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NHIEM NAM ASPERGILLUS THAN KINH TRUNG U'ONG SAU GHEP GAN:
NHO’NG KHO KHAN TRONG CHAN POAN VA PIEU TRI

TOMTAT

Nhiém ndm Aspergillus & hé than kinh trung uang
(CNS) la mét bién ching hi€ém gdp nhung nghiém
trong sau ghep gan vdi ty |é tr vong rat cao. Chung
toi bao cdo mot trudng hdp bénh nhan nam 66 tudi,
tién st u Iympho non-Hodgkin, di thao du’dng type 2,
viém gan virus B man tinh, dugc ghép  gan cap cu’u do
suy gan cap. Sau ghep, benh nhan on dinh va xuat
vién nhung nhdp vién lai & thang th( tu véi triéu
chiing s6t kéo dai, sau dd xuat hién liét nira ngudi va
hon mé. Khao sat dich ndo tly va hinh anh hoc xac
dinh viém ndo do Aspergillus fumigatus vdi bién ching
vG gia phinh dong mach ndo. Bénh nhan dugc diéu tri
khang ndm tich cuc bang voriconazole, sau dé diéu
chinh phdc d6 vdi isavuconazole két hop
anldulafungm Tuy nhién, bénh nhan dién bién ndng
VGi nhlem trung bénh vién, suy da tang va tl vong. Ca
bénh nay nhan manh tim quan trong cla chan doan
sém va t6i uu hda diéu tri khang nam trong ghép
tang. T&’ khda: Nhiém ndm xam 1&n, Aspergillus,
ghép gan

SUMMARY
CENTRAL NERVOUS SYSTEM ASPERGILLUS
INFECTION AFTER LIVER
TRANSPLANTATION: CHALLENGES IN

DIAGNOSIS AND TREATMENT

Central nervous system (CNS) Aspergillus
infection is a rare but severe complication following
liver transplantation, with a very high mortality rate.
We report a case of a 66-year-old male patient with a
history of non-Hodgkin's lymphoma, type 2 diabetes
mellitus, and chronic hepatitis B, who underwent
emergency liver transplantation due to acute liver
failure. Post-transplant, the patient remained stable
and was discharged but was readmitted in the fourth
month with prolonged fever, followed by hemiplegia
and coma. Cerebrospinal fluid analysis and imaging
confirmed Aspergillus fumigatus encephalitis with a
ruptured mycotic aneurysm. The patient received
intensive antifungal therapy with voriconazole, which
was later adjusted to isavuconazole combined with
anidulafungin. However, the patient deteriorated with
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hospital-acquired infections, multi-organ failure, and
ultimately succumbed to the illness. This case
highlights the critical importance of early diagnosis
and optimization of antifungal therapy in transplant
recipients. Keywords: Invasive fungal infection,
Aspergillus, liver transplantation.

l. DAT VAN DE

Nhidm n&m xam 1&n 1& mét bién ching
nghiém trong va la mot trong cac nguyén nhan
hang dau gdy tr vong & bénh nhan sau ghép
tang, trong do c6 ghép gan. Viéc st dung thudc
Uc ch& mién dich kéo dai dé ngan ngura thai
ghép lam suy giam hang rao mién dich, tao diéu
kién cho cac tac nhan nhiém trung cc h0| trong
dd cd cac chdng ndm xam nhap vao mau va cac
cd quan. Cac ching Candida spp. la tac nhan
phd bién nhét, tiép theo la Aspergillus spp. Ty 1&
t&r vong cua bénh do nhiem Aspergillus xam lan
(IA - Invasive Aspergillosis) ¢ bénh nhan ghép
gan cao han so véi cac loai ghép tang khac, dao
dong tir 25% dén 69% [1].

Nhiém Aspergillus hé than kinh trung uong
(CNS) la mdt thé hiém gdp nhung cd ty 1€ tr
vong rét cao, do chan doan thudng khé khan va
diéu tri g&p nhiéu thach thdc. Bé&nh cé thé biéu
hién dudi dang viém mang ndo, viém ndo, ap xe
ndo hodc viém mach mau dan dén bién ching
phinh mach, xuat huyét, tang ap luc ndi so. Viéc
chan doan ddi hoi két hgp cac phuong phap hinh
anh hoc, xét nghiém vi sinh va sinh hoc phan tu;
diéu tri can dung thudc khang nam tan cong
s6m va diéu chinh liéu phap Uc ché mién dich
hap ly [2].

