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TOM TAT

D4t van dé: Nghién ctru nham nhén xét dac diém chan doéan va két qué diéu tri nhiém BK virus & cac bénh nhan
ghép than tai Trung tdm Ghép tang, Bénh vién Hiru nghj Viét Birc.

Déi twong, phwong phép: Céc bénh nhéan duoc ghép than va theo déi tai phong kham ghép tang thudc trung tam
ghép tang ttr thang 1 nam 2015 dén thang 9 ndam 2021.

Két qua: Ti 1é nhiém BK mau (ndng dé BK trong méu > 250) chiém ti Ié ttr 2,0 - 12,7%. Cao nhét & thang thir 3 va
thang thir 6. Ti Ié nhiém BK niéu chiém t71é ttr 13,3 - 35,3%. Ti lé nhiém BK niéu > 107 cao nhét & théng thir 3 (19,4%).
Héau hét céc truong hop déu dép ung véi gidam lidu UCMD don thuén chiém 85/106 BN (80,2%). C6 4 TH (3,77%)
khéng dap tng voi diéu tri va duoc sinh thiét than chdn doan bénh than do BKV, trong dé c6 2 bénh nhan suy thén
ghép phéi loc mau chu ky. Trong nhém nhiém BK méu thé hoat déng sau 6 thang da cé sw tén thuong than ré rét, biéu
hién qua sw tdng dét bién vé chi sé Creatinin trong mau.

Két luan: Nhiém virus BK la mét trong nhitng nguyén géy tén thuong than ghép, dac biét t7 1é nhiém cao nhét trong
1 ndm déu sau ghép, Chién luoc diéu tri nén tédng ddi véi bénh thén do BK virus la gidam liéu thubc trc ché mién dich,
gidm liéu ca 2 loai thubc tic ché calcineurin (Tacrolimus, Cyclosporin) va thuéc chéng chuyén héa (MMF, MPA) tirng
buéc dura vao viéc theo déi ndng dé virus BK trong mau.

Ttr khéa: BK virus, gidm liéu thube trc ché mién dich, ghép than.

ABSTRACT
CLINICAL CHARACTERISTIC AND TREATMENT OF BK VIRUS INFECTION IN KIDNEY TRANSPLANT
RECIPIENTS AT ORGAN TRANSPLANTATION CENTER OF VIET DUC HOSPITAL

Tran Minh Tuan’, Le Nguyen Vu'?, Hoang Tuan anh'?, Pham Thanh Hai’

Background: BK virus is one of the most infection cause of kidney graft damage and irreversible loss of graft function.
There is currently no specific treatment regimen for BK virus, it is necessary to detect the activity of BK virus in patients
early, especially in the early stages after transplantation. The study aimed to evaluate the diagnostic characteristics and
treatment of BK virus infection in kidney transplant patients at the Organ Transplant Center, Viet Duc University Hospital.

Methods: Patients who received a kidney transplant and were followed up at the Organ Transplant Center, Viet Duc
University Hospital from January 2015 to September 2021.

Results: The rate of blood BK infection ranges from 2.0 - 12.7%. Highest in the 3rd and 6th months. This rate
gradually decreases after 12 months. The rate of urinary BK infection ranges from 13.3 - 35.3%. Most cases responded
to immunosuppressant dose reduction, accounting for 85/106 patients (80.2%). There were 4 cases (3.77%) that did
not respond to the treatment and were diagnosed with BKV kidney disease by kidney biopsy, including 2 patients with
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kidney transplant failure who had to undergo dialysis. In the group with active BK infection, after 6 months there was
clearly kidney damage, shown by a sudden increase in blood creatinine.

Conclusion: BK virus infection cause allograft dysfunction and graft loss. The management of BKV infection in
renal transplant recipients is not yet clearly defined. However, early recognition of urological sequelae and modification
of immunosuppressive therapy are essential to ensure adequate long - term function of these allografts. Currently, there
is no specific drug to treat BKV, some drugs have supportive effects but are not very effective, have many side effects
or are expensive such as IVIG, quinolones, leflunomide, cidofovir.

