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BIEU HIEN HLA-DRB1 VA HLA-DQB1 TREN BENH NHAN PEMPHIGUS
Vuong Thé Bich Thanh?, Lé Thdi Vin Thanh’
TOM TAT

Ddt vdn dé: Pemphigus la bénh bong nwdc tw mién ning, man tinh, hiém gdp gy ra béi cdc tw khing
thé khdng tryc tiép cic ciiu noi lién két té'bao tao sing lam dirt gay sw két dinh giita cdc té'bao tao sirng vdi
nhau. HLA-DRB1 va HLA-DQB1 dwoc xem la c6 moi lién quan manh nhit véi bénh pemphigus.

Muc tiéu: Khdo sdt dic diém biéu hién HLA-DRB1 va HLA-DQBI trén bénh nhin pemphigus diéu tri
tai bénh vién Da Liéu Thanh phd' H6 Chi Minh va xdc dinh méi lién quan giita HLA-DRB1 va HLA-DQB1
voi phan logi bénh pemphigus.

boi tuong - Phuong phdp nghién cibu: M6 ta hang loat ca tir thang 11/2019 dén thing 6/2020. Bénh nhin
duweoc chdn dodn bang biéu hién ldm sang, gidi phdu bénh hodc mién dich huynh quang tryec tiép. Tip HLA duwoc
xdc dinh bang phurong phdp gidi trinh tw Sanger.

Két qua: 32 bénh nhin pemphigus tham gia nghién ciru, gom 22 bénh nhin pemphigus thong thuong, 9
bénh nhiin pemphigus ld va 1 bénh nhin pemphigus cdn tin sinh. Cdc alen phd bién trong bénh pemphigus thong
thwong la DRB1*14:54, DRB1*03:02, DRB1*14:04, va DQB1*05:03, DQB1*03:01. Cic alen phé’ bién trong
pemphigus ld gom DRB1*14:54, DRB1*03:01, DRB1*04:03, DRB1*13:07 va DQB1*03:01, DQB1*03:02.
Truong hop pemphigus cin tin sinh co kiéu gien di hop gom cic alen DRB1*14:04, DRB1*12:02 va
DQB1*05:03, DQB1*03:01. Alen DQB1*05:03 chiéin ti I¢ cao hon ¢ bénh pemphigus thong thuwong so v6i ¢
bénh pemphigus ld c6 y nghia thong ké. Ngueoc lai, alen DQB1*03:02 chiéin t1 I¢ cao hon 6 bénh pemphigus ld so
V61 0 bénh pemphigus thong thiong c6 y nghia thong ké.

Két lugn: Trong 32 bénh nhin pemphigus tham gia nghién civu, alen HLA-DRB1*14:54 la alen DRB1 ph¢’
bién nhat ¢ bénh nhian pemphigus thong thirong va pemphigus ld. Alen DQB1*05:03 chiéin ti I¢ cao hon cd y
nghia thong ké ¢ bénh pemphigus thong thuwong goi y DQBI1¥05:03 nhw mét yéu t6 nguy co dw dodn khd nang
miic pemphigus thong thwong va alen DQB1*03:02 chiéin ti 1¢ cao hon c6 v nghia thong ké & bénh pemphigus 14
901 ¥ DQB1*03:02 nhwr mét yéis td nguy co duw dodn khd ning mdic pemphigus 4.

Tur khod: pemphigus thong thwong, pemphigus ld
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Backgrounds: Pemphigus is a severe, chronic and rare autoimmune bullous skin disease caused by the direct
binding of autoantibodies to the interkeratinocytic links and as a consequnce, the cohesion between those cells is
destroyed. Among possible risk factors, HLA-DRB1 and HLA-DQB1 are thought to have strong relationship
with pemphigus.

Objective: This study aimed at first to examine the distribution pattern of HLA class I DRB1, DQB1
alleles in Vietnamese pemphigus patients at Ho Chi Minh City Hospital of Dermato Venereology, and secondly to
study the association of these polymorphisms with pemphigus subtypes.
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Methods: The research was conducted from November 2019 to June 2020. Patient’s diagnosis was
confirmed by histopathology, with or without direct immunofluorescence. HLA polymorphisms of all patients
were determined by Sanger sequences technique.

