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patients with chronic renal failure. However, different groups of

Revised: 28/9/2023 humans will have different groups of specific HLA alleles. The

Published: 28/9/2023 purpose of this study is to investigate the polymorphism of HLA class

Il in patients with chronic kidney disease in central Vietnam.

KEYWORDS Determining the importance of the resgarch, we conducted a survey of
personal characteristics and the influence of HLA class Il

Alleles polymorphisms on patients with chronic kidney failure using PCR-
Chronic kidney SSP technique and agarose gel electrophoresis. Chronic kidney had a
DRB1 high prevalence in the age group of 30 - 40, men (80%) and blood B
(44%). The frequency of occurrence of alleles DRB1*04 (12%),

HLA class I DRB1*12 (40%), DRB1*15 (9%). In terms of sex, the DRB1 allele of
Polymorphism females only appears in 2 alleles DRB1*10 (27.27%) and DRB1*12

(72.72%), while males have multiple phenotypes of allele DRB1. The
DRB1*12 allele has an association between sex and patients with
chronic kidney. The HLA-DRB1 polymorphism mainly occurs in the
DRB1*12 alleles and there are differences between the sexes.
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Ngay nhan bai: 21/8/2023 Khang nguyén bach cau nguoi (HLA) la mot dau 4an sinh hoc dung dé
chan doan bénh nhan suy than man. Tuy nhién, & cac nhém nguoi khac

Ngay hoan thign: 28/9/2023 nhau s& ¢ nhém cac alen HLA dac hiéu khac nhau. Muc dich cua

Ngay diing: 28/9/2023 nghién cau ndy 1a khio sat tinh da hinh caa HLA I6p 11 & bénh nhan

suy than man khu vuc mién Trung Viét Nam. Xac dinh duoc tm quan

TU KHOA trong cua dé tai, chang toi tién hanh khao sat dic diém c& nhan va sy
anh huong cia tinh da hinh HLA 16p 11 1én bénh nhéan suy than man

Alen bang ky thuat PCR-SSP va dién di trén gel agarose. Két qua cho thay
Suy than man ty 1¢ bénh nhan suy than man chiém ty I¢ cao ¢ do tuoi 30 — 40, nam
DRB1 giGi chiém 80% va nhém mau B chiém 44%. Tan suat xuat hién cac
alen DRB1*04 (12%), DRB1*12 (40%), DRB1*15 (9%). Xét theo

HLA I6p I gi6i tinh, alen DRB1 cua nit chi xut hién ¢ 2 alen DRB1*10 (27,27%)
Da hinh va DRB1*12 (72,72%), trong khi d6 nam gigi xuat hién nhiéu kiéu

hinh alen DRB1. Alen DRB1*12 c¢6 méi lién quan giira gigi tinh va
bénh nhan suy than. Tir d6 cho thay, alen DRB1*12 xuat hién chu bénh
nhan suy than man va cé su khac nhau gitra hai gidi tinh.
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1. Gigi thiéu

S6 lugng bénh nhan mac bénh than man tinh trén toan cau & 752,7 triéu nguoi va da tré thanh
maot ganh nang suc khoe va kinh té 1&n toan cau [1]. Cac phac dd diéu tri chu yéu la duy tri, loc
mau va ghép than. Pay 1a nhiing liéu phap diéu tri 1au dai din dén nhiéu ganh nang cho bénh
nhan va gia dinh. Ganh ning vé suy than man duoc dy bao s& khong ngimg gia ting trong 10
nam t6i [2]. Giai thich cho tinh trang nay la do su cham tré trong viéc chan doan. Sy tién trién
ctia bénh khong c6 tin hiéu du béo som va khong c6 phac d6 diéu tri du phong nao dac hiéu.

Phtic hop khang nguyén bach cau & nguoi (Human Leucocyte Antigen, HLA) 1a mot cum gen
da hinh voi mot s6 alen da dang trong h¢ gen, phiic hop nay €6 vai tro quan trong trong hé mién
dich ciing nhu tuong tac ¢ cap do té bao. Mdi lién quan gitra cac alen HLA va cac bénh ly than da
duoc dé cap tir 50 nam trude [3]. Trong nhirng ndm gan day, nhiéu nghién ciru ciing da chi ra cac
loai alen HLA loai I va II dugc coi la yeu t6 bao vé va phat hién sém caa bénh. Cu thé nhat o Vi
tri doan ngan ciia nhidm sac thé s6 6 co cac gen HLA kich thich co thé nhan dap ang mién dich
thai bo moé ghép [4] va HLA-28, B18, DR11 1a yéu té han ché sy phét trién cua bénh than giai
doan cubi [5].

