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MOT SO YEU TO TIEN LUQNG TRONG PIEU TRI UNG THU
BANG QUANG NONG BANG EPIRUBICIN NOI BANG QUANG
TAI BENH VIEN K

Dé Anh Tu"", Nguyén Quynh Huong'

Tém tit

Mouc tiéu: Danh gid mot sb yéu td anh huong dén thoi gian sdng thém bénh
khong tai phat (RFS: Recurrence-free survival) cua bénh nhan (BN) ung thu bang
quang ndng (UTBQN) diéu tri bang Epirubicin tai Bénh vién K. Phwong phdp
nghién ciru: Nghién ctru mé ta cit ngang trén 133 BN UTBQN mdi chin dodn,
duoc phau thuat ndi soi ct u bang quang qua dudng niéu dao va diéu tri bd trg
bang Epirubicin ndi bang quang tai Bénh vién K tir thang 01/2016 - 6/2023. Uéc
tinh RES theo phuong phdp Kaplan - Meier. Phén tich cic yéu t6 anh huong dén
RFS theo phuong phap héi quy Cox véi do tin cdy 95% (p = 0,05). Két qud: RFS
trung vi 1a 31,3 thang. RFS trung vi ciia nhém nguy co thap chua xdc dinh duoc,
nhém nguy co trung binh 1a 24,0 thang, nhdm nguy co cao la 14,2 thang (p < 0,05).
S6 luong u, kich thudc u, 46 md hoc va giai doan u 1a nhitng yéu t6 c6 gid trj tién
luong doc 1ap anh huéng dén RES. Két udn: S6 luong u, kich thudc u, @ mo hoc
va giai doan u 12 nhitng yéu t6 c6 gid tri tién luong doc 1ap anh huong dén RES.

Twr khéa: Ung thu bang quang ndng; Epirubicin ndi bang quang; Thoi gian
song thém bénh khong tai phat; Mot sé yéu td tién luong
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Abstract

Objectives: To evaluate recurrence characteristics and recurrence-free survival
(RFS) time in patients with non-muscle-invasive bladder cancer (NMIBC) treated
with Epirubicin at Vietnam National Cancer Hospital. Methods: A cross-sectional
descriptive study was conducted on 133 newly diagnosed NMIBC patients who
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underwent transurethral resection of bladder tumors (TURBT) and received
adjuvant intravesical Epirubicin therapy at Vietnam National Cancer Hospital
from January 2016 to June 2023. RFS time was estimated according to the
Kalpan-Meier method. Factors affecting RFS were analyzed with the Cox
regression method with 95% confidence (p = 0.05). Results: The median RFS
was 31,3 months. The median RFS of the low-risk group has not been reached;
the medium-risk group was 24,0 months, and the high-risk group was 14,2
months (p < 0,05). The number of tumors, tumor size, histological grade, and
tumor stage were independent factors of prognostic value affecting RFS.
Conclusion: The number of tumors, tumor size, histological grade), and tumor
stage were independent factors of prognostic value affecting RFS.

Keywords: Non-muscle-invasive bladder cancer; Intravesical Epirubicin;

Recurrence-free survival time; Prognostic factors.

PAT VAN DPE

Khoang > 90% ung thu bang quang
(UTBQ) 12 ung thu biéu md duong
niéu, 6 - 8% 1a ung thu biéu mod vay,
ngodi ra 1a cdc thé giai phau bénh hiém
gap hon. Do triéu chirng cua bénh
thuong biéu hién r6 nhu tiéu mau
nhung khong dau, xuét hién dot ngot,
toan bdi, thay doi théi quen tiéu tién
nén bénh thuong dugc chan doin &
giai doan som. Khoiang 70 - 75%
UTBQ duoc chan doin ¢ giai doan
chua xam nhép 16p co (UTBQN hay
ung thu bang quang khong xam l4n co)
1a loai ung thu c¢6 thuong ton con gidi
han & 16p niém mac hodc mang day,
chua x4m lan xudng 16p co, gdm cdc
giai doan Ta, Tis, T1. Diéu tri bénh &
giai doan nay bang phau thuat cit u tai
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chd qua noi soi bang quang déng vai
trd chii yéu. Tuy nhién, UTBQ c6 ty 18
tai phdt rat cao. Cdc nghién ctru cho
thdy, khoang 40 - 80% UTBQ t4i phat
tai chd trong vong 6 - 12 thang sau
phau thuat don thuan va khoang 10 -
25% s& ¢6 nguy co tién trién xam lan
co [1]. Do d6, diéu tri bd tro trong
UTBOQN 12 rat can thiét va giir vai trd
quan trong trong diéu tri bénh v&i muc
dich giam tdi phdt va tién trién bénh.
Diéu tri héa chat ndi bang quang cé thé
lam giam ty 1€ t4i phat trong 3 nam Ién
t6i 70% so voi phau thuat cit u bang
quang ndi soi don thuén [2].

