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PAC PIEM KHANG THE KHANG HLA CUA NHO’NG BENH NHAN
CO CHi PINH GHEP THAN TAI BENH VIEN BACH MAI

TOM TAT

Hién nay, ghép than van 1a phuong phap diéu
tri thay thé than tot nhat, dem lai rat nhiéu co hoi
séng cho cac bénh nhan suy than giai doan cudi.
DPé mot ca ghép duoc tién hanh thanh cong, bén
canh viéc xac dinh sy hoa hop mién dich giira
ngudi nhan va nguoi cho, mot trong cac yéu td
quan trong anh huang rd rét dén chat lwong moc
manh ghép l1a khang thé khang HLA (Human
Leukocye antigen) trong co thé ngudi bénh. Muc
tiéu: Khao sat dic diém khang thé khang HLA
cua bénh nhan c6 chi dinh ghép than tai Bénh
vién Bach Mai tir thang 1/2017 dén thang 5/2022.
P6i tweng nghién ciu: 147 bénh nhan cé chi
dinh ghép than tai bénh vién Bach Mai. Phwong
phap nghién ciru: mo ta cat ngang, hoi ciru. Két
qua: Ti I& bénh nhan c6 két qua dwong tinh véi
khang thé khang HLA 1a 21,8% (32/147 bénh
nhan); mic d6 phan ung cua khang thé véi bo
panel HLA (Panel Reactive Antibody - PRA) ¢
muc trung binh vai 25% bénh nhan c6 PRA tur
25-75%; khéang thé khang HLA-A, -B, -DR la
thuong gap nhat (24,6%:; 36,9%:; 15,4%); & bénh
nhan nir giéi thi kha niang gap khang thé khang
HLA cao hon. Két luan: khang thé khang HLA
xuit hién kha phé bién & nhitng bénh nhan suy
than c6 chi dinh ghép vi vay viéc sang loc, dinh
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danh khang thé khang HLA & nhirng bénh nhan
nay la diéu rat can thiét dé lva chon ngudi cho
phi hop ciing nhu kiém soat anh huong cua
chlng véi bénh nhan.

Tir khoa: HLA, Khang thé khang HLA, ghép
than, PRA.

SUMMARY
THE FEATURES OF ANTI-HLA ANTI
BODIES IN KIDNEY PRE-
TRANSPLANTATION PATIENTS
AT BACH MAI HOSPITAL
Nowadays, renal transplantation is the best
alternative treatment which giving survival
chances to patients. Besides of determining HLA
compatibility between patient and donor, anti-
HLA antibodies identification plays an important
role to guarantee the transplantation outcomes.
Objective: to study the features of anti-HLA
antibodies in kidney pre-transplantation patients
in Bach Mai Hospital from Jannuary 2017 to
May 2022. Subjects: 147 patients are preparing
for kidney transplantation at Bach Mai Hospital.
Method: cross-sectional and retrospective study.
Results: the proportion of patients with anti-
HLA antibodies was 21,8% (32/147 patients); the
levels of PRA were medium with 25% of patients
had PRA from 25-75; antibodies against HLA-A,
-B, -DR were the most common (24,6%; 36,9%;
15,4%); female were very common in pre-
transplantation. Conclusion: anti-HLA
antibodies were very common in pre-
transplantation of patients. It is necessary to
screen and identify them which not only select
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perfect donors but also control their effect to
patients.

Keywords: HLA, anti-HLA antibodies, renal
transplant, PRA.

I. DAT VAN DE

Cho dén nay, ghép than van 1a phuong
phap diéu tri thay thé than tét nhat, dem lai
rat nhiéu co hoi séng cho cac bénh nhan suy
than giai doan cubi. Bé mot ca ghép duoc
tién hanh thanh cdng, bén canh viéc xac dinh
su hoa hop mién dich (nhém mau ABO,
phan tng do chéo, khang nguyén hoa hop to
chitc HLA) gitta nguoi nhan va ngudi cho,
mét trong c&c yéu té quan trong anh huéng
rd rét dén chat lwong moc manh ghép la
khéang thé khang HLA trong co thé nguoi
bénh.

