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TOM TAT

U Thai ghép cép sau ghép gan bao gém thai ghép cép qua trung gian té bao T (TCMR) va thai ghép qua trung
gian khang thé (AMR). Néu nhv TCMR 1a két qua ctia phan trng mién dich qua trung gian té bao T ctia hgudi nhan
tén céng vao manh ghép cta nguoi hién, dén dén tén thuong manh ghép, véi tén suét 10 - 40% sau ghép thi AMR
la mét bién chirng rét hiém gap trong ghép gan véi tan suét duoc bao céo la 0,3 - 2%, nhung co thé dé lai hau qua
rat nghiém trong nhu mat manh ghép sém hay xo gan. Xéc dinh va diéu tri AMR con gép nhiéu khé khén do sw phirc
tap trong chédn doan mién dich va mé bénh hoc, thiéu phéc dé diéu tri ciing nhw theo déi 1au dai. Piéu tri tinh trang
théi ghép qua trung gian khéng thé sau ghép gan thuong duwa trén kinh nghiém cta céc trung tdm va trén nhém ghép
thén, bao gém corticoid, trao déi huyét tiong, IVIG liéu cao cé thé két hop véi Rituximab. Trong béo céo nay, ching
téi bédo cdo mot ca thai ghép thé hén hop qua trung gian khang thé va qua trung gian té bao T trén bénh nhi teo mat
bam sinh - bénh gan giai doan cudi sau ghép gan véi bang chirng vé sinh thiét gan va sw téng cao ctia khéng thé
khang HLA (HLA PRA I6p | va I6p 1)

Tir khéa: Thai ghép qua trung gian khang thé, thai ghép qua trung gian té bao T.

ABSTRACT
CASE REPORT: ACUTE LIVER TRANSPLANT REJECTION SUCCESSFULLY TREATED BY A MIXED OF
T - CELL MEDIATED REJECTION AND ANTIBODY - MEDIATED REJECTION

Bach Thi Ly Na', Hoang Ngoc Thach’, Nguyen Pham Anh Hoa', Dang Anh Duong’, Do Van Do’,
Pham Duy Hien', Vu Manh Hoan’

Acute rejection includes T cell - mediated rejection TCMR and antibody - mediated rejection (AMR). If TCMR is a
result of a recipient T - cell mediated immune response targeting the donor allograft resulting in allograft injury of various
severity with 20 - 40% after liver transplantation then antibody mediated rejection (AMR) is very rare complication of
liver transplantation with a reported frequency of 0,3 - 2%, but can have very serious consequences such as early graft
los or cirrhosis. Identifying and treatment AMR remain difficult due to the complexity of immunological and pathology
diagnosis, lack of guidelines and long term monitoring. Treatment AMR after liver transplantation is often based on the
experience of other centers and the kidney transplant team, including corticoid, plasma exchange, high dose of IVIG ,
may be combined with rituximab. In this case, we reported a case mixed transplant rejection between TCMR and AMR
after liver transplant in a patient with biliary atresia - end stage liver disease with evidence of liver biosy and elevated
anti HLA antiobodies (HLA PRA class | and Il)
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I. PAT VAN PE

Thai ghép qua trung gian té bao T xay ra pho bién
nhét & giai doan du sau ghép tang va thudng c6 thé
diéu tri bang thudc e ché mién dich, biéu hién véi
céc triéu chimg 1am sang khong dic hiéu va cha yéu
1 tinh trang & mat. Sinh thiét gan 1a can thiét dé xac
dinh chan doan vdi cac ton thuong thAm nhiém té
bao viém hdn hop day dic ¢ khoang cira, bang chimg
ton thuong biéu mo duong mat, noi mo tinh mach
ctra, tinh mach gan va té bao gan [1]. Thai ghép quan
trung gian khang thé 14 phan g thai ghép ma cac
khang thé & ngudi nhan di dugc san xuét hoic khang
thé méi duoc tao ra sau khi ghép s& lién két vi manh
ghép va gay tén thuong té bao. Phan g giira khang
nguyén - khang thé xay ra chil yéu & cac mach mau
dugc cdy ghép gay kich hoat hé théng déng mau
trong huyét thanh, dan dén hinh thanh huyét khdi noi
mach va hinh thanh viém mach do té bao viém xam
nhép vao té bao ndi mé mach mau. Ca hai phan tng
déu gay tic nghén va xuat huyét mo, hoai tr mé do
thiéu méau cuc bd hoic ton thuong do thiéu mau cuc
bd ddi véi cac té bao duge hd tro [1 - 3]

II. BAO CAO CA BENH

Bénh nhan nit Nguyén Quynh C, 11 thang tudi
dugc chan doan bénh gan giai doan cudi sau phau
thuat kasai, véi cac hdu qua cia xo gan, r6i loan
d6éng mau ning, xuat huyét tiéu hoa nhidu dot do
v tinh mach thue quan. Chi s6 PELD tai thoi diém
bénh nhan dugc ghép gan la 31.

