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ABSTRACT

Introduction: BK virus (BKV) is a common virus that usually causes latent, asymptomatic
infection in immunocompetent individuals. However, in hematopoietic stem cell
transplant recipients, BKV reactivation can lead to hemorrhagic cystitis - a severe
urological complication associated with prolonged hospitalization and increased
mortality. To date, no standardized treatment protocol for BKV-associated hemorrhagic
cystitis exists, especially in resource-limited settings.

Case description: A 4-year-old female patient with transfusion-dependent beta-
thalassemia who underwent allogeneic hematopoietic stem cell transplant from her
HLA-identical sibling donor at Vinmec Times City International General Hospital.
The conditioning regimen consisted of Busulfan, Cyclophosphamide, Fludarabine,
and Rabbit Antithymocyte Globulin. Graft-versus-host disease prophylaxis included
Cyclosporine A, Methotrexate, and Mycophenolate Mofetil. Post-transplant, the patient
developed typical urinary symptoms of cystitis, and urine BKV PCR revealed a viral load
> 10"° copies/mL. As no specific antiviral agent was available, she was managed with
supportive measures including hydration, diuretics, intravenous immunoglobulin, and
tapering of immunosuppressive therapy. Following this approach, her urinary symptoms
significantly improved: dysuria and frequency decreased, and microscopic hematuria
resolved. Although urinary BKV load remained high on day +30 post-transplant (D+30), it
markedly decreased to 2880 copies/mL by day +60. The patient showed good neutrophil
engraftment, no signs of graft-versus-host disease, and was safely discharged on D+30.

Conclusion: Supportive care combined with immunosuppression tapering and
intravenous immunoglobulin administration may effectively control BKV-associated
hemorrhagic cystitis after hematopoietic stem cell transplantation. In settings lacking
specific antiviral agents, this strategy represents a feasible and safe alternative. However,
larger prospective studies are needed to establish standardized treatment protocols for
BKV-associated hemorrhagic cystitis, particularly in developing countries.
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TOM TAT
Gidi thiéu: Virus BK (BKV) & mét virus phé bién, thudng gy nhiém tiém an khéng triéu
ching & ngudi cé mién dich binh thudng. Tuy nhién, & b&nh nhan ghép t& bao géc tao mau,
su'tai hoat BKV c6 thé dan dén viém bang quang xuat huyét - mot bién chirng tiét niéu nang
lAm kéo dai thdi gian ndm vién va tang ty l& tir vong. Hién chua cé phac dé diéu tri dac hiéu
chudn héa cho viém bang quang xuat huyét, dac biét tai cac nudc c6 ngudn luc han ché.

Mé ta ca bénh: Mot bénh nhi nir 4 tudi bi beta-thalassemia thé nang, dugc ghép té bao
goc tao mau dong loai tir chi rudt vai HLA phu hgp hoan toan tai Bénh vién Da khoa Quéc
té Vinmec Times City. B&nh nhan dugc diéu tri diéu kién hda bang phac d6 gom céac thuéc
Busulfex, Cyclophosphomide, Fludarabin, Rabbit Antithymocyte Globulin va dugc du
phong ghép chdng chti bang Cyclosporine A, Methotrexate va Mycophenolate Mofetil. Sau
ghép, bénh nhan xuat hién céc triéu chirng tiét niéu dién hinh clia viém bang quang, xét
nghiém BKV trong nudc tiéu cho két qua > 1010 copies/mL. Do khéng c6 sén thuéc khang
virus d&c hiéu, bénh nhan duoc diéu tri hd trg gom bu dich, loi tiéu, truyén globulin mién
dich va diéu chinh giam lidu thudc t'c ché mién dich. Sau diéu trji ho trg, cac triéu ching
tiét niéu clia bénh nhéan cai thién rd rét: giam tiéu budt, ti€u nhiéu, hét ti€u mau vi thé. Tai
lwgng BKV trong nudc tiéu van cao tai thdi diém ngay th 30 sau truyén t& bao géc (D+30)
nhung gidm manh vé 2880 copies/mL vao ngay D+60. Bénh nhan 6n dinh, moc manh ghép
bach cau t6t, khéng c6 bi€u hién ghép chéng chu va dugc ra vién an toan vao ngay D+30.