Khang thé khang HLA (Anti Human
Leucocyte Antigen Antibodies) la mot nhom
khéng thé tac dung dic hiéu véi cac khang
nguyén bach cau nguoi sau qua trinh tiép cua
clia co thé vé6i khang nguyén trude d6. Su
nhay cam véi HLA va sinh khang thé xuét
hién khi hé mién dich tiép xdc véi cac phan
tr HLA khéng phai cia ban thén trong mot
s6 truong hop nhu: sau qua trinh mang thai,
sau truyén mau, sau ghép té bao goc hoic sau
ghép tang (md, co quan) [1]. Tir d6, chiing s&
dao thai cac té bao nguoi cho trong qua trinh
ghép dan dén giam hiéu qua ghép hoic ghép
thit bai [2]. Chinh Vi vy, viéc phét hién
khéang thé khang HLA c6 sin trong huyét
thanh bénh nhan trudc khi ghép than rat can
thiét, gilp cac béac sy 1am sang c6 thém thong
tin, chi dong lya chon nguoi cho hoa hop dé
tang kha nang thanh cong cua ca ghép. Véi y
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nghia vé mat 1am sang cuing viéc wng dung
phuong phép ELISA phu hop véi nhitng diéu
kién trang thiét bi hién c6, ching toi thuc
hién dé tai véi muc tiéu: “Khao sat dic
diém khang thé khang HLA cia bénh
nhan cé chi dinh ghép than tai Bénh vién
Bach Mai tir 1/2017 dén 5/2022”

II. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi twong nghién cieu: 147 bénh
nhan c6 chi dinh ghép than tai bénh vién
Bach Mai.

- Tiéu chuan lya chon: Theo Quyét dinh
s6 43/2006/QD-BYT ngay 29 thang 12 nim
2006 cua Bo truong Bo Y té vé chi dinh ghép
than

+ Nguoi bénh bi suy than man giai doan
cudi (1lb, 1V) c6 nguyén vong dugc ghép
than

+ Tudi nén dudi 60 tudi

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciu: md ta cit
ngang, hdi cuu.

2.2.2. Phwong phdp chon mdu: chon
mau thuan tien.

2.2.3. Thei gian nghién cau: tir thdng 1
nam 2017 dén thang 5 nam 2022.

2.2.4. Cic phwong tién va vgt ligu
nghién criu

- Théng tin bénh nhan;

- Mau mau khéng chéng dong;

- Bo kit xét nghiém KT khéng HLA
(LAT1288, LAT1HD) cua hang Onelambda;

- Méy doc ELISA;

- Cac phuong tién, vat liéu ho trg khéc.

2.3. So d6 nghién ciru
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147 bénh nhén ¢6 chi
dinh xét nghiém

Pric diém tudi, gidi, 56 don |

vi KHC, KTC, HT da truyén

Sang loc, dinh danh

khang thé khang HLA

h

T4 16 PRA

Loai khang thé

X ly soligu

Panh gia k&t qua

2.4. Cac thong sé nghién ciu

- Pic diém chung caa bénh nhan: tudi,
Qidi tinh;

- Dic diém vé diéu tri: s6 don vi khéi
hong cau, khéi tiéu cau, khéi tiéu cau, ché
pham huyét twong hoic/va tia di truyén
trude khi xét nghiém khang thé khang HLA,;

- Dic diém khang thé:

+ Pac diém chung (Am tinh/ duong tinh);

+ Pic diém khéang thé theo tung locus
(A, B, C, DR, DP, DQ);

+ Mirc d6 phan @ng cua khang thé vai bo
panel HLA (Panel Reation Antibody-PRA),

Il. KET QUA NGHIEN cU'U

d6 chinh 1a ty 1& duong tinh cua khang thé
trong huyét thanh caa bénh nhan véi céac
khang nguyén trong bd panel, dugc chia
thanh 3 mac do[3]:

(1) Muc d6 phan ting cao: PRA > 75%

(2) Muc do phan tn trung binh: PRA
25-75%

(3) Muc do phan tng thap: PRA <
25%.

2.5. Thu thap va xir ly s6 liéu: Tinh toan
cac ty 1€ %, so sanh céc gia tri trung binh
bang thuat toan T-test trén phan mém SPSS
20.0.

