TAP CHi NGHIEN CPU Y HOC

TINH TRANG NHIEM VIRUS BK & BENH NHAN GHEP THAN

TAI BENH VIEN BACH MAI
Nguyén Anh Thu'*, Dé Gia Tuyén'? Mai Thj Hién"3
"Trrong Pai hoc Y Ha Noi
2Bénh vién Bach Mai
3Bénh vién Hiru nghj Viét X6

Virus BK va bénh than lién quan dén BK virus la mét trong céc nguyén nhan dén dén suy gidm chirc ndng
than trén bénh nhan ghép than. Tuy nhién, trén Idm sang viéc theo déi va phat hién tinh trang nhiém BK virus
con nhiéu khé khan. Nghién ctru c6 muc tiéu mé ta dac diém trén 1dm sang cda tinh trang nhiém BK virus cia
bénh nhén sau ghép than tai Bénh vién Bach Mai tir thang 1/2018 dén thang 6/2022, va dénh gia mét sé yéu
t6 lién quan, st dung phuong phap nghién ctru mé té cat ngang cé hdi ctru théng tin. Trong sé 81 bénh nhan
nghién ctru, cé 31 bénh nhén cé tinh trang nhiém BK virus (38,3%). Trong do, ¢6 20 bénh nhan nhiém BK virus
niéu don thuén (24,7%) va 11 bénh nhan nhiém BK virus méu (14,6%). C6 4 (trén téng 28) bénh nhén c6 két
qua sinh thiét than la bénh than BK virus. Tinh trang nhiém BK virus c6 lién quan dén viéc st dung Tacrolimus
liéu trén 7 ng/ml, mirc loc céu than thép va tinh trang mét chirc ndng thdn ghép cda bénh nhén nghién ctu.

T khéa: BK virus, ghép than, giam chirc nang than ghép, trc ché mién dich.

I. DAT VAN PE

Bénh than man giai doan cubi 1a tinh trang
suy gidm chirc ndng nghiém trong khién bénh
nhan can dwoc diéu tri badng cac phuong
phap thay thé than. Ghép than dwoc danh
gia la phwong phap diéu tri thay thé mang lai
chét lwong cudc sdng tbt nhéat ciing nhu ty
lé sébng cao nhéat cho bénh nhan.? Tuy nhién,
nhirng bénh nhan ghép than van cé nguy co
cao gap phai nhiéu bién chirng sau ghép: thai
ghép, nhiém trung, ung thw... O nhitng bénh
nhan ghép than, virus BK la mét trong nhirng
tac nhan nhiém kha thwong gép vai ty 18 nhiém
dao dong trong khoang 18% - 40%, trong do
c6 6% tién trién thanh bénh than BK virus, gay
anh hwéng Ién dén chirc ndng than ghép cua
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bénh nhan.'®” Trong khi do, viéc phat hién va
chan doan tinh trang nhiém BK virus 1a kho
khan vi phai phu thuéc vao xét nghiém dinh
lwong virus.® Vi thé, ching théi thue hién dé tai
“Tinh trang nhiém BK virus & bénh nhan ghép
than tai B&nh vién Bach Mai” v&i 2 muc tiéu: 1)
M6 t& ddc diém lam sang, can |am sang cla
bénh nhan nhiém BK virus sau ghép than tai
Bénh vién Bach Mai; 2) Tim hiéu mot sé yéu tb
lién quan dén tinh trang nhiém BK virus & bénh
nhan ghép than tai Bénh vién Bach Mai.

I. DOl TWONG VA PHUONG PHAP

1. Péi twong

Tiéu chuén Iwa chon

Bénh nhén cé theo dbi sau ghép than tai
Bénh vién Bach Mai c6 dwoc lam xét nghiém
BK virus ADN Realtime PCR ca mau va nuéc
tiéu tai thoi diém bét ky sau ghép than.

Tiéu chuan loai tror

Nhirng bénh nhan nhé hon 18 tudi, ghép da
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tang hodc khéng déng y tham gia.
2. Phwong phap

Thoi gian nghién citru

Tw thang 10/2021 dén thang 6/2022 va co
thu thap thém thong tin hdi ctru tr thang 1/2018.

Dia diém nghién ciru: Bénh vién Bach Mai.