Results: Totally 32 patients were recruited, 22 patients with pemphigus vulgaris (PV), 9 patients with
pemphigus foliaceus (PF) and 1 patient with paraneoplastic pemphigus (PNP), The popular alleles in PV were
DRB1*14:54, DRB1*03:02, DRB1*14:04, and DQB1*05:03, DQB1*03:01. The popular ones in PF included
DRB1*14:54, DRB1*03:01, DRB1*04:03, DRB1*13:07 and DQB1*03:01, DQB1*03:02. The PNP case owned
heterozygous genotype DRB1*14:04, DRB1*12:02 and DQB1*05:03, DQB1*03:01. The percentage of HLA-
DQB1*05:03 in PV patients was significantly higher than PF patients. Conversely, the percentage of HLA-
DQB1%*03:02 in PF patients was significantly higher than PV patients.

Conclusion: HLA-DRB1*14:54 was the most frequent allele in both PVand PF patients. The significantly
higher percentage of HLA-DQB1*05:03 in PV patients showed that DQB1*05:03 should be considered as a risk
factor specific for PV and similarly, HLA-DQB1*03:02 for PF.

Keywords: pemphhigus vulgaris, pemphigus foliaceus

PAT VAN BbE

Pemphigus 1a bénh béng nude tyr mién ndng,
man tinh, hiém gap gay ra bdi cac ty khang thé
khang truc tiép cac cau noi lién két t€ bao tao
sting lam dut gay su két dinh gitia cac t€ bao tao
stng v6i nhau®. Co ché sinh bénh hoc cua
pemphigus hién con chwa dugc hiéu roé hoan
toan. Mo6i lién quan vdi tinh gia dinh, di kem véi
céc bénh tir mién khac goi y vai trod ctia yéu t8 di
truyén trong sinh bénh hoc ctia bénh®.

Phén 16n cac nghién ctu vé tinh di truyén
cua bénh pemphigus tdp trung vao moi lién
quan cta bénh véi cac khang nguyén bach cau
nguoi hay con goi la HLA. Trong d6, mdi lién
quan gitta pemphigus voi cac HLA 16p II la
duoc dé cap dén nhiéu nhat va cé bang ching
manh nhat. Hién nay da c6 nhiéu nghién ctru
trén thé gidi ghi nhan mdi lién quan gitta bénh
pemphigus v6i cac HLA-DRB1 va HLA-DQBI.
Gan nhu cac nghién cttu déu ghi nhan méi lién
quan gitta pemphigus voi HLA-DQB1*05:03
hoac HLA-DQB1*03:02, va HLA-DRB1*04 hoac
HLA-DRB1*14¢3. Tai Viét Nam, hién chua co
nghién ctru tim hiéu vé vai tro cta cac HLA 16p
I trén bénh pemphigus, vi vay ching t6i thuc
nghién ctu: Biéu hién HLA-DRB1 va HLA-
DQBI1 trén bénh nhan pemphigus.

Muc tiéu
Khao sat dic diém biéu hién HLA-DRB1 va

122

HLA-DQBI trén bénh nhan pemphigus tai bénh
vién Da Liéu Thanh Phd H6 Chi Minh tit thang
11/2019 dén thang 6/2020.

Xac dinh méi lién quan gitta HLA-DRB1 va
HLA-DQB1 véi phan loai bénh pemphigus.
POITUONG-PHUONG PHAPNGHIEN CUU
Déi twong nghién ciru

Bénh nhan duoc chan doan bénh pemphigus
diéu tri tai bénh vién Da Liéu TP. H6 Chi Minh
ttr 11/2019 dén 06/2020.

Tiéu chudn nhdn bénh

Bénh nhan >18 tudi, duwoc chan doan
pemphigus dwa trén biéu hién lam sang, giai
phau bénh hodc mién dich huynh quang truc
ti€p, thudc cac dan toc Viét Nam.

Tiéu chudn loai trir

Bénh nhan tung duoc ghép t€ bao goc tao
mau dong loai, bénh nhan nguoi nudc ngoai.
Phuong phap nghién cttu
Thiét ké'nghién citu

Nghién ctru m6 ta hang loat ca.

Phuong phdp chon mau

Chon mau lién tuc.
Bién s6 nghién citu

Céc bién s6 can thu thap la tudi, giodi, tudi
khoi phat, nhom pemphigus, PDAL mitc do
bénh, xac dinh tip HLA-DRB1 va DQBI.
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Tudi: dugc tinh bang cach 1&y nam nhap vién
trit di ndm sinh.

Gidi tinh: gom 2 gia tri la nam va nr.

Tudi khéi phat: tinh bang cach 18y nam bat
dau xuat hién triéu chiing va duoc chan doan
bénh pemphigus trir di nam sinh.