Keywords: BK virus, immunosuppressant dose reduction, kidney transplant.

I. PAT VAN PE

Ghép than 13 bién phap diéu tri t6i uvu nhét cho
cic bénh nhan mic bénh thin man giai doan cudi.
Tuy nhién diéu nay lam ting nguy co nhiém tring
co hdi, trong do co nhiém virus BK dan dén tén
thuong va suy giam chuc nang than sau ghép. Virus
BK thudc ho polyomavirus, 12 nguyén nhan nhiém
tring hang dau gy ton thuong than ghép va lam
mat chitc ning than ghép tir tir khong hoi phuc.
Virus BK xam nhap vao co thé tra ngu tai cac mo
co quan ma khong hoat dong, dang chii y nhit 1a &
biéu mo than, bang quang va té bao lympho, viéc
str dung thude tre ché mién dich 1a yéu té thuan loi
cho su nhan 1én cia BKV gy ton thwong mo thén,
tién trién thanh bénh than do BKV (BKVN), giy
mat chtrc nang than ghép. Hién nay chua co phac d6
va thube diéu tri dac higu voi virus BK do do6 viée
cép thiét 1a phai phat hién sém su hoat dong cua
virus BK ¢ nguoi bénh, nhét 1a & giai doan sdm sau
ghép. Tai Viét Nam, quy trinh sang loc va diéu trj
nhiém virus BK & ngudi bénh sau ghép than chua
théng nhét va khoa hoc. Do vay, chung t6i tién hanh
nghién ctru ndy nhim xéac dinh cac dic diém chan
doan va két qua diéu tri nhidm virus BK & bénh
nhén sau ghép than tai bénh vién Hiru nghi Viét Buc
IL. POI TUQONG VA PHUONG PHAP NGHIEN
cUu
2.1. Poi twgng nghién ciru

Déi tuong nghién ciru 1a 443 ngudi bénh duoc ghép
than tai phong kham ghép tang thudc trung tdm ghép
tang tir thang 1 nam 2015 dén thang 9 ndm 2021.

Tiéu chuin Iya chon: Bénh nhan nghién ctru duoc
ghép than tai bénh vién Viét Puc, duoc theo doi didu
tri lién tuc sau ghép tai bénh vién Bénh vién Viét Dric.
Bénh nhan dugc kiém tra dinh ky tai luong virus BK
trong méau va nudc tiéu. Ngudi bénh tham gia mot cach
tw nguyén. Co diy di hd so bénh an

Tiéu chuén loai trir: Bénh nhan khong theo doi
dinh ki hodc khong tuan thu theo phac dd diéu tri

chuan, bénh nhan khong dong ¥ tham gia nghién ciru
2.2. Phuwong phap nghién ciu

Nghién ctru dugc tién hanh theo phuong phap
hdi ctru mé ta v6i chon mau thuan tién

Tiéu chi nghién ctru: Tudi, giéi, BML Tinh trang
trudc ghép (nguyén nhén, diéu tri), thoi gian ghép
than, Néng d6 BKV mau, niéu/ Creatinin mau/ néng
d6 tacrolimus/cyclosporine/MMF két qua sinh thiét
than tai cac thoi diém 1 thang, 3 thang, 6 thang, 12
thang, 24 thang

Dap tng diéu tri [1]: C6: Virus giam dan va 4m
tinh trong mau/nudc tiéu; Khong: chirc ning than
giam (creatinine mau ting) nong do virus trong mau
khong giam hodc c6 tén thuong than do BKV khong
hoi phuc qua sinh thiét than.