Bao cdo nay trinh bay mot trudng hdp bénh
nhan cd tién s bénh ly nén phic tap, dudc
ghép gan cap clru do suy gan cap. Sau ba thang,
bénh nhan xuat hién nhiém Aspergillus than kinh
trung uang vai bién ching v3 giad phinh dong
mach ndo, du da dugc diéu tri khang ndm tich
cuc nhung dien ti€n nang va t& vong. Qua ca
bénh nhdn manh su can thiét cda viéc xac dinh
yéu t6 nguy cd, phat hién sém va toi uu diéu tri
nham cai thién tién lugng ngu'di bénh.

Il. TRINH BAY CA BENH
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Bénh nhan nam, 66 tudi, tién s U lympho
non-Hodgkin trudc dé 4 ndm, da dugc diéu tri
hod chat va dudc xac dinh khoi bénh; kém theo
c6 dai thao dudng type 2 dang diéu tri insulin,
viém gan virus B man tinh. Bénh nhan vao vién
thang 7 nam 2024 vdi tinh trang tinh nhung mét
moi nhiéu, vang da, vang mat tang dan, chudng
bung. Bénh nhan dudc chan doadn suy gan cp
trén nén bénh gan man (ACLF — acute on chronic
liver failure) mdrc dd II do viém gan B, vdi diém
AARC (APASL ACLF Research Consortium) 10,
diém MELD (Model for EndStage Liver Disease) 27.

Bénh nhan dugc diéu trj tich cuc bang cac
thudc ho trg gan, thay huyét tuong 5 lan. Tuy
nhién, sau 5 ngay diéu tri, tinh trang bénh khong
cai thlen suy gan tién trlen hdi chirng ndo gan
do III — IV, AARC 11 diém, pha| ho trg thd may,
héi chirng gan than tién trién phai loc mau lién
tuc, co chi dinh ghép gan cap clu.

Ca ghép dudgc tién hanh vao ngay th( 8 sau
nhap vién véi manh ghép gan phai tor ngusi cho
song. Sau phau thuat bénh nhan hoi phuc dan y
thirc, tinh hoan toan, rit 6ng ndi khi quan vao
ngay 3 (thdi gian thd may trudc va sau ghép la 7
ngéy), chiic nang gan ghép hoat dong t6t, chtrc
nang than phuc hoi dn dinh, dirng loc mau lién
tuc vao ngay 2 sau mé. Benh nhan dudc diéu tri
tc ché mién dich bang cac thuéc dan nhap
basiliximab (20mg trong mé va 20mg vao ngay
N4 sau md), methylprednisolon (500mg trong mo,
500mg ngay N1, 250mg ngay N2 va giam dan vé
iéu duy tri bang prednisolon 20mg/ngay),
mycophenolate mofetil (1000mg/ ngay) va
tacrolimus (duy tri nbng d6 day 8-10ug/ml trong
3 thang dau). Bénh nhan ra vién vao ngay 31 sau
ghép, duy tri thudc tacrolimus, du phong nhiém
khuan ca hdi bang cotrimoxazol liéu 450mg/ngay,
du phong HBV tai hoat déng bang tenofovir liéu
300mg/ngay, tai kham hang thang.

