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NGHIEN CUU KHANG THE KHANG HLA PAC HIEU O NGUOI CHO
MOT HINH THANH O NGUOI BENH GIAM CHUC NANG THAN
TRONG 6 THANG PAU SAU GHEP
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Tém tit

Muc tiéu: Khao sat dic diém khang thé khang HLA dic hiéu ¢ nguoi cho
(HLA-DSA) méi hinh thanh sau ghép va tim hiéu mdi lién quan véi mot so
yéu t6 & ngudi bénh giam chirc ning than dugc theo ddi trong 6 thang dau.
Phwong phdp nghién ciru: Nghién ctu tién ctru, mo ta cit ngang co phan tich,
kép hop theo ddi doc trén 51 bénh nhan (BN) gidm chirc ning than trong 6 thang
dau sau ghép tir thang 4/2018 - 4/2021. Két qud: Ty 16 HLA-DSA (+) sau ghép 1a
33,3% (MFI trung binh 1a 1.442). Muc dd hoa hop HLA < 3/6 ¢6 lién quan voi
HLA-DSA (+) sau ghép (p < 0,05). Su xuét hién protein niéu sau ghép tai cac
thoi diém theo doi lién quan téi sy xuét hién cia HLA-DSA (+) (OR = 22,25;
p <0,05). Két ludgn: HLA-DSA (+) sau ghép & BN giam chtrc ning than véi ty 18
cao. Murc d6 hoa hop HLA thap (< 3/6) cta cip cho - nhan than ghép va sy xuét
hién protein ni¢u sau ghép co li€n quan tdi sy hinh thanh HLA-DSA (+).

Tir khéa: HLA-DSA; Chirc ning than; 6 thang dau sau ghép.

DE NOVO HLA-DSA IN PATIENTS WITH KIDNEY FUNCTION
REDUCTION IN THE FIRST 6 MONTHS AFTER TRANSPLANTATION

Abstract

Objectives: To investigate the characteristics of de novo donor specific antibodies
against HLA (HLA-DSA) and the relationship of the antibodies with some factors
of patients with reduced kidney function in the first 6 months after transplantation.
Methods: A prospective, cross-sectional descriptive, analytical, and longitudinal

"Hoc vién Quan y
“TAc gia lién h¢: Nguyén Thi Thu Ha (drthuhal03@gmail.com)
Ngay nhan bai: 29/7/2024
Ngay dwgc chip nhan ding: 22/8/2024
http://doi.org/10.56535/jmpm.v49si1.946

84



CHAO MUNG HOI NGHI KHOA HQC GHEP TANG TOAN QUOC LAN THU IX

study was conducted on 51 patients with reduced renal function after transplantation
for 6 months (from April 2018 to April 2021). Results: The incidence of de novo
HLA - DSA after kidney transplantation was 33.3% (with a mean MFI of 1442).
The level of HLA compatibility < 3/6 was associated with de novo HLA-DSA
after transplantation (p < 0.05). The presence of post-transplant proteinuria
at follow-up time points was associated with the presence of HLA-DSA (+)
(OR = 22.25; p < 0.05). Conclusion: The incidence of de novo HLA-DSA
appearing after transplantation in patients with reduced kidney function is high.
The low level of HLA compatibility (< 3/6) and the appearance of proteinuria
after transplantation are associated with the formation of de novo HLA-DSA.

Keywords: HLA-DSA; Kidney function; The first 6 months after transplantation.

PAT VAN PE

Khang thé khang HLA dic hiéu &
ngudi cho hinh thanh sau ghép 13 dau
hiéu bét lgi va 1a rao can 16n dbi voi
viéc bdo v€ chuc nang than ghép lau
dai. HLA-DSA hinh thanh sau ghép
voi ty 1€ khac nhau tuy tung nghién
ctru, wéc tinh khoang 10 - 40% (tuy d6i
tuong nghién ctru) [1, 2]. Muc do hoa
hop HLA cua cap cho - nhan than, tinh
trang rc ché mién dich khong day du,
su tuan tha diéu tri kém sau ghép va
tinh trang viém manh ghép la nhiing
nguyén nhan chinh dong vai tro Ia
nguy co lam xuét hién HLA-DSA sau
ghép. Cac yéu td nay c6 thé lam ting
kha ning sinh mién dich ctia manh
ghép. Sy hién di¢n cua HLA-DSA
trong huyét twong ngudi nhin thin ca
thoi diém truée va sau ghép di tro
thanh d4u 4n sinh hoc du doan két qua
kém hon, cu thé 1a rdi loan chic nang
than ghép, tang ty 1€ thai ghép qua
trung gian khang thé va kha niang séng