Két luan: Diéu tri ho trg k&t hop véi giam lidu thubc (e ché mién dich hgp ly va st dung
globulin mién dich c6 thé gitp kiém soat hiéu qua viém bang quang xuat huyét do BKV sau
ghép té bao géc tao mau. Trong diéu kién han ché thudc khang virus dac hiéu, day co thé
& mot lia chon kha thi va an toan. Tuy nhién, can thém cac nghién cltu tién ctru véi ¢
mAau lén hon dé xay dung phéac do diéu tri chuan héa cho viém bang quang xuat huyét, dac
biét tai cac nudc dang phat trién nhu Viét Nam.

T khéa: BKV, viem bang quang xuat huyét, ghép té& bao géc tao mau, globulin mién dich,
t'c ch& mién dich.

1. DAT VAN BE

Virus BK (BKV) la mot virus hién dién rong réi trong  bién chiing nghiém trong lam kéo dai thoi gian nam
cong dong va thudng gay nhiém tiem an khong triéu  yian va lam gia tang ty 1& t& vong. Viém bang quang
ching & cac cé thé cé hg mien dich binh thuang. Tuy - 4 huyét do BKV biéu hién lam sang da dang, bao
nhién, & nhirng bénh nhan ghép than, suwtai hoat BKV o (g e ein (e R
la tinh trang thudng gap, c6 thé dan dén viém than 5‘2”"' E'eu .rpau, 'Eleu b_liOt’ t|e,u kho, t|‘eu nh|eu. laén’
6ng k&, hep nidu quan va thai ghép. O bénh nhan tiéu gap, tiéu kr,wong kler,n soat, dau vung ha vi, tac
ghép té bao gbc tao mau, BKV tai hoat la nguyén Nnghén dudng tiét niéu, ton thuong bang quang va cé
nhan chinh gay viém bang quang xuat huyét - mot  thé tién trién dén suy than [1].
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Mac du BKV da dugc phat hién t&r hon 40 nam trudc,
dén nay van chua c6 liéu phap diéu tri dac hiéu dugc
chuan héa va phé duyét cho viém bang quang xuat
huyét [2]. Cac chién luge diéu tri hién nay chi yéu
& diéu tri ho trg, chinh lieu thuéc c ché& mién dich
va diéu tri triéu chirng. M6t s6 thubc khang virus nhu
Cidofovir da cho thay hiéu qua trén lam sang[3], tuy
nhién doc tinh trén than va tinh sin c6 han ché, dac
biét tai cac qudc gia dang phat trién nhu Viét Nam, (&
nhing rao can Lén trong thuc hanh lAm sang.

Trong bai bao nay, chung téi trinh bay moét trudng
hop viém bang quang xuat huyét trén bénh nhan sau
ghép té€ bao géc tao mau tai Bénh vién Da khoa Quéc
té Vinmec Times City, duoc diéu tri thanh céng bang
cac bién phap hb trg, diéu chinh lidu thudc Uc ché
mién dich va b8 sung globulin mién dich tinh mach.

2.BAO CAO CABENH

Bé&nh nhan nit 4 tudi dugc chadn doan beta
thalassemia thé nang phu thudc truyén mau tir lic 6
thang tudi. Bénh nhan dugc chi dinh ghép té bao goc
tao mau déng loai theo phac dé NF-08-TM [4], phan
nhém nguy co Il (ferritin 817 pg/L, gan lach khdng
to). Bénh nhan co6 ngudi hién la chi gai phu hgp HLA
hoan toan (10/10).

