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TOM TAT

Thai ghép cép thé giau tuong bao (Plasma cell rich rejection - PCAR), truéc day con duoc goi la viém gan giau
twong bao hodc viém gan tw mién de novo. La mét dang réi loan chirc ndng sau ghép gan xay ra & 3% dén 5% nguoi
bénh c6 bénh Ii gan ma khéng cé tién str viém gan tw mién trudc dé. PCAR c6 nguy co gay mét ménh ghép cao nhung
dé bi b sét do day la dang thai ghép hiém gap, déc biét trong ghép gan & tré em. Trong pham vi bai béo nay, ching
t6i bao cédo mot ca bénh PCAR sau khi ghép gan tir nguroi cho séng bat déng nhém mau.

Ttr khéa: Thai ghép céap, thai ghép cép giau tuong bao.

ABSTRACT
PLASMA CELL RICH REJECTION IN LIVER TRANSPLANT - RARE CASE REPORT AND LITERATURE REVIEW

Pham Thi Hai Yen', Hoang Ngoc Thach?, Tran Thi Thuy? Dang Anh Duong® Pham Duy Hien*, Le
Dinh Cong®, Nguyen Pham Anh Hoa', Phan Hong Long*®

Plasma cell rich rejection (PCAR), formerly also known as plasma cell rich hepatitis or de novo autoimmune hepatitis.
It is a form of dysfunction after liver transplantation that occurs in 3% to 5% of patients with liver disease without a
previous history of autoimmune hepatitis. PCAR has a high risk of graft loss but is easily overlooked because it is a rare
form of graft rejection, especially in pediatric liver transplantation. We report a case of PCAR after liver transplantation
from a living donor with incompatible blood types.

Keywords: Acute rejection, plasma cell rich rejection.

I. PAT VAN PE

Céap nhat Banft 2016 [1] phan loai thai ghép gan
g6m 3 loai chinh: (1) Thai ghép gan qua trung gian
té bao T (T - cell - mediated rejection - TCMR) (2)
Thai ghép gan qua trung gian khang thé (Antibody-
mediated rejection - AMR) va (3) PCAR. Co ché

bénh sinh cia PCAR hién chua dugc biét rd. Thuong
¢6 su phdi hop gitta TCMR, AMR két hop véi bénh
li tw mién. Mot sb gia thuyét cho rang PCAR dugc
khoi phat tir giai doan thai ghép ban dau da tao ra
mot sé khang nguyén méi, din dén phan tmg mién
dich di hop chdng lai manh ghép, gdy ra hién tugng
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tu man cam tiém 4n do su bit chudc phan tir. Cling
¢6 bang ching cho thdy su khong phu hop tiém an
cua glutathione S - Tranferase Theta 1 (GSTT1) co
thé dan dén sy nhay cam mién dich [2]. PCAR cling
c6 nhitng diém tuong dong voi AMR véi sy lang
dong DSA va C4d. PCAR ciing dugc cho 1a su phdi
hop gitta TCMR v6i AMR. Mot s6 tac gia cho rang
PCAR 1a mét dang thai ghép cép tinh vi cac li do
(1) PCAR xuat hién lién quan tdi trc ché mién dich
(UCMD) duéi muc t6i wu. (2) Ti 1& thai ghép cip
tinh cao trudc khi ma PCAR xuit hién (3) Téi uu
hoa UCMD va st dung corticoid c¢6 két qua tdt [3].

Do sy hiém gip va méi duogce cong nhan gan day
nén viéc phan tich ca bénh gitp cac bac si c6 nhitng
nhin nhan chung vé& bénh li nay.
II. BAO CAO CA BENH

