KET QUA DIEU TRI UNG THU BANG QUANG NI:JNG BANG PHAU THUAT NOI SOI CATU
QUA NIEU BAO PHOI HOP V01 BOM MITOMYCIN C

TOM TAT

BDdt vdn dé: Nghién ciiu ddnh gid hiéu qud trdnh tdi phdt
ctia phdu thudt néi soi qua niéu dao cdt ung thu bang quang
nong phoi hop véi bom Mitomycin C sau mé tai Bénh vién
Viét Diic tir thang 1/2007 dén thang 1/2011.

DO tugng va phuong phdp: Nghién ciiu tién ciiu 187 BN
gom 153 nam (81.8%) va 34 nit (18.2%) cé tudi trung binh:
52.37 * 2183 (21 - 84 tudi). Ddnh gid ty Ié tdi phdt va ty 1é
xdm ldn u qua theo déi sau mé' 12 - 60 thdng.

Két qud: U dudi 3cm: 90.9%, u trén 3cm: 9.1%. U don
doc chiém 66.8% va cé nhiéu u la 332%. Thoi gian mé
trung binh: 32.18 * 16.34 phut (15-40 phit). Khong phaz
chuyen mé md va khong cé bién ching trong, sau mo. Két
qud gidi phdau bénh: TIG3 (43.9%), TaG3 (16%), TIG2
(26.7%) va TaG2 (134%). Thoi gian ndm vién trung binh:
3.2 * 14 ngay (2 -5 ngay). Ty lé ddp ing hoan toan sau diéu
tri 6 tudn dat 91.4% va ddp iing mot phan la 8.6%. 92% BN
dugc theo déi sau mé tir 12 - 60 thdng (trung binh: 42.36
25.51 thdang) véi ty I¢ tdi phdt thdp 8.02% sau 12 thdng va ty
1¢ xdm ldn u la 4.81% theo doi sau 24 thdng.

Két ludn: Diéu tri tai ché bing Mitomycin C phdi hop
sau TUR la lya chon hang ddu dé dy phong tdi phdt va phdt
trién xdam ldn ciia UTBON.

Tix khéa: Ung thi bang quang nong, cdt néi soi qua niéu
dao, Mitomycin C.

SUMMARY

Introduction: We evaluated the effectiveness of
transurethral resection of superficial bladder cancer
with intravesical insuflation Mitomycin C to avoid
recurrence of the disease.

Material and methods: Prospective study of 187
patients with superficial bladder cancer were treated by
associating TUR intravesical insuflation Mitomycin C at
Viet Duc university hospital from January 2007 to
January 2011. The following variables were recorded:
Stage, grade, operative duration, complications, the
recurrent and invasive rates at the 12 - 60 months of
follow-up.

Results: A total of 187 patients were eligible for this
study, including 153 male (81.8%) and 34 female
(18.2%). The mean age was 52.37 + 21.83 (range from
21 to 84). Regarding to the tumor sizes: 90.9% was <
3cm and 9.1% was over 3cm with only one tumor
(66.8%) and > 2tumors (33.2%). The median
opperating time was 32.18 * 16.34 mins (range 15 - 40
mins). No open conversion was necessary. There were
no intra and post-operative complications. The
postoperative pathology results showed: T1G3(43.9%),
TaG3(16%), T1G2(26.7%) and TaG2(13.4%). The
duration of hospitalization was 3.2 * 1.4 days (range 2
- 5 days). At the short- term follow-up, the complete
response was 91.4% and partial response was 8.6%.
92% of patients were followed up with the mean time
of 42.36 °25.51 months (range 12-60 months). The low
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recurrence rate was 8.02% after 12 month follow-up.
The invasive rate was 4.81% after 24 month follow-up.

Conclusions: Mitomycin C intravesical therapy
associated transurethral resection is the first choose to
provide for recurrence and invasive superficial bladder
cancer.

Keywords: Superficial bladder cancer,
transurethral endoscopic resection, MitomycinC.