Phan nhoém pemphigus: c6 4 gid tri la
pemphigus thong thuwong, pemphigus 134,
pemphigus can tang sinh va pemphigus IgA: la
chan doan xac dinh ctia bénh nhan sau khi kham
lam sang va c6 két qua giai phau bénh/ mién
dich huynh quang truc tiép.

Chi sd vung bénh pemphigus PDAI
(Pemphigus Disease Area Index PDAI): la bang
chi s6 danh gia do hoat dong cua bénh
pemphigus duoc chdp thuan st dung rong rai
nht mot phuong phap do do nang vdi do tin
cay, do nhay cao va gid tri on dinh khi dugc dinh
gid bdi nhiéu danh gia vién khac nhau®. PDAI
c6 thang diém tir 0 dén 263 diém, trong do6 250
diém do do hoat dong cta bénh (s6 lwgng ton
thuong, kich thudc 16n nhat trén da, da dau va
niém mac) va 13 diém con lai do cac sang
thwong sau viém.

Mtic d0 bénh: c6 3 gia tri la nhe, trung binh
va nang dugc phan chia theo thang diém PDA],
trong d6 bénh nhan duoc xép murc dd bénh nhe
khi c6 diém PDALI tir 0 dén 14, mtc d0 trung
binh khi ¢ diém PDAI tir 15 dén 45 va muc do
ndng khi c6 PDAI tir 46 diém tro 1én.

HLA-DRBL1: c¢6 gia tri la tén ctia alen duoc
xac dinh bang phuong phap giai trinh tu Sanger.

HLA-DQBLI: c¢6 gia tri la tén cta alen duoc
xac dinh bang phuong phap giai trinh tw Sanger.
Cdc budc tién hanh

Bénh nhan nhap vién sé dwgc tham kham
lam sang d€ chan doan bénh pemphigus va
phén nhom bénh pemphigus dong thoi hoi bénh
stt, khai thac cac thong tin vé tién can ghép tuy
dé€ chon bénh, thoi diém khoi phéat bénh, cac
triéu ching, dién bién triéu chiig. Sau d6, chon
sang thuong da phtt hop dé sinh thiét/ 1am mién
dich huynh quang. Khi bénh nhan cé triéu
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chiing 1am sang cting nhu két qua sinh thiét,
mién dich huynh quang phu hop; thoa tiéu
chuan nhan bénh va khoéng vi pham tiéu chuan
loai trtr, bénh nhan sé dwoc giai thich can ké vé
muc tiéu, cach thirc thue hién nghién ctu, néu
dong y, bénh nhan ki vao bién ban dong y tham
gia nghién cttu, va duoc xin phép chup lai hinh
anh cac sang thuong dién hinh trong diéu kién
tiéu chudn (phong vach trang, d anh séng, cting
goc do). Bénh nhan duwgc danh gia mirc d6 nang
cua sang thuong theo thang diém PDAI va lay
2ml mau tinh mach, bao quan trong 6ng nghiém
chta EDTA. Mau méu duoc van chuyén vé
Trung tam Sinh hoc Phan t&t Pai hoc Y Duoc
TPHCM trong vong 24h dé€ xét nghiém dinh tip
HLA-DRB1va DQB1.
Phuong phap thyc hién

Chung t6i Irta chon phuong phap giai trinh
tu Sanger d€ xac dinh tip HLA. v6i d¢ phan giai
HLA la 4 chit s6, day duoc xem la phuong phap
chinh xac va dang tin cdy nhat hién nay va la
tiéu chuan vang trong viéc xac dinh HLA & cac
trung tam cay ghép 16n®. Qui trinh gom: tach
chiét DNA bo gien bang bd kit GeneJetTM
whole blood genomic DNA purification
(Thermo Scientific, My), phan ting PCR khuyéch
dai va giai trinh tu gien muc tiéu bang cip cip
moi dugc thiét k€ va tong hop dua trén trinh tw
DNA cua gien HLA-DRB1 mang ma so
NG_002392, HLA-DQB1 mang ma s6 NG_02922
trong kho dit liéu caa NCBI va tham khao tir tac
gia Lazaro A©, giai trinh tw DNA bang may ABI
3500 Genetic Analyzer, két qua giai trinh tw
DNA duogc phan tich bang phan mém CLC Main
Workbench, cudi cung 1a thuc hién so sanh két
qua st dung phan mém BLAST cta EBL
Thu thdp va xit lij s6 liéu