Bénh nhan (BN) nit, 21 thang tudi vao vién vi vang
da va ting men gan sau ghép gan. BN duoc chan doan
teo mat da phau thuat Kasai ltic 2,5 thang. Sau mo tré
thoat mat kém, vang da kéo dai va mau phan khong
cdi thién. Tinh trang bénh dién bién khong thuan lgi
dan t6i bénh gan giai doan cudi - duoc chi dinh ghép
gan. Tré duoc ghép thuy gan trai tir ngudi cho séng
cung huyét théng, bat ddng nhom mau (nguoi nhan
nhoém mau O Rh duong, ngudi cho nhém méau B Rh
duong) tai co so ghép tang trude. Li¢u phap UCMD
sau ghép gdm Tacrolimus, Methylprednisolone. Diéu
tri sau ghép ngay thir 38 ngay tré s6t kéo dai, vang
da ting dan, phan bac mau. Khao sat bang cét 16p vi
tinh 6 bung lan 1, thé tich gan ghép 482 ml, khong
c6 bién chimg ngoai khoa, khong ¢ huyét khéi tinh
mach clra va tinh mach gan va cac can nguyén gay
t6n thuong thir phat khac nhu nhiém tring duoc loai
trir. Van dé thai ghép cp dugc dit ra. Tré dugce sinh
thiét gan 1an 1, két qua nghi ngd ton thuong thai
ghép qua trung gian t& bao T muc d6 nhe (score 1
theo Birmingham system) va dwoc didu tri bing
Methylprednisolon 10 mg/kg/24 h trong 3 ngay két
hop ting ndng do day cua Tacrolimus. Sau didu tri
tinh trang lam sang co cai thién, tré giam sét, phan
vang hon, vang da giam nhe. Tré dugc xuét vién va
sir dung Prograf 0,2 mg/kg/24h va Prednisolon lidu
0,3 mg/kg/24h. Sau 1 tuan ra vién, tré vang da va sot
xu huéng ting 1én. Nghi ngd nhiém tring dudng mat,
tré dugc nhap vién sir dung khang sinh. Sau 19 ngay

diéu tri voi liéu phap khang sinh, tinh trang 1am sang
khong cai thién, chup cat 16p vi tinh 1an 2 cho thdy
gidn toan bo duong mat trong gan tir ngoai vi dén
chd ndi mat rudt, khong théy bat thuong dong, tinh
mach gan. Chyp mat qua da khong thiy hep miéng
ndi, khong do mat, duong mat chinh trong gan khong
gian, gian to cac duong mat ngoai vi. Cac tham do
khac nhu bénh 1i viém gan ty mién, ddnh gia nhiém
tring cho két qua am tinh. Nghi ngo thai ghép ning
1én, BN dugc sinh thiét gan 1an 2 va chuyén khoa
Gan Mat bénh vién Nhi Trung wong.

BN nhép vién trong tinh trang tinh tdo, by mat
Cushing, da cung mac vang dam, khong phu. Khéi
gan ghép 3 cm dudi miii tc, lach to 3 cm dudi bo
suodn, tiéu vang sam, phan nhat mau. Cac xét nghiém
trude didu tri (bang 1).

Bang 1: Két qua xét nghiém trudc va sau diéu tri

Chi s ;Z: (::1 aizfl‘ir;
Prothrombin (%) 114 100
AST (IU/L) 234.8 84.7
ALT (IU/L) 386.4 211.3
GGT (IU/L) 1071.4 609.9
ALP (IU/L) 1023.0 167.9
Bilirubin TP (mmol/L) 268.1 101.6
Bilirubin TT (mmol/L) 142 60.1
Albumin (g/dL) 31.5 34
CMV PCR Am tinh Am tinh
EBV PCR Amtinh | Am tinh
Cac marker ty mién Am tinh

Chung t61 da tién hanh nhuém va doc lai tiéu ban
sinh thiét gan 1an 2 (sinh thiét tai co s& ghép tang
truge) két qua cho thiy: Trén cac manh sinh thiét
thiy mo gan co bién d6i ca nhu mé gan, ving cira
va cac thanh phin ving cira. Cac thuy té bao gan
con céu truc, té bao gan thoai hoa rai rac, ot mat nhe
trong bao twong. Mot s ving thay co thoai hoa hoai
tir 6 té bao gan, kém theo cac dam té bao viém phan
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tan trong tiéu thiy gan gom limpho, rai rac bach
cau da nhan trung tinh, co chd théy thuc bao bot.
Tinh mach trung tdm tiéu thity c¢6 hinh anh tham
nhidm viém vao vach, c6 tén thwong pha huy noi
mo. Cac ving cira cia tiéu thuy gan gidn rong, xam
nhdp viém 1o cac dam té bao viém, mat do cao té
bao viém don nhan, lympho bao, rai rac bach cu ua
axit, bach cau da nhéan trung tinh. Tuy nhién tham
nhidm nbi bat va tap trung thanh dam 1a cac té bao
dang tuong bao c6 nhan léch hinh banh xe, bao
twong rong, nhuom CD138 (+) manh, ¢6 noi chiém
> 50% ving ctra. Diém hoat dong - RAI score biéu
hién twong tmg viém P2. Ngoai viém, thay hinh anh
dong mach thanh day, cac tinh mach gian, xam nhap