DAT VAN BE

Ung thu bang quang (UTBQ) 1a bénh ly phd bién
trong ung thu dudng tiét niéu va chiém 6 - 9% cac ung
thu gap & nam gidi va 2 - 3% céac ung thu gap & nir.
Trén 90% thuong t6n 1a ung thu t€ bao chuyén tiép
dudng tiét niéu (TCC). Trong d6 70 - 75% la ung thu
bé mat (Superficial bladder cancer) hay ung thu bang
quang néng (UTBQN) va 20 - 25% la ung thu xam 18n
c6 do biét héa moé cao. Theo hiép hoi quoc t€ chéng
ung thu’(UICC) UTBQN Ia loai terdng tén con gidi han
4 16p niém mac hoac I6p dudi niém mac chua xam lan
xuéng 16p cd gém Ta, Tis va T1. Chan doan giai doan
UTBQ Ia co sd dé chi dinh, lap k& hoach diéu tri, cling
nhu lién quan dén két qua va tién luong bénh. Néu
phéat hién va diéu tri kip thdi thi ty 1& séng sau 5 nam
ctia UTBQN c6 thé dat t6i 80 - 95%, trong khi ung thu
bang quang xam lan (UTBQXL) chi la 20 - 25% ho#c
khi da di can thai gian séng chi kéo dai dugc 12-33
thang [4]. Tai bénh vién Viét - Blc, trong 15 nam (1982
- 1996) chi c6 436 trudng hop UTBQ vao diéu tri nhung
trong vong 3 ndm 2000 - 2003 da c6 427 trudng hdp,
trong d6 51.75% la u tai phat va 48.25% u mdi phat
hién. B&n nam gan day (2003 - 2006) da c6 759 trudng
hop dudc diéu tri v6i 58.8% dugc ndi soi cit u (TUR)
va 41.2% mé md do u to hay xam Ian, di can [2], [3].

Phau thuat ndi soi cit u qua niéu dao dudc thuc
hién & trong nudc tir nhing ndm 1980 va cho dén nay
phuong phap nay van dang dudc &p dung phé bién dé
diéu tri UTBQN. Tuy vay, ty Ié tai phat sau TUR la
46.5% va ty 1& xam Ian 1a 11.6% trong vong tir 3 - 48
thang [3]. Mot s6 tac gid da chil truong sl dung héa tri
liéu va mién dich tri lieu trong BQ sau TUR nhu
Thiotepa, Mitomycin C, Doxorubicin, BCG véi két qua
lam gidm ty & tai phat va xam 1an cla u. Xuat phat ti
thuc t& nghién cltu va diéu tri trong nudc cling nhu trén
thé gi6i, chang t6i ti€n hanh dé tai nham muc tiéu:
Panh gia két qua phau thuat noéi soi qua nleu dao cat
UTBQN két hgp véi bom Mitomycin C sau mé.

DOI TUQONG VA PHPONG PHAP NGHIEN cUrU

1. Poi tuong nghién ciru.

Céac BN chdn doan ung thu bang quang néng
(UTBQN) dugc cat u ndi soi qua niéu dao (TUR) va
xac dinh giai doan bing gidi phau bénh Iy sau mé.
Nghién clu bao gém BN u l&n dau, u tai phat hodc BN
diéu tri that bai v6i hoa chat hay tac nhan mién dich
khac ma két qua giai phau bénh ly xac dinh u chua
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xam lan I6p co BQ gém giai doan Ta, Tis va T1 theo
phan loai clia Hoi chdng ung thu quéc t€ (UICC 1997).

2. Phuong phap nghién ciu.

Tién clu (ng dung diéu tri UTBQN bang phau thuat
cat u ndi soi qua niéu dao két hgp véi bom Mitomycin
C sau mé tai khoa Tiét niéu - bénh vién Viét Blc tir
thang 1/2007 - 1/2011. Céc yéu t6 dugc danh gia bao
gdm: Tudi, gidi, nghé nghiép, tién st bénh, Iy do vao
vién, triéu ching dai mau, sé lugng u, kich thudc, hinh
dang, vi tri u, giai doan (Staging) va do biét héa mo
hoc (Grading).

Chén doan la ung thu BQ bé mat chua xam lan
(Superficial Bladder Cancer) va chi dinh phau thuat cat
ung thu ndi soi qua niéu dao. Banh gia ky tinh trang
BQ, 16 niéu quan, tién liét tuyén. Xac dinh s6 luong,
hinh dang, tinh chat va vi tri u. Tién hanh cat dét va lay
chan u lam gidi phau bénh ly. Theo d6i diéu tri bénh
nhan sau mo.