Thiét ké nghién ciru: mo ta cat ngang co
thu thap théng tin héi ctru.

C& mau: ap dung cong thirc tinh c& mau
wée lwong mot ty 1é trong quan thé, véi bién sé
quan tam chi yéu 14 ty & nhiém BK virus trong
nhém bénh nhan nghién clru:

n= Z%-Gﬂ%%

Trong do:

n: ¢& mau nghién clru can co.

a : la sailam loai 1 gia tri Z thu dwoc tr bang
Z (rng vOi gia tri a dwgc chon. V&i a = 0,05 thi
Z(0,975) = 1,96.

d: 1a sai s cho phép, trong nghién ctru nay
chung t6i lay 0,1.

p la ty 1&é woc tinh, theo nghién clru trwdc
day cla tac gid Pham Quéc Toan thi ty 1& nhiém
BK virus trong nhom bénh nhan ghép than Ién
dén 0,77.5 Nhw vay, véi p = 0,77 ta tinh dwoc
c®& mau can thiét cho nghién ctru 13 téi thiéu 13
68 bénh nhan.

Cdch chon m&u: thuan tién.

Quy trinh nghién ctru: lya chon nhirng
bénh nhan di tiéu chudn va khoéng co tiéu
chuan loai trir vao nghién ctru. Théng tin lam
sang va can lam sang duoc thu thap vao mau
bénh &n nghién ctru s&n cd, bao gébm théng tin
hanh chinh, nhan khau hoc, tién st y khoa va
mot sb chi s6 xét nghiém vé tinh trang chic
n&ng than, nhiém BK virus...

Bénh nhan dwoc xac dinh nhiém BK virus
khi c6 két qua xét nghiém PCR BK virus dwong
tinh trong mau hodc nuwéc tiéu, va xac dinh
khong nhiém BK virus khi xét nghiém PCR BK

TAP CHi NGHIEN CU’U Y HOC

virus ca mau va nwéc tidu am tinh.

Céng cu nghién ctru: bénh an nghién ctru.

Bién sé va chi s6 nghién ctru: tubi, gioi,
nhém mau, quan hé huyét théng, nguyén nhan
suy than, thoi gian diéu tri thay thé than truéc
ghép, cac thuéc e ché mién dich dang st
dung, két qua xét nghiém BK virus va mot sb
chi sé Iam sang, can lam sang khéc.

X ly sé liéu

S6 liéu sau khi thu thap dwoc lam sach, xt
li, phan tich bang phdn mém SPSS 20.0. Vé
biéu d& bang chwong trinh Excel 2010 hodc
SPSS 20.0 nhdm mb ta phan tich sé liéu.

Sé liéu bién dinh lwong dwoc thé hién dusi
dang Trung vi (Min - Max) v&i bién khdng chuan
hodc Mean + SD véi bién chuén.

Kiém dinh sy khac biét ctia 2 bién dinh tinh
st dung thuat toan Chi-square hoac Fisher’s
test. Kiém dinh sy twong quan cla bién dinh
Iwong va dinh tinh st dung thuat toan One-way
ANOVA. Mtrc y nghia théng ké ap dung véi p
< 0,05.

3. Pao dirc nghién ctru

Pé tai dwgc tién hanh sau khi dwoc Hoi
ddng Khoa hoc va Pao dirc cia Truwong Dai
hoc Y Ha No&i phé duyét va sy chap thuan cla
Bénh vién Bach Mai. Day la nghién ctru khéng
can thiép, dwoc thwe hién nham nang cao chét
lwong tham kham va diéu tri bénh nhan sau
ghép than ch& khéng c6 muc dich nao khac.
Thong tin cda bénh nhan dwgc bao mat va chi
phuc vu nghién ctru.

