Budc dau dinh gid ghép thdn 6 bénh nhan suy thin man...
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TOM TAT

Dai cwrong: Ghép than & bénh nhén suy thdn man cé khang thé khédng HLA duong tinh cao la nhing
trirong hop kho, rat dé xay ra bién chung thai ghép cép. Do véy doi hdi cdn phai cé phac dé diéu tri trc ché
mién dich manh & truérc, trong va sau khi ghép.

Muc tiéu: 1.Danh gia két qua bénh nhan ghép than & bénh nhéan cé khéng thé khéng HLA cao. 2.Danh
gia hiéu quéa phéac dé diéu tri dan nhép.

Déi twong va phwong phdp nghién ciru: G6m 3 bénh nhéan c6 khang thé khédng HLA cao, 62%, 89%
va 97%, tuong hop HLA 2/6, 3/6, 3/6, ciing nhém méu , trong dé mét bénh nhén da ghép than Ian thir nhat,
2 bénh nhan con lai cé tién st truyén mau nhiéu 14n.Ca 3 bénh nhén da duoc ghép thén tai Bénh vién
Trung wong Hué ttr ndm 2015-2017. Phuwong phap nghién ctru: hoi ciwu.

Két qua: Ca 3 bénh nhéan déu duoc ghép than thanh céng, c6 mét bénh nhén thai ghép cép sau ghép
phai diéu tri chéng thai ghép cap va loc mau 12 Ian; mét bénh nhén bién chimg thiéu méau phai diéu tri bang
EPO. Ca 3 bénh nhén ra vién véi chirng ndng thén binh thuong, 1dm sang 6n dinh.

Két luan: Khang thé khang-HLA duong tinh cao, cé thé ghép than duoc vdi ty 16 thanh céng nhét dinh.
Tuy nhién, cén thiét phai c6 phéc dé diéu tri thubc trc ché mién dich manh, déc biét st dung ATG trong diéu
tri dan nhéap.

Ttr khéa: ghép than, khang thé khéng HLA, thuéc trc ché mién dich
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Background: Kidney transplantation in chronic renal failure patients with high anti-HLA antibodies
is very difficult, very likely to occur acute rejection, Thus, it requires to have strong immunosuppressive
regimens for pre-transplantation and post-transplantation.

Objectives: 1. Evaluate the results of kidney transplant in patients with high level of anti HLA antibodies.
2. Evaluate the effectiveness of the introduction therapy.

Patients and methods: There were 3 patients with high anti-HLA antibodies: 62%, 89% and 97%, HLA
matching 2/6, 3/6 and 3/6, respectively, in the same blood group. A patient had a first kidney transplant
(chronic rejection), 2 patients had a history of transfusion. All of them have had kidney transplantation at

1. Bénh vién TW Hué - Ngay nhan bai (Received): 19/9/2019; Ngay phan bién (Revised): 25/9/2019
- Ngay dang bai (Accepted): 10/10/2019
- Nguoi phan hdi (Corresponding author): Nguyén Binh Vil
- Email: dr.dinhvu@gmail.com; DT: 0983 820 127

98 Tap Chi Y Hoc LAm Sang - S6 57/2019



Bénh vién Trung wong Hué

Hue Central Hospital from 2015 to 2017.

Results: All three patients received a successful kidney transplantation. There was one post-transplant
acute rejection patient must be treated by acute rejection therapy and dialysis in 12 times; an anemic
patient must be treated by EPO. All three patients discharge from hospital with normal renal function,

clinical stability.

Conclusion: With high positive Anti HLA antibodies, kidney transplantation with can by tanssplanted
with certain success rate. However, it is necessary to have strong immunosuppressive regimens, especially

using induction therapy of ATG

Keyword: renal transplantation, anti HLA antibodies, immunosuppressive regimens

1. PAI CUONG

Ghép than 1a mot tién bo 16n cua y hoc ngay nay
dem lai chat luwong cudc séng cho cac bénh nhan suy
than man giai doan cudi. Ké tir ca ghép than dau tién
ndm 2001, cho dén cudi nam 2017, da c6 497 bénh
nhan dugc ghép than tai bénh vién Trung wong Hué.

