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Twong hop khang nguyén bach cau ngwdi (HLA) nhém I
quyét dinh tién lwong dai han trong ghép than tré em

Hoang Thij Diém Thuay', Trwong Thi Phwong Uyén', Pham Ngoc Thach?
B moén Nhi - Trwdng Dai hoc Y khoa Pham Ngoc Thach

2Bénh Vién Nhi Ddng 2

Toém tat

Ghép than 1a phwong phap didu tri tdi wu trong suy than giai doan cudi cho ca
ngudi I6n va tré em. D6i voi tré em, do tudi tho ki vong sau ghép dai hon nén viéc
xac dinh tiéu chudn cép cho - nhan can phai chat ché hon, nhdm dam bao sy séng
con tdi wu cho than ghép. Van dé twong hop khang nguyén bach cau nguwdi (Human
Leucocyte Antigen - HLA) tbi wu, dac biét twong hop HLA nhém 1l sé cé tac dung giup

bao dam sbng con dai han cho than ghép.

T khéa: Ghép than tré em, sbng con than ghép, bat twong hop HLA.
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1. PAT VAN PE

Ghép than 1a phuong phap diéu tri téi wu
trong suy than giai doan cudi cho ca nguoi 16n
va tré em. Theo dir li¢u tt NAPRTCS [1], 80%
tré ghép than 1a trén 6 tudi, khoang 25% tré
dugc ghép don dau tién loc mau. Di véi tré
em, do tudi tho ki vong sau ghép con dai, nén
viéc quy dinh tiéu chuin cap cho - nhan can
phai chat ché hon, nhdm dam bao séng con tdi
wu cho than ghép. Ti 16 sdng con & tré ghép than
sau 5 va 10 ndm la 96% va 85% vai nguoi cho
séng; 70,5% va 42% vd&i nguoi cho chét ndo
theo thdng ké tir USRDS [2]. Thoi gian song
trung binh cua than ghép tré em la 119,4 + 8,38
thang. C6 nhiéu yéu t6 gop phan vao viéc tang ti
1¢ séng con than ghép nhu chuén bi trude ghép,
cai thién k¥ thuat md, diéu tri tot nhiém trung

HLA matching determined long - term prognosis in pediatric
kidney transplantation

Kidney transplantation is the best choice for treating end-stage renal disease in
adults and children. In children, due to their longer expected - longevity, the determined
criteriae for selecting the donor - recipient should be stricter in order to offer a better
graft survival. An optimal matching of HLA especially class Il is an important criterion
to assure the long - term graft survival.

Key words: Pediatric kidney transplantation, graft survival, HLA mismatch.

co hoi, va giam thiéu t6i da s6 HLA bat twong
hop dé giam ti 18 thai ghép. Kinh nghiém tir viéc
khong tuan thu sy trong hop HLA cho thiy s&
kéo theo viéc ting cudng thude e ché mién
dich, tir 46 dan dén nhiém trung co hoi, trong do
dang quan tim nhét 13 bénh tang sinh lympho
sau ghép (post - transplant lymphoproliferative
disorder PTLD). Trong bai nay s& tong quan y
van thé gii vé mbi lién quan giita két qua sdng
con cua than ghép & tré em voi s6 luong HLA
bat tuong hop va cac yéu t6 lién quan khac.

2. TONG QUAN

Bai hoc vé su bit twong hop HLA tir cac
dir li¢u dich t& hoc

Do dic diém dia 1y, than ngudi cho chét
ndo chuyén tir cac nuéc chau Au khac dén
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nuéc Anh thudng co thoi gian thiéu mau lanh
kéo dai, vi vay nganh y té Anh phai tdi uu céac
tiéu chuan khac nham cai thién chirc ning
than ghép, trong d6 uu tién tuong hop HLA.
Nghién ctru da trung tim tir 38 qudc gia chau
Au cho thay sy quan tdm ctia Anh va 5 nuéc
Bic Au (Pan mach, Phén Lan, Na - uy, Thuy
dién, Iceland) trong viéc phan phdi than hién
cho tré em. P6i voi ngudi nhan dudi 18 tudi,
s& khong chdp nhan bat twong hop nhéom

DR va khong nhiéu hon mét bat twong hop
nhom 1. Tré em dudi 16 tudi phai nhéan than
tlr nguoi cho dudi 40 tudi, hoan toan tuong
hop HLA DR, khong qué hai bit twong hop
A hoac B [3].

