,84%. Két qua
cla chung t6i phu hgp véi két qua nghién clu
ctia B.K. Hoa (2008) v4i ty 1& C*03 1a 18,0%, cac
allele phé bién tiép theo lai la C*01 va C*04 vdi
ty 18 [an Iugt 13 16,8% va 11,8%.3 K&t qua tuong
tu cling thu dugc & nghién ciu cia M.D. Do
(2020) trén 202 mau ngudi Kinh Viét Nam, C*03
cling la allele co6 ty |é cao nhat véGi 21,8%, ti€p
theo la C*01 véi 13,37% va C*04 véi 12,88%.7
Cling giéng nhu HLA-A va HLA-B, cac quan thé
khac trén thé gigi cac allele HLA-C cé ty lé cao
nhat cling khac nhau. Allele C¥06 dugc tim thay
phd bién nhat & ngudi A Rap Saudi, vdi ty lé
22,1% trong nghién clfu clia Hajeer va cong su. 8
Trong quan thé ngudi cho t& bao gbc & Colombia
thi allele HLA-C ty |é cao nhat la C*04.°

Pac diém ty lé allele 6 locus HLA-DRB1.
DGi v6i locus HLA I8p II, DRB1*12 I3 allele phé
bién nhat & nhirng ngudi cho t€ bao gbc tao mau
(22,83%), tiép theo Id DRB1*04 (11,23%),
DRB1*03 (10,87%) va DRB1*15 (9,06%). B.K.
Hoa va cong su cling nhan xét tuong tu vé allele
phS bién nhat Ia DRB1*12 (35,5%), ti€p theo la
DRB1*15 va DRB1*09.7 Cc allele phé bién cua
cac quan thé khac khac biét dang ké so vdi cac
allele phd bién trong nghién cltu cua ching toi.
Gourraud va cong su (2003) cho thdy DRB1*07
(15,9%) la phd bién nhat trong quan thé ngudi
Phap.

Pac diém cua cac haplotype dugc két
hgp tir bon locus HLA phé bién. Ca 4 locus
HLA-A, HLA-B va HLA-DRB1 déu c6 y nghia ddi
vGi ghép t€ bao goc tao mau. Theo hudng dan
ghép t€ bao goc trén toan thé gidi, day la nhitng
co s@ chinh dé Ilua chon don vi t&€ bao gbc cho
bénh nhan ghép vdi yéu cau ty Ié phu hgp toi
thi€u 13 6/8 allele. Ching t6i da thu dugc 2176
haplotype & 138 ngudi cho té bao gbc. Két qua
cho thdy cac haplotype phé bién nhat ciing dugc
hinh thanh tir cac allele HLA cé ty Ié cao & moi
locus, d6 Ila haplotype A*02/B*46/C*01/
DRB1*09 vGi ty 1€ 1,19%. Cac haplotype pho
bién khac Ia A*33/B*58/C*03/DRBI*03 va
A*11/B*15/C*08/DRB1*12 (0,97% va 076%),
A*11/B*15/C*01/DRB1*12 va
A*11/B*15/C*03/DRB1*¥12 (0,55% va 0,87%).
Mdc du hau hét thudng dugc tao thanh tir cac
allele ty 1é cao, nhung cac haplotype nay ciling
dudc két hgp cd chon loc. Trong nghién cltu cla
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B.K. Hoa, haplotype A*11/B*15/C*08/DRB1*12
chiém ty |é cao nhat, nhung haplotype nay trong
nghién cru cua chung t6i chi ding th( 3. Tugng
tu, haplotype A*29/B*07/C*15/DRB1*10 co ty |é
cao thd hai trong nghién cfu cia B.K. Hoa chi
ding th& 16 trong nghién clu cua ching toi
(0,32%).” Ly do cla su khac biét nay cd thé lién
quan dén phuong phap thuc hién, lua chon d6i
tugng, sO lugng mau. Nhitng két qua nay co mot
sO khac biét véi cac nghién cltu & cac cong dong
khac trén thé gidi. Pédron va cong su (2003) &
Phap cho thdy haplotype phd bién nhét la:
A*01/B*08/C*07/DRB1*03 trong khi nd khong
xuat hién trong két qua cua ching t6i.°

V. KET LUAN

K&t qua nghién clru ddc diém ki€u gen HLA
cla 138 mau ngugi cho té bao goc tao mau tai
Bénh vién Nhi Trung uong cho thay locus HLA-A
c6 14 allele, trong d6 cac allele co ty I€ cao nhat
3 A*11 (23,55%), A*02 (21,74%), A*33
(17,39%) va A*24 (13,04%). Locus HLA-B c6 26
allele, trong do6 cac allele c6 ty 1é cao nhat la
B*15 (22,83%), B*58 (11,23%), B*46 (10,87%)
va B*07 (7,61%). Locus HLA-C c6 9 allele, trong
dod cac allele co ty 1€ cao nhat la C*03 (19,93%),
C*07 (18,84%), C*01 (16,30%) va C*08
(15,22%). Locus HLA-DRB1 c6 14 allele, trong
dé cac allele cé ty 1€ cao nhat la DRB1*12
(22,83%), DRB1*04 (11,23%), DRB1*03
(10,87%) va DRB1*15 (9,06%). C6 2176
haplotype dudc td hgp tir 4 locus HLA-A, HLA-B,
HLA-C va HLA-DRB1, trong dé haplotype co ty Ié
cao nhdt la A*02/B*46/C*01/DRB1*09 (1,19%),
A*33/B*58/C*03/DRB1*03 (0,97%),

A*11/B*15/C*08/DRB1*12 (0,87%),
A¥11/B*15/C*01/DRB1*12 (0,55%).
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PHAU THUAT PIEU TRI HAI THAT CHO BENH LY GIAN POAN
QUAI PONG MACH CHU KEM THEO TAC NGHEN PUO'NG RA THAT TRAI
TAI BENH VIEN NHI TRUNG UONG
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Muc tiéu: Bénh ly glan doan quai dong mach chu
kém theo thong I|en that va hep du’dng thoat tam that
tréi 1a bénh tim bam sinh rat néng vai tién lugng khé
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khan. Nghién clru nay danh gia két qua s6m sau phau
thudt mot thi stra chita hai that, bao gom stfa chira
quai va eo dong mach chd kem theo va 10 thong lién
that va cé can thiép ton thuang hep dudng ra that trai
trong qua trinh phau thuat cho cac bénh nhan méc
bénh tim bdm sinh gian doan quai dong mach chu
kém theo 16 thong lién that va hep dudng thoat tdm
that trai. POi tugng- -phudng phap nghién cmru TU
thang 2 ndm 2015 dén thang 10 nam 2020, cac bénh
nhan dugc chan doan gian doan quai dong mach chu—
thong lién that-hep dudng ra that trai do vach nén
léch sau, dugc phau thuat tim hg 1 thi stira chifa hai