sot cua manh ghép [3]. O Viét Nam
hién nay, nhiing nghién ctru vé mién
dich ghép, mbi lién quan giira mién
dich v&i chirc ndng than ghép va su
xuat hién HLA-DSA sau ghép con han
ché. Vi vay, chiing t6i tién hanh nghién
ctu ndy nham: Khdo sat dic diém
HLA-DSA moi hinh thanh sau ghép va
tim hiéu méi lién quan véi mot sé yéu
16 ¢ ngueoi bénh giam chirc ndng than
theo déi trong 6 thang ddu.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ciru
51 BN dugc nhan than ghép tir nguoi
hién séng, duge tién hanh phau thuat
ghép va theo doi dinh ky tai Bénh vi¢n
Quan y 103; BN c6 giam chuc nang than
trong 6 thang dau sau ghép. Thoi gian
nghién ctru tir thang 4/2018 - 4/2021.
* Tiéu chudn lwa chon: BN duoc
phau thuat ghép than tai Bénh vién
Quan y 103; BN nhan than tor nguoi
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hién séng (cung hoidc khac huyét théng);
BN dugc theo ddi day du trong 6 thang
sau ghép; BN duogc ghi nhan giam chirc
nang than ghép trong 6 thang dau theo
ddi; BN dong y tham gia nghién ctru.

* Tiéu chudn loai trir: BN ¢6 san
HLA-DSA tur truéc ghép; BN khong
duoc theo doi déy du theo ké hoach;
BN phat hién mic cac bénh 1y ac tinh
trong 6 thang theo ddi; BN dang mic
cac bénh 1y cap tinh ning; BN c6 bién
ching ngoai khoa gy gidm chic nang
than ngay sau ghép; BN khong dong y
tham gia nghién ctru.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ciru
tién ctru, mo ta cat ngang cd phan tich
va kép hop theo ddi doc sau ghép trong
6 thang.

* C& mau va chon mau: C& mau
thuan tién.

* Cong cu nghién cuu va ky thudt
thu thap thong tin: 51 BN dugc xét
nghiém khang thé khang HLA (PRA)
ldy mau tai thoi diém ghi nhan giam
chitc nang than ghép trong 6 thang
theo doi. Xét nghiém PRA su dung
cong ngh¢ Luminex, dugc thuc hién tai
B6 mon Mién dich, Hoc vién Quan y
theo quy trinh chuan. Viéc xac dinh sy
xuat hién cua HLA-DSA méi hinh
thanh sau ghép bing cach ddi chiéu két
qua PRA ctia nguoi bénh véi két qua
HLA cua ngudi hién twong tng, tir d6
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xac dinh HLA-DSA (+) hay (-), dinh
danh khang thé va xac dinh d6 manh
ctia khang thé d6 (chi sé MFI). Thong
tin vé HLA-DSA (+) sau ghép duogc
thu thap cing véi mot sd yéu td cua
nguoi bénh lién quan trudc va sau ghép
nhu quan hé huyét théng cip cho - nhan
than, lich sur truyén mau, miac do hoa
hop HLA - mtc d¢ khong hoa hop
HLA va protein ni¢u sau ghép.

* Xir Iy s6 liéu: Bang phin mém
SPSS 22.0 cta IBM.

3. DPao dirc nghién ciru

Nghién ctru tuan thu cac quy dinh
vé dao durc trong nghién ctru y sinh hoc.
Céac xét nghiém va phuong phap dicu
tri ap dung trén ngudi bénh theo khuyén
cdo, thong tin BN dugc bdo mat. So
li¢u thu thap trong nghién ctru dam bao
chinh xéc, trung thuc va dugc B6 mon -
Khoa Than va Loc mau, Bénh vién
Quan y 103 cho phép stir dung va cong
bb. Nhom tac gia cam két khong co
xung dot loi ich trong nghién ctru.