Nhiéu nghién cttu da ching minh vé cac méi lién quan HLA class 1l va bénh than man giai
doan cudi. Phan tich hdi quy duoc sir dung dé so sanh 362 genotype HLA v&i do loc cau than
wdc tinh (eGFR) 1a hai gid tri chinh duing trong két luan 1am sang va c6 22 genotype HLA c6 lién
quan dén ting do loc cau than va chac nang than [6], [7]. Do loc cau than giam lam suy giam
chtrc nang than 0 lién quan dén 11 genotype HLA, 7 genotype; trong s6 do6 ciing lién quan dén
tdng nguy co mac bénh than giai doan cudi hogc bénh than man tinh. Nhiéu genotype HLA trong
s0 nay thuong dugc di truyen cung cdc haplotypes nhu DRB1*03:01, DQB1*02:01. Cac
haplotype ndy c6 tan suit xuét hién 1a 9,5% & Anh va mdi alen c6 tac dong dén quéa trinh suy
giam chte nang than [6]. Trong nghién ciu ndy, ching toi tién hanh diéu tra khao sat dac diém ca
nhan va su anh huéng caa tinh da hinh HLA 16p 11 1&8n bénh nhan suy than man tai khu vuc mién
Trung Viét Nam.

2. Phuwong phap nghién ciru
2.1. Bénh nhan

Nghién ctru dugc thuc hién trén ho so két qua xét nghiém cua 50 bénh nhan suy than man tai
Bénh vién Trung wong Hué. Nhom ddi chimg sir dung 50 nguoi cua tac gia Nguyén Vin Son
nghién cttu vé HLA ¢ bénh nhén suy than tai Bénh vién Trung wong Hué nim 2018 [7]. Nghién
ctru dwoc théng qua Hoi ddng Y dirc cua bénh vién va sy dong y cua tat ca ddi tuong tham gia
nghién ciru.

2.2. Xdc dinh HLA bang kj thugt PCR-SSP (Polymerase Chain Reaction - Sequence Specific
Primers) va di¢n di trén gel agarose

Tach DNA tinh khiét tir té bao mau ngogi vi cua bénh nhan: Phéi tron hdn hop gom 200 pl
mAau méu toan phan di vortex, 20 pl proteinase K va 200 ul lysis buffer a trong 10 phdt ¢ 56°C
sau d6 bd sung 200 pl Ethanol tuyét doi. Mau thu duoc 1am sach 2 1an bang wash buffer 1, wash
buffer 2 va duoc @ vai 200pl buffer elution & nhiét ¢ phong trong 1 phit. Sau khi thu mau, bao
quan & -20°C rdi tién hanh kiém tra ndng do va tinh sach caa DNA sau tach chiét.

Pinh typ HLA bang kj thugt PCR-SSP: Cho iTaq DNA Polymerase vao tube Master Buffer
vortex. Cho hdn hop vao giéng 1A lam giéng ching. Giéng mau (1H) chira nudc cat vo tring
mau DNA, Master Buffer va iTaq DNA Polymerase. Thém 200 pl DNA cho vao tube Master
Buffer ¢c6 iTaq DNA Polymerase (tube d& hat 10 ul), vortex tron déu mau. Cac giéng con lai
duoc cho mau vao va diing PCR Cover Membranes day Trays lai va cho chay chwong trinh luan
nhiét HLA-SSP va bao quan trong may & 4°C. Mau dugc chay dién di, doc bang may Dolphin —
View va st dung phan mém TBG SSPal Ver 2.5 dé dién giai két qua.
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2.3. Phan tich théng ké

Céc két qua thu dugc dugc ma hoa va luu trir bang phan mém Excel 365 va phan tich théng
ké bang phan mém SPSS véi khoang tin cdy (CI) 95% va muc so sanh c6 ¥ nghia thong ké vei
p< 0,05 ¢ kiém dinh y2-test.

3. Két qua va ban luan
3.1. Dj tuéi va gidi tinh dnh huéng dén bénh nhan suy thgn man

Bénh nhan suy than man tinh dang c6 xu hudng gia ting va ngay cang tre hoa, ddc bi¢t ¢ cac
nu6e dang phat trien. Trong nghién ctiu nay chung toi khdo sat do tudi va gidi tinh cua 50 bénh
nhén suy than man dang nhap vién tai bénh vién va két qua thu dugc & Bang 1.

Bang 1. P¢ tudi va gidi tinh cia bénh nhan suy than

Tudi __Téng s6 bénh nhan ___Bgnh nhan nam ___Bgnhnhan nir
So lwgng Ty 1€ (%) So lwgng Ty 1€ (%) So lugng Ty 1€ (%)
<20 2 4,0 2 5,0 0 -
(20 -30] 9 18,0 8 20,0 1 10,0
(30 — 40] 15 30,0 11 27,5 4 40,0
(40 -50] 10 20,0 6 15,0 4 40,0
(50 - 60] 10 20,0 9 22,5 1 10,0
>60 4 8,0 4 10,0 0

Ty 18 bénh nhan suy than man chu yéu tap trung ¢ do tudi 20 - 60, trong d6 do tudi 30 — 40
chiém ty 1& cao nhét 1a 30% (p <0,05). Ty & mic bénh ¢ nam cao hon so véi & nit (nam: 80%,
nir: 20%, p <0,05).