Céc s6 liéu dugc nhap bang Excel, xtt ly bang
phan mém R 4.0.2. Céc bién sd dinh tinh duoc
trinh bay dudi dang tan sd va ty 1é phan tram.
Céc bién sd dinh lugng dwoc trinh bay duwdi
dang trung binh va d6 léch chuan néu la phan
phoi chudn, dudi dang trung vi, khoang tt phan
vi néu khong phai la phan phoi chuan. Dung
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kiém dinh Fisher dé€ kiém dinh mdi lién quan
gitta cac bién dinh tinh. Dung phép kiém
Student cho phan ph6i chuan va phép kiém
Mann-Whitney U cho phéan phdi khong chuan
d€ so sanh 2 s6 trung binh. Sy khéc biét duoc
xem la cé y nghia thong ké khi p <0,05.
Y diic

Nghién cttu da dwoc thong qua Hoi dong
Dao dttc trong nghién cttu Y sinh hoc Pai hoc Y
Duoc TP. H6 Chi Minh, s6 393/DHYD-HDDD
KY NGAY 04/11/2019.
KET QUA

Trong thoi gian t& thang 11/2019 dén thang
6/2020, c6 32 bénh nhan dwoc khdm, chan doan
bénh pemphigus va diéu tri ndi trt tai bénh vién
Da Liéu Thanh phd H6 Chi Minh va chap thuan
tham gia nghién cttu, trong d6 c6 22 bénh nhan
pemphigus thong thwong, 9 bénh nhan
pemphigus 1a va 1 bénh nhan pemphigus can
tan sinh. Tat ca cac bénh nhan tham gia déu

Bdng 1: Dic diém cia doi twong tham gia nghién civu

Nghién cttu Y hoc

khong co tién st ghép t€ bao gdc tao mau dong
loai truedce day.
DPic diém cta d6i teong nghién ciru

D6i twong nghién ctru ¢6 do tudi trung binh
la 52,31 + 15,76 tudi, da s0 la ntt (chiém 75,0%).
Bénh nhan pemphigus théng thuong cd tudi
khoi phat trung binh la 48,27 + 13,63 tudi, bénh
nhan pemphigus 14 c6 tudi khoi phat tré hon 1a
54,89 + 19,95 tudi. Diém PDAI trung binh ctia tat
ca doi twgng nghién ctu la 70,06 + 29,64 diém,
trong d6 bénh nhan pemphigus thong thuong cé
diém PDALI trung binh la 76,14 + 25,91 diém, cao
hon nhém bénh nhan pemphigus 14 véi diém
PDALI trung binh la 54,22 + 35,34 diém. Phan 16n
bénh nhan trong nghién cttu c6 sang thuong
mtc do nang, lan luot chiém 91,0% 6 bénh nhan
pemphigus thong thwong va 55,6% & bénh nhan
pemphigus 1a. Nghién ctru ghi nhan mot trueong
hop bénh nhan n&t 76 tudi véi chan doan
pemphigus can tan sinh mc do nang (PDA =79
diém) (Bing 1).

Pic diém Pemphigus théng thwéng (n= 22) Pemphigus Ia (n =9) Pemphigus (n = 32)
Tubi* 48,50 (38,25 — 54,50) 62,00 (45,00 — 71,00) 50,00 (38,50 — 62,50)
Tubi khéi phat* 46,50 (38,25 — 53,00) 62,00 (45,00 — 71,00) 47,00 (38,50 — 62,50)
Gidi
Nam 6 (27,3) 2(22,2) 8 (25,0)
NG 16 (72,7) 7(77,8) 24 (75,0)
Diém PDAI* 73,50 (66,00 — 90,50) 49,00 (40,00 — 65,00) 68,00 (51,00 — 87,00)
Do nang theo PDAI
Nhe 1(4,5) 1(11,1) 2(6,3)
Trung binh 1(4,5) 3(33,3) 4(12,5)
Nang 20 (91,0) 5 (55,6) 26 (81,2)

Trung binh + dg léch chudn

Pic diém biéu hién caa HLA-DRB1 va HLA-
DQB1 trén bénh nhin pemphigus tai bénh
vién Da Liéu Thanh Phé H6 Chi Minh

Alen phd bién nhéat cua gien HLA-DRB1 &
bénh nhan pemphigus thong thuong va
pemphigus la déu 1a DRB1*14:54, lan lugt chiém
20,5% va 33,3% ¢ moi nhém. Céc alen HLA-
DRB1 phd bién khac trong bénh pemphigus la
DRB1*03:02, DRB1*14:04, DRB1%*03:01,
DRB1*13:07, ciing chiém ty 18 6,2% trong bénh
pemphigus chung. Ngoai ra nghién ctru ghi
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nhan mot treong hop bénh nhan pemphigus can
tan sinh c6 kiéu gien di hop vdéi 2 alen
DRB1*14:04 va DRB1*12:02 (Bdng 2).