Sau khi xac dinh giai doan UTBQN bang két qua
gidi phau bénh ly nhiing bénh nhan trong tiéu chuan
chon Iua dugc chi dinh diéu tri két hgp v6i MMC bom
vao BQ sau TUR 2 tuan bang 2 dot bom, méi dot 4-8
tuan. 20mg MMC dugc pha trong 50 ml nuéc mudi sinh
ly (NaCl 0. 9%) bom vao BQ qua mdt 6ng théng niéu
dao va duoc gil it nhat trong 2 gid, thuc hién 2 1an
bom/1 tuén.

Danh gia két qua sém: Thai gian mé (TUR). Bién
chiing trong va sau mé&. K&t qua khi ra vién. Thdi gian
n&m vién sau TUR + MMC. Panh gia miic d6 dép (ng
s6m trén l1am sang sau 6 tudn theo tiéu chudn cia
Thomas A (1997): Dap Ung hoan toan (khong cé té
bao u trong nuéc tiéu, khdng c6 u), dap (ng khong
hoan toan (c6 t& bao u trong nudc tiéu, khdng cé u) va
khéng dap (ing (c6 t& bao u trong nudc tiéu, cé u hodc
u xam lan xuéng 16p séu). Tac dung phu clia MMC
dudc theo déi va danh gia tiing loai vé ty 1& gap, dién
bién, phuong phap diéu tri va hau qua.

Danh gia két qua xa sau diéu tri: Kham dinh ky tr 3
- 6 thang/1 1an bang xét nghiém nuéc tiéu tim t& bao
ung thu (cytology), siéu am va soi BQ trong thoi gian
theo ddi sau mé tir 12 thang dén 60 thang dé xac dinh
ty 18, thai gian tai phat va xam lan u.

KET QUA NGHIEN CcUU

1. Chén do4n ung thu bang quang nong

Nghién clu 187 BN gém 153 nam chiém ty 1&
81.8% va 34 nir chiém 18.2% c6 tudi trung binh 1a
52.37 + 21.83, tudi nhd nhat Ia 21 va cao nhat & 84.
L{a tudi 41 - 60 1a hay g&p nhét chiém ty l& 54.5%.
Biéu hién lam sang dai mau gap ty 1& cao 93%, BN
dau dudi rén trong 44.9%. Nghién ciiu c¢6 13 BN phat
hién u BQ khi kham stic khde chiém ty 16 7%. Ty 1&é BN
phét hién u BQ 1an d4u 1a 80.7% va 36/187 BN ¢ u tai
phat chiém ty 18 19.3% nhung chua c6 BN nao dugc
diéu tri b8 trg bing phuong phap khac.

Ché&n doan siéu &m va noi soi cho thay 125/187BN
c6 1u chiém ty 16 66.8% va 62/187 BN c6 nhiéu u
(33.2%). U BQ c6 cudng chiém 23.5%, u khong cuéng
12 76.5%.

DPa s6 BN c6 u BQ dudi 3cm chiém ty 1& 90.9%. U
trén 3cm chi gap 9.1% va déu cb cudng. Vi tri hay gép

nhat 1a thanh bén va sau BQ chiém ty 1& la 29.4% va
23%.
Bang 1. Vi tri va kich thuéc u qua siéu am va TUR

Vi tri u trong BQ Kich thuéc u Téng - Ty 1& %
Du6i 3cm Trén 3
cm

Viung ¢ BQ 21 0 21(11.2%)

Tam gidc c6 BQ- 12 0 12(6.4%)
NQ

Hai thanh bén BQ 75 10 55(29.4%)
Thanh trugc BQ 18 0 18(9.6%)
Thanh sau BQ 36 7 43(23%)
Vom BQ 9 0 9(4.8%)
Rai rdc trong BQ 29 0 29(15.5%)

Tong 170 (90.9%) | 17(9.1%) | 187 (100%)

Chan do4n giai phau bénh sau mo.

Bang 2. Giai doan va do biét héa mé hoc UTBQN
Giai Do biét hda mo hoc Téng -Ty 1¢
doan | G2(Biét héa vira) G3(I§g‘;)‘ biet %
Ta 25(13.4%) 30(16%) 55(29.4%)
Tl 50(26.7%) 82(43.9%) 132(70.6%)
Téng 75(40.1%) 112(59.9%) 187(100%)

Khéng g&p trudng hop nao u 4 giai doan Tis va u
c6 d6 biét hoéa cao G1. Ty 1&é u T1G3 gap nhiéu nhat
chiém ty 1& 43.9%.