Bénh nhan dugc dung Azathioprine lidu 3 mg/kg
va Hydroxyurea lidu 30 mg/kg mdéi ngay, bat dau
trude khi ghép 45 ngay (D-45). Puge diéu tri diéu
kién héa vd@i cac phac dé gom cac thudc: Busulfex
10,8 mg/kg, Thiotepa 10 mg/kg, Cyclophosphomide
110 mg/kg, Fludarabine 200 mg/m? da, Rabbit
Antithymocyte Globulin (ATG) 7,5 mg/kg. Du phong
bénh ghép chdng chu vdi Cyclosporine A dugc bat
dau vdi lidu 1,5 mg/kg/ngay tiém tinh mach tir ngay
D-2, sau do6 tang lén 3 mg/kg/ngay tir ngay D-1, diéu
chinh ndong doé dich trong huyét twong (& 200 = 50 ng/
mL. Mycophenolate Mofetil (CellCept) dugc dung tu
ngay D+1 vdi lidu 15 mg/kg, 2 ldn/ngay. Bénh nhan
dudc truyén té bao goc gom 2 ngudn: tir thy xuong
(2,2 x 10° t& bao CD34/kg) va té bao géc mau ngoai
vi (4,3 x 10° t& bao CD34/kg). Sau ngay truyén té bao
gbc, bénh nhan s6tgidm bach cau nang, dugc diéu tri
bang khang sinh Meropenem, Vancomycin va thuéc
chéng ndm Voriconazole. Ngay D+10, bénh nhén
xuét hién tiéu nhiéu lan (trung binh > 10 lAn/ngay),
moéi lan sé lugng it 20-30 mU/lan, kém dau budt nhiéu.
Xét nghiém nudc ti€u cho thay c6 200 héng cau/pL,
khong cé bach cau. Siéu m cho thdy bang quang co
thanh day rat c6 thé la thi phat do viém bang quang.
Xét nghiém déng mau clia bénh nhan binh thudng,
nudi cdy mau va nudc tiéu am tinh, dinh luong cac
virus Cytomegalovirus va Epstein-Barr am tinh. Thuc
hién xét nghiém BKYV real-time PCR tai nudc tiéu cho
két qua > 10"° copies/mL. B&nh nhan dugc chan
doan viém bang quang xuat huyét do BKV, chuing toi
khéng cé sén cac thudc khang virus nhu Cidofovir
nén bénh nhan dugc diéu tri hd trg véi bé sung dich,
lgi tiéu va bd sung, truyén globulin mién dich lidu
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0,4 g/kg, vi khdng c6 tiéu mau dai thé nén chuing toi
khéng thuc hién rira bang quang cho bénh nhan.
Bénh nhan khong c6 bidu hién bénh ghép chéng chil
nén Cyclosporine A dugc giam liéu, duy tri nong do
@ ngudng 100-150 ng/mL. Céc triéu ching cai thién,
bénh nhan gidm sé [an di tiéu, d& dau, xét nghiém
khéng c6 héng cau trong nudc tiéu, tuy nhién lam
xét nghiém lai sau 1 tuan dinh lugng BKV trong nudc
tiéu cho két qua > 10"° copies/mL. B&nh nhan moc
manh ghép bach cau & ngay thr 17 va khdng c6 biéu
hién ghép chéng chu, ching toi giam liéu CellCept
xudéng mot nlra, ngirng vao ngay tha 30. Ngay D+21,
céc triéu ching tiét niéu & bénh nhan khéng con,
do tai lugng BKV trong nudc tiéu tai thoi diém nay
giam con 18 x 10° copies/mL, so véi > 10" copies/
mL trude dé. Bénh nhan 6n dinh, dugc ra vién & ngay
tha 30, xét nghiém moc manh ghép (a 94,59%. Kiém
tra & ngay thir D+60, dinh lugng BKV trong nudc tiéu
cho két qua 2880 copies/mL.