Thang th( 4 sau ghép, bénh nhan nhap vién
vi sOt kéo dai va dau dau am i. Nhap lai vién
trong tinh trang tinh, ti€p xuc tét, chlc ndng gan
ghép va cac tang khac binh thudng. Pa lam cac
xét nghiém loai trlr nguyén nhan gay sét do
cum, virus Dengue, Cytomegalo virus (CMV),
HCV, HBV; dong thGi cdy mau tim nguyén nhan
vi khudn. Ngay th( 3 sau nhap vién, bénh nhéan
con soOt cao 38,5-39°C, dot ngdt xudt hién liét
nira ngudi phai va hon mé. Chup CT scan mach
ndo, phat hién xuat huyét nao vung tran dinh
trai, xuat huyét dudi nhén ving tran dinh 2 bén
(hinh 1A) do v@ gia phinh dong mach nao giira.
Bénh nhan dugc can thi€ép mach nut tdi gia
phinh, sau d6 dudc choc dich ndo tuy, xét
nghiém co tinh trang viém ndo — mang nao (dich
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nao tuy trang duc, tang ap luc, bach cau 4160 té
bao/mm?3, bach cau trung tinh 81%, protein 1,62
g/L). Xét ngh|em dich ndo tuy cd Galactomannan
duang tinh, PCR cho két qua c6 nam Aspergillus
fumigatus. Chup cong hudng tir (MRI) so nao
sau dd, phat hién cac 6 ton thucng rai rac ban
cau tiéu ndo, vung nhan xam, vé ndo ban ciu
dai ndo hai bén nghi tdi tdn thuong do viém nao
(hinh 1B). K&t luan chan doan viém ndo do ndm
Aspergillus xam 1an, bién chiing v3 gia phinh
dong mach ndo gilta; diéu tri khang ndm bdng
voriconazol 6 mg/kg TM moi 12 gid trong 24 déau
va 4 mg/kg TM moi 12 gid tlep theo. Két qua cay
mau sau do khang dinh nhiém nam Aspergillus
fumigatus trong mau kem két qua khang sinh d6
con nhay cam vdi voriconazole, posaconazole va
itraconazole (bang 1).

Bang 1: Khang sinh doé voi nam
Aspergillus fumigatus
Tén khang sinhKét qua(pg/mL)| Phién giai
Fluconazone >256 Khang thuoc
Voriconazole 0.25 Nhay cam
Caspofungin 28 Khang thudc
Posaconazole 0.03 Nhay cam
Itraconazole 0.06 Nhay cam
Micafungin >8 Khang thudc
Amphotericin B 2 Khang thuoc
5-Flucytosine >64 Khang thuoc

Anidulafungin >8

Khang thuoc

Hinh 1: Xudt huyét ndo vung tran dinh trai
trén phim CT so ndo

(A). Xudt huyét ndo va cac 6 ton thuang rai
rdc ban ciu ti€u ndo, ving nhan xadm, v ndo
ban cau dai ndo trén phim MRI vao tuan thd
nhat (B) va tuan thr 3 sau nhap vién (C). CT,
computed tomography; MRI, Magnetic
Resonance Imaging

Sau 2 tuan diéu tri, bénh nhan van hén mé,
st dai dang va tén thu’dng than cap tién trién.
Chup CT scan 6 bung, phét hién tinh trang huyét
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khGi ban phan dong mach chd bung lan dén va
gay tac hoan toan ddong mach than phai. Pong
thdi, chup lai MRI so ndo, hinh anh tén thuong
nghi t&i viém ndo khong cai thién so véi phim
trudc dé (hinh 1C). Nhan dinh tinh trang nhiém
ndm Aspergillus xam |an, dap Ung kém vdi diéu
tri, gdy ra tén thuong da cd quan tién trién,
chuyén dung phac d6 chéng ndm phéi hop 2
thudc la isavuconazol két hgp anidulafungin. Tuy
nhién trong 2 tuan tiép theo, tinh trang lam se‘mg
khong cai thién, bénh nhan hon mé sau, thd may
kéo dai, kém nhiém tring bénh vién, suy da tang
va t vong vao ngay thir 32 sau nhap vién.

Il. BAN LUAN

Asperglllus la mt loai ndm phd bién trong mdi
truding c6 thé gay nhiém trung nguy. hiém dén tinh
mang & nhifng vat chu suy giam miéen dich. Budng
Iay nhiém chinh 13 hit phai bdo tI 1d con dudng
xam nhap pho bién nhat cla Aspergillus. V& dac
diém dich té, A. fumigatus Ia loai thudng gdp nhat
(chiém 73% cac trudng hgp). 74-78% trudng hgp
aspergillosis xam lan (Invasive Aspergillosis - IA)
chi giGi han & ph6i, ngoai ra c thé gép & cac co
guan khac nhu ndo, da... [3].