-
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viém vao thanh mach dé thdy, c6 ton thwong huy
hoai thanh tinh mach va mat noi mo, RAI score V2.
Mat quan c6 hinh anh thoai hoa, mot s6 mat cau trac
biéu mé do thdm nhiém viém va ton thwong huy
hoai, RAI score B2. Héa md mién dich biéu hién
nbi bat CD 138 (++) manh dic hiéu véi tuong bao,
dau 4n khac gdm LCA (+), CD3 (+), CD20 rai rac.
C4d (-) vung ctra, duong tinh yéu cho mot s vach
xoang tinh mach gan. Cac manh sinh thiét thiy xo
phat trién khong dong déu, c6 noi ving cira ting

sinh nhe, c¢6 noi phat trién manh lan vao vach gian
thily, xo gan twong tng d6 2. Chan doan xéc dinh:
Thai ghép gan cép, thé giau trong bao, mirc do vira,
diém hoat dong RAI score 6.

Hinh 1: A. 2 Core sinh thiét gan va cac ving cira ton thuong sang mau, HE x 40;
B. bam tuong bao tap trung, HE x 100; C. Nhuém héa mo mién dich CD138 (+) manh tuong bao.

Phac dd PCAR dugc 4p dung bao gom:
Methyprednisolon 10mg/kg/ngay trong 3 ngay
truyén tinh mach, loc huyét trong trong 5 ngay (5
dot), antithymocyte globulin 3-5mg/kg/ngay trong
10 ngay. Rituximab 375mg/m2/liéu vio ngay 1 va
ngay 7. 1 chu ki Bortezomib 1,3mg/m2/li¢u vao
cac ngay 1,4,8, 11. Dé ngin ngira boi nhiém va sy
bung phat cia CMV chung t6i da st dung liéu phap
khang sinh pho rong va Ganciclovir trong qué trinh
diéu tri thai ghép.

Céc dién bién trong qu4 trinh diéu trj bao gdbm rdi
loan duong huyét, suy thugng than thir phat do ding
corticoid, xuét huyét tiéu hoa do chay mau da day,
giam tiéu cau, dugc kiém soat. Sau 9 ngay diéu tri,
tinh trang 1am sang cai thién ro rét voi da vang giam
nhiéu, phén vang lén, toan trang tdt, cat sot hoan toan.
Xét nghiém cén 14m sang dién bién tich cuc (bang 1).

BN duoc sinh thiét gan dénh gia dap tng diéu
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trj sau 2 thang. Két qua cho thdy trén cic manh sinh
thiét thiy mo gan con ciu trac, té bao gan thoai hoa
nhe, 30% té bao c6 biéu hién & mat trong bao tuong,
mot sb noi co6 &t mat dang giot mat ngoai té bao -
trong xoang mat. Khong thy & mat trong mét quan.
Rai rac thay c6 té bao gan 2-3 nhan dang hop bao.
Céc khoang ctra co biéu hién xdm nhdp viém nhe,
rai rac, gdbm limpho - it bach cau wa axit, hiém thiy
tuong bao. Mat quan ving ctra ¢ thoai hoa biéu mo
nhe, vach sb it mat quan c6 thAm nhiém viém don
nhan. Bdng tinh mach vung ctra rd cAu trac, c6 hinh
anh vai noi thanh tinh mach thdm nhiém té bao viém
don nhan, nd6i mdé phong. Nhu mé gan khong thiy
t6n thuong dang tién trién va hoai tir méi.

Chung t6i danh gia mo gan sau diéu tri c6 dap
{rng: Ton thuong giam nhe twong tng véi thai ghép
cap nhe, RAI score 3 diém (V1, B1, P1), hiém thiy
tuong bao ton tai.
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Hinh 2: Sinh thiét sau diéu trj (11/2021).
Bénh vién Nhi Trung Uong: Diém hoat dong giam, hiém thiy twrong bao.

III. BAN LUAN

Trong ban cap nhat Banff 2016 dua ra thuat nglt
PCAR dé thay thé thuat ngit viém gan tu mién de
novo ma trudc dy Fiel va cong sy ding dé mo ta
mot bién thé cua thai ghép cip [4]. Tiéu chi chan
doan PCAR bao gom [1]: Tiéu chi bat budc: (1)
Tham nhiém bao twong quanh tinh mach cira hoic
tinh mach trung tdm tiéu thuy > 30%; (2) Xam nhap
viém don nhan; (3) Bénh nén ghép gan khong phai
1a viém gan ty mién. Tiéu chi phu: (1) Khang thé
khéang glutathione S - transferase theta 1 (GSTT1);
(2) DSA duong tinh. Nhiéu tranh cdi xung quanh
viéc PCAR [a mot viém gan tu mién méi phat trién
hay 1a thai ghép mién dich do c6 su tuong dong
trong dién bién bénh [5]. BN nay c6 ddy du céc tiéu
chi vé 1am sang va mo hoc cua PCAR v6i bénh nén
1a teo mat, mo bénh hoc c6 tham nhiém bao tuong
chiém trén 50% tinh mach ctra va xam nhap viém
don nhan, DSA am tinh, cac tu khang thé am tinh,
chung t61 khong lam dugce xét nghiém GSTT1. Muc
d6 thai ghép trung binh voi RAI score 6.