Két qua diéu tri s6m.

Thai gian m& cat u BQ noi soi dao dong tir 15 phat -
40 phut thy thudc vao dac tinh u vé sé luong, kich
thudc, vi tri véi thai gian mé trung binh 13 27.6 + 12.5
phut. Khéng gap bién chiing trong mé nhu chay mau,
héi chiing ndi soi hay thiing bang quang.

Thai gian ndm vién trung binh 1a 3.2 £ 1.4 ngay (tr
2 - 5 ngay).

Sau bom Mitomycin C vao BQ sé& gay kich Ung
niém mac va gay nén phan (ing viém. Biéu hién thusng
g&p nhat 1a dai buét, rit chiém ty 1& 37.4%, sét gap
58/187BN (31%) va dai mau gap 49 BN chiém 26.2%,
dai kho gap & 8/187 BN chiém ty 16 4.3%.

Mic d6 dap (ng sau 6 tuan diéu tri bom
Mitomycin C: Bap (ng hoan toan trong 91.4%, dap
ing khéng hoan toan la 8.6% va khéong c6 BN nao
khéng dap Ung.

Két qua xa sau diéu tri.

172/187 BN dudgc theo dbi xa sau diéu tri chiém ty
& 92% véi thdi gian theo dbi trung binh la 42.36 +
25.51 thang, dao dong tir 12 thang dén 60 thang.

Bang 3. Ty ¢ téi phat va ty 1¢ xam lan

Thoi gian Ty 1¢ tai phat Ty 1& xam lan
theo ddi | Tai phat Khong tai phat Xam 14n Khong xam 1an|
Dugi 121 43 0 43
thiang
12 - 24 thang 3 37 0 40
24 - 36 thang 5 27 2 30
36 - 48 thang 2 29 2 29
48 - 60 thang 5 21 5 21
I3 15 J
ong (8.02%) 157 (4.5;1% 163
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Ty 1€ tai phat 1a 8.02% vdi thdi gian tai phat déu sau
12 thang, tat cd BN dugc mé lai cét u ndi soi. Ty 1& xam
1&n 12 4.81% vdi thai gian xam I&n déu trén 24 thang.
4/9 BN dugc chi dinh m& mé cét u, 2 BN cét ban phan
BQ va 3 BN cat toan bd BQ.

BAN LUAN

1. Chin doan ung thur bang quang nong.

UTBQN g&p chil yéu 6 nam gidi (81.8%) Ita tudi tur
40 dén 60 chiém phan I6n (54.5%) vGi nhing yéu té
nguy cd ré rang nhu hat thudc 1a. Biéu hién 1am sang
thudng gap la dai mau chiém ty 1& t6i 93%, day la dau
hiéu s6m dé c6 thé phat hién dudc bénh va chi c6 7%
14 phat hién tinh ¢&. Chan doan hinh anh nhu siéu
am, chup cat I6p vi tinh va soi BQ la 2 phudng phap
gitip chan doan xac dinh va danh gia dac diém u dé
dua ra phuong phap diéu tri pht hgp. Chan doan u
BQ tru6c mé can xac dinh ty [& u ndm trong nhém cé
nguy cd véi 33.2% cé nhiéu u BQ, 76.5% u BQ khéng
c6 cubng, 9.1% BN c6 u BQ trén 3cm va 19.3% la u
tai phat.