Theo mét nghién ctitu & Yemeni cho thdy, ty 1& bénh nhan suy than & nam gidi cao hon nit
(nam: 66,3% va nit: 33,7%), ¢ d6 tudi tir 21 - 35 chiém ty 1¢ cao nhit (49,7%) [8]. Nam 2015,
Pai Loan cong bd ty 18 bénh nhan nam suy than giai doan cudi (56,7%) cao hon so vai gidi nix
[9]. Saudi Arabian ciing cong bd ty 1& bénh nam/ nit suy than man tai day 1a 226/124 [10].
Nguy&n Van Huong va cong su (2021) khao sat nhom nguoi suy than man ¢ khu vic mién Trung
Viét Nam ciing cho két qua tuong ty [11]. Ty 1é mac bénh than cao ¢ nam gigi c6 thé do su khac
biét vé mat sinh Iy gigi tinh ciing nhu tinh nhay cam cao hon cua nam gidi véi ching ting huyét
ap, dé dan t6i suy than [8].

3.2. Nhém mau dnh hwéng d@én bénh nhan suy thgn

Nhom méu c6 vai trd quyét dinh trong céc chi dinh ghép than, phuong phap diéu tri duoc lua
chon cho bénh than giai doan cudi [12]. Hién nay chwra ¢ béo cao chinh thirc nao ndi vé méi lién
quan gitra nhém mau va suy than man. Trong nghién ciru nay, ching téi khao sat ty 1€ bénh nhan
suy than & 4 nhém mau, két qua thu duoc Bang 2.

Bang 2. Pdc diém nhém mau cua bénh nhan suy than va nhém chiing

Bénh nhan suy thian Nhom chirng
Nhoém mau Nam Nir Téng Nam Nir Téng
n % n % n % n % n % n %
A 5 125 2 200 7 14,0 3 6,1 - - 3 6,0
B 18 450 4 400 22 440 16 32,7 - - 16 32,0
AB 1 2,5 2 200 3 6,0 2 4,1 - - 2 4,0
o] 16 400 2 200 18 360 28 571 1 1000 29 580

Nhém mau B va O caa bénh nhan suy than chiém ty 1& cao lan luot 1a 44% va 36%. Nhém AB
chiém ty Ié thap nhat (6%) & nhom suy than. O nix bénh nhan suy than, nhém méu B chiém ty Ié
cao nhat (40%) va khong c6 su khéc biét giira ty 1¢ cac nhom mau A, AB va O. Trong khi do,
nam bénh nhan suy than cha yéu thuéc nhém mau B (45%) va O (40%). Nam 2020, khao sat
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nhém’méu trén bénh ’nhan suy than man tai 26 bénh vién trén dia ban Ha Noi cho thdy nhém mau
O chiém ty I¢ cao nhat (43%) ¢ nhom bénh nay [13].

3.3. Tan sudt xudt hign ciia cac alen HLA-DRB1

Alen HLA-D thudc nhém HLA 16p 11, cy thé 1a HLA-DRB1, HLA-DQA1/ DQB1 va HLA-
DPBI1. Pay 1a mot trong nhiing yéu t6 di truyén dugc quan tam trong viéc danh gia sy tuong hop
md ghép trong nhitng bénh nhan suy than man can ghép than. Bé phét hién nhiing alen HLA-D
phd bién trén bénh nhan suy than man, ching tdi tién hanh phan tich thong ké tan suat xuat hién
ctia 50 bénh nhan, két qua duoc thé hién ¢ Bang 3.

Két qua phan tich tan suat xuit hién cua céc alen HLA-D trong nghién cttu ndy cho thiy cac
alen DBR1 xuat hién nhiéu & bénh nhan suy than 1a DRB1*04, DRB1*12 va DRB1*15, trong d6
alen DRB1*12 c6 tan suat xuat hién cao nhat (40%). Alen DRB1*11, DRB1*13 va DRB1*16 c6
tan s6 xuat hién rat it. Trong khi d6, & nhém nguoi khoe manh, cac alen DRB1*07, DRB1*08 va
DRB1*16 chiém ty I¢ cao lan luot 1a 16%, 14% va 11%. Bén canh d6, ba alen DRB1*07,
DRB1*12 va DRB1*16 c6 mdi lién quan dén bénh nhan suy than man & khu vuc mién Trung.

