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Két qua sir dung antithymocyte globulin (ATG) din nhép
cho bénh nhin ghép thin c6 nguy co mién dich thap
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Tom tat

Muc tiéu: Danh gia két qua st dung antithymocyte globulin (ATG) dan nhap cho bénh nhan ghép
than c6 nguy co mién dich thap. D4i tuong va phuong phdp: Nghién ciru mé ta tién clu, theo déi doc &
40 bénh nhan ghép than cé nguy co mién dich thap, s&t dung ATG tai Bénh vién Trung uong Quan doi
108 thai gian tur thang 3/2023 dén thang 01/2024. Két qud: Chiic nang than ghép cai thién ro rét vai
nong do creatinine huyét thanh va muc loc cdu than sau ghép ngay tha 1 1a 272,37mcmol/l va
34,78ml/phut/1,73m?, thang tha 3 la 102,7mcmol/l va 70,12ml/phut/1,73m?. Ti [é cham chiic nang than
ghép 1a 7,5%, ti lé thai ghép cap la 7,5%, ti 1& phuc h6i manh ghép va bénh nhan la 100%. Ti 1é giam bach
cau 1a 10%, ti 1&é nhiém khuan tiét niéu la 17,5%, ti [& nhiém BK virus 17,5%, ty I& nhiém cytomegalovirus
la 10%. Két ludn: ATG c6 hiéu qua va an toan trong liéu phap mién dich dan nhap cho bénh nhan ghép
than cé nguy ca mién dich thap.

Tirkhéa: Antithymocyte globulin, dan nhap cho bénh nhan ghép than.

Summary

Objective: To evaluate the outcomes of using antithymocyte globulin (ATG) induction for low-risk
renal transplant recipients. Subject and method: A prospective descriptive longitudinal study of 40 low
risk renal transplant patients, taking ATG at 108 Military Central Hospital from 3/2023 to 01/2024.
Result: Transplanted renal function enhanced significantly: Serum creatinine and estimated glomerular
filtration rate (eGFR) was 272.37umol/L and 34.78ml/min/1.73m? on the first day, 102.7umol/L and
70.12ml/min/1.73m? on 3" month postoperative. The rate of delayed renal function was 7.5% of acute
graft rejection was 7.5% of organ recovery was 100%, rate of postoperative neutropenia was 10%, rate of
urinary tract infection was 17.5%, rate of BK virus infection was 17.5%, rate of CMV infection was 10%.
Conclusion: ATG was a safe and efficient induction immunosuppression therapy for low-risk renal
transplantation.
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1.Pat van dé

Antithymocyte globulin (ATG) la mét chat uc
ché mién dich manh dugc st dung dé du phong va
diéu tri thai ghép trong ghép than. Bay la nhiing tac
nhan lam suy gidm té bao lympho da dong va hoat
dong thong qua ba co ché khac nhau: a) Apoptosis
théng qua qua trinh chét té bao do hoat hoa, b)
Khang thé - doc té bao qua trung gian té bao va ¢)
Doc té€ bao phu thudc bd thé [1]. Trong ghép than,
phéac d6 mién dich dan nhap dugc st dung dua trén
viéc danh gid nguy co mién dich cta bénh nhan.
Bénh nhan c6 nguy co mién dich thap khi khong co6
mot trong cac yéu té sau: Ghép lan 3 hodc lan 4;
ghép lan 2 néu than ghép lan 1 khong con hoat
déng trong vong dudi 2 nam; khang thé khang HLA
(Human leucocyte antigen) trén 30% (hién tai) hoac
trén 50% (cao nhat); ngudi hién than chét tim; thiéu
mau lanh trén 24 gid [2]. Doi véi nhiing bénh nhan
¢ nguy co bi thai ghép cap tinh vé mat mién dich
thap, thudc uc ché thu thé IL-2 (Basiliximab) hoac
ATG déu la lua chon dan nhap phu hgp. Mét sé
chuyén gia uu tién dung ATG hon dua trén d liéu
cho thay ty lé thai ghép cap tinh da dugc ching
minh bang sinh thiét thdp hon sau moét nam su
dung ATG [3], [4]. Mot s6 trung tam ghép tang, su
dung ATG dan nhap & bénh nhan ghép than nguy
cad mién dich thap, vdi liéu thap hon (1,5mg/kg/ngay
trong 3 ngay) dé giam nguy co nhiém trung. Hiéu
qua cla liéu phap mién dich dan nhap véi ATG doi
vGi bénh nhan ghép than nguy co mién dich thap da
cho thay khéng khac biét so véi basiliximab [5, 6].