Tong két tir nhiéu nghién cru trén tré em
Béang 1 ciing chimg minh mdi lién quan giita
s6 luong HLA bat tuong hop véi ti 16 séng con
trung han ciia than ghép, tir d6 tac dong sau sic
dén cac chién lugc chon cap ghép [4], [2].

Bing 1: Céc nghién ciru thé hién s6 HLA bét twong hop va nguy co mat than ghép.

Tac gia Nam, s0 bénh nhan

Két qua

1998 - 2007,

Friedersdorff F [2] 9209 < 18 tudi

HLA BTH lam ting nguy co mat manh ghép
du ¢6 thuéc UCMD hién dai.
PTLD c6 lién quan dén HLA - DR BTH.

Foster (2013), 1994 - 2004, 2009 o .

USRD [1] 0358 < 21 tudi HLA BTH va tuoi nguoi cho lién quan SCMG
Opelz (2017), 2000 - 2015, 4 - 6 HLA BTH lién quan SCMG du 1a NCS,
CTS [7] 3627 < 18 tudi xau hon so v6i 0 - 1 HLA BTH ciia NCC
Williams (2018), 1987 - 2016, B

USRD [5] 18,602 < 18 tudi 0-3 BTHNCC=4-6BTHNCS

Trnka (2018) [8] 1990 - 2015, 2 . R
ANZDATA 1134 <20 tudi S6 HLA BTH lién quan SCMG theo bac

HLA - Human Leukocyte Antigen: Khang
nguyén bach cau ngudi; PTLD - Post - transplant
lymphoproliferative disorder: bénh tang sinh
lympho sau ghép.

UCMD: tc ché mién dich; BTH: bat tuong
hop; NCS: ngudi cho séng; NCC: ngudi cho
chét; SCMG: sdng con mé ghép;

Két qua tir ANZDATA (Australia and New
Zealand Dialysis and Transplant Registry) [§]
tir 1990 - 2015 trén 1134 bénh nhi cho thay
nguy co mat than ghép ting 20% cho mdi bat
twong hop HLA.

Dudi day 1a két qua tir mot nghién ctru doan
hé trén nguoi dudi 21 tudi tir UNOS (United
Network for Organ Sharing) [9]. Nghién ctru
duoc thuc hién qua hai thoi ky 1987 - 1998 (11
nam) trén 8422 bénh nhan va 1994 - 2004 (10

nam) trén 9358 bénh nhan. Yéu t6 nguy co lam
giam ti 1¢ séng con than ghép bao gom ngudi
cho chét, tudi nguoi cho trén 45 ddi vai nguoi
cho chét, tudi nguoi nhan, bénh nén, ché do
thudc e ché mién dich va sb lugng bat tuong
hop HLA. Céc yéu td nguy co nay cé sy tuong
tac trong viéc tac dong 1én sy séng con cua
than ghép. O nguoi cho chét, cir 1 bt tuong
hop HLA lam ting 16% nguy co mat than ghép;
trong khi do, nguy conay 1a 56 - 62% khico6 5 -
6 bét twong hop HLA. Nguy co thai ghép & than
ngudi cho chét cao hon ngudi cho séng do thoi
gian thiéu mau lanh 1am ting thé hién cac phan
tir HLA nhom II va cac phan tir dinh trén bé mat
té bao biéu mé va té bao dng than [10]. Hinh 1
cho thay tudi ngudi cho dudi 35 kém 0 - 1 bat
turong hop HLA c6 két qua tét nhét.
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Hinh 1: Tu6i nguoi cho dudi 35 kém 0 - 1 bét twong hop HLA c6 két qué tot nhat [1].

