Bénh vién Trung wong Hué

KHAO SAT SU HIEN DIEN CUA KHANG THE KHANG HLA
& CAC BENH NHAN THEO DOI THAI GHEP

Trdn Van Bdo!

TOM TAT

Muc tiéu: Khédo sat sw hién dién cta khang thé khéng HLA (Anti~-HLA antibodies) & nhirng nguoi nhan
tang dwoc chan doan theo doi thai ghép.

Péi twong va phwong phap: Mo ta cét ngang-hdi ciu 09 ngudi nhén tang duoc chén doén theo dbi
thai ghép tai Bénh vién Cho Ray ti thang 6/2015 dén thang 8/2017.

Két qua: Trong 09 ngudi nhan tang dugc chdn doén theo doi thai ghép, ty Ié nam chiém da sé (77,78%),
céc doi twong nghién ctu téap trung & do tudi tr 25-44 tudi (55,56%), 6 truong hop cé sy hign dign hodac
thay ddi khéng thé khang HLA; 3 truong hop con lai khéng cé sw hién dién cua khang thé trude va sau ghép
tang. Ca 9 truong hop déu duoc xét nghiém do chéo m tinh truwde va sau ghép. Ty lé twong hop HLA gitra
ngudi cho va nhan tang trudc ghép tap trung ¢ ty I 3/6 (65,56%) va cung huyét théng.

Két luan: Buoc ddu nhan thdy khang thé khang HLA hién dién hodc thay d6i & nhiing nguoi nhan tang
c6 chan doén thai ghép (55,56%), ngay ca trén nhirng déi turong c6 dé twong hop HLA va hoa hop vé mat
midn dich gitra ngudi cho va nhan tang. Xét nghiém dinh danh khang thé khéng HLA la mot xét nghiém cén
thiét dé gidp bac sT diéu trj danh gid chinh xéc tinh trang mién dich cda bénh nhan trwdc ghép tang va dac
bigt phat huy hiéu qué trong theo doi cac truong hop théi ghép cap va toi cap.

T khéa: Khang thé khang HLA (Anti-HLA antibodies); PRA (Panel Reactive Antibody).

ABSTRACT
STUDY ON PRESENCE OF ANTI-HLA ANTIBODIES IN RECIPIENTS DIAGNOSED
GRAFT FAILURE

Tran Van Bao'’
Objective: Follow up the presence of anti-HLA antibodies in recipients diagnosed graft failure. Subjects
and methods: Retrospective, descriptive study on 09 organ recipients diagnosed graft failure at Cho Ray
Hospital from June, 2015 to August, 2017. Results: Among 09 organ recipients, there were 6 recipients
had presence or change on anti-HLA antibodies and 3 rest recipients did not have antibody at prior and
post transplantation. The cross-matching tests were recorded negative at prior and post transplantation
for all cases above. The correlation< on HLA between recipients and donors were almost recorded at 3/6.
Conclusion: Preliminary noted that there was presence or change on anti-HLA antibodies in organ recipients
at prior and post transplantation. Although these recipients had correlation on HLA and negative results

on cross-matching tests between donors and recipients. Anti-HLA bodies identification was-considered-an--
essential test to follow up the graft failure.
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Khao sdt sy hién dién ciia khdng thé'khing HLA...

L. PAT VAN bE

Ghép tang la giai phap hi¢u qua nhit trong cac
giai phép thay thé chtic ning cta céc co quan noi
tang[5], [6], [10]. Nhim dam bdo sy thanh cdng
ctia ca ghép va gitip manh ghép ton tai trong co thé
ngudi nhan thi viée tién hanh cic xét nghiém vé
mién dich ghép nhu dinh danh khang nguyén bach
cau ngudi (HLA: Human Leukocyte Antigen) ctia
nguoi cho-nhén tang; xét nghiém do chéo dé xac
dinh su hod hop v& mit mién dich gilta nguoi cho-
nhén tang; xét nghiém dinh danh khang thé khang
HLA & nguoi nhén tang....1a mot chi dinh bét bude.
Tuy nhién, hién tuong thai ghép van xay ra & mot
s truong hop khong mong mudn Theo y vin, c6 rit
nhiéu nguyén nhan din dén hién tuong thai ghép,
trong d6 nguyén nhan do bit ddng mién dich gilra
khang nguyén va khéng thé la mot trong nhitng
nguyén nhan chii yéu. Do véy, viéc theo ddi su hién
di¢n hoiic thay ddi ctia khang thé khang HLA (Anti-
HLA antibodies) sau ghép ¢ ngudi nhan tang 1a mot
xét nghiém quan trong, cin thiét dé giup cac bac st
diéu trj c6 thé danh gid muc do thai ghép va dua ra
huéng dicu tri thich hop.

