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Nhan mét trweong hop diéu tri thanh cong thai ghép than
cap co sir dung khang thé khang teé bao tuyén tre

Successful treatment of acute kidney allograft rejection with antithymocyte
globulin: A case report
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Nguyén Viét Khoa*, Hoang Anh Diing**, L& Hitu Seng*, ~ **Viscera Transplant Center in the Erasme
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Tom tat

Cac phéac dd thudc Uc ché mién dich mdi cung véi ki thuat ghép thén tién tién da dua dén
nhitng tién bd quan trong vé két qua cua ghép than. Bénh nhan nam 43 tudi, ngay sau khi ghép
than bi bién chiing thai ghép than cadp qua trung gian t€ bao chan doan xac dinh qua mé bénh
hoc, dugc chi dinh diéu tri chéng thai ghép cap bang thudc khang lympho (ATG thd). Két qua
chilic nang than ghép dugc phuc hoéi hoan toan sau 01 tuan. Sau do, bénh nhan xuat hién bién
chiing nhiém khuan huyét, dugc chi dinh bé sung khang sinh manh két hgp, phd réng. Két qua:
Bénh nhan hét nhiém khuan, én dinh vé 1am sang, chlic ndng than ghép t6t. Thai ghép cap qua
trung gian té bao thudng gap, cé nhiéu yéu té nguy co. Diéu tri bién chiring nay hiéu qua véi ATG
thdi gian ngan (5 ngay). Bién chitng nhiém khuan huyét sau ding ATG & bénh nhan thai ghép cap
kha hiém gap, c6 lién quan mét sé yéu td, rat nguy hiém can diéu tri ngay bang khang sinh manh,
két hgp, phé réng. Két ludn: ATG cé tac dung diéu tri chéng thai ghép cap qua trung gian té bao
rat t6t, nhung cling c6 nguy cd nhiém khuan cao, can tién lugng, phét hién va x tri kip thdi (du
phong, sén sang x{ tri cap clu).

T khéa: Ghép than, thai ghép cap, Uc ché mién dich, ATG (Antithymocyte globulin), nhiém khuan
huyét.

Summary

New immunosuppressive protocols and advanced surgical technique resulted in a major
improvement in the outcome of kidney transplantation. A 43-year-old, male patient diagnosed with
chronic glomerulonephritis. After the kidney transplantation, he had an acute cell-mediated kidney
rejection diagnosed by biopsy and ATG treatment was immediately performed. The graft kidney
function recovered after 01 week. And then, the patient had sepsis complication with urinary tract
source. The antibiotics prescribed were Meronem 2g/day plus levofloxacin 0.5g/day. Blood and
urine culture results were Escherichia coli. Five days later, patient was fully recovered and
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discharged with normal clinical presentation and laboratory tests. Discussion: The acute T-cell
mediated rejection is a severe and common complication after kidney transplantation. It has many
risk factors. Treatment of this complication was effective with short-time ATG (5 days).
Complications of septicemia after taking ATG in patients with acute rejection are rare, had some risk
factors, severe, requiring immediately broad-spectrum antibiotic treatment. Conclusion: Using ATG in
acute T-cell mediated rejection was strongly effective. However, the its infection complication also
significantly increased, needed prognosis, detection and timely management (prevention, ready for

emergency management).

Keywords: Renal transplantation, acute rejection, immunosuppression, ATG (Antithymocyte

globulin), sepsis.

1. bat van deé

Thai ghép than cap qua trung gian té bao la
mot hién tugng kha thudng gap trén lam sang,
van la van dé 16n chiém dén 90% cac loai thai
ghép than cap. Mac du y hoc hién nay trén thé
gidi da dat dugc thanh céng kha cao trong chan
doan va diéu tri, thai ghép than cap qua trung
gian té€ bao thé khang steroid van la van dé Ién
gay anh hudng va mat chlc nang than ghép [1],
[5].

Trong thai ghép cap qua trung gian té bao,
té bao T-CD4 la té bao khdi phat qua trinh thai
ghép, té bao T-CD8 co vai tro mudn han. Ngudi
ta quan sat thay cac té bao giét tu nhién (té bao
NK) cé chlra cac hat doc té bao trong bao tuong,
ching giadi phong cac hat nay ra khoi té bao, gay
ra tén thuong mang té€ bao va chét té bao theo
chuong trinh & cac té bao clia manh ghép.