Mot nghién ctru doan hé khac CTS (The
Collaborative Transplant Study) tir 1988 dén
2007 tai 42 qudc gia trén 9209 bénh nhan dudi
18 tudi ciing cho két qua twong tu. Cac bénh nhi
¢6 4 - 6 bat twong hop HLA s& c6 nguy co mat
than ghép cao hon nhoém c6 0 - 3 bat twong hop
HLA (HR=1,19 CI 1,08 - 1,32) [7], [5].

Nghién ctru cua Marlais 2016 [11] trén
3627 cip ghép tir ngudi cho séng cho thiy
nguy co mat than ghép tang 2,2 lan (HR = 1,39
- 3,49) & nhém 1 - 3 bat twong hop HLA; va
3,9 1an & nhém c6 4 - 6 bat twong hop HLA
(HR =2,37 - 6,45).

Cho dén hién nay, cac tré em dugc ghép than
trén thé gidi co ti 1é sng con chung va séng con
than ghép ngin han tét, nhung theo thoi gian, ti
1¢ séng con than ghép cang giam rd theo sb bat
tuong hop HLA. Nghién ctru trén hon 17 ngan
tré ghép than tir UNOS cho thdy tic dong cua
su tuong hop HLA 1én séng con than ghép s&
thé hién rd tir ndm thir 5, ngay cang khac biét tir
trén 15 nam [9]. Thoi gian sng con trung binh
& tré khong co bat tuong hop HLA 1a 25 nim so
v6i mot bat trong hop HLA 13 20 nam; 18 nim
cho hai bat twong hop HLA; 15 nim cho 3 bt
twong hop HLA; 12 ndm cho s bét tuong hop
HLA cao hon 3 [5].

Pic diém hé mién dich tré em so véi
ngudi lom - So sanh gitra HLA nhém I va
HLA nhém II

T lac sinh ra dén luc truong thanh, hé
mién dich 6 sy bién déi vé s lugng cac té bao
lympho T va B, ting dan cac phan tng di thé
(alloreactivity) dat dinh cao nhat ¢ tudi truong
thanh sau d6 giam dan. Tuyén e thoai hoa dan

& tudi truong thanh lam cho té bao T nguyén
thity chuyén thanh té bao T nh¢. Tuy nhién & tré
em, c6 su giam thé hién bo lién két dong kich
thich CD40, d4p tng cytokine tir té bao T hd trg
(T helper) nhém Th2 cao hon nhém Thi, nhiéu
té bao gai dung nap hon va it khang thé khang
HLA trude ghép hon nguoi 16n [6]

Thai ghép thé dich chiém ti 1& cao nhat 1a
36,5% trong tong sd cac nguyén nhan gay mat
than ghép trung han va dai han, c6 lién quan
chit ch& dén su bat tvong hop HLA nhém II.
Nghién ctu trén mau sinh thiét than c6 hién
tugng thai ghép thé dich cho thay tinh trang
tang thé hién cic phan td MHC nhom II trén
mo than ghép, tir d6 gdy viém quanh mach mau
va Ong than. Ngoai ra, trén cic mo than ghép
bi thai ghép thé dich, sy hién dién cua khang
thé khang HLA nhom II 1a 76% trong khi HLA
nhom I chi c6 24% [12].

Cic yéu t6 nguy co khic giy mit thin
ghép & tré em va nguoi tré.