KET QUA NGHIEN CUU

1. Pic diém chung dbi twong
nghién ciru

BN nghién ctru c6 do tudi trung
binh 1a 38,49 + 11,10 (ndm). Nam gidi
chiém vu thé (76,5%). BMI trung binh
la 20,75 £ 2,83 kg/m?. Nhom BN
nghién ctru c6 mirc loc cau than than
hién trung binh 14 57,19 mL/phut. Da s
cac BN su dung Tacrolimus trong phéc
d6 wc ché mién dich, vai ty 18 92,2%.



CHAO MUNG HOI NGHI KHOA HQC GHEP TANG TOAN QUOC LAN THU IX

2. Pic diém HLA-DSA sau ghép & nguwoi bénh c6 giam chirc ning than
trong 6 thang dau theo doi
Bang 1. Dic diém PRA sau ghép ¢ nhém BN nghién ctru
theo sy xuat hién HLA-DSA (n = 51).

Dic diém PRA sau ghép S6 lwong (n) Ty 18 (%)
PRA (-) 11 21,6
PRA (+) + HLA-DSA (-) 23 45,1
PRA (+)
PRA (+) + HLA-DSA (+) 17 33,3

Trong nhom PRA (+), ¢6 17 BN xuat hién HLA-DSA (+) (33,3%), 23 BN
(45,1%) c6 HLA-DSA (-).

Bang 2. Dic diém HLA-DSA (+) theo tirng phan 16p (n = 17).

Piic diém S6 lwgng (n) Ty 18 (%)
L6p I (HLA-A, B) 5 29.4
HLA-DSA (+) Lé6p I (HLA-DR) 8 47,1
Lop I +1I 4 23,5

Trong 17 BN xuét hién HLA-DSA cho thiy DSA (+) chu yéu véi sy hién dién
cua 16p II (70,6%).
Bang 3. Dic diém HLA-DSA (+) theo MFI (n = 17).

Pic diém S6 lwong (n) Ty 18 (%)
MFTI trung binh 1.442 (989 - 3539)
MFI < 1.000 4 23,5
HLA-DSA (+)  1.000 < MFI < 3.000 7 41,2
3.000 < MFI < 5.000 5 29.4
MFI > 5.000 1 59

HLA-DSA (+) v6i mirc MFI trung binh 1a 1.442 (989 - 3.539). Khang thé co
MFI & mirc cao (MFI > 5.000) chiém ty 1¢ thap (5,9%).
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3. Moi lién quan giira sw hinh thanh HLA-DSA sau ghép véi mét s6 yéu to
& nguwdi bénh c6 giam chirc ning than trong 6 thang dau theo déi
Bang 4. M6i lién quan giira sy hinh thanh HLA-DSA sau ghép vé6i quan hé
huyét thong ctia cap cho - nhan than ghép va lich sir truyén mau (n = 51)
(str dung phép kiém dinh Fisher’s exact test).

Pic diém HLA-DSA Am tinh Duwong tinh OR, p
Quan hé Khac HT 21 (58,3) 15 (41,7) p>0,05
huyét thong Cing HT 2(50) 2(50) OR=1,4
(HT)
Truyén mau  Khong TM 8 (50) 8 (50) p>0,05
(TM) C6 T™M 15 (62.5) 9 (37,5) OR =06

Két qua chi ra rang chua thdy mbi lién quan giita sy hinh thanh HLA-DSA sau
ghép v6i quan hé huyét thong cip cho - nhan than ghép va lich st truyén mau véi
p > 0,05.

Bang 5. Mbi lién quan giita sy hinh thanh HLA-DSA sau ghép v6i murc do
hoa hop HLA va muc do khong hoa hop HLA cua cdp cho - nhan than ghép

(n=51).
Mirc d6 HLA-DSA  Am tinh Duong tinh OR, p
Hoa hop HLA <3/6 6 (37,5) 10 (62,5) p <0,05°
>3/6 17 (70,8) 7(29,2)  (OR=0.247)
Khoéng hoa <3/6 3 (50) 3 (50) p>0,05°
hop HLA >3/6 20 (58,8) 14 (41,2) (OR =0,7)

(a: Chi-square test; b: Fisher s exact test)
Sy xuét hién HLA-DSA (+) & nhém BN c6 mirc do hoa hop HLA < 3/6 véi ty
1€ cao hon nhém c6 mic do hoa hop HLA > 3/6 (twong ung ty 1€ 62,5% va

29,3%, p <0,05).
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Bang 6. Mbi lién quan giita sy hinh thanh HLA-DSA (+)
va sy xut hién protein niéu sau ghép tai cac thoi diém theo ddi (n = 51).