Nhiéu phic d6 héa chat ndi bang
quang da dugc nghién ciru nhu
Gemcitabine, Mitomycin C, Thiotepa...
Trong d6, Epirubicin 12 mot dan xuat
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cua Doxorubicin thud¢c nhém héda chét
Anthracycline, cling da chung minh
dugc tinh an toan va c6 hi€u qua trén
UTBOQN [3]. Sau d6, nhiéu nghién ctru
da duoc tién hanh nham xéc dinh lidu
va phdc dd bom bang quang voi
Epirubicin hiéu qua nhét. Ty 16 tai phat
& thoi diém 2 nim trong nghién ctu
cua Kuroda khoang 48 - 60%, ty 1¢
khac nhau giita cdc nhém str dung lidu
va thoi gian bom diéu tri. Nhém sur
lung liéu cao trong thdi gian ngan cho
hiéu qua tt nhat nhung dong thoi ciing
tang tac dung khéng mong mudn [4].
Phan 16n cic tic dung khéng mong
mudn & mic d6 ch?ip nhan duoc va <
10% cac BN phai tri hoan hoac ngung
diéu tri do tic dung khong mong mudn
[5]. Epirubicin ndi bang quang da duogc
chép thuan st dung phd bién tai chiu
Au va Nhat Ban. Tai Viét Nam,
Epirubicin cling da dugoc dua vao su
dung & mot s6 BN va cho théy hi¢u
qua diéu tri cao. Tuy nhién, dén nay
chua cé nghién ctu nao danh gid cac
yéu t6 anh huéng dén két qua diéu tri
bd trg Epirubicin ndi bang quang trén
BN UTBON tai Viét Nam. Do vay,
ching t6i tién hanh nghién ctru nham:
Ddnh gid mét sé yéu t6é anh huéng dén
thoi gian song thém bénh khong tdi
phdt cia BN UTBQN diéu tri bdng
Epirubicin tai Bénh vién K.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

133 BN UTBQN méi chan doén da
dugc phau thuat ndi soi cit u, dugc
diéu tri bo trg bang Epirubicin noi
bang quang tai Bénh vién K tu thang
01/2016 - 6/2023.

* Tiéu chuan lwa chon: BN méi
duoc chan dodn xdc dinh 12 UTBQN,
dd phau thuat noi soi cit u qua dudng
niéu dao va bd tro bﬁng Epirubicin ndi
bang quang, md bénh hoc la ung thu
biéu mo dudng nibu.

* Tiéu chudn logi trir: BN ¢6 két
qua mo bénh hoc sau phau thuat khong
¢6 10p co trén bénh phiam, c6 bénh ung
thu thir 2, ké ca ung thu dudng niéu
trén. BN c6 cdc bénh man tinh nang
(suy tim, suy than...).

2. Phwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ctru
md ta cit ngang.

* C& mdu nghién ciru: Chon mau
thuan tién.

* Thu thdp s6 liéu: HOi ctru thong
tin tlr h so bénh 4n

* Quy trinh nghién cuu: BN chon
theo tiéu chudn, sau phiu thuit 3 -
4 tuan.

Bom Epirubicin bang quang 1
lan/tuan, vao mot ngay cd dinh, trong
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6 tuan lién tiép. Duy tri 1 nam ddi voi
BN c¢6 nguy co trung binh, 2 nam véi
BN c6 nguy co cao.

- Céac truong hop UTBQN nguy co
trung binh: Piéu tri duy tri 1 nim
Epirubicin vao cac thang 1, 3, 6 va 12.

- Céac truong hop UTBQN nguy co
cao: Diéu tri duy tri 2 nim Epirubicin
vao céac thang 1, 3, 6, 12, 18, 24.