3.1. Pic diém chung cia ddi twong nghién ciéu
Bdng 3.1. Pdc diém gidi tinh ciia doi tweng nghién ciru

Thong Ketqua n (bénh nhan) Ty 18 (%)
Nam 96 65,3
Nit 51 347
Tong 147 100

Nhdn xét: sb lurong bénh nhan nam cao hon nti, twong (ng ty 1€ 1a 65,3% va 34,7%.
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Bdng 3.2. Pdc diém truyén mau ciia déi twong nghién crru

Gia tri Trung binh Téi thiéu — Téi da
Thoéng sb (don vi) (don vi)
Khéi hong cau 3,41+ 224 0-18
Khéi tiéu cau gan tach 0,30 + 0,05 0-3
Huyét twong twoi dong lanh/taa 8,08 + 1,75 0-60
Nhan xét: S6 lwong khdi hdng cau dugc truyén trung binh cho mdi bénh nhéan 1a 3,41 +
2,24 dv.

3.2. Pic diém ciaa khang thé khang HLA ciaa nhém nghién ciéu
Bdng 3.3. Két qud sang lec khang thé khang HLA theo gigi tinh ciza nhém nghién ciru

Thoéng s6 e " Ty 6%
Khéng thé duong tinh 32 21,8
Khang thé am tinh 115 78,2
Tong sd 147 100

Nhan xét: ¢6 21,8% sb bénh nhan (32/147 bénh nhan) phat hién ¢ khang thé khang HLA
Bdng 3.4. Mikc dp phdn ing véi bé panel HLA 6 nhing bénh nhan c6 khang thé

duwong tinh (PRA)
Keét qua ) 1A
Thoéng so ) " Ty1g
PRA < 25% 21 65,6
PRA 25-75% 8 25,0
PRA >75% 3 9,4
Tong sd 32 100

Nhan xét: Mic do phan @ng cua khang thé vai bo panel HLA & nhiing bénh nhan dwong
tinh 1a khac nhau, twong tng vai ty 1€ 1a 65,6% bénh nhan c6 PRA<25%; 25% bénh nhéan co
PRA 25-75%; 9,4% bénh nhan c6 PRA>75%.

Bdng 3.5. Pdc diém ciia khang thé khang HLA theo tirng locus

Thong sb o n Tylg%
Khéng thé khang locus A 16 24,6
Khéng thé khéng locus B 24 36,9
Khéng thé khang locus C 7 10,8
Khéng thé khang locus DP 3 4,6
Khéng thé khang locus DQ 5 7.7
Khéng thé khéang locus DR 10 15,4

Tong sb 65 100

Nhan xét: trong nhém nghién ciu, cac khang thé khang HLA khang nhiéu locus, trong d6
locus B c0 ti 1& khang thé cao nhat (36,9%).
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Bdng 3.6. Ty 1 mgt s6 khang thé khdng HLA thwong gdp trong nhém nghién cizu

Tén khang thé n Ty lé %
Anti-Al 2 2,4
Anti-A2 4 4,7
Anti-B35 3 3,5

Anti-B44 4 4,7
Anti-B57 4 4,7
Anti-DR16 2 2,4

Nhdn xét: Khang thé khang HLA c6 ty 1¢ cao nhat 1a Anti-A2, -B44, -B57 (4,7%), tiép
dén 1a Anti-Al, -B35...; cac khang thé con lai chiém ty 1é thap.
3.3. Mai lién quan giira khang thé khang HLA va mét so yéu to

Bdng 3.7. Méi lién quan gida gidi tinh va khd néing gap khang thé khang HLA
Két qua -
Gisi erqua Am tinh Dwong tinh OR p
Nam 79 (86,8%) 12 (13,2%)
- 3,66 0,001
Nir 36 (64,3%) 20 (35,7%)

Nhgn xét: Nguy co gap khang thé khang HLA & bénh nhan nit gidi cao gap 3,66 lan bénh
nhan nam gidi, su khéc biét co y nghia théng ké (p<0,05).

Bdng 3.8. Méi lién quan giira gidi tinh va mize dé phan ing cia khang thé véi bg panel
HLA

PRA
Gis PRA <25% 259%-75% >75% p
Nam 9 (75%) 3 (25%) 0 (0%) 0,460
N 12 (60%) 5 (25%) 3 (15%) ’

Nhdn xét: PRA <25% ¢ nam Ién hon ¢ nit, PRA>75% & nit 16n hon nam, tuy nhién su
khac biét khong c6 ¥ nghia thong ké (p>0,05).
Bdng 3.9. Méi lién quan giita déic diém truyén mau va khang thé khang HLA