Il. KET QUA

Trong thoi gian tir thang 1/2018 dén thang
6/2022, tai Bénh vién Bach Mai da c6 368 bénh
nhan da tirng ghép than hoac theo déi sau
ghép than tai Bénh vién Bach Mai, trong dé co
81 bénh nhan dap tng tiéu chuan Iya chon va
loai triv.
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Bang 1. Pic diém chung ctia bénh nhan nghién ctru

n % Mean * SD Min - Max
Tudi, n&m 35,62 + 8,88 20 - 61
Tudi ghép than, nam 31,74 £4,73 18 - 58
20 -39 59 72,8
Nhém tudi 40 -59 21 25,9
> 60 1 1,2
Nam 63 77,8
Gioi ngudi ghép
N 18 222
. Nam 37 45,7
Gidi nguwdi hién
N 44 543
L Cung 38 46,9
Huyeét thong
Khéng cung 44 53,1

Tudi trung binh ctia nhém bénh nhan nghién
clru 12 35,6 + 8,9 tudi, nhé nhat 20 tudi va Ion
nhét 1a 61 tudi, v&i tudi trung binh tai thi diém
ghép than 13 31,7 + 4,7 tudi. Phan I&n cac bénh
nhan nghién clru ndm trong nhém tré tudi (dwi
40 tudi, chiém 72,8%) va la nam gi&i (chiém
77,8%). Trong khi d6, ngudi hién than cla cac
bénh nhan nay da phan la ni (chiém 54,3%).
Céc ca ghép than khéng cung huyét théng phd

7,4

1,2

24

7,4

81,5

bién hon v&i ty 1& 53,1%.

Céac bénh nhan truwdc ghép thén duoc sang
loc v&i ngwoi hién than, déu cé két qua HLA
twong déng = 2 cap, xét nghiém do chéo HLA
am tinh, nhém mau ABO tuan theo quy luat
truyén mau va lam xét nghiém khang thé HLA.
C6 duy nhat 1 bénh nhan trong nhém nghién
ctu c6 két qua khang thé HLA duong tinh va
bénh nhan d6 khéng nhiém BKV.

Viém cau than man

Viém than lupus

Viém mach ANCA
m Bénh than dai thao dwdng

Bénh than IgA

Biéu do 1. Nguyén nhan gay suy than trén nhém bénh nhan nghién ctru
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Trong sb cac nguyén nhan gay suy than & nhdm bénh nhan nghién cru, viém cau than man
thwdng gép nhéat, chiém 81,5% téng sé.
Bang 2. M6 ta dic diém cua tinh trang nhiém BK virus trén nhém bénh nhan nghién ctru

n % Median Mean = SD Min - Max
Niéu (don thudn) 20 24,7
Nhiém BK virus ~ Mau 11 13,6
Khoéng nhiém 50 61,7
Thoi diém xét (tinh ttr thoi diém
o . ) R 23 1-101
nghiém, thang ghép than)
Thoi diém phat  (tinh tir thoi diém 19 185
hién nhiém, thang ghép than)
x 5,66 £ 2,12 1,5x102 -
Niéu 9
Dinh lvong (log,, cp/ml)  3,9x10° (cp/ml)
BK virus Mau 5,56 + 1,71 2,8x10% -
(log,, cp/ml)  4,4x10%(cp/ml)
Bénh than BK 4 49
: e Khéng la
Sinh thiét than R N 24 29,6
bénh than BK
Khong sinh thiét 53 654

Trong s6 81 bénh nhan nghién ctru, c6 20
bénh nhan nhiém BK virus niéu don thuan
(twong dwong 24,7%) va 50 bénh nhan co két
qué am tinh v&i xét nghiém PCR ADN BK virus
chiém 61,7%. C6 11 bénh nhan cé nhiém BK
virus mau va tat ca cac bénh nhan nay déu tim
thay BK virus khi xét nghiém nuwéc tiéu, chiém
13,6%. Trong 11 bénh nhan nhiém BK virus
trong mau, c6 7 bénh nhan dwoc sinh thiét than,
4 trong s6 d6 cho két qua 1a bénh than BK virus.

Theo bang 2, cac bénh nhan nghién ctru
duwoc lam xét nghiém PCR BK virus tai nhiéu
thoi diém khac nhau sau ghép than, sém thang
la 1 thang va mudn nhét Ia 101 thang sau ghép.
Nhirng bénh nhan c6 tinh trang nhiém BK virus
thwdng dwoc phat hién vao thang thir 19 sau
ghép. Téi lwgng BK virus niéu trung binh la 5,66
+ 2,12 (log,, cp/ml) va BK virus mau trung binh
la 5,56 £ 1,71 (log,, cp/ml).