Mot nghién ctru doan h¢ tai Anh trén 5121
bénh nhan dudi 30 tudi [13] cho thiy yéu tb
nguy co lién quan mét than ghép quan trong
nhét 13 tuan tha diéu trj, ma diéu nay la kém nhét
0 nhom nguoi nhan tudi vi thanh nién. Ngoai ra
cac yéu to nguy co khac lién quan dé séng con
than ghép bao gdm: khong tuan thi diéu tri, mirc
séng, gidi nit, bénh cau than, tudi nguoi cho, can
ning va tudi ngudi nhan. Theo Min Cho [14],
sdng con than ghép & tré em con bi tac dong boi
cac yéu td nhu: di tat bdm sinh hé niéu ning,
tudi nguoi cho (Iy tuong dudi 45), can nang va
tudi nguoi nhan. Bénh ting sinh lympho sau
ghép theo nhiéu tac gia ciing 1a yéu t6 1am giam
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ti 1¢ song con than ghép. Tan suat bénh ting sinh
lympho sau ghép chi c6 1% & nguoi 16n, nhung
lai chiém ti 1¢ 8 - 49% & tré em.

Viéc lya chon phac dd thube e ché mién
dich va tudn thu didu tri & tré em ciing gop
phan 6n dinh séng con than ghép. Thude dan
nhép hiéu qua hau nhu luén phai c6, bao gém
khang thé don dong khang thy thé interleukine
2 (IL2Ra) hodc globuline khang té bao tuyén trc
(antithymocyte globuline). Phac d6 duy tri bao
gom steroids, e ché ting sinh lymphd va trc ché
calcineurine. Muc tiéu ctia phac do trc ché mién
dich trén tré¢ em phai bdo dam vura giam thai ti 1¢
thai ghép sém va mudn, giam ti 1¢ xuét hién céac
bénh 4c tinh va nhiém tring co hdi sau d6 [15].

Két qua ghép than tir cic cip sinh dai
cung trirng ciing la bai hoc cho lgi ich cia sy
twong hgp HLA.

C6 gan 50% cap ghép sinh doi cung trimg
chi st dung thudc e ché mién dich tdi thiéu
nho sy tuong hop hoan toan HLA. Sinh d6i
cung tring la cdp sinh d6i dugc tao ra tor mot
tring duoc thy tinh boi mét tinh trung. Trén
thuc té, cap sinh dbi cung trimg ciing ¢ thé c6
khac biét cdu truc dan dén cac phan mg giita
ky chu va mé ghép. C6 ba co ché lam cho céu
tric cap sinh doi cting trimg khac biét: thé kham
(somatic mosaicism), thé lai (chimerism) va
ngoai di truyén (epigenetic drift). Nho ky thuat
short tandem repeat (STR), ngudi ta ¢ thé xac
dinh chic chin cap sinh do6i la hoan toan tuong
hop cAu trac di truyén, tir d6 6 thé chon ché do
trc ché mién dich téi thiéu sau ghép. Steroids
chi dugc cho thoi gian ngin ngay sau ghép dé
{rc ché cac phan tmg mién dich so khai (innate
immunity) hau quéa cta hién twong thiéu mau
cuc b0 - tai tuéi mau. Hién tuong nay lam phong
thich cac chemokine tir d6 kich hoat phan ung
viém giy ton thuong truc tiép cho mo ghép.
Giai doan hau phau gﬁn va sau do, viéc chi dinh
thudc trc ché mién dich nao va thoi gian sir dung
bao lau s& duoc c4 thé hoa theo cac yéu té nhu
bénh gdc, co dia, thoi gian thiéu mau lanh, dién
tién cudc mo. Trén 50% bénh nhéan s& khong
con sir dung thude sau 1 nam [16].

3. KET LUAN
Ghép than tré em van tuan theo cac quy udc
chung nhu ¢ nguoi 16n. Tuy nhién, viéc chon

lya cap cho - nhén con phai luu y thém cac dac
thu riéng cua tré em trong d6 su twong hop HLA
nhom II 12 rat quan trong. Viéc tudn thu tuong
hop 100% HLA nhém II gitip kéo dai tudi tho
than ghép o tré em.
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