Vé cac yéu t6 nguy co ciia PCAR chua c6 nhing
nghién ctru day du. Mot s6 gia thuyét dua ra nhu do
su khong 6n dinh vé nong d6 UCMD, nhiém virus
(CMV, EBYV, parvovirus), HCV va diéu tri HCV tai
phat bang interferon. Nghién ciru ciia Nazli Begum
va cdng su cho théy 65,7% BN PCAR c6 it nhét
mot dot TCMR trude khi duge chan doan PCAR
[6]. BN cua chung t6i ciing dwoc chian doan TCMR
trén tiéu ban sinh thiét 1an 1 trude khi duoc chan

doan PCAR.Cac yéu t6 khac nhu bat dong nhom
mau, bat twong hop HLA chua duoc dé cap dén.
Hién tai chua c6 sy dong thuan vé phuong phap
diéu tri cho PCAR. Piéu nay chu yéu 1a do ton
thuong hiém gip va chinh co ché bénh sinh con
chua rd rang ciia PCAR. Cac phac do diéu trj cling
cap nhat cung voi sy hiéu biét vé qué trinh bénh
sinh cia PCAR. Cho dén nay diéu tri tip trung vao
viéc loai bo va vo hiéu hoa khang thé trong khang
thé cua nguoi nhan. Bortezomib, rituximab, loc
huyét tuong, IVIG 1a nhitng liéu phap dang duoc
ap dung. Céc nghién ctru danh gia hiéu qua cua cac
liéu phap diéu tri trén bénh nhan ghép gan khong
nhiéu, chi yéu trén nhém ghép than. Nghién ciru
ctia Furuya va cong su cho thiy sy giam dang ké s6
luong té bao plasma tham nhiém khi diéu tri PCAR
bang loc huyét twong, rituximab va IVIG [7]. Abbas
va cong sy ciing c¢6 két luan tuong tu khi 4p dung
liéu phap diéu tri PCAR v&i ATG, rituximab va loc
huyét twong [8]. Cac phac d6 chung hién tai sir dung
lidu phap ban dau: Tbi vu hoa ndong 6 UCMD va
dung corticosteroid. Li¢u phdp bac 2 voi PCAR
khang corticoid hoic murc trung binh dén ning:
IVIG va/hodc trao d6i huyét twong. Liéu phap béac
ba: Thube chéng CD20: Rituximab hodc thudc G
ché Proteasome: bortezomib [9]. Trong ca bénh ciia
chung t61, BN da trai qua 1 li€u trinh corticosteroid
lidu 10 mg/kg/ ngay phdi hop voi nang nong d6 day
ctia thuéc UCMD, xong duong nhu khong c6 dap
tmg hiéu qua, kém theo RAI score 6 diém tai thoi
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diém sinh thiét 1an 2. Nhan dinh day 13 truong hop
thai ghép ning, khang corticosteroid nguy co mat
méanh ghép rat cao nén ching t6i da sir dung lidu
phap bac 2 va 3: phdi hop giita loc huyét tuong,
rituximab, bortezomib. Sau khi diéu tri chuc nang
manh ghép duoc cai thién, RAI score giam xuéng
con 3 diém, sb lugng té bao twong bao hau nhu
khong con thiy trén tiéu ban sinh thiét 1dn 3 (sinh
thiét 1an 2: s lugng twong bao trén 50%). Tuy nhién
tinh trang BN vin xau di, mat manh ghép do tinh
trang nhidém trung va c6 thé khi chan doan duoc
PCAR thi mic d6 ton thuong gan da rat ning va
kho c6 thé dao nguogc dugc.
IV. KET LUAN

PCAR 14 hinh thai thai ghép hiém gip va chua co
phac dd diéu tri thong nhét ciing nhu kém dap tng
v6i cac liéu phap diéu tri, d& mat manh ghép. Do
d6 nhan biét sém hinh thai thai ghép nay gitp chan
doan va diéu trj hiéu qua hon.
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