V@i bénh nhan ghép tang dac, IA la mét bién
chirng nghiém trong va de doa tinh mang. Riéng
trong nhdm ghép gan, ty 1é mac dao dong 1-
9%, thudng xay ra trong 1-3 thang dau sau
ghép. Ty Ié t&r vong & bénh nhan ghép gan cao
IA rat cao, khoang 90% trong cac trudng hgp IA
ndi chung va gan 100% néu co tdn thuong hé
than kinh trung uang [4].

Cac yéu t6 nguy co nhiém nam xam lan &
bénh nhan ghép gan bao gdm nhiém CMV, phai
diéu tri thay thé€ than va ghép gan lan hai. Ngoa|
ra, diém MELD cao lam t&ng nguy cd nhiém ndm
xam lan. Cac yéu td khac nguy cd khac trong
ghép gan tir ngudi cho s6ng nhu ghép gan do
suy gan t6i cdp va thdi gian nam ICU kéo dai [5].
Trong ca bénh nay, ching t6i ghi nhan cac yéu
td nguy cc nhu ghép gan trong suy gan cap,
di€ém MELD cao, phai loc médu va ndm ICU kéo
dai trudc va sau ghép.

Theo tiéu chudn hdi nghi dong thudn cua
EORTC/MSG (The European Organization for
Research and Treatment of Cancer/Invasive
Fungal Infections Cooperative Group and the
National Institute of Allergy and Infectious
Diseases Mycoses Study Group) 2008 [6], chan
dodan chac chan (Proven) nhiém ndm xam Ian khi
c6 bang chirng ndm trong md bénh hoc, hodc
cdy dich vé khuan duong tinh; chan nhiéu kha
nang (Probable) nhiém nam xam lan khi cé yéu
td nguy cd, lam sang va cd xét nghiém huyét

thanh hodc PCR duong. Trudng hdp lam sang
cla ching tdi, chdn doan IA n3o khi khdi phat
triéu chirng & mic nhiéu kha ndng do hdi du yéu
td nguy cc suy giam mien dich sau ghép, l1am
sang tén thuong ndo phu hgp va Galactomannan
(GM) cung vdi PCR dich ndo tdy ducong tinh.
Chan doén sau dé dudc xac dinh bang két qua
cdy mau dugng tinh.

Galactomannan huyét thanh & bénh nhéan
ghép tang ddc c6 do nhay 22%, d6 dac hiéu 84%
(kém hdn so vdi bénh nhan huyét hoc) [7]. Trong
khi d6, PCR mau c6 doé nhay 88.2%, do dac hiéu
95.8% (vugt troi so vdi GM mau) [8]. MRI ndo
cling la bién phap c6 d6 nhay cao, dac diém dién
hinh tén thuong dang hinh nhan, ngdm thudc
khong dong nhat, hodc dau hleu "hinh bia
ban" trén chudi xung khuéch tan (trung tdm giam
tin hiéu, vién ngoai tang tin hiéu) [9].

Voriconazole la thubc diéu tri hang dau doi
vGi bénh Asperglllus xam lan theo erdng dan
quoc té€, nhd vao hiéu qua vugt troi va it tac
dung phu hon so vdi amphoterlcm B [2]. Tuy
nhién, van con mot s6 van dé trong diéu tri bang
vorlconazole G bénh nhan ghép gan. Viéc su
dung dong thdi cac thubc khang nam nhom
triazole, ddc biét la  voriconazole va
posaconazole, v&i cac thudc Uc ché mién dich
nhu tacrolimus va sirolimus cé thé dan dén
tuong tac thudc. Cac thudc khang ndm nay (c
ché hoat dong clua enzyme CYP3A4, gdy bién
dong nong db clia cac chat Uc ché calcineurin.
Doc tinh tiém tang trén gan lién quan dén nhom
triazole cling can dugc quan tam, dac biét la doi
vGi bénh nhan trong giai doan dau sau ghép
gan. V4i ca bénh nay, thdi diém thang th( 4 sau
ghép cb chirc nang gan ghép trong gidi han binh
thudng nén chdng t6i chi dinh voriconazole tur
dau. Ngoai ra, can than trong vdi tinh trang
khang voriconazole trén 1dam sang, mot nghién
ctu cho thay 16,2% ching Aspergillus fumigatus
— loai chinh trong nhdém Aspergillus — khang vdi
voriconazole, va mot s6 loai Aspergillus it phG
bién haon cling co trudng hgp khang thudc [10].
Tuy nhién, mot s6 cd sd y t€, bao gobm bénh vién
clia ching t6i, phai mat vai tuan dé thuc hién
xét nghiém do nhay cam vdi thudc khéng nam.
Vi IA can can thlep diéu tri ngay lap tic, su
cham tré ndy co thé gay khé khan trong diéu tri.