Chan doan thai ghép cap qua trung gian té
bao gom cac triéu chiing lam sang nhu: Mét mai,
s6t, dau than ghép, tang huyét ap, thiéu niéu, xay
ra t ngay thr 5 dén vai tuan sau ghép. Cac triéu
chiing can lam sang thudng gap la creatinin
huyét thanh tang trén 20%, chan doan hinh anh
gilp loai trlr nguyén nhan mach mau, can trg tac
nghén hé tiét niéu. D€ chan doan xac dinh chinh
xac thai ghép qua trung gian té bao doi hdi trén
sinh thiét than ghép phai c6 viém 6éng than, mo
k&, viém ndi mo mach mau vdi xam nhap cac té
bao viém, té bao lympho vao 6ng than, néi mo,
khong thdy su hién dién cia C4d trén té bao
ndi mach quanh 6ng than qua nhuém mién
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dich huynh quang véi C4d. Chan doan thai
ghép cap qua trung gian té bao khang steroid
khi dung két hgp cac thuéc Gc ché mién dich va
tang cudng steroid nhung khéng cé dap Ung
[61, [8l.

Diéu tri thai ghép cap qua trung gian té bao
khang steroid thudng dap Ung tot véi cac thube
khang lympho nhu ATG. Khang thé khang té bao
tuyén Uc tho (Rabbit Antithymocyte Globulin,
Rabbit - ATG) la mét khang thé da dong cua thd
dugc sir dung dé du phong thai ghép va dugc
cho la lya chon dau tién va cho nhiing trudng
hop thai ghép khong dap Ung vdi steroid [5],
[7]. Tuy vay, viéc su dung ATG tai cac trung tam
ghép tang cua Viét Nam van con chua phé
bién. Do do, ching tbéi xin thong bao mot
trudng hgp thai ghép than cap qua trung gian
té bao thé khang steroid (TCMR) da dudc diéu
tri thanh céng c6 s dung ATG tai Bénh vién
Trung uang Quan doéi 108.

2. Ca lam sang

Bénh nhan (BN) nam, 43 tudi c6 tién su
viém cau than man, bién ching suy than man
giai doan IV, loc mau chu ky 3 1an/1 tuan tu 10
nam nay. Xét nghiém sang loc truéc ghép phat
hién BN bi nhiém virus viém gan C. BN d3 duac
diéu tri theo dung phac do, dinh lugng virus
viem gan C (HCV-RNA) trudc ghép da & dudi
ngudng phat hién. Trong quéa trinh diéu tri BN
da ting dudgc truyén mau mot vai lan dé diéu
tri thi€éu mau. Ba nam nay BN dugc diéu tri
thi€u mau bang thudc tao hong cau va bé sung
sat.
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BN dugc ghép than tu ngudi hién than song,
khong cung huyét théng, cuing nhém mau O, Rh
(+), Crosmatch am tinh, ngudi nhan khéng co
khang thé khang HLA ngudi cho, HLA mismatch
A/B/DR la 1/0/0 (1/6).

Tién hanh ghép than ngay 17/08/2017

Than dudc ghép vao hé chau phai, thai gian
thi€u mau néng 07 phuat, thai gian thi€éu mau
lanh 30 phut, thdi gian thiéu mau am 33 phat,
téng thai gian thi€u mau than 70 phut, cd nudc
tiéu (NT) sau 3 phut, luu lugng thap, than héng
cang, mach than ghép thong tét. Thuéc Uc ché
mién dich (UCMD) goém 2 liéu basiliximab va liéu
chudn theo khuyén céo cac thudc tacrolimus,
mycophenolate mofetil, methylprednisolon.

Dién bién sau ghép

Dién bién ngay sau ghép: Mach: 87 lan/phut,
huyét ap 200/100mmHg, nhiét dé: 36°C, tiéu
350ml/gid. 10 gid sau, NT c6 xu hudng giam dan,
Lasix 40mg TMC/2 gid. Sau khi dung Lasix, luu
lugng NT trung binh khoang 200ml/gis. Téng
lugng NT: 3970ml/16 gic.