Bang 3. Dac diém lam sang, can lam sang ctia nhém bénh nhan nhiém BK virus (n = 31)

n % Mean * SD Median (IQR1-3) p
Gidi nguoi ghép
Nam 26 83,9
0,000
NG 5 16,1
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n % Mean * SD Median (IQR1-3) P
Gi¢i ngudi hién
Nam 14 451
0,048
N 17 54,9
Tuédi trung binh, ndm 37,74 + 7,67
Nhém tubi
20 -39 26 83,9
0,000
40 - 59 5 16,1
Huyét thdng
Cung 16 51,6
0,852
Khéng cung 15 48,4
Thoi gian diéu tri thay thé than trwdc ghép, thang 6(2-12)
Thubc &c ché mién dich tht 3
Cellcept 23 74,2
Myfortic 7 22,6 0,002
Everolimus 1 3,2
Tacrolimus (ng/ml) 712 +£2,71
BMI (kg/m?) 19,44 + 2,23
Hoa hop HLA, sb cap 3,48 +1,18
Huyét ap trung binh (mmHg) 96,26 + 12,04
Huyét ap cao
Co 7 22,6
0,002
Khong 24 77,4
Ure (mmol/l) 8,67 +£4,24
Creatinin (mcmol/l) 167,67 £ 87,58
Mtrc loc cau than, ml/phat/ 1,73m? 45,27 + 17,00
Nwdrc tiéu, lit 3,47 £ 1,14
Huyét séc td (g/L) 127,61 + 24,05
Thiéu mau
Co 16 51,6
0,857
Khong 15 48,4
Bénh nhan c6 huyét ap cao khi c6 huyét trwong trén 90mmHg hodc phai diéu tri bang

ap tam thu trén 140mmHg hodc huyét ap tam thudc huyét 4p ma trwdc khi ghép than khong
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can dung. Bénh nhan c6 thiéu mau khi huyét
sac t6 thap hon 140 g/L dbi véi nam va 130 g/L
dbi voi nr.

Trong nhém bénh nhan nhiém BK virus, nam
gi&i chiém ti 1& I&n (83,9%) va chi yéu la trong
nhém tudi thanh nién tré tir 20 - 39 tubi (83,9%).
Ti lé ngudi hién niv gidi cao (54,9%) va da phan
la cung huyét théng (51,6%). Trén |am sang,
c6 22,6% bénh nhan cé biéu hién ting huyét
ap, mrc huyét ap trung binh la 96,26 + 12,04
(mmHg). Sé lwong nwéc tiéu cla bénh nhan
khoéng c6 nhiéu bién ddi, trung binh la 3,47
1,14 (L/24h). C6 duy nhat 1 bénh nhan cé tinh
trang phu trén 1am sang. Cac bénh nhan nhiém
BK virus c6 mtrc loc cau than thap, trung binh
la 45,27 + 17,00 (ml/ph/1,72m?2), chi s6 ure mau
va creatinin mau cao. C6 48,4% bénh nhan xét
nghiém c6 tinh trang thiéu mau véi chi sé huyét
sac td trung binh 1a 127,61 + 24,05 (g/L). C6
74,2% bénh nhan dwoc diéu tri bang cellcept,
ti 1& nay cao hon cé y nghia so véi cac thudc
con lai.

Kh&o sat méi lién quan cla tinh trang nhiém
BK virus vé&i mot sb yéu td 1am sang, can lam
sang, chung t6i khéng tim thay sw lién quan co
y nghia théng ké véi cac dac diém bao gém:
gidi tinh ngudi ghép, gidi tinh ngwoi hién than,
quan hé huyét théng, sw khac biét ctia nhém
mau gitra ngwdi cho - ngwdi nhan, tudi cia
bénh nhan tai thdi diém ghép than, sb cap HLA
hoa hop, thoi gian diéu tri thay thé than trudc
ghép than (bang 4). Nghién ctru cling khong
tim thay sw khac biét gitva cac nhom nhiém BK
virus va nhém khéng nhiém BK virus véi cac
dac diém sb lwong nwoc tiéu, huyét ap trung
binh, sw c6 mat cla protein niéu va hdng cau
niéu (p > 0,05).