3.BAN LUAN

Viém bang quang xuat huyét do BKV la mét bién
chirng dang lo ngai & bénh nhan sau ghép té bao
goc tao mau, dac biét & tré em. Ty L& tai hoat BKV
sau ghép dudgc ghi nhan cé thé lén tdi 40%, trong do
khoang 10-25% phat trién thanh viém bang quang
xuét huyét cé triéu chirng ldm sang [5]. Trudng hgp
bénh nhan trong bdo céo clia chung t6i minh hoa
dién hinh cho viém bang quang xuét huyét mic do
vira sau ghép té bao gdc tao mau, vdi biéu hién tiéu
nhiéu lan, dau budt, tiéu it, khéng cé tiéu mau dai
thé, kém theo bang chirng virus hoc vdi tai lugng BKV
trong nudc ti€u rat cao (> 10" copies/mL).

Co ché bénh sinh chinh clia viém bang quang xuét
huyét sau ghép té bao goc tao mau lién quan dén
su két hgp gilra t6n thuong niém mac dudng tiét
niéu do hoa tri (dac biét la Cyclophosphamide va
Busulfan) va tinh trang &'c ch& mién dich manh, tao
diéu kién cho BKV tai hoat manh mé tai biéu mo niéu
[6]. Trong trong hop nay, bénh nhan cé st dung cac
thuéc c6 nguy cd cao gay ton thuong bang quang
nhu Busulfex, Cyclophosphamide va ATG, déng thdi
dugc duy tri thudc e ché mién dich Cyclosporine
Ava CellCept, gbop phan vao nguy cd tai hoat virus.

Do khdng c6 liéu phap dac hiéu chuén héa, diéu tri
viém bang quang xuét huyét hién nay chl yéu dua
vao chién lugc hd trg: bu dich, lgi tiéu, diéu chinh
va giam liéu thubc tc ch& mién dich, va trong mot
s8 trudng hap, bd sung globulin mién dich [3], [7].
Trong trudng hop bénh nhan nay, phac do diéu tri hd
trg cung vdi globulin mién dich da mang lai hiéu qua
lam sang: cai thién triéu ching lam sang va giam tai
lwgng virus trong nudc tiéu theo thdi gian, du murc
tai lwgng van cao & thdi diém ngén han (D+30). Tuy
nhién, dang chay la dthdi diém D+60, tai lugng virus
giam xudng con 2880 copies/mL, cho thay xu hudng
kiém soat virus t6t sau khi mién dich cGia bénh nhan
ho6i phuc.
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Mac du cac thubdc khang virus nhu Cidofovir dugc
ching minh ¢6 hiéu qua trong mot s6 nghién clru
nhé [3], viéc sir dung ching con han ché do doc tinh
trén than va chi phi cao. Do dd, véi diéu kién thuc té
tai Viét Nam, chién lugc diéu tri nhu trong ca bénh
nay la hgp ly va an toan.

Mot diém dang luu v la sy khdng tuong quan chét
gilra tai luong virus trong nudc tiéu va biéu hién lam
sang. Du tai luong BKV van > 10" copies/mL trong
nhiéu ngay, bénh nhan khong con triéu chirng tiét
niéu, cho thay vai trd quan trong cla viéc danh gia
toan dién lam sang, khong chi dua vao két quéa can
ldm sang.

Tuy nhién, nghién cttu nay ciing c6 mot s6 han ché:
day la bdo cdo don ca, chua thé dua ra khuyén céo
chung vé diéu tri. Ngoai ra, chua danh gia dugc nong
dd virus trong mau, diéu nay c6 thé cung cap thém
dir liéu vé nguy co tén thuong cac co quan khac
ho&c dién tién nang.

4. KET LUAN

Diéu tri hd trg k&t hgp vdéi giam lidu thuéc Uc ché
mién dich hgp ly va s dung globulin mién dich cé
thé giup ki€ém soat hiéu qua viém bang quang xuét
huyét do BKV sau ghép té bao gbc tao mau. Trong
diéu kién han ché thuéc khang virus dac hiéu, day cé
thé la mot lwa chon kha thiva an toan. Tuy nhién, can
thém cac nghién cu tién cu véi c& mau 6n hon dé
xay dung phac do diéu tri chuan héa cho viém bang
quang xuét huyét, dac biét tai cac nudc dang phat
trién nhu Viét Nam.
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