Bang 2: Cic alen phd'bién cuia gien HLA-DRB1

HLA- |Pemphigus thong| Pemphigus la | Pemphigus
DRB1 | thwéng (n =22) (n=9) (n=32)
14:54 9 (20,5) 6 (33,3) 15 (23,4)
03:02 3(6,8) 1(5,6) 4(6,2)
14:04 3(6,8) 0(0,0) 4 (6,2)
03:01 2(4,5) 2(11,1) 4 (6,2)
04:04 2(4,5) 0(0,0) 2(3,1)
08:03 2(4,5) 0(0,0) 2(3,1)

Chuyén Dé Than Kinh - Da Liéu



Nghién cttu Y hoc
HLA- |Pemphigus thong| Pemphigus la| Pemphigus
DRB1 | thwong (n =22) (n=9) (n=32)
13:07 2(4,5) 2(11,1) 4(6,2)
14:01 2(4,5) 0(0,0) 2(3,1)
14:03 2(4,5) 0(0,0) 2(3,1)
14:12 2(4,5) 0(0,0) 2(3,1)
15:02 2(4,5) 0(0,0) 2(3,1)
16:02 2(4,5) 0(0,0) 2(3,1)
04:03 1(2,3) 2(11,1) 34,7)
07:01 1(2,3) 1(5,6) 2(3,1)
08:02 1(2,3) 0(0,0) 1(1,6)
08:08 1(2,3) 0(0,0) 1(1,6)
11:01 1(2,3) 0(0,0) 1(1,6)
12:02 1(2,3) 1(5,6) 34,7)
13:03 1(2,3) 0(0,0) 1(1,6)
14:05 1(2,3) 0(0,0) 1(1,6)
14:06 1(2,3) 0(0,0) 1(1,6)
15:03 1(2,3) 0(0,0) 1(1,6)
16:01 1(2,3) 0(0,0) 1(1,6)
04:05 0(0,0) 1(5,6) 1(1,6)
04:06 0(0,0) 1(5,6) 1(1,6)
04:07 0(0,0) 1(5,6) 1(1,6)

HLA-DQB1*05:03 va -DQB1*03:01 14 céc alen
phé bién nhét ctia gien HLA-DQB1 6 bénh nhén
pemphigus théng thuong. O bénh nhan
pemphigus 14, cac alen pho bién nhat la HLA-
DQB1*03:01 va -DQB1*03:02. Trudng hop bénh
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nhan pemphigus can tan sinh ghi nhan dwoc
trong nghién citu c6 2 alen DQB1¥05:03 va
DQB1*03:01, cling chinh 1a 2 alen DQB1 phé bién
nhdt & bénh nhan pemphigus thong thuong
(Bing 3).

Bdng 3: Cic alen phd bién ciia gien HLA-DQB1

HLA- | Pemphigus thong | Pemphigus Ia [Pemphigus (n
DQB1 | thwong (n = 22) (n=9) =32)
05:03 14 (31,8) 1(5,6) 16 (25,0)
03:01 13 (29,5) 5(27,8) 19 (29,7)
05:02 8(18,2) 4(22,2) 12 (18,8)
02:02 5(11,4) 0(0,0) 5(7,8)
03:02 2(4,5) 5(27,8) 7(10,9)
02:01 1(2,3) 1(5,6) 2(3,1)
03:03 1(2,3) 0(0,0) 1(1,6)
03:09 0(0,0) 1(5,6) 1(1,6)
05:01 0(0,0) 1(5,6) 1(1,6)
Alen HLA-DRBI1 va HLA-DQB1 dac hiéu cho
phan loai bénh pemphigus

Trong cac alen cta gien HLA-DQBI, ty lé
DQB1*05:03 trong nhém bénh pemphigus thong
theong la 31,8%, cao hon ¢ bénh nhan
pemphigus 14 (p=0,047). Nguoc lai, ty 1€ alen
DQB1*03:02 trong nhém pemphigus 1& (27,8%)
cao hon pemphigus thong thuwong (4,5%) véi
p=0,018 (Bing 4).