Ngay 01: NT ¢6 xu hudng giam nhanh 180 -
150ml/gis (Lasix 60mg/1 gid), téng lugng NT
4250ml/24giG, mau do, trong lugng BN tang 5kg,
CVP 8 - 9cm nudc. Ure: 13mmol/l, creatinin:
442pmol/l. Sieu am Doppler mach than: RI tang
(0,88), Vmax: 155cm/s, dai bé than khong gian,
khéng thay huyét khéi. Chan doan thai ghép cap
N1, BN dugc diéu tri: Tang liéu Solumedrol tu
500mg lén 750mg/ngay trong 3 ngay dau, dén
ngay th 4 dung prednisolon 20mg dudng uéng.
Tang lieu MMF tu 2g/ngay dén 2,5g/ngay. Tiép
tuc theo d&i néng dé thuéc dé diéu chinh liéu
tacrolimus.

Ngay 02: NT gidam nhanh xuéng 130ml/gig,
sau do giam tiép con 30ml/gic. Nhiét dé: 36°C,
CVP: 11 - 12cm nudc sau do tang 1én 14 - 15cm
nudc, trong lugng tang 5,5kg. Bap Ung kém vai

Lasix TM (3 - 8 6ng/gid). Xét nghiém: Ure tang
lén 23mmol/l, Creatinin: 339 - 356 - 409umol/I
(chlc nang than kém dan). Tacrolimus (Co:
6,4ng/ml), siéu am Doppler mach than ghép: Rl
0,84. Téng lugng NT giam con 1510ml/24 gis
(téng liéu Lasix: 52 6ng).

Dién bién ti ngay th(r 3 dén ngay thi 7 sau
ghép xau dan. Ngay th& 7 sau ghép, BN mét,
tang can, phu mat, an kém. Mach: 80 lan/phut,
huyét ap: 160/80mmHg, nhiét dé: 36,5 do, CVP:
8cm nudc. Xét nghiém: Ure 40mmol/l, creatinin
356pmol/l, tacrolimus 7,3ng/ml. Siéu am Doppler
mach than ghép khong do dugc chi sé RI do mat
séng tdm truong hodc sdng tam truang doi chiéu,
khong cé huyét khéi, khong cd gap géc dong tinh
mach than, khéng thay dich trong 6 bung va dich
quanh than ghép. NT it dan 20ml/giG dudi tac
dung 2 éng Lasix/gid. Tong lugng NT 400ml/24
giG (dudi tac dung cua 98 6ng Lasix). BN dugc
danh gia c6 biéu hién thai ghép cdp qua trung
gian té bao va dugc chi dinh dung thudc ATG
tho, lieu 1,25mg/kg/ngay, truyén tinh mach trung
tam trong 6 gid (dgt 05 ngay), dong thai tién
hanh sinh thiét than ghép, theo d&i néng do
CD3-CD4-CD8 nhitng ngay sau dé chinh liéu
ATG. Két qua giai phau bénh sinh thiét than: Thai
ghép qua trung gian té bao, hoat déng, mic do
nhe, Banff grade 1A.

Ngay 08 dén ngay 11 (ngay cudi dung ATG):
Sau khi dung 1 liéu ATG, dién bién BN c6 xu
hudng cai thién. Cam gidc dé chiu, an dugc,
khéng s6t. Huyét déng 6n dinh, CVP: 8 - 10cm
nudc. Tiép tuc dung ATG liéu thir 2 theo khuyén
cao, dung Lasix liéu giam dan (tUr 40mg/giG -
20mg/gid). Chlc nang than cai thién ro rét: Ure
51,46 xuéng 20,12mmol/l, creatinin 507 xuéng
con 130umol/l, tacrolimus: 8,2ng/ml, té bao CD3
50 té€ bao/ml. NT cai thién ro rét 4400ml/24 giG
(khéng dung thudc Igi tiéu).
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Hinh anh giai phau bénh: Xam nhép, rai rac it t& bao viém (< 25 lympho/cau than). Cac 6ng than thoai hoa
nhe, mét vai dam éng than héc héa. Béng mach gian ti€u thuy c6 hinh anh té bao néi mé phong, xam nhap rai
rac lympho bao vao I16p 4o trong, cdc mao mach quanh éng than long gian, chfa mot vai lympho bao; héa moé

mién dich: C4D 4m tinh

Tu ngay tha 12 dén ngay 16: Dung ATG, tiép
tuc theo phac &6 UCMD khuyén cao tacrolimus,
MMF, prednisolon. Ld&m sang 6n dinh, BN dé
chiu, lugng dich vao: 3 - 4 lit/24qgid, nudc tiéu: 3,7
- 4,5 lit/24gic. Xét nghiém: Nong dé thudc
tacrolimus tu 12,5 - 15,6ng/ml, ure: 10mmol/I,
creatinin: 96umol/I.