Bang 1: Chan doan BKV dua vao xét nghiém

Realtime PCR BKV-DNA trong mau va nudc tiéu [1]

Chin do4n Tai lwgng ]’3KV Tai lwgng B’KV
BKV trong mau trPng nwoc
(cp/ml) tiéu (cp/ml)
Nhiém
> >
BKV >250 >250
Nguy co
cao méc >5x103
BKVN
Chan doan
>
som BKVN 2104

Nhiém BKV: Ngudng > 250 copies/ml 1a ngudng
phat hién BKV ciia may PCR. Chan doan nhiém
BKYV khi phat hién BKV trong mau hodc trong nudc
tiéu. Nguy co cao mic BKVN: Tai luong BKV
trong mau > 5 x 103 copies/ml la ngudng co6 nguy
co cao mac bénh than do BKV [2]. Chan doan sém
BKVN: Tai lugng BKV trong méau > 104 copies/ml
hoic trong nudc tiéu > 107 copies/ml c6 thé chan
doan sém mac bénh than do BKV [3]

Xir 1y s6 lidu: SO liéu thu thap dugc xir 1y theo
chuong trinh SPSS 20.0
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IIL. KET QUA
Bang 2: Dic diém chung déi tuong nghién ciru

n % Mean + SD
Tuodi 41,8 £ 11,69
<30 75 16,9
30 -40 146 33
Nhom tudi 40 - 50 123 27,8
50 - 60 61 13,8
> 60 38 8,6
. Nam 311 70,2
Gidi
Nit 132 29,8
BMI 213+24
<18.,5 105 23,7
) 18,5-23 271 61,2
Phéan loai BMI
23-25 56 12,6
>25 11 2.5
Than nhan tao 370 83,5
Diéu tri thay thé than Loc mang bung 46 10,4
Chua loc mau 27 6,1
<12 197 44,5
o 12-24 61 13,8
Thoi gian loc mau (thang) 28,0+32,4
24 -36 36 8,1
>36 149 33,6

D6 tudi trung binh cua doi twong nghién ciru 1a 41,8 + 11,69 tudi, trong d6 nhom tudi tir 30 - 50 tudi chiém ti
16 cao nhit 13 60,8%. Pa phéan cac bénh nhan ghép than 1a nam gidi (70,2%), chi s6 BMI trung binh 13 21,3 + 2.4
v6i 61,2% ngudi bénh c6 chi sé BMI binh thudng, 23,7% thiéu can.
Bang 3: Tai luong BK mau va ni¢u theo thoi gian sau ghép
1 thang 3 thang 6 thang 12 thang 24 thang
N N N N N

o (1) (1) (1) [
443 % 422 % 393 % 345 % 252 %

Tai Dudi ngudng

. 384 | 86,7 | 322 | 76,3 | 306 | 77,9 | 247 | 71,6 | 163 | 64,7
luong (<250 copies/ml)

?KV 250 - <107 copies/ml | 29 | 6,5 | 18 | 43 | 32 | 81 | 51 | 148 58 | 23
rong

nude tidu | = 107 copies/ml 30 | 68 | 82 | 194 55 | 14 | 47 [ 136 31 | 123
Tai Dudi ngudng

luong (< 250 copies/ml) 434 1 98,0 | 373 | 88,4 | 343 | 87,3 | 308 | 89,3 | 236 | 93,6

BKV 250 - <10 copies/ml | 7 | 1,6 | 34 [805| 35 | 89 | 28 | 81 | 12 | 48

trong

méu > 10* copies/ml 2 | 04 | 15 (35515 (38| 9 | 26| 4 | 1,6
Ti 16 nhiém BK niéu cao nhat & thang thir 3 va thang thir 6 lan luot 49 va 50 BN chiém ti 1¢ 11,6% va 12,7%.