Tai Viét Nam, bénh nhan ghép than dau tién vao
nam 1992, s6 lugng bénh nhan ghép than trén 1.500
truong hgp (ndm 2016) trudng hgp va ngay cang tang
[7]. Tuy nhién, viéc st dung ATG dan nhap & bénh
nhan ghép than nguy co thap con it. Vi vay, ching toi
tién hanh dé tai nay véi muc tiéu: Bdnh gid két qua sur
dung antithymocyte globulin (ATG) dan nhdp & bénh
nhdn ghép than cé nguy co mién dich thdp.

2. Déi tugng va phuong phap
2.1. Béi tuong

Nghién ctu dugc thuc hién tai Bénh vién Trung
uong Quan déi 108 thgi gian tu thang 3/2023-
1/2024.

Tiéu chudn lua chon

Bénh nhan trén 18 tudi, bénh than man tinh giai
doan V theo phan loai H6i Than hoc Quéc té 2012:
Khi muc loc cdu than < 15ml/phat hodc phai thay
thé than.

Nguy co mién dich thap dugc ghép than bao
gém nhiing bénh nhan khéng c6 mot trong nhiing
yéu t6 sau: Ghép than lan 3 hoac lan 4; ghép than
lan 2 néu than ghép lan 1 khéng con hoat déng
trong vong dudi 2 nam; khang thé khang HLA trén
30% (hién tai) hoac trén 50% (cao nhat); ngudi hién
than chét tim; thi€u mau lanh trén 24 gid.

St dung dan nhap bang ATG liéu thap.

Bénh nhan déng y tham gia nghién ctu.

Tiéu chudn logi trr: Bénh nhan nguy co mién
dich vé thai ghép cao. Khong dan nhap bang ATG.
Bénh nhan khéng dong y tham gia nghién ctu.

2.2, Phuong phdp

Thiét k€ nghién ctru: Nghién ctru mé t3, tién cuu,
theo do6i doc.

C& mdu: Nghién ctu trén 40 bénh nhan ghép than
nguy cd mién dich thap, dugc dan nhap bang ATG.

Tién hanh nghién ciu: Tat cd bénh nhan trén
18 tudi, bénh than man giai doan V, nguy co mién dich
thap, c6 nguyén vong ghép than dugc nhan than tu
ngudi hién song. Phac d6 dan nhap bang ATG
(grafalon liéu 1mg/kg/ngay trong 4 ngay lién tiép), liéu
dau tién két thic ngay trudc khi tai tudi mau, két hop
VvGi corticoid (methylprednisolon 250mg truyén tinh
mach). Liéu phap mién dich duy tri bao gom:
Tacrolimus, mycophenolate mofetil,
methylprednisolone. Bénh nhan dugc du phong
nhiém khuan, nhiém ndm, nhiém cytomegalovirus
(CMV), polyomavirus (BK virus) va sang loc sau ghép
theo phac d6. Chic nang than dugc theo doi hang
ngay trong 2 tuan dau tién sau ghép. Sau 3 tuan ra
vién, bénh nhan dén tai kham hang thang kiém tra
chiic nang than bang xét nghiém ure, creatinine
mau, sang loc nhiém CMV, BK theo phac dé.

Noi dung va chi tiéu nghién ciu

Cdc ddc diém chung: Tudi, gidi tinh, nguyén
nhan bénh than man tinh, phuong phap thay thé
than truéc ghép.
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Ddnh gid két qua st dung ATG & bénh nhdn ghép
thdn nguy co mién dich thdp: Dién bién chic nang
than sau ghép: Chi s6 xét nghiém ure, creatinine
huyét thanh, muc loc cau than thai diém TO - trudc
ghép, T1 - ngay dau tién sau ghép, T2 - ngay thu 2,
T3 - ngay thd 3, T6 - ngay tha 6, T14 ngay tha 14,
T30 - ngay thu 30, T60 - thang thu 2, T90 - thang thu
3 sau ghép. Ty lé phuc hoi cia manh ghép va cla
bénh nhan, cham chdc nang than ghép, ty 1é thai
ghép cap (trén sinh thiét, sinh thiét dugc thuc hién &
nhiing bénh nhan co6 biéu hién 1dam sang nghi ngs

3.Két qua

thai ghép) trong 3 thang dau. Cac bién ching sau
dung thuéc: Trong luc truyén (phan vé: Do |, 11, 111, 1V),
sau truyén: Ty lé gidm bach cau, gidm ti€u cau, giam
3 dong mau, tdng men gan, nhiém khuan huyét,
viém phéi, nhiém khudn vét mé, nhiém khuan tiét
niéu, nhiém nam, nhiém CMV, nhiém BK virus.