Ngay th( 17 sau ghép, BN xuat hién mét, sot co
lGc rét run, tang dan, sau do6 sot lién tuc 37,5 -
39,1°C. Nudc tiéu 180 - 200ml/1gi¢ va cb hudng
giam dan, phai dung Lasix. Ti€u buét, tiéu rat, dau
vung than ghép. Xét nghiém thay bach cau (BC)
tang (18G/L), chuyén trai (N: 90,7%), chitc nang than
kém di (ure 11,6mmol/L, creatinin 114umol/l), tang
chi s6 viém nhiém (CRP-HS: 14,4mg/l, PCT:
0,187ng/l). Xét nghiém NT: Protein niéu: 100mg/d|,
hong cau niéu (+), bach cau (+++). Pa dugc cho cay
mau, cdy NT. Chan doan nhiém khuan tiét niéy,
nguy cc nhiém khudn huyét, BN dugc sir dung

khang sinh: Unasyl 1,5g x 2 lo + Tavanic 0,5g x 1
chai/1 ngay, truyén tinh mach cham.

Ngay th 18 - 19: Sau khi dung khang sinh BN
dé chiu hon, van chua hét sét, dai tién phan long 6
lan/ngay, dau nhe vung than ghép. Nhiét dé: 38 -
38,5°C, ti€u trong ngay la 1,5 lit (duéi tac dung 4
ong Lasix). Xét nghiém: Bach cau: 26,4G/L, N: 93%.
Chdrc nang than ghép dién bién kém di: Ure: 14,5 -
16,2mmol/l, creatinin: 150 - 192umol/I. Tacrolimus:
5,5ng/ml, PCT: 100ng/ml. Chan doan nhiém khuan
huyét clra vao tur dudng tiét niéu. Ngay th 20 -
28: Diéu tri: D6i khang sinh: Meronem 1g x 2
lo/ngay + Tavanic 0,5g/ngay. Két qua cay mau va
NT sau 2 ngay: E. coli duong tinh. Sau diéu tri
khang sinh 5 ngay dién bién héi phuc bénh, cdy
mau, NT am tinh, xét nghiém mau, NT binh
thudng. Hién tai, BN da ra vién, lam sang va xét
nghiém trong gidi han binh thudng.

Bang 1. Dién bién lam sang ciia BN (thai ghép cap, nhiém khuan huyét)

Nhiét Cay mau
Ngay Lam sang d6 Co ATG Khang sinh Cay nuéc
: tiéu
No Sau ghép 6n dinh 36,6 Khéng Rocephin
Tavanic
N1 Tiéu it, tang liéu corticoid, 36,5 4,7 Khéng Rocephin
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Nhiét Cay mau
Ngay Lam sang 66- Co ATG Khang sinh Cay nudc
; tiéu
MMF, Lasix Tavanic
N2 Tiéu it, Lasix 36,5 54 Khéng Rocephin
Tavanic
N3 Tiéu it, Lasix 36 129 | Khéng Rocephin
Tavanic
N4 Tiéu t6t, Lasix 36,8 17 Khéng Rocephin
Tavanic
N5 Tiéu it, Lasix 36,5 |10,5| Khoéng Khéng
N6 Tiéu it, nguy co thiéu niéu, | 36,5 8,6 | Khéng Khéng
vO niéu, dung Lasix
N7 Tiéu it, hdi chan 1an 2, bat 37 7.3 | 1,5mg/kg Unasyl
dau ATG
N8 C6 NT sau dung ATG 36 82 | 1,5mg/kg Unasyl

Bang 1. Dién bién Iam sang cia BN (thai ghép cap, nhiém khuan huyét) (tiép theo)