Ti 16 nhiém BK méu giam dan sau 12 thang.
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Bang 4: Moi lién quan giita nhiém BK virus va nong do thudc trc ché mién dich

BK méau >250 cp/ml
Thang 1 Thang 3 Thang 6 Sau 1 ndm | Sau 2 nim
N=9 N=49 N=50 N=37 N=16
n (%) 7(77,8) 45 (91,84) 45 (90) 29 (79,5) 7 (43,75%)
Tacrolimus
CO (ng/ml) | 11,222+£1,79 | 8,559 +2,2 7,696 +19 | 6,359+1,5 5+0,8
n (%) 2(22,2) 4 (8,16) 5(10) 8(20,5) 9 (56,25)
Cyclosporin
CO (ng/ml) | 140+ 14,14 | 118,5+43,4 | 98,74+43,6 | 87,55+26,7 | 89,27 +23,2
Cell n (%) 6 (66,7%) 39 (79,6%) 38 (76%) 24 (64,8%) 9 (56,3%)
ellcept N
Licu (mg) | 1833 +£258,2 | 1487 £405,3 | 1329+372,7 | 1219+248 | 889 +333,3
n (%) 3 (33,3%) 10 (20,4%) 12 (24%) 9 (24,3%) 7 (43,7%)
Myfortic -
Licu (mg) | 1320+207,8 | 1188 +243 1020+ 140 | 920 +261,5 | 771 £323,9

Ti 1& nhiém BK mau cao nhat ¢ thang thir 3 va thang thtr 6 véi 1an luot 49 BN va 50 BN chiém 11,6% va

12,7%. Sau d6 giam dan sau 2 ndm.

Béng 5: Moi lién quan gitta BKV mau va nong dg creatinin mau sau ghép

Creatinin mau sau ghép (umol/l)
BK mau (cp/ml) Thang 1 Thang 3 Thang 6 Saulnim | Sau2nim
N=443 N=422 N=393 N=345 N=252
N 434 (98%) | 373 (88,4%) | 343 (87,3%) | 308(89,3%) | 236 (93,6%)
=20 TB+SD | 112,5+29,24 | 108,4+24,05 | 102,79 +23,08 | 101,07+21,78 | 99,87 +21,5
250 10¢ N 7 (1,6%) 34(8,05%) | 35(8,9%) 28 (8,1%) 12 (4,8%)
TB+SD | 106,57 +2832 | 111,5+28,6 | 109,6 + 28,2 100,8 £22,5 | 104,25 +£20,35
. N 2 (0,4%) 15 (3,55%) 15 (3,8%) 9 (2,6%) 4 (1,6%)
TB £ SD 106,5 £ 0,7 1057+ 17,4 | 111,6£22,1 | 160,75+101,6 | 144,25+ 60,9

Trong nhom nhiém BK mau thé hoat dong sau 6 thang da co su ton thuong than 4 rét, biéu hién qua su

tang dot bién ve chi sO creatinin trong mau.

IV. BAN LUAN

Trong nghién ciru cua chung t6i, ty 1& nhiém
BKV méu (ndng d6 BKV trong mau > 250) chiém
ti 16 tir 2,0 - 12,7%. Cao nhét & thang thtr 3 va thang
thtr 6 1an lugt 49 va 50 BN chiém ti 1& 11,6% va
12,7%. Ti 1& nhiém BK mau giam dan sau 12 thang.
Thang thir 24 ¢6 16 BN nhiém BK mau trong d6 s6
BN ¢6 ndng d6 BK > 10* 1a 4 BN chiém ti 18 1,6%.
Ti 1& nhiém BK niéu (ndng d6 BK trong nudc tiéu
> 250) chiém ti 1& tir 13,3 - 35,3%. Ti 1én nhiém BK
niéu > 107 cao nhét ¢ thang thi 3 12 82 BN chiém ti
1é€n 19,4%. Theo nghién curu ciia Skulratanasak va
cong su (2018) tai Thai Lan, ty 1€ nhiém BKV trong