2.3. Xirly s6 liéu

S6 liéu dugc thu thap ti hé so bénh an vao bénh
an nghién ctu va xur tri bang phan mém SPSS 22.0.

3.1. Ddc diém chung cia bénh nhén ghép thén duoc diing mién dich dan nhép bdng ATG

Bang 1. Pac diém chung ctia bénh nhan ghép than dugc dung mién dich dan nhap bing ATG

STT Cacthéng sé (n=42)
1 Tudi (ndm, X +SD) 40+ 13,15
2 Gidi tinh (n, %)

Nam 33 (82,5%)

NG 7 (17,5%)
3 Nguyén nhan suy than man tinh (n, %)

Viém cau than man tinh 36 (90,0%)

Than da nang 1(2,5%)

Lupus ban dé hé théng 1(2,5%)

Dai thdo dudng 2 (5,0%)
4 Liéu phap thay thé than trudc ghép

Than nhan tao 34 (85,0%)

Loc mang bung 1(2,5%)

Chua thay thé than 5(12,5%)
5 Ghép than lan dau 40 (100%)

Ghép than lan 2 0

Nhdn xét: C6 40 bénh nhan dua tiéu chuan lua chon dugc dua vao nghién ctu. Tudi trung binh bénh nhan
ghép than la 40, trong d6 nam gidi chiém chd yéu véi 33 (82,5%) bénh nhan. Nguyén nhan chti yéu gay bénh than
man tinh giai doan cudi la viém cau than man tinh. Loc mau chu ki la bién phéap diéu tri thay thé than cha yéu
trudc ghép, co 5 (12,5%) bénh nhan chua phai thay thé than. Tat ca bénh nhan déu ghép than lan dau.

3.2. Bdnh gid két qua sir dung ATG dan nhép & bénh nhén ghép thén

Bang 2. Dién bién chiing nang than sau ghép

Chi so TO T1 T2 T3 T6 T14 T30 T60 T90
v 21,30 12,77 9,22 791 7,00 6,80 6,60 6,10 6,00
Ure huyét thanh
+ + + + + + + + +
(mmol/l)
6,81 3,55 1,96 1,70 3,06 1,65 1,73 1,46 1,32
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Chisé T T2 T3 T6 T4 T30 T60 T90
Creatinine 764,60 272,37 124,02 108,10 101,22 105,10 105,05 106,57 102,7
Huyét thanh + + + + + + * *
(mcmol/l) 228,27 177,80 55,56 38,22 34,18 30,54 28,12 30,89 23,57
7,34 34,78 74,61 68,96 75,15 71,88 70,42 69,43 70,12
MLCT
+ + + + + + + +
(ml/ph/1,73m?)*
2,66 29,17 20,34 24,63 23,13 23,36 20,45 21,89 17,02
*Cong thuc MDRD

Nhdn xét: Nong dé creatinine huyét thanh truéc ghép trung binh la 764,60mcmol/l va MLCT trung binh 7,34
ml/ph/1,73m? Sau ghép co su cai thién chic nang than rd rét: Nong do creatinine huyét thanh va MLCT sau
ghép ngay thr nhat: 272,37mcmol/l va 34,78ml/ph/1,73m? sau 1 tuan la 101,22mcmol/l va 75,15ml/ph/1,73m?,
sau 1 thang 105,05mcmol/l va 70,42ml/ph/1,73m?, sau 3 thang 102,7mcmol/l va 70,12ml/ph/1,73m".