- Thang tht 1 diéu tri 1 lan/tuan,
vao mot ngay cb dinh, trong 6 tudn lién
tiép. Cdc thang tha 3, 6, 12, 18, 24
diéu tri 1 lan/tudn, vao mot ngdy cd
dinh, trong 3 tuan lién tiép.

Pha 50mg Epirubicin vé1 50mL
NaCl 0,9%, bom vao bang quang cua
BN, BN thay ddi tu thé, ndm sap, nam
ngtra, nghiéng trai, nghi€éng phai, di lai
trong phong dé héa chat c6 thé dén
toan bd bé mit bang quang, luu sonde
gilt trong 2 tiéng. Néu BN nhin tiéu
dugc thi nhin tiéu dé giir thudc tai bang
quang trong 2 tiéng.

Panh gia két qua diéu tri: Dya vao
két qua siéu Am, ndi soi bang quang,
chup cit 16p vi tinh, chup MRI, té bao
hoc nuéc tiéu dé xdc dinh tdi phat,
di can.

- Hai nim dau: Theo doi dinh ki 3
thang/lan: Cé4c triéu ching l4m sang;
ndi soi bang quang dinh gia tai phat;
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té bao hoc nudc tiéu kiém tra c6 méu
hay té bao ung thu; siéu am, chup cit
16p vi tinh, chup MRI bung tiéu khung
danh gia tai phat, di can.

- Ba ndm sau: Kham dinh ki 6
thang/lan.

- Ngoai 5 nam: Khdm dinh ki 1
nam/lan

* Xir Iy s6 liéu: Bang phin mém
thong k& SPSS phién ban 20.0. Udc
tinh thoi gian séng thém bénh khong
tdi phat theo phuong phdp Kaplan -
Meier. Phan tich cdc yéu t6 anh huong
dén thoi gian sdng bénh khong tdi phat
theo phuong phap héi quy Cox véi do
tin cay 95% (p = 0,05).

3. Pao dirc nghién ciru

Nghién ciru tién hanh héi ciru thong
tin bénh 4n véi su tudn thi vé mat y
dtrc. Céc thong tin thu thap chi phuc vu
cho muc dich nghién ctru, khong su
dung cho muc dich khic va hoan toan
duogc gitt bi mat, khong anh huong dén
strc khoe va loi ich ctia ddi tuong
nghién ctru. Chidng t6i cam két khong
c6 xung dot loi ich trong nghién cuu
khoa hoc.

KET QUA NGHIEN CUU

Tudi trung binh chung ciia nhém doi

tuong nghién ctru la 58,53 = 12,18;

phan 1én d6i twong 1a nam gidi
(113/133) chiém 85,0%; nit gi6i chiém
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BN c6 mét u chiém chu yéu
14,3% BN c6 kich thudc u
Vi tri u hay gip nhat 1a thanh

15,0%.
78,2%.
> 3cm.
phai bang quang (51,9%), it gip nhat 1a
16 niéu quan phai (1,5%). Phan 1én d6i
tuong c6 do mo hoc thép (60,2%). Chu
yéu ¢ giai doan Ta (69,2%); 29,3% T1,
1,5% Tis. Ty 1& d6i twong phan loai
nguy co theo AUA trung binh Ia cao
nhit (37,6%); 33,8% nguy co thip;
28,6% nguy co cao.

Tét ca cdc BN trong nhém nghién

ctru déu duoc diéu tri 6 dot héa chat

ndi bang quang cam ung. 35 BN dugc
bom héa chit ndi bang quang sau 4
tuan ké tir khi phau thuat (26,3%). 42%
nhém BN nguy co trung binh duoc
diéu tri héa chat noi bang quang bd tro
di mot nam. Trong 38 BN nhém nguy
co cao, chi 5 truong hop diéu tri du
2 nam (13,1%), 11 trudong hop diéu tri
dugc > 1 nam (28,9%). Trong thoi gian
nghién ctru, ghi nhan duoc 61 trudong
hop BN tdi phat, trong do, 2 truong hop
phat hi¢n tai phat da di can xa (3%).
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Biéu @b 1. Thoi gian song thém bénh khong téi phat.