Chung ti tién hanh dé tai nghién ctiru nay voi
muc tiéu sau: Khao sat sy hién dién cua khang thé
khang HLA & ngudi nhan tang duoc chin dodn theo
ddi thai ghép tai Bénh vién Cho Ray.

IL. POl TUQNG VA PHUONG PHAP
NGHIEN COU

2.1. Déi twgng nghién ciru

09 nguoi nhan tang dugc chén dodn theo di thai
ghép tir thang 6/2015 dén thang 8/2017.

2.2. Vit liéu va thudc thir

Mau thi: 03ml huyét thanh va 50ml mau toan
phin clia ngudi cho va nguoi nhan tang.

Bo sinh phim dinh danh khang thé khang

Phan mém hd trg phan tich két qua HLA Fusion
3.0 va hé thdng phan tich két qua LABScan 100.

2.3. Phwong phap nghién ciru

MG ta cdt ngang-hdi ctru.

Mau huyét thanh dugc xét nghiém dinh danh
khang thé khang HLA v&i sinh phdm PRA bang k¥
thuat pha rén — cong nghé Luminex. Dong thoi thuc
hién kiém tra két qua do chéo gitra ngudi cho va
nhén tang.

Hién nay, chiing t6i dang st dung k¥ thuat pha
rn-cong nghé Luminex dé dinh danh khing thé
khang HLA bang cach phat hién khang thé c6 phan
tng voi HLA 16p T va 11 biét truée dugce gin trén
hat bead (PRA: Panel Reactive Antibody) véi thiét
ké mot hay mot b khang nguyén bach cau da bidt
trude duoc gén [én mot hat bead. Két qua dugc xir
ly trén phin mém h3 tro phan tich két qua HLA
Fusion 3.0 va hé thdng phén tich LABScan 100.

1L KET QUA NGHIEN CUU
3.1. Diic diém ciia doi twgng nghién ciru
3.11. Dic diém vé giGi tinh

Bang 1: Ddc diém vé gidi tinh

Stt Gi@i tinh n %
1 Nam 7 71,78
2 N 2 22,22
Tdng cong 09 100

Ty 1€ nam trong nghién ctu chiém da s6 (77,78%).
3.1.2. Ddc diém vé dj tudi

Bang 2: Pdc diém vé do udi

Stt Do tudi n %
1 >18 01 1,1
2 18-24 01 11,11
3 25-44 05 55,56
4 45-60 02 22,22
Téngcong | 09 100

HLA bang PRA cta Onelamda (LABScreen PRA:
LSTPRA cho I6p I va LS2PRA cho 16p 2).

B0 sinh pham xét nghiém do chéo bing k¥ thuat
vi doc té bao lympho ¢é su hién dién ctia bd thé
(CDC).
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bi twgng nghién ciru tip trung nhitu ¢ dé tudi
tir 25 dén 44 (55,56%).