Bang 3. Ty 1é phuc héi manh ghép, bénh nhéan, chiic nang than ghép, ty 1é thai ghép cap sau 3 thiang

STT

Két qua sau ghép n (%)
1 Cham chuic nang than ghép (n, %) 3(7,5%)
2 Thai ghép cap qua trung gian dich thé (n, %) 2 (5,0%)
3 Thai ghép cap té bao (n, %) 1(2,5%)
4 Ty lé s6ng con clia than ghép (n, %) 40 (100%)
5 Ty lé s6ng con ctia bénh nhan (n, %) 40 (100%)

Nhdn xét: Theo déi 3 thang sau ghép cho thay: Ti |& cham chiic nang than ghép chiém 3 (7,5%), c6 2 (5%)
truong hgp thai ghép cap qua trung gian khang thé, 1 (2,5%) thai ghép cap té bao. Tuy nhién, ca 3 trudng
hgp déu dugc diéu tri thanh céng, ti 1é phuc héi manh ghép va bénh nhan la 100%.

Bang 4. Cac bién chiing sau diing ATG (n, %)

Céc bién chiing sau dung ATG n (%)
Phanvé do | 1(2,5%)
) Phan vé do Il 0
Trong khi truyén ATG Phan vé do Il 0
Phan vé do IV 0
Giam bach cau 4(10,0%)
Gidm tiéu cau 0
Giam 3 dong 0
Tang men gan 5(12,5%)
Nhiém khuan
Sau khi truyén N'Pliém klyé’n huyét 1(2,5%)
Viém phoi 0
Nhiém trung tiét niéu 7 (17,5%)
Nhiém trung vét mé 0
Nhiém nam 0
Nhiém CMV 4 (10%)
Nhiém BK 7 (17,5%)
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Nhdn xét: Tac dung phu trong khi truyén cua
ATG xuat hién & 1 trudng hop (2,5%) véi phan vé do
| trong lan truyén dau tién, nhing lan truyén sau
déu khoéng xuat hién. Theo déi sau 3 thang: Bién
chiing giam bach cau xuat hién & 4 trudng hop
(10%) va chi giam bach cau muc dé nhe, sau dé
bach cau vé binh thudng. Tang men gan xuat hién &
5 trudng hop (12,5%), tdng muic d6 nhé, sau d6 men
gan vé binh thudng. Bién ching chl yéu trén tinh
trang nhiém trung: Nhiém khuén tiét niéu gap & 7
truong hop (17,5%), nhiém BK 7 trudng hop (17,5%),
CMV 4 trudng hop (10%), nhiém khuan huyét 1
trudng hgp (2,5%). Tuy nhién cac trudng hop nhiém
trung déu diéu tri thanh cong.

4. Ban luan

Két qua nghién ctiu ban dau cho thay ATG liéu
thap st dung dan nhap trong ghép than & bénh
nhan nguy co mién dich thap la an toan va hiéu qua.
Nghién ctiu ctia ching téi danh gia két qua sém sau
ghép cho thay chiic nang than cai thién ro rét (Bang
2). Két qua nay tuong duang véi két qua nghién cdu
clia mot so tac gia trén thé gidi. Nghién clu cla tac
gia Sang Jin Kim va cong su (CS) nam 2020, khi danh
gia két qua cua dan nhap ATG liéu thap va
basiliximab & bénh nhan ghép than nguy co mién
dich thap cho thdy chiic ndng than cai thién ro rét
sau 1 thang, 1 nam, va 5 nam véi MLCT trung binh
sau 1 thang 68,5ml/ph/1,73m? sau 1 nam
62,2ml/ph/1,73m? [5]. G mdt nghién ctiu cla tac gia
Camil va CS (2023) danh gia hiéu qua ctia ATG liéu
thap d6i vGi bénh nhan ghép than nguy co mién
dich thap, cling cho thdy chiic nang than cai thién ro
sau 1 nam véi MLCT 76ml/ph/1,73m?*[8].