Nhirng trudng hgp Bénh nhan c6 ti 1¢ khang thé
khang-HLA cao la nhitng trudng hop phic tap nhét,
doi hoi c6 phac dd diéu tri theo ddi trudc ghép, va
sau ghép hét sirc than trong.

Trong sb 497 Bénh nhan di ghép, c6 hon 10
bénh nhan c¢6 khang thé khang-HLA dwong tinh
cao. Nguyén nhan chu yéu 1a do da ghép than mot
lan va truyén méau trude do.

Y vin thé gioi ghi nhan hon mdt ntra s6 bénh
nhan trén danh sach chd doi cdy ghép than co
khang thé khang HLA trong huyét thanh cia ho.
CAy ghép than ¢ nhirng bénh nhan nay nén dugc
thuc hién voi do twong thich HLA téi da véi liéu
phép @c ché min dich manh. Do vy can tim mot

2.2. Phuwong phap nghién ciru

Hoi ctru.
1. KET QUA NGHIEN CUU

than ghép c6 khang nguyén HLA khong phan tng
dinh danh véi khang thé khang-HLA cua bénh
nhan. Sau khi cdy ghép, nhitng bénh nhan nay
co ty 1é thai ghép cap cao va ty 1¢ sdng con cua
than ghép kém hon so voi bénh nhan co6 khang
thé khang HLA am tinh. Vi vy, diéu quan trong
12 phai tinh dén & bénh nhan nay mot lidu phap
diéu tri nham loai bo khang thé khang HLA trudc
ghép [1].

Muc tiéu nghién ciru

1.1. Pdnh gid két qud bénh nhin ghép thin o
bénh nhan cé khang thé khang HLA cao. 1.2. Pdnh

gid hiéu qua phdc dé diéu tri dan nhap.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Poi twgng nghién ciru

GOm 3 bénh nhéan suy than man giai doan cudi
ghép than tai bénh vién Trung wong Hué, c6 khang
thé khang HLA cao.

Bdng 3.1. Pdc diém chung nhém nghién ciru

Dic diém Bénh nhéan 1 Bénh nhan 2 Bénh nhan 3
Tudi 42 43 56
Giodi1 Nir Nir Nam
Nhom mau bénh nhan AB (+) A(+) O (+)
Nhom mau ngudi hién AB (+) A(+) O (+)
3/6
Tuong hop HLA g;(l)gzl,*g*ls, A*33, 12)/161131*09 A*02, B*j(;?DRBl*u
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Tyl Khing e khing 62% 89% 97%
Nguyén nhan tang Truyén 04 don vi hong | Truyén 10 don vi hong Di ghép than mot 1an
khéng thé cau cau cach 14 nam

Nam ghép than 2017 2015 2018
Bénh nhan ting khang thé khang HLA do truyén mau, da ghép than.
Bdng 3.2. Thube dan nhdp liic mé
Loai thudc Bénh nhan 1 Bénh nhan 2 Bénh nhan 3
ATG (Thymogram) 750 mg 500 mg ATG (GrafaLon) 200 mg
Prograf 8 mg 8 mg 8 mg
Cellcept 1000 mg 1000 mg 1000 mg
Solumedrol JO: 500mg JO: 500 mg JO: 500 mg
Rituximab 0 0 0
Loc huyét tuong Khong Khong Khong
ATG dugc sir dung trong thude din nhap. Ching t6i khong tién hanh loc huyét twong va khong dung
Rituximab.
Bdng 3.3. Thuéc diéu tri sau ghép
Loai thudc Bénh nhan 1 Bénh nhan 2 Bénh nhan 3
ATG (Thymogram) 750 mg /ngay x 4 ngay | 500 mg /ngay x 4 ngay | ATG (GrafaLon) 200 mg
/ngay x 4 ngay
Prograf 8 mg/ngay -J1-J2: 0 8 mg/ngay
-J3: 8 mg/ngay va tiép
tuc sau do dén J35
Cellcept 2000 mg/ngay 2000 mg/ngay 2000 mg/ngay
Solumedrol J1: 250 mg J1: 250 mg J1:250 mg
J2: 125 mg J2: 125 mg J2: 125 mg
J3: 80 mg J3: 80 mg J3: 80 mg
J4:40 mg J4:40 mg J4:40 mg
J5:20 mg J5: 20 mg J5: 20 mg
ATG su dung trong 4 ngay.
Bang 3.4. Két qua diéu tri sau ghép
bic diém Bénh nhan 1 Bénh nhan 2 Bénh nhan 3