3.2. Két qua nghién ciru

3.2.1. Két qua do twong hop HLA giita ngwoi
cho va nguwoi nhin trudée ghép
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Bang 3. Két qua twong hop HLA giita nguoi cho va ngudi nhdn trude ghép

Stt l()l?ot::Jos“l()grl,";}vaj[:\/)\ n % Quan h¢
1 Phu hop 1/6 01 11,11 Khong cung huyét théng
2 Phu hop 2/6 01 11,11 Khong cung huyét théng
3 Phi hop 3/6 05 55,56 ~ Huyét théng
4 Phu hop 4/6 02 22,22 Huyét thong
Téng cong ( 09 100

Ty 1€ phu hop HLA giita nguoi cho va nhédn tang 3/6 chiém da s6 (55,66%) va c¢6 quan hé huyét thong.
3.2.2. Két quda do chéo giva nguwoi cho va ngwoi nhin trivoc va sau ghép
Bang 4. Ket qua do chéo giita nguoi cho va nguoi nhdn trude va sau ghép

” Po chéo Trude ghép Sau ghép
) n % n Yo
I Am tinh 09 100 09 100
2 Duong tinh 00 0 00 0
Tong cong 09 100 09 100

100% céc truong hop déu co két qua do chéo am tinh trude va sau ghép.
3.2.3. Két qua khang thé khang HLA ctia ngwoi nhin trivdc va sau ghép
Bang 5. Két qua khdng thé khang HLA ciia nguoi nhdn trudce va sau ghép

i 4 Truwée ghép Sau ghép
Stt Khang thé khang hla
n % n Y%
1 C6 khang thé khang HLA 04 44,44 05 55,56
2 Khong c6 khang thé khang HLA 05 55,56 04 44,44
Téng cong 09 100 09 100

Co sy thay doi v€ sw hién dién cua khéng thé khang HLA trudc va sau ghép tang.
3.2.4. Ket qud theo doi sy thay doi khdng thé khding HLA truwdc va sau ghép
Bang 6. Ket qua theo doi sw thay doi khdang thé khang HLA trudce va sau ghép

, ) Trudc ghép Sau ghép
Sit | Tembnghgp Khang thé % PRA Khang thé % PRA
\ A2; B57; Cwl4; A68; B5S; ) ) ) )
1 Truong hop 1 AG9: B6S: B37: B4S: DR103. 49 A2; A68; AGY; B46; B58 40
2 Truong hop 2 Am tinh 0 DR 103 34
B57; CW14; A33; CWI5;
B52; A31; B39; A69; B72;
3 Truong hop 3 A74;B51; B81; A80; A36; 64 Am tinh 0
CWS5; CW18; A26; B63; B46;
B48; B71; B78.
4 Truong hop 4 Am tinh 0 Al1l; DQ6; DR103 66
A30; A31,A36; A23; A24,
A68; A2; BS7; B58; B35; B53;
B51; B78; B62; B63; B75;
s Trudng hop.5 A34: BT3 18 B71; B72; B49; B50, B18; 95
B42; B54; B56; B67; B18;
B49; B50; DQ6; DR4; DR7;
DR16; DR13; DR10; DR 14;
DQ8; DR15; DR51
A2; A68; AGY; B58; B6O;
6 | Trudnghop6 B61; B§1: DR15: DRIG: 53 | A3 BS1:B39; DRIS; DRIG; |
: ’ : ’ ’ DR1; DR51; DR103; DP17
DR51
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Khéo sdt su hién dién ciia khdng thé' khing HLA...

C6 4 trwong hop c6 thay dbi v& su hién dién ctia
khang thé khang HLA trudc va sau ghép tang. C6 2
truong hop duge ghi nhén c¢6 sw hién dién ctia khang
thé khang HLA sau ghép.

IV. BAN LUAN

4.1. Pic diém ciia ddi twong nghién ciru

Trong 09 trudng hop theo ddi thai ghép, ty 1€
nam chiém da sb (77,78%) va tap trung & do tudi tir
25-44. Ty 1& gioi tinh va do tudi cta ddi twong tham
gia nghién ctu phu hop véi nghién ciru cua tic gia
E. F Campos va cong su[11].