Bang 4: Alen HLA-DQB1 diic hiéu cho phan logi bénh pemphigus

HLA-DRB1 Pemphigus théng thwéng (n = 22) Pemphigus la (n = 9) OR (KTC 95%) p
02:01 1(2.3) 1(5,6) 0,40 (0,01-16,29) | 0,500
02:02 5(11,4) 0(0,0) 0,309
03:01 13 (29,5) 5 (27,8) 1,08 (0,32-4,02) | 1,000
03:02 2 (4,5) 5 (27.8) 0,13(0,02-0,73) | 0,018
03:03 1(2,3) 0(0,0) 1,000
03:09 0(0,0) 1(5,6) 0,290
05:01 0(0,0) 1(5,6) 0,290
05:02 8(18,2) 4(22,2) 077 (0,20-3,40) | 0,732
05:03 14 (31,8) 1(5,6) 6,91 (1,20-178,61) | 0,047

BAN LUAN DRB1*14:04 (6,8%), cac alen DRB1*03:01,
* o * . * .

Pic diém tan suat cic alen ctia gien HLA- DRB1704:04, DRBI*08:03, DRB1*13:07,

DRB1*14:01, DRB1*14:03, DRB1*14:12,

DRB1 ¢ bénh nhan pemphigus thong thuong

Trong nghién cttu cua ching t6i, alen phd
bién nhat cta gien HLA-DRB1 & bénh nhan
pemphigus thong thuong 1a DRB1*14:54, chiém
20,5% kiéu gien cua d6i tugng nghién ctru. Cac
alen HLA-DRB1 phd bién tiép theo trong bénh
pemphigus thong thuong la DRB1*03:02 (6,8%),

Chuyén Dé Thian Kinh - Da Liéu

DRB1*15:02 va DRB1*16:02, mdi alen Ian luot
chiém 4,5%. Nhin chung cac alen thu¢c nhém
DRB1*14 tong cong chiém dén 40,8% doi tuong
nghién cttu. Két qua twong dong mot phan véi
nghién cttu cta Dere G tai Thé Nhi Ky nam
2020, trong do cac tac gia bao cao hai alen pho
bién ndi bat ¢ bénh nhan pemphigus thong
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thuong la DRB1#04 (chiém 41,7%) va DRB1*14
(chiém 25,0%)?. Tuy nhién trong nghién cttu cua
ching t6i alen DRB1*14 chiém ti 1é cao hon con
alen DRB1*04 khong phd bién bang bénh nhan &
Tho Nhi Ky. Mot s6 nghién ctru tai cac quoc gia
chau A khéc ciing cho két qua khong dong nhat.
Nghién ctru ctia Lee C tai Han Qudc vao nam
1998 bao cdo alen phd bién nhat ctua gien HLA-
DRB1 trong nhém bénh nhan pemphigus thong
thuong la HLA-DRB1*01 (chiém 60,0%), va
trong nhom bénh nhan pemphigus 14 la HLA-
DRB1*04 (chiém 73,3%), chuwa ghi nhan alen
HLA-DRB1*01 trong dan s0 nghién ctu®.
Nghién cttu ctia Niizeki H tai Nhat Ban nam
1994 cho thdy cac alen phd bién nhat ¢ bénh
nhan pemphigus thong thuong 1la DRB1*14:01,
DRB1*14:05, DRB1*04:06, DRB1%14:06,
DRB1*14:08.

Alen DRB1*14:54 ¢6 xu hudng phd bién o
bénh nhan pemphigus tai cic qudc gia chau Au.
Nghién ctru ctia Svecova D phat hién cac alen
pho bién cua gien HLA-DRB1 trén d6i tuong
bénh nhan pemphigus thong thuong tai
Slovakia la  DRB1*04:02,  DRB1*04:04,
DRB1*14:54, DRB1*14:04, DRB1*14:05(9. Nghién
ctu ctia Saha M thuyee hién trén doi tuong bénh
nhan pemphigus thong thwong nguwoi Anh da
tring va nguoi Chau A goc Indonesia bao cdo
cac alen pho Dbién 1la DRBI*04:02 va
DRB1%14:5407.

Dic di€ém tin suit cac alen cta gien HLA-
DQB1 ¢ bénh nhan pemphigus thong thuong