Nude tiéu sau ghép

J1: 4700 ml/24h
J3: 5200 ml/24h
J7: 4500 ml/24h
J30: 3200 ml/24h

J1: 4900 ml/24h
J3 giam dan
J6-7: vo niéu

J30: 2000 ml1/24h

J1: 5200 ml/24h
J3: 5300 ml/24h
J7: 4800 ml/24h
J30: 2100 ml/24h

Créatinin

J1: 465 pmol/l
J3: 230 pmol/l
J7: 99 umol/l

J1: 350 pmol/l
J3: 415 pmol/l
J7: 850 pumol/l
J35: 112 pmol/l

J1: 275 pmol/l
J3: 105 pmol/l
J7: 65 pmol/l

100
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Loc mau sau ghép Khong Loc 12 lan Khoéng
Siéu am than ghép sau ghép - RI tang (0,9) -
Bién chimg sau ghép khong TD thai ghép cap Thiéu mau ning
(Hb 5g/dl)
Chtrc nang thén khi ra vién Binh thuong Hoi phuc hoan toan (sau Binh thuong
35 ngay) (HC: 4,5, Hb:12,4)

Nhan xét: Sau ghép ca 3 truong hop déu c6 dién bién t6t. C6 2 bién chimg, tuy nhién déu duoc didu tri

c6 két qua tot.

IV. BAN LUAN

4.1. Nguyén nhan ting khang thé khang-HLA

Trong 3 bénh nhén ¢ nhém nghién ctu, c¢6 hai
bénh nhan ting khang thé khang-HLA do truyén
mau. Mgt bénh nhan con lai do da ghép than mot
lan. Bénh nhan c6 truyén mau, nong do khang thé
khang-HLA: 62% va 89%. Bénh nhan da ghép than
mot 1an c¢6 nong do khang thé khang-HLA: 97%.

Nghién ctru cua Pérez-Flores I. va cs nam 2013
trén 190 bénh nhan ghép than tai bénh vi¢n San
Carlos, Tay Ban Nha cho thay: ty 1¢ khang thé khang-
HLA 6 bénh nhan ghép than 1a 12% (23/190)[2].

Nghién ciru cia Campos E.F. va cs nam 2006
trén 512 bénh nhan ghép than thay c6 ti 1¢ khang thé
khang-HLA 1a 17,8% [3].

Theo tac gid Glotz D. [1], chi dinh ghép than trén
bénh nhan ¢ khang thé khang HLA cao nhu sau:

-Khang thé khang-HLA < 85%, HLA twong hop
cao thi c6 thé ghép than

-Khang thé khang-HLA 100%, d6 twong hop
HLA thap, kha ning ghép than tht bai

-Khang thé khang-HLA < 100% nhung tuong
hop HLA cao, mic du ¢6 khang thé ddc hiéu chdng
HLA cua ngudi cho thi ¢ thé ghép duoc

-Khéng thé khang-HLA < 100%, d6 twong hop
HLA thap, kha nang ghép than that bai

4.2. Phac dd diéu tri din nhap

O cac bénh nhéan nay, chang t6i dung phac d6
diéu tri dan nhap voi: ATG , Solumedrol, Prograf,
Cellcept, khong dung Rituximab trudc ghép cling
nhu khong loc huyét tuong trudc ghép.

Hién nay, c6 nhiéu phac dd diéu trj loai bo khang
thé trong mau bénh nhan dya vao immunoglobulins
intravenous (Ig-IV), Rituximab, c6 thé két hop véi
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loc huyét twong.