Protein nicy HLA-DSA (+) HLA-DSA (-)
: (n=17) (n =34)
) Am tinh 10 (58,8) 31(91,2)
Thang tht nhét <0,05°
Duong tinh 7(41,2) 3(8,8)
Am tinh 16 (94,1) 33 (97,1)
Théang thir 3 > 0,052
Duong tinh 1(5,9) 1(2,9)
Am tinh 13 (76,5) 33(97,1)
Thang tht 6 <0,05°
Duong tinh 4 (23.5) 1(2,9)
Xuét hién Co 11 (64,7) 5(14,7)
rotein niéu <0,001°
p - Khong 6 (35,3) 29 (85,3)

(a: Fisher's exact test; b: Chi-square test)

Két qua nghién ctru chi ra & thoi diém thang thir nhat va thang tht 6 sau ghép,
su xuat hién protein niéu & nhém BN c¢6 HLA-DSA (+) cao hon nhém BN co

HLA-DSA (-), su khac bi¢t c6 y nghia véi p < 0,05.

Bang 7. Hbi quy logistic mot sb yéu t6 lién quan dén sy hinh thanh HLA-DSA (+)
sau ghép & nguoi bénh giam chirc ning than trong 6 thang dau theo ddi (n = 51).

Yéu to OR 95%CI p
M loc cau than hién 1,06 0,90 - 1,24 >0,05°
Xuit hién protein ni¢u sau ghép 22,25 2,03 - 243,82 <0,05%
Tacrolimus T6 < 6 ng/mL 0,75 0,07 -7,77 >(,05°
Z:E}fhr; I21;2'1u (trude va’hodc trong, 0.56 0.07 - 4.52 > 0,05°
Hoa hop HLA <3/6 1,59 0,17 -14,53 >0,05*

(a:Multivariate Logistic Regression)
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Phén tich hdi quy da bién tim hiéu
moi lién quan gitra mot sé yéu 6 dén
su hinh thanh HLA-DSA (+) sau ghép,
chung t6i thdy su xudt hién protein
ni¢u sau ghép co lién quan té1 sy hinh
thanh HLA-DSA (+). Cu thé, nguy co
xudt hién protein niéu sau ghép o
nhom BN c6 HLA-DSA (+) cao gép 22
lan so voi nhéom HLA-DAS (-) (OR =
22,25; p <0,05).

Mot s6 yéu t6 khac nhu mirc loc cau
than than hién, néng do Tacrolimus
thang thr 6 < 6 ng/mL, lich st truyén
mau, muc do hoa hop HLA < 3/6, chua
thdy mbi lién quan vé6i sy hinh thanh
HLA-DSA (+) (p > 0,05).

BAN LUAN
Su hinh thanh HLA-DSA sau ghép
da dugc chimmg minh 1a nguyén nhéan

chu yéu din téi mat chic ning manh
ghép trong nhiéu nghién ctru gan day &
ca ghép than va ghép cac tang dac
khac. Sau ghép, ngudi bénh phai dbi
mit voi rat nhidu yéu td bat loi nhu
tinh trang nhiém virus, thai ghép qua
trung gian té bao, su khong hoa hop
HLA, tc ché mién dich chua day du...
Tat ca nhimg yéu t6 nay dan toi hau
qua la co thé san xuat khang thé khang
HLA dac hi¢éu cua nguoi cho chéng lai
tang ghép. Co 33,3% BN dugc ghi
nhan xuét hién HLA-DSA (+) (17/51
BN) (Bdng I). Ching toi nhan thay
rang, ty 1& xuat hién HLA-DSA (+) sau
ghép & cac nghién ctru 1a khac nhau do
doi tuong lua chon vao nghién ctru
khéc nhau, thoi diém tim soat PRA sau
ghép khac nhau.

Bang 8. Ty 1¢ xuat hién HLA-DSA (+) ¢ ngudi bénh
sau ghép than trong cac nghién ctru.