Nhiét Cay mau
Ngay Lam sang d6 Co ATG Khang sinh Cay nuéc
i tiéu

N9 NT t6t, dap Ung ATG 36,4 73 | 1mg/kg Unasyl

N10 Ti€u t6t, Lasix 2 6ng 36,5 44 | 1mg/kg Unasyl

N11 Ti€u t6t, khéng Lasix 36,4 54 | 1mg/kg Unasyl

N12 - N16 | Tiéu tét. Ldm sang, can lam 36,5 6,8 Cat Unasyl
sang 6n dinh (cat ngay 2/9)

N17 Bat dau sot, mét, Lasix 1 37,5 - Unasyl E. coli
ong. S6t cao, rét run, tiéu 39 Tavanic (Méau, nudc
duc, ¢ budt, rat tiéu)

N18 S6t cao, rét run, dau vung 38,5 13,5 Meronem
than ghép. Siéu am than Tavanic
ghép binh thudng. RI: 0,55.

Tiéu dudc, hé trg 4 8ng
Lasix

N19 Hét sbt, ti€u tét, cat Lasix 37 55 Meronem
hoan toan Tavanic

N20 Khong sét, tiéu tét, hét dau 36,3 11,7 Meronem
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vung than ghép, tiéu khéng Tavanic
budt rat

N21 - N28 | Khong sét, tiéu tét, dé chiu 36,5 8- Meronem
hoan toan 12 Tavanic

Nhén xét: Thai ghép cap dién ra tif ngay 1 sau ghép than, dugc diéu tri tang liéu corticoid, MMF,
lasix, dap Ung kém. Dén N7, dién bién ndng, ching t6i quyét dinh st dung ATG diéu tri thai ghép qua

trung gian té€ bao, sinh thiét than. Bap Ung t6t, khoi phuc dong NT va cai thién cac xét nghiém tu N7-

N17. S6t cao tU N17, dugc chdn dodn nhiém khuan huyét tir dudng tiét niéu do E. coli. Pugc dung
khang sinh manh, phé réng, trong 10 ngay. Dap Ung tét, hét sét nhanh, héi phuc hoan toan ca lam
sang va xét nghiém.

Bang 2. Dién bién can 1dm sang cia bénh nhan

Ngay Ure Creatinin NT (ml) (6'n;a::)xmg) BC PCT RI
No 18,3 605 3970 5,57 0.8
N1 13 442 4250 3 9,51 0,88
N2 19,7 339 1510 52 9,18 0,84
N3 21,5 356 3740 69 6,51 0,844 0.9
N4 27,3 346 5930 48 0,577 0,75
Bang 2. Dién bién can 1dm sang cia bénh nhan (tiép theo)
Ngay Ure Creatinin NT (ml) . Lasix BC PCT RI
(6ng 20mg)
N5 32,3 318 2400 29
N6 38,5 333 1288 69 5,64 0,82
N7 40,1 356 400 98 7,54 0,583 KO
N8 51,46 507 5770 48 6,36 1,23
N9 45,7 363 5440 48 7,63 1,47
N10 32,6 219 5100 0 4,87
NT1 20,12 130 4400 0 4,75 0,336
N12 - N16 10 96 4500 0 6,18
N17 11,6 114 3800 0 18 0,187 0,69
N18 16,2 192 1500 4 26,4 100
N19 14,7 206 3500 0 22,76 100

14




TAP CHi Y DUCC LAM SANG 108

Tap 13 - S6 3/2018

N20 15 198 3500

0 18,12 100

N21 - N28 8,5 92 5500

0 6,6 04 0,56

Dién bién khac

Nong do thuéc UCMD dat dich diéu tri. Xuat
hién tang dudng mau do tac dung phu cula
tacrolimus phai kiém soat bang insulin tinh mach.
Xuat tiét dich quan than ghép. Nhiém khuin
huyét dudng vao tiét niéu do E. coli phai dung
khang sinh manh, phé rong, két hgp (Meronem +
Tavanic). Dinh dudng liéu phap va diéu tri thiéu
mau hiéu qua. Cac rdi loan nay déu dugc kiém
soat va én dinh cling véi viéc phuc héi chirc nang
than.

BN ra vién ngay thi 25. Hién tai BN khoe
manh, sinh hoat binh thudng, creatinin
105umol/l), ure 7,8mmol/l dudng mau ki€m soat
tot.