Két qua nghién ctru cua ching t6i cho thay
cac alen pho bién nhat ctia gien HLA-DQB1 &
bénh nhan pemphigus théng thuong Ia
DQB1*05:03 (chiém 31,8%) va DQB1*03:01
(chiém 29,5%), tiép theo 1a DQBI1*05:02 (18,2%)
va DQB1*02:02 (11,4%), cac alen con lai chiém ti
1é khong dang ké (dudi 5%). Ddc diém nay kha
twong dong vdi nghién ctru ctia Niizeki H tai
Nhat Ban, trong d6 alen DQB1*05:03 cling chiém
ti 1€ 16n nhat véi 27,5%, tiép theo 1la DQB1*03:02
(19,0%) va DQBI*03:01 (15,5%)9. Nghién ctu
caa Loiseau P tai Phdp bdo cdo ti 1€ alen
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DQB1*05:03 kha cao (25,7%), ditng thit hai trong
s0 cac alen phd bién nhdt ¢ bénh nhéan
pemphigus thong thuwong®. Mot nghién ciru
khéc cling trén doi twgng bénh nhan pemphigus
thong thuong ngudi Anh da tréng ctia Saha M
cting cho két qua alen pho bién thit hai trong
dan sd nghién cau la DQB1*05:03 (chiém
22,4%)™. Nghién cttu ctia Dere G tai Tho Nhi Ky
cong bd nam 2020 cho thdy alen DQB1*03 va
DQBI1*05 ciing chiém ti 1& vwot trdi, lan lwot
chiém 48,4% va 28,4% trong dan sd nghién ctru®.
Pic di€ém tin suit cac alen cta gien HLA-
DRB1 ¢ bénh nhan pemphigus la

Alen phd bién nhat cua gien HLA-DRB1 &
bénh nhan pemphigus 14 1a DRB1*14:54 (chiém
33,3% d6i twgng nghién ctu), tiép theo la
DRB1#03:01, DRB1*13:07 va DRB1*04:03 (mdi
alen chiém 11,1%). Pac diém tan suat cac alen
ctua gien HLA-DRB1 ¢ bénh nhan pemphigus 14
trong nghién ctitu ctia ching t6i kha khac biét so
v0i cac nghién ctru khac. Két qua nghién ctru cua
Saha M trén d6i twgng bénh nhan pemphigus 14
nguoi Anh da trang va Chau A gdc Indonesia
thong ké dwgc alen pho bién nhat tai locus DRB1
& nhém bénh nhan ngudi Anh da trang la
DRB1*04:01 (chiém 18,5%) va DRB1*04:04 (chiém
14,8%), alen DRB1*14:54 la alen phd bién xép thi
ba v6i ti 18 7,4%1. O nhém bénh nhan chiing toc
Chéau A goc Indonesia alen phd bién nhat lai 1a
DRB1*14:04 (chiém 40,0% ddi tuwong nghién
ctu), khong cé bénh nhan nao mang alen
DRB1*14:5409. Nghién cttu cta Abida O tai
Tunisia cho thay cac alen phd bién nhat la thudc
tip DRB1*04 (chiém t 1é 31,7%) va DRB1*03
(chi€ém 25,6%), khong cé bénh nhan pemphigus
1a nao trong nghién cttu ctia cac tac gia co alen
DRB1*1404.
Pic diém tan suit cic alen ctia gien HLA-
DQB1 6 bénh nhan pemphigus la

Céc alen phd bién nhat cta gien HLA-
DQB1 & bénh nhan pemphigus 14 la
DQB1*03:01 (27,8%), DQBI*03:02 (27,8%) va
DQB1*05:02 (22,2%). Trong nghién cttu caa
Loiseau P tai Phép, alen DQB1*03:02 chiém ti
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1€ 16n nhat trong dan s6 nghién cttu bénh nhan
pemphigus 14 (31,5%)®. Nghién cttu cua Abida
O trén ddi twgng bénh nhan pemphigus la
nguoi Tunisia cling bao cao DQB1*03:02 1a mét
alen phd bién, chiém ti 1¢ lén dén 25,6% doi
teong nghién ctru®.

Nghién cttu ctia ching t6i ghi nhan duwoc
moét bénh nhian nit 76 tudi véi chdn doan
pemphigus can tan sinh mtc d¢ nang (PDAI=79
diém) c6 kiéu gien di hgp vdoi cac alen
DRB1*14:04/DRB1*12:02 va DQB1*05:03/DQB1*03:01.
Pemphigus can tan sinh la bénh canh rat hiém
gdp so voOi pemphigus thong thuong va
pemphigus 1a. Diém dang luu y 1a cac alen
DRB1*14:04, DQB1*05:03 va DQB1*03:01 & bénh
nhan pemphigus can tan sinh cting la moét trong
s0 cac alen phd bién nhdt ¢ bénh nhan
pemphigus thong thwong va pemphigus 1a thu
dugc trong nghién ctru ctia ching t6i, goi ¥ rang
day khong phai la alen dac hiéu cho bénh canh
pemphigus can tan sinh. Trong nghién cttu cua
Liu Q tién hanh tai Trung Qudc cong b6 nam
2007, cac tac gia c6 bao cao mot sd alen nhu
DQB1*03:01, DRB1*08 va DRB1*11 1a c6 méi lién
quan véi bénh pemphigus can tan sinh khi so
sanh véi nhom chiig binh thuong (.