Tic gid Nim Thoi gian khﬁ? sat Ty 1¢
PRA sau ghép HLA - DSA (+)

Worthington J va CS [4] 2003 50,9
6 thang 17
Hoshino J va CS [5] 2012 1 nam 41
2 nam 57
Devos JM va CS [6] 2014 Trung binh 6,1 thang 24

Chung toi 2021 Trong 6 thang dau 33,3

Két qua nghién ctru & bang 2 chi ra rang: HLA-DSA (+) c6 mat 16p II 1én dén
70,6%. Két qua twong tu Alagoz S va CS (2019): HLA - DSA (+) c¢6 mat 16p 11 1a

75% [7].
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Cac khang thé khang HLA dic hiéu
o0 nguoi cho ¢c6 muc MFI trung binh la
1.442. Ty 1¢ BN c6 MFI ¢ muc cao
(MFI > 5.000) chi chiém 5,9% (Bdng 3).
Nghién ctru cua Kwon H va CS (2019)
cho thiy HLA-DSA (+) v6i mirc MFI
> 5.000 1 yéu t6 c6 ¥ nghia duy nhét
anh hudéng dén nguy co thai ghép qua
trung gian khang thé (OR = 2,63; CI:
1,00 - 6,98; p = 0,05) [8].

Quan hé huyét théng cua cip cho -
nhan than va lich su truyén mau chua
c6 mdi lién quan voi sy hinh thanh
HLA-DSA sau ghép voi p > 0,05
(Bang 4). Nam 2020, khi nghién clru
vé vai tro cta truyén mau tac dong toi
than ghép, Jalalonmuhali M va CS chi
ra truyén mau ¢ nhitng ngudi bénh
ghép than trong vong 1 tuan dau sau
phau thuat 13 an toan trong diéu kién
trc ché mién dich manh [9].

Két qua nghién ctru ¢ bang 5 cho
thiy nhom BN hoa hop HLA < 3/6 c6
ty 1& xuat hién HLA-DSA (+) cao hon
nhoém BN hoa hop HLA > 3/6, sy khac
biét c6 y nghia vdi p < 0,05. Alagoz S
va CS (2019) nghién ctru sy hinh thanh
HLA-DSA & BN sau ghép than nhan
thiy s6 HLA-A, B va HLA-DR khong
twong hop ¢ nhom xuat hién HLA-
DSA (+) déu cao hon nhom HLA-DSA
) [71.

Khi phan tich méi lién quan gitra su
xudt hién HLA-DSA (+) va protein
ni€u sau ghép (Bdng 6) ching t61 ghi

nhéan két qua sy xuat hién protein ni¢u
sau ghép tai cac thoi diém cu thé trong
6 thang dau sau ghép & nhom HLA-
DSA (+) déu cao hon c6 y nghia théng
ké so véi nhom HLA-DSA (-), véi
p < 0,05. Khi phén tich hdi quy logistic
mot s yéu té lién quan t6i sy xuit
hién HLA-DSA (+) sau ghép (Bang 7),
chung toi thdy su xuat hién protein
niéu sau ghép tai cac thoi diém theo
ddi lién quan t6i sy xuat hién HLA-
DSA (+) (OR =22,25; p < 0,05). Rusai
K va CS (2016) nghién ctu trén d6i
tugng ghép 1a tré em cho thiy sy xuat
hién protein ni¢u & nhom BN c6 HLA-
DSA (+) cao hon  so v&i nhém BN co
HLA-DSA (-) (p <0,05) [10].

KET LUAN

Nghién ctru HLA-DSA méi hinh
thanh sau ghép ¢ 51 BN c¢6 giam chirc
ning than trong 6 thang dau theo dai,
chung t6i thdy ty 16 nguodi bénh co
HLA-DSA (+) 12 33,3% (chu yéu c6 su
hién hién cua khang thé 16p II). Muc
MFI trung binh ciia cic khang thé
khang HLA dac hi€u nguoi cho la
1.442, da s6 BN c6 MFI < 3.000; mtc
MFI > 5.000 chi chiém ty 1& thap
(5,9%). Mitc 6 hoa hop HLA thép (<
3/6) cua cap cho - nhan than ghép va
sy xuat hién protein niéu sau ghép c6
lién quan dén sy hinh thanh HLA-DSA
(+) (p < 0,05).
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