3. Ban luan

Thai ghép cap sém qua trung gian té bao la
mot bién chiing nang va thudng gap néu sy phu
hgp HLA gilta ngudi cho va ngugi nhan thap.
Trong trudng hgp cla ching toi chi ¢ 1 cap HLA
phu hgp gilta ngugi cho va ngudi nhan. Do dé,
mac du da co tién lugng kha nang thai ghép cao
nhung trong diéu kién thiéu ngudi hién tang ma
khéng cé chéng chi dinh khac thi ching toi van
tién hanh ghép. Khi c6 hién tugng thai ghép sém
két hgp véi yéu t6 nguy co la THA (HA:
200/100mmHg), mac du da diéu chinh liéu phac
dé Uc ché mién dich théng thudng va kiém soat
huyét ap tét, nhung khéng két qua. Chang toi
quyét dinh s dung ATG ngay, dong thgi tién
hanh sinh thiét than ghép. Két qua cho thay day
la bénh thai ghép s6m qua trung gian té bao.
Nhu vay, viéc chi dinh diéu tri ATG la hoan toan
chinh xac, chi sau 1 ngay diéu tri thi da co cai
thién vé cac trieu ching lam sang va can lam
sang [1]. Chi sau 5 ngay, BN da phuc hoéi hoan
toan chuc nang than. Nhu vay, qua trudng hgp
nay cho thdy viéc st dung ATG sém khi chua co
két qua giai phau bénh ly la can thiét va viéc su

dung ATG nén dugc ap dung theo hudng dan sé
cho két qua tot [6].

Tuy nhién, trong trudng hgp nay BN da co
thém bién chiing nhiém khudn huyét ning do E.
coli sau khi ngling ATG 6 ngay. Pay la bién ching
dugc tién lugng trudc, néu nhu diéu tri bang ATG
kéo dai thi miic dé suy gidm mién dich sé nang
hon va ¢4 nguy co nhiém khuan cao, tham chi c6
thé dan dén nhiém khuan huyét nang sé co tién
lugng rat xau [2]. Theo khuyén cdo "Ghép than
Viét Nam”, KDOQI va mét sé nghién clu trudc
day, phac dd khang sinh manh phé rong la rat
can thiét [3], [4]. Chung t6i da ap dung phac do
khang sinh phé rong, hiéu luc manh theo cac
khuyén céo trén, tiép tuc cac thuéc (c ché mién
dich theo qui uéc cung kiém soat huyét ap, can
bang dich vao, ra. Két qua cla phac do trén thé
hién kha tét trong diéu tri nhiém khuan huyét va
suy gidm chldc nang than & bénh nhan nay.
Nhiém khuan tir dudng tiét niéu la nguy co
thudng gap, do do viéc cdy NT thudng xuyén sau
ghép trén nhitng BN dugc st dung ATG lai cang
can thiét nham phat hién va ngan nglra nguy co
nhiém khuan sém.

Ty 1é phai ghép than lai v&i thai ghép qua
trung gian té bao la rat cao trudc day. Hién nay
véi su tién bo trong chan doan va diéu tri trén
thé gidi da giam dugc ty 1€ mat chlic nang than
ghép. O Viét Nam hién nay cling da c6 day du
cac thuéc trong diéu tri thai ghép qua trung gian
té bao nén budc dau cling da cé dugc sy thanh
coéng nhat dinh [1], [7]. Trong trudng hgp nay
viéc chuyén phac d6 diéu tri khi BN khong dap
Ung vdéi corticoid la hoan toan phu hgp va da co
két qua tot. Tuy nhién, can déi sat trong nam dau
vi nguy c@ thai ghép va bdi nhiém do gidm suc
dé khang khi dung cac thuéc UCMD manh nhu
ATG van con cé thé tai dién [6], [8].

4. Két luan
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Viéc két hgp diéu tri ATG thd va khang sinh

két hgp, pho réng, clng véi phac dé chéng thai
ghép théng thudng, kiém soat cac yéu té nguy
co trong trudng hgp nay da dat dugc két qua tét.
Can c6 thém nghién clu véi s6 lugng I16n han vé
s dung ATG trong diéu tri thai ghép than cap
khang steroid d€ c6 nhitng két luan cé y nghia
han vé khoa hoc va iing dung lam sang.
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