nudce tidu 1a 30,6%, trong mau l1a 10,4%, méc BKVN
1a 6,4% [4]. Tac gia xac dinh ngudng nhiém BKV
la > 800 copies/ml nén khi so cung mét ngudng
chan doan thi két qua nghién ctru kho co sy tuong
ddng. Nghién ctru cua Hirsch va cong su vé sy sao
chép cua BK polyomavirus va bénh than ¢ nhiing
ngudi ghép than, tién hanh trén 78 nguoi bénh ghép
than nam 2002 cho két qua BKV duong tinh 13%
trong mau [5]. BKV dugc do tai cac thoi diém 3,
6, 12 thang va bat ctr khi nao t& biao Decoy dugc
phat hién. Téac gia st dung may PCR TagMan ABI
Prism 7700 voi ngudng phat hién 1a 103 copies/ml.
Ciing theo 1 két qua nghién ctru khac cua Thakur
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va cong sy nam 2011 vé kha nang tai hoat dong cua
BKV ¢ nhitng ngudi bénh ghép than tai Bic An Do
trén 32 nguoi bénh ghép than, BKV dugc do & cac
thoi diém ngay thir 1, thang thir 1, 3, 6. Ty 1 phat
hién BKV trong mau thang thr 1 va thtr 3 1a 42,9%
va 15,4%, trong nudc tiéu thang thir 1 va tha 3 1a
23.8% va 19,2% [6]. C6 thé thdy, cac nghién ctru
trén thé giéi hau hét Iy ngudng dwong tinh cao hon
nghién ctru cua chiing t6i, do d6 mic du ty 1& nhiém
trong nghién ctru cua chiing t6i cao hon, song khi so
sanh cing ngudng nhiém, ty 18 nay lai twong dong,
phtt hop véi cac nghién ctru trén thé gidi.

MMF va corticoid 14 nhitng thudc thudng duoc
str dung két hop v6i CNI dé tang hiéu qua chong thai
ghép. Két qua nghién ciru cua chiing t6i cho thiy co
su lién quan giita BKV va lidu Cellcept. Ti 1& nhiém
BK mau cao nhat & thang tht 3 va thang tha 6 lan
luot chiém ti 18 11,6% va 12,7%. Theo phac d6 diéu
trj giam 50% lidu MMF, lidu Cellcept giam nhiéu
sau 2 nam, tir thang thi 1 liéu trung binh 1833 +
258,2mg, dén nam tha 2 liéu trung binh giam con
889 + 333,3mg. Mot nghién ctru cho két qua twrong
tu voi chung t6i, Saad va cong su trong mot nghién
ctru ndm 2008 di bao céo diéu tri thanh cong virus
BK trong méau bang cach giam liéu trc ché mién
dich ma khong can liéu phap khang virus. Theo do,
tac gia nhan thay, liéu MMF trung binh giam 44%
(giam dan & cac thoi diém sau ghép 1 thang, thoi
diém chan doan nhiém BKV va thoi diém phén giai
BKYV) ¢6 su lién quan chét ch€ voi su giam tai lugng
BKYV trong mau nguoi bénh (p < 0 = 0,001) [7].
Nghién ctru “Cac yéu t6 nguy co lay nhiém vi rat
BK ¢ nhitng ngudi ghép than tir ngudi hién ting con
song” ctia Ping Li va cong sy ndm 2018 tai Trung
Quéc chi ra rang khong c6 su lién quan giita tinh
trang nhiém BKV voi lidu MMF [8]. Mot két qua
nghién ctru khac véi ching t6i nira d6 1a nghién ciru
“Su tai hoat dong cua virus BK trong thoi ky dau
sau ghép than” cua Ziedina va cong sy nam 2009
trén 37 nguoi bénh vé su tai hoat dong cua virus BK
trong thoi ky dau sau ghép than khi khong tim thay
mdi lién quan giita tai hoat dong BKV va licu MMF
cling nhu steroid [9]. Huang va cong sy trong mot
nghién ctru ndm 2014 vé cac yéu to nguy co nhiém
BKYV va bénh than do BKV dudi tac dong ctia thube
trc ché mién dich khong tim thay su lién quan giita
tai luong BKV va cac thuéc nhém MMF [10]. Su

khéac biét vé lieu ding MMF & cac nhom nhiém va
khong nhidm BKV déu khong co ¥ nghia (p > 0,05).