4.2. Két qua nghién ciru

4.2.1. Két qua ap phit hop HLA giita ngudi cho
va ngwoi nhan trudc ghép

Theo két qua & bang 3, ching t6i nhan théy: hon
55% ngudi cho va nhan tang c6 ty 1¢ hoa hop HLA
12 3/6 v&i ba locus DR; B va A. Ty 1€ hoa hop nay
phi hop dé tién hanh ghép tang vi do hoa hop HLA
t6i thiéu gitta HLA gitta nguoi cho va nhan ¢ thé
chip nhén 1a 2/6. Qua nghién ctru y vin, ty 1¢ hoa
hop HLA giita cdc locus néu trén theo thir tw uvu
tién DR, B, A cang cao thi thoi gian ton tai cia md
ghép cang lau dai vi cac locus nay co s6 allel nhiéu
nhét, trong d6 locus DR ¢6 tdm quan trong nhét vi
locus DR thuge HLA lop 11, vbn ¢6 lién quan nhiéu
dén cac bénh c6 d6 nhay cam cao, cdc bénh ty mién
hodc cac phan Gng viém.....[2], [9].

4.2.2. Két qua dp chéo gia nguwoi cho va nguwoi
nhin truwdc va sau ghép

Két qua do chéo trude va sau ghép (bang 4) déu
am tinh thé hién sy hoa hop vé té bao gifta nguoi
cho va ngudi nhan. Tuy nhién ¢6 thé nhan thdy réng
phan tng thai ghép c6 thé xdy ra ngay ca nhiing
trudng hop ¢6 két qua do chéo am tinh vé mat té

bao gitta nguodi cho va nguoi nhan. Sy xuat hién

chimg cu thd gitp bac si didu trj c6 hudng chan
doén va theo doi tinh trang ctia bénh nhéan. Hién nay
tai Bénh vién Cho Rdy, ching toi véan dang stir dung
k¢ thudt vi doc té bao lympho ¢6 su hién dién cua
bd thé (CDC) dé kiém tra sw hoa hop (do chéo) gitta
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ngudi cho va nguoi nhan.

4.2.3. Két qua theo doi sw thay dbi khdng thé
khdang HLA truwdc va sau ghép

Chung t6i nhén thdy c6 su thay ddi v& su xuét
hién cua khang thé khang HLA trudc va sau ghép
tang (bang 6). Trong 9 truong hop duge theo ddi,
¢6 3 truong hop khong c6 su xuét hién ciia khang
thé trude va sau ghép, 6 trudng hop con lai c6 su
thay d6i vé khang thé trudc va sau ghép, di kem
voi su thay ddi PRA. Trong 6 trudng hop trén, c6
truong hop 3 c6 sy thay ddi tich cuc nhit, nguoi
nhan vao thoi didm trude ghép c6 khéang thé trong
huyét thanh, tuy nhién sau ghép khong phat hi¢n
duoc khang thé, c6 thé ngudi nhan di duge didu
tri béng céc loai thude tc ché mién dich hoic duoc
thay huyét tuong trude ghép nham dam bao an toan
cho manh ghép. Tuy nhién, hién tuong thii ghép
vAn xudt hién, ¢6 thé do mdt nguyén nhan khac vi
ngudi nhin va nguoi cho cliing huyét théng, c6 do
twong hop HLA la 3/6.

Trong ndm truong hop con lai, hiu nhu ¢o ting
thém sy xudt hién khang thé so véi trudc ghép. Sy
xuét hién cua khang thé khang HLA c6 thé xuit phat
tir nhidu nguyén nhan nhu dugc truyén mau, phy ni
sinh dé nhidu lan, do qué trinh diéu tri bénh, do bénh
nhan da nhén tang trude do.. .Tét ca cac truong hop
ma chung toi theo doi trong nghién clru nay déu
khong nhéan thiy c6 khang thé khang lai truc tiép
v6i HLA cia nguoi cho. Nhu vy, ¢6 thé néi viée
xét nghiém va ghép tang dugc thuc hién hoan toan
pht hgp. Nguyén nhan xudt hién khang thé khang
HLA c6 thé xuét phat tir mot trong nhiing nguyén
nhan néu trén 2], [9], [10].