Do xét nghiém nhay cam thudc c6 mudn nén
khi danh gida dap (ng diéu tri kém vdi
voriconazole, ching tbi chuyén sang phac do
dung isavuconazole két hgp anidulafungin.
Isavuconazole dugc chirng minh c6 hiéu qua
tuang duang voriconazole va it gay tac dung phu
hon, bao gom doc tinh trén gan, than kinh va
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tugng tac thubc vd@i tacrolimus va sirolimus.
Anidulafungin khong phai la thudc chi dinh dau
tién trong nhiém aspergillus xam 1an, nhung cé
thé két hdp vai mot thudc nhdm azoles cho cac
trudng hgp dap (ng kém vdi dan tri liéu [2]. Tuy
nhién ca bénh nay, du dugdc ap dung ca dan tri
liéu va phGi hgp khang nam, nhung do phat hién
G giai doan muon, bién ching ndng trén ndo nén
két cuc diéu tri xau.

IV. KET LUAN

Ca bénh nay minh hoa nerng kh6 khan
trong chan doan va diéu tri cidc thé nhiém
Aspergillus xam 13n ndo. Cac yéu té nguy cd cla
bénh nhan bao gém suy gan nang trudc ghép,
nam hoi sic dai va diéu trj thay thé& than; viéc
theo ddi sat d€ chan doan sdm cb y nghia quan
trong hang dau. Lua chon diéu tri hang dau la
voriconazole, tuy nhién cac bénh nhan IA than
kinh trung ugng thuGng rat ndng va cd ty Ié tur
vong cao.
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THU'C TRANG NGU'O'T1 BENH THAN NHAN TAO CHU KY
TAI KHOA THAN TIET NIEU VA LOC MAU, BENH VIEN E NAM 2024

Nguyén Thi Nguyét', Pham Thi Phwong'?, P§ Thi Diéu Linh'

TOM TAT

Muc tiéu: M6 td dic diém 1dm sang va thuc
trang ngudi bénh than nhan tao chu ky tai khoa Than
tiét niéu — Loc mau, Bénh vién E nam 2024. DoOi
tugng va phuang phap nghién ciru: Nghién cdu
mo ta dugc thuc hién trén 101 ngerl benh diéu tri n0|
trd va ngoai tr( tai khoa Than ti€t niéu — Loc mau,
Bénh vién E ndm 2024. K&t qua: Tudi trung binh cla
ngu’d| bénh tham gia vao nghlen ctu la 60,68 + 15,6
tudi. Trong s6 nhithg nguGi tham gia cd téi 59, 4%
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ngudi bénh c6 chi s6 huyét ap =140/90mmHg;
nguyén nhan gay suy than chiém ti 1€ cao nhé',t la do
viém cau than vdi ti I€ 54,7 %; nhom bénh mac kém
chiém ti 1& cao nhét 1a benh tim mach véi 38,6 %,
Diém trung binh tu quan cham so6c cua 101 ngudi
bénh trong nghién clru nay la 75,80 + 12,14. Trong
101 ngudi tham gia, c6 78,2% 6 mirc dc} tu quan
cham soc chua t6t. K&t luan: Nghién clu chi ra phan
I&n nguyén nhan gay ra suy than la do viém cau than;
nhoém benh Iy mac kem chiém ti |é cao Ia benh ly tim
mach va ndi tiét. Thuc trang tu chim séc cla ngu’dl
bénh than nhan tao chu ky phan 16n & erc cham séc
chua t&t nén ngudi bénh can dugc tu van, hu‘dng dan
gido duc sic khde vé tu quan chdm séc dé quan ly
bénh tot han, han ché bién cerng T khoa: than loc
mau chu ky; dac diém 1am sang, tu’ chdm s6c
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