Nghién ctu clia chiing t6i cho thay két qua ty 1é
cham chiic nang than ghép xuat hién & 3 truong
hop (7,5%), 2 trudng hop (5%) thai ghép cap dich
thé, va 1 trudng hap (2,5%) thai ghép cap té bao.
Cac truong hop nay déu diéu tri thanh céng vdi ti lé
phuc héi manh ghép va bénh nhan la 100%. Két qua
nay phu hgp véi két qua nghién clu cda Sang Jin
Kim va CS (2020) vai ti 1é phuc héi manh ghép va
bénh nhan trong 3 nam dau dat ti 1& 100%. Tuy
nhién & nghién ctu nay, tac gia sinh thiét than ghép
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theo phac d6 2 tuan sau ghép va sau 1 nam, déng thoi
khi c6 biéu hién 1am sang clia thai ghép, nén ti 1& thai
ghép l1én t6i 51,4% bao gobm 35,1% trén lam sang va
17,2% dudi lam sang [5]. O mot nghién clu khéc tai
Dlc, so sanh hiéu qua clda ATG va basiliximab trong
lieu phap mién dich dan nhap déi v6i bénh nhan
ghép than c6 nguy co thap, trong dé 615 ngudi nhan
than ghép, cd nguy co thap véi thai ghép dugc chi
dinh ngau nhién vao mét trong ba ché do uc ché
mién dich khac nhau: Dan nhap basiliximab vdéi
corticoid duy tri lau dai, dan nhap basiliximab véi
nguling corticoid s6m va dan nhap ATG vdéi viéc ngling
corticoid sém [9]. Sau 1 nam, ty 1é thai ghép cap dugc
chiing minh bang sinh thiét la tuong tu gilta nhém
ATG va cd hai nhém basiliximab (10% so véi 11% va
11%). Ngoai ra, khong c6 su khac biét vé ty |é séng sét
clia bénh nhan hoac manh ghép, chiic nang manh
ghép, nhiém trung hodc bénh ac tinh [9]. Trong mét
tong quan hé théng nam 2017 bao gom 17 thi
nghiém ngau nhién (2044 ngudi nhan than) so sanh
ATG v6i gia dugc hoac khong diéu tri bang liéu phap
cam Ung, ATG da lam gidm nguy co thai ghép cap tinh
(RR 0,63, KTC 95% 0,51-0,78). Khi dugc st dung cling
vdi thuéc Uc ché calcineurin (CNI), ATG cé thé lam
gidm nguy cg tif vong (RR 0,75, KTC 95%: 0,27-2,06)
sau 1 dén 2 nam va (RR 0,94, KTC 95%: 0,11-7,81 sau 5
nam) va mat manh ghép (RR 0,65, KTC 95% 0,36-1,19
sau 1 dén 2 nam). Tuy nhién, ATG lam tang nguy co
nhiém CMV (RR 1,55, KTC 95%: 1,24-1,95), giam bach
cau (RR 3,86, KTC 95%: 2,79-5,34) va gidm tiéu cau (RR
2,41, KTC 95%: 1,61-3,61) [10]. Nhitng phat hién tuong
tu da dugc bao cdo trong hai thir nghiém ngau nhién
nhé hon khac, mét trong s6 do6 ciing cho thay kha
nang song sot clia bénh nhan va manh ghép tuang
duong gilfa basiliximab va ATG sau 5 nam [11].

Co ché bénh sinh clia ATG la gay suy giam té bao
lympho T nén nguy co nhiém tring cao sau ghép. Két
clia nghién ctiu clia ching t6i cho thay, bién ching
nhiém trung la bién chiing néi bat sau ghép, cu thé
nhiém khuan tiét niéu 7 (17,5%), nhiém BK virus 7
(17,5%) va CMV 4 (10%). Ti l&é nhiém trung trong
nghién ctu cla ching t6i thap hon nghién clu cda
tac giad Sang Jin Kim va CS (2020) véi ti 1&é nhiém BK
virus 37,8%, nhiém CMV 54,9%, c6 thé do theo doi
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thai gian dai hon 1én téi 5 ndm nén ti 1é nhiém CMV va
BK virus tang lén, vi vay 1 viéc diéu tri du phong
nhiém trung sau ghép la rat quan trong [5].

5. Két luan

Két qua budc dau cho thay ATG liéu thap co
hiéu qua va an toan trong liéu phap mién dich dan
nhap cho ghép than nguy co mién dich thap. Nong
do creatinine huyét thanh va MLCT sau ghép ngay
thi nhat: 272,37mcmol/l va 34,78ml/ph/1,73m?, sau
1 thang 105,05mcmol/l va 70,42ml/ph/1,73m? sau 3
thang 102,7mcmol/l va 70,12ml/ph/1,73m* Ti 1é
cham chiic nang than ghép chiém 7,5%, thai ghép
cap chiém 7,5%, phuc héi manh ghép va bénh nhan
la 100%. Ty & nhiém khuan tiét niéu 17,5%, nhiém
BK 17,5%, CMV 10%. Tuy nhién, can nghién ctu trén
sO luogng 16n bénh nhan va theo doéi thoi gian dai
hon dé danh gia chinh xac hiéu qua va tinh an toan
clla ATG trong ghép than & bénh nhan nguy co
mién dich thap.
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