Nghién ctru cua Glotz D. su dung Ig-IV don
thuan, liéu 1 g/kg trong 2 ngay, can thiét thi lap
lai & ngay 21 va ngay 42, liéu trinh diéu tri it nhat
2 - 3 1an dé dat hiéu qua tot nhat. Két qua nghién ctru
ctia Glotz D. va cs trén 15 bénh nhan, két qua cho
thdy 80% s6 bénh nhan giam 50% khang thé khang-
HLA [5]. Tac gia Jordan S.C. ciing c6 két qua tuong
tu giam 50% khang thé khang HLA & 35/42 bénh
nhan nghién ctru [6].

Nghién ctru ctia Dau P.C. cho thiy: Ig-IV két hop
v6i loc huyét tuong cho phép ngin ngira su ting
khang thé trd lai tdt hon so véi loc huyét twong don
thuan [4], [7].

Theo tac gia Viera C.A. (2004) nghién ctru trén 9
bénh nhan dung Rituximab don thuan, két qua cho
thdy khong lam giam ty 1& khang thé [9]. Phan 16n,
ngudi ta ding Rituximab két hop véi protocol tic
ché mién dich 14 can thiét cho ghép than.

Nghién ctru Mayo Clinic ding két hop 4 budi loc
huyét trong va Ig-IV 0,1g/kg cudi budi loc, trudc
d6 c6 ding Rituximab va 2-3 budi loc huyét tuong
sau ghép than, thanh cong 27/32 bénh nhan voi ty
1€ 84% [8].

Mot protocol khac cta Vol AA nam 2004, diéu
tri Ig-IV lidu cao 2 1an két hop 2 liéu Rituximab trén
20 bénh nhan c6 hi¢u qua 80%, tét hon dung Ig-IV
don doc.

4.3. Cac bién chirng sau ghép

Trong 3 bénh nhan cua chung t6i, c6 mot bénh
nhan sau ghép c¢6 nudc tieu 3200ml/18 gio, va
ngimg prograf & ngay J1 va J2 nén c6 biéu hién thai
ghép cip, sau d6 tiép tuc ding lai prograf. Sau 1
thang diéu tri bang loc mau va dung tc ché mién
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dich (prograf, cellcept, prednisolone), bénh nhan
duogc cai thién hoan toan chtrc nang than.

Mot bénh nhan khac da ghép than mot lan ¢6 biéu
hién thiéu méau truéc ghép Hb: 4,5/d] phai truyén
4 don vi hong cau ria. Sau ghép Hb van giam
5g/dl khong c6 biéu hién xuat huyét. Chung toi
ngung thuc ATG, phdi hop thém Recormon, ndng
d6 Hb co cai thién: 8,1 g/dl sau 2 tudn.

Nghién ctu cia Pérez-Flores 1. cho thiy ty
1¢ thai ghép cdp & nhom bénh nhan c6 khang thé
khang-HLA cao la 57%, cao hon nhom khong co
khang thé khang-HLA (33%) [2].

4.4. Két qua diéu tri sau ghép

Ca ba bénh nhan déu c6 chuc nang than binh
thuong khi ra vién.

Vi thoi gian theo ddi ngén, chung t6i chua c6 thé
dua ra ty 1¢ sng con ciia than ghép trén cac bénh

nhan nay.

Nhiéu nghién ctru cho thiy ty 1¢ sdng con
ciia than ghép & nhém c6 khang thé khang-
HLA thip hon so véi nhoém khong c6 khang thé
khang-HLA.

Nghién ctru ctia Pérez-Flores I. va cs trén 190 bénh
nhan ghép than tai bénh vién San Carlos, Madrid cho
thay tién lugng sdng con cta than ghép sau 1 nam &
nhém khong c6 khang thé khang-HLA 1a 96%, con
nhém c6 khang thé khang-HLA 1a 78% [2].

V. KET LUAN

Khang thé khang-HLA duong tinh cao, c6 thé
ghép than dugc véi ty 18 thanh cong nhat dinh. Tuy
nhién, can thiét phai c6 phac do diéu tri thudc wrc ché
mién dich manh, dic biét st dung ATG trong diéu
tri dan nhap.
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