Thong sé Ketqua Am tinh Dwong tinh p
S6 lugng hong cau 3,37 £2,09 3,56 + 2,74 >0,05
S6 lugng tiéu cau 0,19 + 0,02 0,52 + 0,13 >0,05
S6 lugng HTT déng lanh/ tua 7,20 + 1,54 10,61 + 2,46 >0,05

Nhan xét: sé lugng cac ché pham mau & nhém bénh nhan duong tinh nhiéu hon nhém am
tinh, tuy nhién su khac biét khong co y nghia théng ké (p>0,05).
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IV. BAN LUAN

4.1. Pic diém chung cia dbi twong
nghién ciu

Cho dén nay, ghép than van la phuong
phap diéu tri thay thé than tét nhat, dem lai
rat nhiéu co hoi sdng cho cac bénh nhan suy
than giai doan cubi. Déi twong nghién ctu
ctia ching t6i gdm 147 bénh nhan cé chi dinh
ghép than tai bénh vién Bach Mai.

Trong nhém bénh nay, sé bénh nhan nam
gap 2 lan s6 bénh nhan ni, lan luot 12 96
(65,3%) va 51 (34,7%) (bang 3.1). Bénh
nhan c6 chi dinh ghép than hau hét 1a nguoi
méc c4c bénh ly than man tinh du khai phat
la bénh cau than, bénh dng ké than hay bénh
mach than déu c6 thé dan dén suy than man.
Bénh 1y nay cling co6 lién quan véi gidi tinh,
nam mac bénh hon nit hai lan (2/1)[4], hoan
toan phu hop véi dic diém cua nhém nghién
ciu (bang 3.2). Truéc khi tién hanh xét
nghiém sang loc khang thé khang HLA, cac
bénh nhan nay duoc truyén trung binh 3,41 +
2,24 don vi khdi hdng cau va cac ché pham
mau khac. Pay 1a mot trong nhitng nguyén
nhan gay cam tung tao cac khang thé bat
thuong trong d6 c6 cac khang thé khang
HLA trong huyét thanh cua bénh nhan[5].

4.2. Pic diém khang thé khang HLA

Két qua nghién ciu cho thy c6 21,8% s
bénh nhan nghién ctu phat hién khang thé
khang HLA trong huyét thanh (bang 3.3).
Khéng thé dich thé thuong chi ton tai trong
co thé mét thoi gian roi bi dao thai nén tai
thoi diém ldy mau lam xét nghiém co thé
phat hién hoac khong phéat hién dugc khang
thé khang HLA trong huyét thanh caa bénh
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nhan. Két qua nay ciing twong dong véi két
qua cua M. P. Chacko va cs (2013). Khi
nghién ctu trén 164 bénh nhan trudc ghép,
phat hién 31 bénh nhén (ty I¢ 19%) duong
tinh vé6i khéng thé khang HLA[6]. Piéu nay
phan &nh tinh phd bién cua khang thé nay &
bénh nhan mic bénh Iy vé than c6 chi dinh
ghép va da dugc cha y nghién ctu tir lau.

Dé thyc hién dé tai nay, chung t6i di ¢ng
dung k¥ thuat ELISA dé phat hién sy c6 mat
cua khang thé khang HLA ciing nhu dinh
danh ching bang bo panel khang nguyén
HLA. Muc do phan ung caa khang thé véi bo
panel HLA d0 chinh la ty I¢ duong tinh cua
khang thé trong huyét thanh cua bénh nhan
véi cac khang nguyén trong bo panel. Trong
nghién cau nay, 25% s6 bénh nhan c6 PRA &
muc trung binh (25-75%) - chiém ty 1 kha
cao trén tong sé bénh nhan dwong tinh (bang
3.4). Tuy chi c6 9,4% sb bénh nhan duong
tinh & mic do manh (PRA>75%) nhung sb
luong khéng thé khang HLA & nhiing truong
hop nay rat I6n (khang khang nguyén ¢ locus
A, B, DR) gay kho khan trong viéc lya chon
ngudi cho than va diéu tri sau ghép.