Sau thoi gian theo doi trung vi 30 thang, thoi gian song thém bénh khong tai

phat trung vi 1a 31,3 thang. Ty 1& song thém bénh khong tdi phdt ¢ thoi diém
6 thang, 12 thang va 24 thang 1an luot 12 98,5%, 87,2% va 55,2%.
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Biéu d6 2. Thoi gian sdng thém bénh khong tai phat theo nhém nguy co.

Thoi gian sdng thém bénh khong tdi phét trung vi ciia nhém nguy co thip
chua xac dinh, nhém nguy co trung binh la 24,0 thang, nhém nguy co cao la 14,2
thang (p < 0,05). Ty 18 sdng thém bénh khong ti phét tai thoi diém 1 nam va 2
niam ctia nhém BN nguy co thip 1an luot 12 100% va 83,7%; nhém nguy co trung
binh 1an luot 12 86% va 44%; nhém nguy co cao lan luot 13 68,2% va 28,6%.

Bang 1. Mot s6 yéu t6 nguy co tdi phét theo phan tich hdi quy Cox.

Yéu t6 HR (95%CI) p
Tudi: < 60, > 60 0,67 (0,39 - 1,13) 0,13
Gid6i tinh: Nam, Nir 1,45 (0,63 - 3,64) 0,43
S6 lwong u: Nhidu u, 1 u 2,01 (1,23 - 4,23) 0,03
Kich thudc u: > 3cm, < 3cm 5,1 (1,67 -9,21) 0,045
Giai doan u: T1 va Tis, Ta 4,3(1,43-791) 0,027
P mo hoc: B0 cao, do th?ip 3,2(1,88-5,6) < 0,001
Tri hodn diéu tri: C6, khong 1,98 (0,89 - 4,13) 0,34

Mo hinh phéan tich hdi quy Cox cho thiy s luong u (nhiéu u véi 1 u), kich
thudc u (> 3cm so voi < 3cm), d0 md hoc (d0 cao so voi do th?ip) va giai doan u
(T1 va Tis so v6i Ta) 12 nhitng yéu t6 c6 gid tri tién luong doc 14p anh huong dén
thoi gian song thém bénh khong tdi phat.
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BAN LUAN

1. Thoi gian song thém bénh khong
tai phat

Nghién ctru cua Kees Hendricksen
va CS tién hanh trén 829 BN < 85 tudi,
thé giai phiu bénh pT1 don 6 hoic da
6 hodc T1 tai phat hodac Ta d§o md hoc
1 - 3, loai trir trudng hop u Ta don 0,
Cis, u xam nhap 16p co. Nghién cutu
cliing st dung liu 50mg Epirubicin
pha véi 50mL nudc mudi sinh 1y va
thuéc dugc giir tai bang quang trong
vong mot gio. Sau thoi gian theo doi
trung vi 2,07 nam, thoi gian sdng thém
khong tai phat trung vi cia ca ba nhém
la 38,4 thang [5]. Trong nghién cuu
ciia ching toi, thoi gian song thém
bénh khong tai phat trung vi la 31,3
thang thap hon so véi két qua cua Kees
Hendricksen va CS. Khéic biét nay cé
thé do thoi gian diéu tri ciia chiing toi
dai hon, cdc BN tuén thu diéu trj sé
phat hién duoc tii phdt qua céc lan
d4nh gid trudc didu tri, ddng thoi, cdc
yéu td khic nhu thoi gian gidn doan, tri
hodn diéu tri hay k¥ thuat phiu thuat
cling 12 cdc yéu td c6 thé cAn nhéc anh
huong dén két qua diéu tri.

2. Thoi gian song thém bénh khong
tai phat theo nhém nguy co

Theo phan loai cua AUA, nhom
nguy co thip c6 tién luong tot nhat voi
thoi gian song thém bénh khong tdi