So sanh gitra 2 nhém bénh nhan nhiém BK
virus mau va khéng nhiém BK virus, nghién
ctru tim thdy mot sé ddc diém: mae loc cau
than, huyét sic t6, chi s6 ure mau cia nhém
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bénh nhan nhiém BK virus mau la thép hon coé
y nghia (p < 0,05). Chung téi con tim thdy sy
lién quan cla viéc mat chirc nang than ghép
v&i tinh trang nhiém BK virus mau (p = 0,037),
nhwng d&c diém nay khong xuét hién & nhom
nhiém BK virus niéu (p = 0,586). Ca 3 bénh
nhan nhiém BK virus mau c6 mat chirc ndng
than ghép déu dwoc sinh thiét va c6 2 bénh
nhan dwoc chan doan 1a bénh than do BK virus.
Ngoai ra, viéc dung Tacrolimus liéu cao hon 7
ng/ml c6 lién quan v&i ¢ tinh trang nhiém BK
virus mau (p = 0,028) va nhiém BK virus niéu
don thuan (p = 0,042).

IV. BAN LUAN

Nhém nghién ctu ctia chdng tdi bao gdm
81 bénh nhan da hoac dang kham theo ddéi sau
ghép than tai Bénh vién Bach Mai, d6 tudi trung
binh 1a 35,6 + 8,9 tudi, nhwng trong do6 co toi
72,8% |a bénh nhan tré dudi 40 tudi, 1a nhém
thanh nién gop stre lao ddng chinh trong cong
dong. Ty I&é nam : ni trong nhém nghién ctru
nay cé sw khac biét 16n, véi da sb dbi twong
la nam gidi, chiém 77,8%. Tuy nhién, ty 1&
ngwoi hién niv lai cao hon (54,3%) va da s6 la
ngwoi hién 1a khdng cung huyét théng (53,1%).
Nguyén nhan gay suy than hay gap nhat la
viém cau than man (81,5%).

Trong s6 81 bénh nhan nghién ctru, c6 téng
31 bénh nhan cé tinh trang nhiém BK virus
(38,3%) twong dwong véi mot sb nghién ciru
khac."? Trong d6, cé 20 bénh nhan nhiém BK
virus niéu don thuan (24,7%) va 11 bénh nhan
nhiém BK virus mau (14,6%). C6 4 bénh nhan
da dwoc sinh thiét than khang dinh la bénh than
do BK virus, ty & nay kha twong déng véi mot
s6 nghién cru.®'® TAt cd cac bénh nhan nhiém
BK virus mau déu tim dwoc BK virus trong nwéc
tiéu, va ca 4 bénh nhan c6 bénh than BK virus
déu c6 tinh trang nhiém BK virus mau. Diéu nay
twong déng véi nhiéu nghién ctru da dung va
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khéng dinh dwoc y nghia cta xét nghiém dinh
lwong BK virus trong mau va nuéc tiéu nhw
la mot yéu té phu tro d& chin doan bénh than
BK virus.® 95% ca nhiém BK virus dwoc ghi
nhan trong 2 ndm dau sau ghép than, thuong
gdp nhét 1a 2 thang sau ghép, nhu & nghién
ctu nay la 19 thang sau ghép."" Két qua dinh
lwgng néng d6 BK virus trén cac bénh nhan co
sy dao dong, v&i BK virus niéu cao nhét 1a 3,9
x 10° copies/ml va véi BK virus mau cao nhét
la 4,4 x 108 copies/ml. Tuy nhién, cac biéu hién
lam sang khac cua tinh trang nhiém BK virus la
rat nghéo nan va khong cé y nghia théng ké.

Mot sb yéu tb bao gbm: gidi tinh nguoi
ghép, gi&i tinh ngwdi hién than, quan hé huyét
théng, sy khac biét vé nhém mau, tudi ctia bénh
nhan tai thoi diém ghép than, sé cdp HLA hoa
hop, thdi gian diéu tri thay thé than trwéc ghép
than duwoc khao sat va khong tim thay méi lién
quan c6 y nghia véi tinh trang nhiém BK virus
(bang 3, 4). Mét sd nghién clru trwdc d6 co chi
ra sy lién quan gitra sy hdoa hop HLA, nguoi
hién than ni gidi, nguwdi ghép nam gidi, tudi
cao la yéu tb lien quan dén tinh trang nhiém BK
virus."'2 Tuy nhién, do nhém déi twong nghién
clu cla ching téi ¢ ty 1& nam giéi rat cao,
cung voi sb lwong bénh nhan nhiém BK con it
nén nhitng yéu té nay can dwoc khao sat thém
trong twong lai. Két qua nghién ctru cla ching
t6i cho thay, co s lién quan gira viéc dung
Tacrolimus liéu cao trén 7 ng/ml cé lién quan
dén tinh trang nhiém BK virus (bang 4). Diéu
nay cling da dwoc chi ra & mot sé nghién ctru
khac.™