Xac dinh méi lién quan giita HLA-DRB1 va
HLA-DQB1 vo6i phan loai bénh pemphigus

Alen pho bién nhét cta gien HLA-DRB1 ¢
bénh nhan pemphigus thong thuong va
pemphigus la déu la DRB1*14:54, [an luot chiém
20,5% va 33,3% & mdi nhém. Khong cé su khac
biét gitra ti 1€ alen nay trong nhom bénh nhan
pemphigus thong thueong va pemphigus 14 trong
ng}}ién ctru ciia chung t6i (p=0,334). Diéu nay goi
y rang ¢ d6i twong bénh nhan nguoi Viét Nam,
alen DRB1*14:54 lam ting kha nidng mac bénh
pemphigus nhung khong dac hiéu cho phan
nhém bénh nao. Khi so sanh véi cac nghién ctru
0 nhitng qudc gia khac, két qua nay tuong phan
vOi nghién cttu ctia Saha M trén hai d6i tuong la
ngudi Anh da trang va nguoi chau A gdc
Indonesia tai Anh cho thay alen DRB1*14:54 c6
lién quan dén bénh pemphigus thong thuong &
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bénh nhan nguoi da trang®, nhung lai khong
lién quan dén bénh pemphigus 14 ¢ ca hai doi
teong sic tdc trén3),

Trong dan s6 nghién ctru cuia chung t6i, i 1€
alen DQB1*03:02 trong nhom pemphigus 1a
(27,8%) cao hon rd rét so voi nhdm pemphigus
thong thuong (4,5%) voi p=0,018. Két qua nay
dong thuan voi két qua nghién ctru ctia Zhang S
tai Trung Qudc ciing cho rang alen DQB1*03:02
la mot alen ddc hiéu cho bénh pemphigus 1409.
Nghién cttu ctia Saha M trén d6i tugng bénh
nhan nguodi Anh da tréng ciing tim thdy md&i lién
quan chat ché gitta DQB1*03:02 voi bénh
pemphigus la voi OR=5,35 (2,38-12,1)1. Mot
nghién cttu khac ctia Abida O tai Tunisia cling
tim thdy mdi lién quan dac hiéu nay gitra alen
DQB1*03:02 v6i bénh pemphigus la®. Tuy
nhién, trong nghién ctru ctia Loiseau P, alen
DQB1*03:02 lai c6 thé gap ¢ ca bénh nhan
pemphigus thong thwong va pemphigus 14©).

Nguoc lai, ti 1¢ alen DQB1*05:03 trong nhém
pemphigus thong thuong (31,8%) cao hon nhém
pemphigus la (5,6%) voi OR = 6,91 (1,20-178,61),
goi y su ddc hiéu hon caa alen nay véi bénh
pemphigus thong thuong. Nghién cttu ctia Saha
M ciing x4c nhan mai lién quan nay trén ca hai
d6i twong nguoi Anh da tréng va nguoi chau A
goc Indonesia tai Anh véi OR=6,93 (3,03-16,48)
trong nhém ngudi da trang va OR=6,18 (3,07-
12,57) trong nhém ngudi chau A goc
Indonesia®™. Nghién ctru ctia Loiseau P cling cho
thay alen DQB1*05:03 c¢6 lién quan véi bénh
pemphigus thong thuong®. Tuy nhién, nghién
ctu cta Zhang S tai Trung Qudc lai cho thay
alen DQB1*05:03 ¢6 moi lién quan véi ca hai
phan loai bénh pemphigus®.

KET LUAN

Chung t6i rut ra mot s6 két luan sau: Alen
HLA-DRB1*14:54 la alen phd bién nhat ¢ ca
bénh nhan pemphigus thong thuwong va
pemphigus 1a. Bénh nhan pemphigus can tan
sinh c6 kiéu gien di hop la DRB1*14:04,
DRB1*12:02 va DQB1*05:03, DQB1*03:01. Alen
HLA-DQB1*05:03 chiém ty 1é cao hon cé y nghia
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thong ké trong nhém bénh nhan pemphigus 8
thong thuong, goi y nén xem xét DQB1%05:03
nhu mot yéu t& nguy co di doan kha ning mac 9.
pemphigus thong thuong. Nguwoc lai, alen HLA-
DQB1*03:02 chiém ty 1é cao hon c6 y nghia

thong ké trong nhom pemphigus 14, goi y xem 10.

xét DQB1*03:02 nhu mot yéu t6 nguy co duw
doan kha nang mac pemphigus 1a.
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