Mot nghién cuu tai My, cong bé vao nam 2006,
duoc thuc hién trén 512 nguoi nhan thin dé tim méi

lien quan gilia sy hién dién cta khang thé khang

“hodc thay ddi khang thé khang HLA 1a mot minh — HLA 16p I va/hoic 16p 1T sau ghép thin voi d4u hiéu

thai ghép than mén, da chi ra rang, su xuét hién cia
khang thé khang HLA 16p I thuong c6 lién quan dén
ngudi ¢6 gigi tinh nii, phu nit mang thai hodc do
duoc truy(‘“:n mau. Trong khi dd, su hién dién cta

khang thé khang HLA 16p 11 ¢6 lién quan dén su
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thay dbi ndng do creatinin, triéu ching thai ghép
cdp, ngudi c6 giGi tinh nam... Nghién ctu nay
cling dua ra két luan rang su hién dién ciia khang
thé khang HLA 16p 11 14 d4u hiéu canh bao sy mét
manh ghép trude khi ¢é su suy giam vé chiic ning
than va gia tdng nguy co thai ghép & ngudi cd sy suy
giam vé chirc nang ctia manh ghép [11]. Nhéan dinh
trén ciing twong ddng voi nghién ctiu cia ching toi,
v6i 77,78 % d6i tugng nghién ciru 13 nam va 4 trong
9 truong hop c6 su hién dién cia khang thé khang
HLA 16p II sau ghép tang.

Theo cac nghién ctru Iy thuyét vé thé dich trong
ghép tang thi sy xudt hién ciia khang thé lién quan
dén sy thai ghép ddng loai, trong mot sé cong bd
ciing chi rd sw xudt hién ctia khang thé c6 thé gay
nén thai ghép tdi cdp. Qua mot nghién ctru ngudi ta
thdy rang trong mau huyét thanh ctia bénh nhan co
hién tugng thai ghép thuong khong tim thiy khang
thé chuyén biét & ngudi cho (DSA), ho cho ring
chiing da bj hap thu bdi manh ghép [7]. Trong mot
nghién ctiu khac dugc cong b tai My nim 2004,
ngudi ta két ludn ring ngudi cd khang thé khang
HLA s& xut hién hién tuong thai ghép nhidu hon
nhitng ngudi khong cé khang thé [8].

Hién nay, xét nghiém dinh danh khéang thé
khang HLA la mét chi dinh xét nghiém thuong
quy cho bénh nhan trudc khi dugc ghép tang.

Ngoai ra, xét nghiém dinh danh khang thé khang
HLA con dugc xem la mét trong nhiing xét
nghiém quan trong va c6 tinh quyét dinh déi véi
viée du bao két qua do chéo (virtual crossmatch)
va ngin nglra phan tng thai ghép do bit dong
mién dich khi ghép tang. Chiing t6i dang ap dung
ky thudt pha rin-cong nghé Luminex véi sinh
phim LABScreen dé dinh danh khang thé khang
HLA. Pay la mot su tién bo vé k¥ thuat véi do
nhay cao so véi cac ky thudt khac nhu ky thuat
vi doc té bao lympho ¢6 sy hién dién cua bd thé
(CDC) hay k¥ thuat mién dich gén men (ELISA)
[11, [3], [4], [5]. Vi vay, c6 thé giap bac si diéu
tri theo d&i tinh trang mién dich ctia bénh nhén

trudce, trong va sau khi ghép tang.

V. KET LUAN

Budc diu nhén thiy khang thé khang HLA c¢6
hién dién hodc thay ddi & nhiing ngudi nhan tang c6
chan doan thai ghép (55,56%), ngay ca trén nhiing
dbi tuong cd dg tuong hop HLA va hoa hop vé mit
té bao gitta ngudi cho va nhén tang. Xét nghiém
dinh danh khang thé khang HLA 1a mot xét nghiém
can thiét dé giap bac si diéu tri c6 danh gia chinh
xé4c vé tinh trang mién dich ctia bénh nhén trudc
ghép tang va dac biét phat huy hi¢u qua trong theo
dsi cac truong hop thai ghép cap va tdi cap.
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