Bénh nhan dugc nhéan gan tr nguoi cho 1a me
rudt, cung nhom mau, chirc ndng gan trong gidi han
binh thuong, hoa hop HLA 5/8. HLA 16p 1, va 16p
II am tinh, phan Gmg lympho crossmatch trudc ghép

am tinh. Manh ghép tir phan thuy 2 -3 gan tréi, trong
luong manh ghép 205 gram, chi s6 GRWR: 2,8

Phau thuat theo quy trinh, thoi gian phau thuat
8 gio, sau phau thuat bénh nhan duoc diéu trj
theo protocol, duy tri thudc trc ché mién dich gém
tacrolimus dam bao ndng d6 day 10 - 12 ng/ml két
hop véi corticoid liéu 2 mg/kg/ngay. Hau phau cua
bénh nhan sau ghép thuén loi, chirc niang khéi ghép
tién trién tot, chi sd bilirubin, transamninase va dong
mau cai thién. Bénh nhén phat hi¢n gia phinh vi tri
miéng ndi dong mach gan vao ngay hau phau tha
7, khéi gia phinh kich thudc nho, tuéi mau manh
ghép giam nhe khong anh huong dén chtc ning
khéi ghép. Tré xudt vién ngay 28 sau phau thuat, xét
nghiém tai thoi diém xuat vién: GOT/GPT/GGT:
35/45.8/76.4 UI/L, Bilirubin TP/TT: 11.8/4

Bénh nhan tai kham lai vao ngay thir 36 sau
ghép gan, xét nghiém thuong quy danh gia sau
ghép co sy ting vot vé transaminase va biéu hién
vang da trén 1am sang voi chi sé6 GOT/GPT/GGT:
629.9/1033.5/291 UI/L, Bilirubin TP/TT: 50.7/35.8

Bénh nhan duoc 1am cac xét nghiém hd tro chén
doan: cac virus huéng gan (A, B,C, E, CMV va
EBV) am tinh.

Doppler danh gia dong chay va MSCT khong
phat hién cac bat thuong vé dong chay, hé thong
mach mau.

Bénh nhan duoc chan doan: Theo ddi thai ghép
cap/ sau ghép gan ngay 36.

biéu trj:

- Bolus corticoid lidu 10 mg/kg/ngay x 5 ngay,

- Duy tri FK: 8 - 10

- Ursoval: 20 mg/kg/ngay
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Biéu db 1: Dién bién xét nghiém diéu tri thai ghép D36 - D 43
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Sau diéu tri bolus corticoid liéu 10 mg/kg/ngay transaminase giam chiam, GGT ting cao, bénh nhin
dugc sinh thiét gan xac dinh ton thuong va lam xét nghiém dinh lwong khang thé khang HLA loai trir cac
truong hop thai ghép khac.

Két qua sinh thiét: M6 gan con thay rd cdu tric v6i 6 khoang cira. Té bao gan rd, sd it té bao ¢ thoai hoa
nhe, cac bé té bao gan hudng tam tinh mach trung tam tiéu thuy, khong thdy hoai tir. Tén thuong chinh bao
gom gian khoang cira, thAim nhiém viém ving cira, thim nhiém viém duong mat va ton thuong hiyy hoai
mach. Gian vung cira, thAm nhiém viém mirc d6 nhe va trung binh xuét hién tat ca cac khoang ctra, té bao
viém g(‘Sm hau hét 1a lympho, rai rac c6 it bach cAu wa axit, bach ciu da nhan trung tinh. Puong mat con
nhan théy cAu triic, c6 tham nhidm viém vach mat quan, chua co biéu hién huy hoai. Toén thuong thanh mach
15 gdm thadm nhim viém vach mach, c6 hity hoai néi mé. Piém hoat dong (RAI - Rejection activity score)
twong tng P1B1V2 = 4 diém. Nhuoém hoéa mé mién dich: LCA (+), CD3 (+), CD20 (), CMV (-), EBV (-).
Nhuém C4d mién dich huynh quang (-). Két luan: Thai ghép gan cdp qua trung gian té bao T, mirc d6 nhe.

o ‘ > i SO :
Hinh 1: A, B: Té bao viém xam nhép thanh mach, pha hily ndi mé (mii tén do)
va xam nhap thanh mat quan (miii tén xanh). C: Xam nhap viém khoang cura.