Mot nghién ciru tai Dai Loan cho thy, ¢ bénh nhan suy than man c6 biéu hi¢n kiéu hinh chu
yéu & bon alen DRB1*11 (21,3%), DRB1*03 (24,8%), DRB1*04 (34%) va DRB1*9 (44%). Mot
nghién ciru khac tai Pakistan dd cho thay cac gen DRB 11 va 4 chiém ty Ié cao va c6 mbi lién
quan dén kha ning ngan chin qua trinh suy than & bénh nhan [7].

Bang 3. Tan suat xuat hién cua céc alen HLA-DRB1 (P < 0,05)

Nhém bénh nhin Nhom chirng Tong
HLA-DRB1 % n % n % P < 0,05 OR (95% CI)
DRB1*03 6 6,0 9 9,0 15 7.5 0,59 0,64[0,22-1,88]
DRB1*04 12 12,0 7 7,0 19 9,5 0,33 1,81[0,68-4,81]
DRB1*07 3 3,0 16 16,0 19 9,5 0,01 0,16[0,04-0,57]
DRB1*08 6 6,0 14 14,0 20 10,0 0,10 0,39[0,14-1,06]
DRB1*09 8 8,0 6 6,0 14 7,0 0,78 1,36[0,45-4,07]
DRB1*10 7 7,0 8 8,0 15 7,5 1,00 0,86[0,30-2,48]
DRB1*11 1 1,0 4 4,0 5 2,5 0,37 0,24[0,02-2,20]
DRB1*12 40 40,0 8 8,0 48 24,0 0,01 7,66[3,35-17,5]
DRB1*13 2 2,0 6 6,0 8 4,0 0,28 0,31[0,06-1,62]
DRB1*14 4 4,0 8 8,0 12 6,0 0,37 0,47[0,13-1,64]
DRB1*15 9 9,0 3 3,0 12 6,0 0,13 3,19[0,83-12,1]
DRB1*16 2 2,0 11 11,0 13 6,5 0,02 0,16[0,03-0,76]

3.4. Méi twong quan giira HLA 16p 11 véi gidi tinh ciia bénh nhan suy thén

Céc alen HLA c6 mbi lién quan dén cac kiéu hinh caa nhiéu loai bénh khac nhau. Tan suat
xuat hién cac kiéu hinh nay khdng chi phu thudc loai bénh ma con phu thudc vao gisi tinh cua
ngudi bénh. Dé chirng minh gia thuyét nay, ching toi tién hanh phan tich méi lién quan giita tan
suat xuét hién kiéu hinh va giéi tinh thu dugc két qua nhu Hinh 1.

Str dung kiém dinh y2-test véi mirc y nghia p <0,03, tir két qua Hinh 1 cho thay tan suat xuat
hién cua cac alen HLA-DRB1 c6 su khac nhau & nam va nit. O bénh nhan nit chi xuét hién 2 alen
DRB1*10 va DRB1*12. Tan suit xut hién DRB1*10 ¢ bénh nhan nam va nit khac nhau khong
¢6 y nghia thong ké (nam: 8%, nir: 3%, p>0,05). Trong khi dé, alen DRB1*12 chu yéu xuat hién
& bénh nhan nam va cao gap 3,75 lan so véi bénh nhan nix (nam: 30%, nir: 8%, p<0,05). Két qua
nay khéc véi nghién cau caa Liu tai phia Ty Trung Quédc khi tin suit DRB*1 cua nhém bénh
nhan nir chu yéu 1a DRB1*3 va c6 ty 1¢ nhay cao hon [14]. Nam 2020, Noureen da chi ra mot s6
lién két dac biét gitra suy than man va cac alen HLA 16p II nhu HLA-DRB1*3, *4, *11 [7]. Tuy
nhién, két qua ¢ hinh 1 lai cho thiy tan suat xuit hién cua cac alen phu thudc vao giéi tinh, su
Xuit hién cua cac alen 1 khac nhau ddi véi tirng gidi s& khac nhau. Céc alen chiém ty I cao nhat
bao gém DRB1*09, DRB1*10, DRB1*12 va hau hét cac alen déu chi xuét hién ¢ gioi tinh nam.
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Hinh 1. Biéu do ty 1é tan sudt xuat hién alen HLA-DRB1 theo gigi tinh
4. Két luan

Suy than man chiém ty 1& cao ¢ d6 tudi 30 — 40, giéi tinh nam chiém 80% va nhém méau B
chiém 44%. Tan suit xuat hién céc alen trén locus HLA-DRB1 & bénh nhan suy than man cha
yéu la DRB1*04, DRB1*12, DRB1*15. O bénh nhan nir chi xuat hién hai alen DRB1*10 va
DRB1*12. O nam bénh nhan, cac alen DRB1*09, DRB1*12, DRB1*15 chiém ty I¢ cao. Alen
DRB1*12 ¢4 méi lién quan véi bénh suy than man.
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