D6i voi nhom CNIs, két qua nghién ctru cua
ching t6i cho thiy liéu FK thang thtr 3 1a 8,559 +
2,2ng/ ml va thang tht 6 : 7,696 £ 1,9ng/ ml khi ma
ti 1& nhiém BK mau cao nhét ¢ thang thir 3 va thang
thir 6 cung 49 BN chiém 11,1%. Nghién ctru ctia
Saad va cong su (2008) [7] trong 30 ngay dau sau
ghép, liéu Tacrolimus trung binh 14 13,6 + 8,2 mg,
CO 8,6 + 4,3 ng/ml. Cac nghién ctru trén thé gidi
c6 két qua khac chung toi. Két qua nghién ctru cta
Ping Li va cong su vé cac yéu td nguy co niam lay
nhiém virus BK & nhitng ngudi ghép than tir nguoi
cho séng nam 2018 lai cho thay, nhitng nguoi bénh
nhiém BKV c¢6 néng d6 day Tacrolimus cao hon, su
khac biét nay c6 ¥ nghia thong ké [8].

Két qua nghién ctru cta ching toi cho thiy nong
d6 Creatinin & nhom BN ¢6 BK mau 250 - 10* ¢6 su
thay doi khong dang ké qua cac giai doan. Nong do
Creatinin ¢ nhom BN ¢6 BK mau hoat dong > 10*tang
cao sau 1 nam va 2 nam ¢ muc 160,75 £+ 101,6 umol/l
va 144,25 + 60,9 umol/l. Trong nhém nhiém BK
mau thé hoat dong sau 6 thang di co su tén thuong
than ro rét, biéu hién qua su tang dot bién vé chi sb
Creatinin trong mau. Nghién ctru cia Jiawei Ji va
cong sy co tén “Cac yéu td nguy co phd bién cua
virut BK va tac dong lam sang cta viéc gidm sat
vi rat BK d6i v6i két qua sau ghép & ngudi bénh
ghép than” nam 2019 trén 91 ngudi theo doi tir 1
thang dén hon 2 nam. Két qua cho thdy nhitng ngudi
bénh c6 BKV trong mau c6 ndng do creatinin cao
hon nhimng ngudi khong mic [11]. Ziedina va cong
su trong 1 nghién ctru ndm 2009 trén 37 nguoi ghép
than cho két qua, ndng do creatinin mau & thang thir
1 sau ghép khong lién quan dén BKV, nhung & thang
thr 3 sau ghép, creatinin mau trén ngudi bénh nhiém
BKV cao hon hin nhitng nguoi khong nhidm [9].
Qitian va cong sy (2022) [12] tim thiy mbi lién quan
gitta BKV véi creatinin mau. O nhom nhiém BKY,
creatinin mau cao hon so v6i nhém khong nhiém. Sy
khac biét co ¥ nghia thong ké. Hau hét cac nghién
ctru chi ra ring, creatinin mau tang c6 lién quan dén
tinh trang nhiém BKV. Tuy nhién van con khong it
céc tac gia khong tim thay mdi lién quan gitra chung.
Nghién ctru ctia chung t6i khao sat trong thoi gian
ngén, ¢& mau co thé chua di 16n do do két qua thu
dugc khong dong nhat voi cac nghién ctru khac.
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V. KET LUAN

Ti 1&¢ nhiém BK mau (ndng d6 BK trong mau >

250) chiém ti 1& tir 2,0 - 12,7%. Cao nhit ¢ thang
thir 3 va thang tht 6, giam dan sau 12 thang. Ti
1& nhiém BK niéu (néng dé BK trong nudc tiéu >
250) chiém ti 1& tir 13,3 - 35,3%. Ti 1é nhiém BK

nié

u> 107 cao nhét & thang thir 3 (19,4%). Hau hét

céc truong hop déu dap tng véi giam lidu UCMD
don thuan chiém 85/106 BN (80,2%).
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