- Pinh luong khang thé khang HLA PRA class I: 94% va class II: 65%.

Bénh nhan dugc chin doan: Theo di thai ghép thé hdn hop qua trung gian khang thé va trung gian té
bao T/ Ghép gan ngay thur 43.

Tré duoc ap dung phac d diéu tri bao gdm: plasma exchange 3 1an, IVIG liéu 1g/kg/ngay trong 2 ngay
va str dung rituximab liéu 375mg/m? da.
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Biéu d6 2: Dién dién xét nghiém trong qua trinh diéu tri theo AMR
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- ™
CLASSI : 94%
CLASS II: 65%
Lympho B: 8,1% (5 0% lympho
ngoaiv i)
Plasma HLAP RA
exchange =) CLASSI :3 %
x3 CLASS II: 6%
HLAP RAS
IVIG x2 CLASS I: 8%
Rituximab CLASS II:3 %
Lympho B: 0%
o /

Biéu dd 3: HLA qua cac mbc diéu tri
Sau diéu tri sau 26 ngdy, bénh nhan duoc xuat vién voi chi s6 GOT/GPT 1a 89/196. Bilirubin TP/TT:
16/8. Theo doi dinh ky danh gia chtic nang gan, HLA class I, 1.
Dinh lugng HLA PRA sau 5 thang diéu tri cho két qua HLA PRA 16p I: 5% va 16p II: 0%. Men gan ciia
bénh nhan sau 12 thang AMR: GOT/GPT/GGT: 70/94/183, Bilirubin TP/TT: 16/3.5

III. BAN LUAN

Gan duoc xem 1a co quan cé dic quyén mién
dich va kha ning khang AMR véi nhiéu 1y do bao
gdém gan c6 ngudn cung cip mau kép, thé tich tuyét
d6i ctia nhu mo gan cho phép ting bé mat noi mo dé
twong tac véi cac khang thé [1, 6]. Khang nguyén
khang bach cau nguoi (HLA) loai I duoc biéu hién
trén tat ca cac té bao trong gan, trong khi biéu hién
HLA loai II trén cac té bao trinh dién khang nguyén
tuong ddi thap so voi cac co quan khac. Ngoai ra,
cac xoang gan dugc 16t boi té bao Kupffer va té bao
n6i md. Nhirng t& bao nay cho phép thu giit va loai
bo cac phirc hgp mién dich luu hanh cua cac phan
tir va khang thé HLA 16p I, cho phép diéu chinh cac
phan tng mién dich va c6 kha niang xay dung kha
nang khang AMR, dic biét gan 1a tang duy nhét c6
kha nang tai tao va cai thién tinh trang xo hoa.[1,
6]. Thai ghép sau ghép gan c6 thé 1a té bao, thé dich
hodc hon hop giao thoa giita thai ghép qua trung
gian té bao T (TCMR) va té bao B (AMR). Pic biét
AMR trong ghép gan cung nhom mau la vo cung
hiém gap.

TCMR duoc chan doan qua md bénh hoc dya
vao thang diém RAI [7] va nam 2016, Banff dd cong
bd cac tiéu chudn chan doan cho AMR [7]. Trong
dinh nghia cta Banff yéu cau tit ca 4 tiéu chi dé

chan doan xac dinh AMR cép tinh, tuy nhién ¢ cac
truong hop nghi ngy AMR c6 thé khong c6 ca 4 tiéu
chi cing mot luc, dic biét 1a khi c6 biéu hién phd
bién véi TCMR. DSA va sy ¢ dinh bo thé dugc coi
1a diu hiéu cia AMR, ca cap tinh va mén tinh [1, 2].
Cac bao cao gé‘m day da xac dinh dugc cac biéu hién
mo hoc cua AMR khi khong c6 HLA-DSA hoac
am tinh C4d [8]. Hau hét cac truong hop nghi ngo
AMR cép tinh s& c6 biéu hién rdi loan chirc ning
manh ghép dai ding mic du di duoc diéu tri bang
corticoid liéu cao. Budc phan tich DSA co thé s&
xac dinh mirc d¢ duong tinh cia HLA loai I hodc
II véi cuong d6 huynh quang trung binh (MFI) >
3.000 - 5.000 [1]. Cac truong hop AMR gan cip
tinh c6 thé biéu hién dudi dang giam tiéu cau dai
dang, ting bilirubin mau, ndng do6 bd thé trong
huyét thanh thap.