Chung t6i nhan thay cé sw lién quan gitra
tinh trang nhiém BK virus mau vé&i mire loc cau
than thép, ure mau va creatinin mau cao va
huyét sac t6 mau thap trén bénh nhan nghién
cru (bang 4), nhwng nhém bénh nhan nhiém
BK virus niéu don thuan lai khéng tim thay suw
khac biét v&i cac dac diém trén so véi nhom
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khéng nhiém BK virus. Sy gidam murc loc cau
than trén bénh nhan nhiém BK virus ciing da
dwoc ghi nhan trén nhiéu nghién cwu trwéc
d6."* Mot sb nghién clru con chi ra duoc sy
lién quan gilra tai lwong virus cao va nguy co
mét chirc ndng than ghép ctia bénh nhan."1415
Diéu nay ciling phu hop vé&i két qua nghién ctru
clia chang téi khi tinh trang nhiém BK virus mau
dwoc chirng té cé lién quan dén tinh trang mét
chirc nang than ghép, nhwng nhém bénh nhan
BK virus niéu thi khong cé déc diém nay (bang
4).

Tuy nhién, trén thyc té 1am sang, cac bénh
nhan ghép than con chwa dwoc khao sat BK
virus thuwdng quy va dinh ky. Ho thuwdng chi
dwoc xét nghiém BK virus khi da co biéu hién
gidm murc loc cau than trén can lam sang. Viéc
xét nghiém va phat hién bé&nh ly mudn lam tang
nguy co mat chirc néng than ghép trén nhirng
bénh nhan nhiém BK virus. Hau qua |a bénh
nhan phai quay tr& lai loc mau chu ky va cét
than ghép, gay anh hwéng Ién dén sirc khde va
chét lwong cudc sdng ctia bénh nhan.

V. KET LUAN

BK virus la mét yéu t6 nhiém hay gép trén
bénh nhan sau ghép than (38,3%). Tinh trang
nhiém BK virus trong mau cé thé gay gidam mirc
loc cAu, gidm huyét sic t& mau, tdng ure mau
tién trién thanh bénh than BK virus va gay mét
chtrc nang than ghép ctia bénh nhan. Liéu ding
Tacrolimus trén 7 ng/ml dwoc chira cé lién quan
dén tinh trang nhiém BK virus. Viéc theo dbi
dinh ky bénh nhan ghép qua xét nghiém dinh
lwong BK virus hodc tdm soat BK virus ngay
khi bénh nhan xuét hién tinh trang mc loc cau
than th&p, ure mau va creatinin mau cao, thiéu
mau |a can thiét, d& phat hién tinh trang nhiém
BK virus va diéu tri kip thoi.
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Summary
BK VIRUS INFECTION IN KIDNEY TRANSPLANT PATIENTS
OF BACH MAI HOSPITAL

BK virus and BK virus nephropathy can lead to graft failure in kidney transplant. However, in clinical
settings, monitoring and detecting BK virus infection remains a challenge. This study described the
clinical characteristics of BK virus infection and explored factors associated with infection in patients
who had kidney transplantation with follow-up visits at Bach Mai Hospital from January 2018 to June
2022. Among the 81 patients in the study, 31 had BK virus infection (38.3%), of which, there were
20 patients with simple BK viruria (24.7%) and 11 patients with viremia (14.6%). There were 4/28
(14.3%) patients whose kidney biopsy confirmed BK virus nephropathy. BK virus infection was related
to the use of Tacrolimus with dose higher than 7 ng/ml, low glomerular filtration rate, and graft failure.

Keywords: BK virus, kidney transplant, graft failure, immunosuppressive.
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