phét trung vi ciia nhém nguy co thip
chua dat dugc, nhém nguy co trung
binh 1a 24,0 thang, nhém nguy co cao
la 14,2 thang. Ba duong Kaplan Meier
c6 su tach biét ro rét va su khac biét vé
thoi gian song thém bénh khong tdi
phat gitra ba nhdm nguy co c6 y nghia
thong k& voi p < 0,05. Tinh dén thoi
diém két thic nghién ctru, 1 BN thudc
nhém nguy co thip van dugc theo doi
diéu tri dén 51 thadng ma chua xé4c dinh
tai phat. O thoi diém 1 nam, khong c6
BN nao trong nhém nguy co thap tii
phat, trong khi d6 ty 1€ RFS cua nhém
nguy co trung binh 1a 86,0% va nhém
nguy co cao 1a 68,2%. Con sb niy &
thoi diém 2 nam lan luot 12 83,7% &
nhém nguy co thap, 44,0% ¢ nhém
nguy co trung binh va 28,6% & nhom
nguy co cao. Hau hét cic BN tdi phat
trong vong 2 nim dau. BN thudc nhém
nguy co thap nhung ty 1& tai phét van
c6 nén van can tuyén truyén BN theo
doi va tdi kham dinh ky. AUA khuyén
cdo cic BN néu sau khi dénh gid soi
bang quang 1an dau khong phét hién u,
c6 thé theo doi sau mdi 6 - 9 thang sau
va cling c6 thé cin nhic khong can
theo doi bang chan dodn hinh anh dé
tam soét ung thu duong niéu trén. Voi
truong hop cdc BN thudéc nhém nguy
co trung binh, nén duoc theo dbi bang
soi bang quang va té bao hoc nudc tiéu
mdi 3 - 6 thang trong 2 nim dau va sau
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d6 6 - 12 thdng trong 3 - 4 nam tiép sau
va hang ndm sau 5 ndm. V61 nhém
nguy co cao, thoi gian theo déi ngin
hon trong 2 nam dau 1a mdi 3 - 4 thang,
sau d6 mdi 6 thang trong 3 - 4 nam tiép
theo va sau d6 la hang nam [6].

3. Phéan tich mét s6 cac yéu tb
nguy co' tai phat

Phén tich cdc yéu t6 nguy co bing
md hinh hdi quy Cox cho thay, mot sd
yéu t6 nguy co lién quan dén nguy co
tadi phéat bao gém s luong u (da 6 so
v6i don 6), kich thuée u (> 3cm so véi
< 3cm), d0 mo6 hoc (cao so véi thfip),
giai doan u (T1, Tis so voi Ta) la cic
yéu td tién luong doc 1ap. Cu thé, sd
lwong u cang nhiéu cang ting nguy co
tdi phat (HR =2,01; 95%CI: 1,23 - 4,23;
p = 0,03). Kich thuéc u > 3cm tang
nguy co tai phat (HR = 5,1; 95%CI:
1,67 - 9,21; p = 0,045). PG m6 hoc cao
tdng nguy co tdi phat voi HR = 3,2;
95%CI 1,88 - 5,6; p < 0,001. Giai doan
u cang cao (T1, Tis) cang tang nguy co
tai phat so voi Ta (HR = 4,3; 95%ClI,;
1,43 - 7,91; p = 0,027). Céc yéu té nhu
tudi, giéi tinh, thoi gian diéu tri chua
cho két qua c6 anh huéng dén nguy co
tai phat hay khong. Cdc yéu t trén déu
la cdc yéu to anh huong dén phan
nhém nguy co. Nghién ciu cua
Ali-eld-dein B va CS cling phan tich
cic yéu td c6 thé lién quan dén tai phat
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bao gdém s6 luong u, kich thuée u, giai
doan u, d6 mo hoc va tinh trang DNA,
tuy nhién, chi nhém do mdé hoc cao cé
lién quan dén ty 18 tai phdt cao hon c6
y nghia [7]. Phan tich da bién trong
nghién ctru cia Koga va CS cho thay
cdc yéu td c6 thé 1am ting nguy co tdi
phat 1a tén thuong da 6 (HR 0,39;
95%CI; 0,18 - 0,83; p = 0,0154), giai
doan u (HR 0,32; 95%CI; 0,19 - 0,77,
p = 0,0088). Céc yéu td vé tudi va gidi
tinh cling khong tao su khéc biét trong
nghién ctru nay [8].

KET LUAN

S6 luwong u (nhiéu u so véi 1 u), kich
thudc u (> 3cm so véi < 3cm), d0 mo
hoc (d0 cao so voi do th?ip) va giai
doan u (T1 va Tis so v6i Ta) la nhiing
yéu tb c6 gid tri tién lugng doc 1ap anh
huéng dén thoi gian séng thém bénh
khong tai phat.
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