Céc phac db diéu tri AMR dua trén nhiing tién
bo dat dugc trong ghép gan khong twong thich ABO
va bao gom loc huyét twong, globulin mién dich
tiém tinh mach, rituximab va basiliximab [1, 2, 9]

Tai bénh vién Nhi Trung uong, xét nghiém tién
man cam dugc lam thudng quy danh gia trude ghép
cho tt ca bénh nhan. Bénh nhi cta chung t6i co tién
man cam HLA 16p I va II am tinh trudc ghép, phat
trién tinh trang men gan ting cao bat thudng vao
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ngay thur 36 sau ghép, loai trir cac can nguyén co
thé gap (can nguyén virus, mach mau, duong mat)
bénh nhi di dugc chan doan tinh trang thai ghép
cip qua trung gian t& bao T & mirc d6 nhe, nhuom
C4d am tinh qua sinh thiét gan, diéu tri theo phac d6
thai qua trung gian té bao T bang corticoid lidu 10
mg/kg/ngay va tacrolimus, men gan xu hudng giam
cham, GGT van tiép tuc tang cao. Bénh nhi da dugc
lam xét nghiém HLA PRA 16p I va II cho két qua
duong tinh manh (Lép 1 : 94% va 16p 11: 65%). Voi
diéu kién hién tai ching t6i chua tién hanh duoc xét
nghiém phan tich nong d DSA dé xac dinh chan
doan AMR mét cach rd rang va két qua nhudém c4d
am tinh. Tuy nhién khac voi AMR trong ghép than,
y nghia ctia nhuém C4d duong tinh trong chan doan
AMR & gan chua thyuc sy nhit quan do su ling dong
C4d c6 thé dugc quan sat thdy trong cac tinh trang
viém gan C (12 - 40%), thai ghép cép qua té bao (9
- 70%), 0 - 33% & mau gan ddi chimg, su khac biét
vé tiéu chuan chan doan mé bénh hoc gitra cac trung
tam, phuong phap nhudm hay thoi diém sinh thiét
[8], do d6 d0 nhay va do dac hiéu cua phuong phap
nhudém C4d thap trong chan doan AMR, C4d c6 thé
1a bang chung hd tro ma khong thé dugc sir dung dé
chan doan AMR [4, 10].

Trong béi canh c6 nguy co mat manh ghép, bénh
nhan kém dap g vai corticoid lidu cao va su ting
cao bat thuong cuia khang thé khang HLA 16p I
va II ¢o thé gy ton thuong mo ghép din toi thai
ghép qua trung gian khang thé man tinh (cCAMR).
Do d6 nhom ghép tang bénh vién Nhi TW di quyét
dinh diéu trj theo phac d6 AMR bao gom: loc huyét
twong 3 lan, truyén IVIG lg/kg trong 2 ngay va
rituximab véi liéu 375 mg/m2 da. Theo d&i sau diéu
tri & bénh nhi cho thiy, chic ning khéi ghép on
dinh, transaminase va bilirubin giam tot, HLA PRA
16p I va II giam manh, kiém tra lai sau 5 thang cho
thdy HLA PRA 16p I va II 1an luot 1a 8% va 0%. Su
thanh cong sau diéu tri cang khang dinh cho chan
doan tinh trang thai ghép qua trung gian khang thé
cua bénh nhi.

IV. KET LUAN

Qua ca bénh hiém vé thai ghép cap thé hdn hop
lan dau tién dugc chan doan va diéu trj thanh cong,
mic du khong c6 du bang chimg vé mo bénh hoc
cling nhu xét nghiém néng do DSA, tuy nhién voi
chi diém vé HLA PRA 16p I, II duong tinh ciing nhu

két qua mo bénh hoc di gitp chiing t6i dinh huéng
chan doan va tiép can diéu tri cho bénh nhi nhanh
chong mang lai hiéu qua duy tri 6n dinh ctia manh
ghép, han ché ton thuong manh ghép man tinh. Do
do viéc xét nghiém va theo doi chat ché¢ HLA, DSA
trude va sau ghép gan 1a can thiét dé phat hién sém
cac bién chimg thai ghép co thé xay ra.
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