Khi tién hanh phan tich va dinh danh
khéng thé khang HLA, ching tdi nhan thiy
ty 1é bénh nhan c6 khang thé khang HLA 16p
| cao nhét vai ty 1& 72,3%, trong d6 khang
thé khang HLA-B ¢6 ty I¢ cao nhat 1a 36,9%
(bang 3.5). Két qua nay hoan toan hop 1y vi
theo c&c nghién ctu trude day, locus B la
locus da dang nhat trong hé théng HLA
(4,358 allele)[7,8]. Khang thé khang HLA
locus A va DR xuat hién khé phé bién véi ty
& lan luot 1 24,6% va 10,8% (bang 3.5).


https://www.ncbi.nlm.nih.gov/pubmed/?term=Chacko%20MP%5BAuthor%5D&cauthor=true&cauthor_uid=24049271
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Trong cac khang thé duoc dinh danh, khang
thé khang HLA c6 ty 1é cao nhat 1a Anti-A2,
-B44, -B57 (4,7%), tiép dén la Anti-Al, -
B35...; cac khang thé con lai chiém ty I¢ thip
(bang 3.6). Ty 1& cua nhitng khang thé nay
cling twong wng vai nhitng khang nguyén
phd bién trong cong ddng. Pay ciing 1a mot
trong nhitng yéu t 1am thu hep kha ning tim
kiém ngudi cho than thich hop.

Két qua nghién ctru ciing chi ra mot sb
yéu t6 c6 mdi lién quan cé y nghia thong ké
v6i kha ning xuat hién khang thé khang
HLA. Nhirng bénh nhan ntr gidi thi kha nang
xuit hién khang thé khang HLA cao hon 3,66
1an so v&i nam gisi (p<0,05) (bang 3.7). PRA
<25% & nam I6n hon & nit, PRA>75% & nit
¢6 03 bénh nhan, & nam thi khong (bang 3.8).
Diéu nay co thé duogc ly giai 1a do su cam
tng mién dich trong quéa trinh mang thai
hoic tu nhién cua nguoi phu nit. Két qua
nghién ciru hoan toan tuong dong véi két qua
cua tac gia Nguyén Ba Khanh (2017) khi
thay ty 18 khang thé khang HLA & bénh nhan
nit nhiéu hon nam 2,8 1an [9].

Trong nghién ctru caa ching toi, s6 luong
don vi khéi hong cau, khéi tiéu cau va cac
ché pham khac & bénh nhan dwong tinh voi
khéng thé khang HLA nhiéu hon bénh nhan
am tinh, nhung khac biét khong c6 y nghia
théng ké (p>0,05) (bang 3.9). Piéu nay co6
thé ly giai do ¢& mau nghién cau con han
ché; bénh nhan mic cac bénh ly vé than dén
didu tri ¢ giai doan sém nén trudc ghép
khéng can thiép nhiéu hoic bénh nhan da
duoc truyén mau diéu tri & tuyén dudi nhung
khong thu thap duoc sé liéu. Tuy nhién nhiéu

nghién ciru trude day da chi ra truyén mau la
yéu té nguy c6 kha rd rang véi viéc phét sinh
khang thé khang HLA. Theo Seftel va cs
(2004), trong nhirng bénh nhan duong tinh
v6i khang thé khang HLA thi c6 dén 19%
bénh nhan di truyén mau nhiéu lan trudc khi
lam xét nghiém [10].

V. KET LUAN

Két qua nghién ctu dic diém khang thé
khang HLA cua 147 bénh nhén c6 chi dinh
ghép than tai Bénh vién Bach Mai cho mot s6
két luan nhu sau:

- Ty & bénh nhan c6 khéang thé khéang
HLA duong tinh 1a 21,8%.

- Mirc @6 phan ung cua khang thé véi bo
panel HLA & muc cao, trung binh va thap lan
luot 1a 9,4%; 25,0% va 65,6%.

- Ty 1& bénh nhan c6 khang thé khang
HLA & 16p | 1a cao nhit véi 72,3%. Ty &
khang thé khang HLA-A, HLA-B va HLA-
DRB1 la cao nhét twong ng 24,6%; 36,9%
va 15,4%.

- Céc khang thé dugc dinh danh thuong
lién quan dén céc locus HLA phd bién trong
cong dong (A2, B44, B57).

- Bénh nhan 1 nix gi¢i c6 mdi lién quan
V6i tang kha nang gap khang thé khang HLA.

VI. KIEN NGHI

1. Xét nghiém thuong quy sang loc va
dinh danh khang thé khang HLA véi nhitng
bénh nhan c¢6 chi dinh ghép than (t& bao géc,
tang) dé tim kiém, lya chon nguoi cho phu
hop.
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2. Nghién ctu theo d6i sy xuat hién va

mét di cua cac khang thé khang HLA truéc
va sau ghép.
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