2. Phau thuat noi soi cit u qua niéu dao.

Diéu tri UTBQN nhadm muc dich 1a loai bd dugc
bénh, du phong u tai phat va ngan nglia u phat trién
xam 1an. C4t u ndi soi qua niéu dao (TUR) loai bd dugc
su hién dién ctia bénh va lam giai phau bénh xac dinh
mUc d6 xam lan (stage) va do biét hda md hoc (grade)
clia u BQ. Ct u ndi soi c6 thé thuc hién nhiéu lan trén
nhimg BN tai phat nhung van & giai doan UTBQN [4].
Trén thé gi6i, TUR dudc ap dung ti nlra dau thé ky XX
va duoc coi la phuong phap chi dao trong diéu tri
UTBQN nhung ty Ié tai phat sau TUR thudng cao tir 52
- 73%, trong d6 40 - 80% tai phat trong vong 12 thang
dAu va thoi gian tai phat thudng sém bét dau tir 3 - 6
thang sau TUR. Ty I& u phat trién xam I&n tir 15 - 25%,
5 nam sau TUR 1a 35% va 10 nam la 63%. Ty 1& séng
5 n&m la 55 - 80% [2], [4]. Do vay, diéu b6 trg sau TUR
6 vai trd rat quan trong dé gidm ty I& u tai phat va xam
I&n. C4t u ndi soi két hop vai diéu tri tai chd la 2
phuong phap dang dugc 4p dung phd bién trén thé gidi
véi két qua rat kha quan [5].

Ph3u thuat TUR ap dung trong nghién cliu cla
chuing t6i d4 thu dugc két qua tét. thdi gian cét u ndi soi
ngan, trung binh la 27.6 = 12.5 phat, khéng gip bién
chiing trong, sau mé& vdi thdi gian n3m vién rit ngan
nhiéu so véi mé ma, trung binh 1a 3.2 + 1.4 ngay.

Chén doan giai doan va mic d6 xam I&n cla u
dudc thuc hién trén co sb két qua giai phau bénh sau
mé. Nghién clu thu dugc 29.4% u & giai doan Ta va
70.6% u G giai doan T1. M(ic do biét hoa thdp chiém
uu thé véi ty 1& G3 1a 59.9%, G2 la 40.1%. Da phéan la
u dén muén G giai doan T1G3 chiém 43.9%. Theo
phan loai UTBQN clia UICC (1997), 86.6% thuong tén
u BQ trong nghién ciu thuéc nhém nguy co cao gém
c6 T1G3 (43.9%), TaG3 (16%) va T1G2 (26.7%).
13.4% thuéc nhém nguy co trung binh la TaG2.

3. Hiéu qua cioa diéu tri phoi hop bang bom
Mitomycin C vao BQ sau mé.

Diéu tri tai chd gébm héa tri liéu va mién dich tri liéu
nha&m 3 muc dich 1a gii quyét phan u con lai khong cat
hét, du phong u tai phat va u phat trién xam lan. Cac

tac nhan héa chat hay mién dich dudc bom truc tiép
vao BQ qua 6ng théng niéu dao. Hoa tri liéu trong BQ
dugc ap dung tir nhimg ndm 1960 chi dinh cho UTBQN
thudc nhdém cb nguy cd cao va trung binh [1], [3]. Dén
nay da cé trén 30 loai hba chat duge st dung nhung
phd bién nhat 13 Mitomycin C (MMC), day 14 mét khang
sinh chéng ung thu c6 trong lugng phan t trung binh
(329) nén dé khuéch tan tai thanh BQ nhung lai rat kho
vao tuan hoan; do vay it gay nén tac dung phu toan
than cling nhu tai chd. Mitomycin C dugc dung vdi liéu
20 - 60mg trong 8 tuan va sau d6 duy tri 1 thang moét
I&n trong vong mot nam. DAy la tac nhan dugc chi dinh
kha rong rai dé diéu tri ung thu tai chd (carcinoma in
situ) va du phong u tai phat, phat trién xam 1an cla giai
doan Ta, T1 sau TUR. Két qué la 40% dap Ung hoan
toan (CR), 35 - 40% dap tng mot phan (PR) va ty 1€ tai
phat thap hon so véi TUR la 15% - 20%. TUR + MMC
lam gidm ty Ié tai phat hon so v6i TUR don thuan tir 44
- 52 % va giam ty 1& xam |1&n xudéng con 4 - 7 % [4], [6].

Sau mét giai doan sl dung BCG trong diéu tri tai
chbé sau TUR, chang t6i (ng dung diéu tri bang
Mitomycin C t&f nam 2006 va két qua thu dugc sau dgt
diéu tri 6 tuan cho thady mlc do dap (mg hoan toan dat
91.4%, c6 9 BN dap (ing mot phan (8.6%) dudc diéu tri
ti€p dot 2 dap (ng tét. Tat ca cac BN déu dugc theo
déi va diéu tri duy tri trong 2 nam néu khéng cb tai
phat. Nhiing tdc dung phu sau bom Mitomycin C
thuding chi gap sau |an bom dau tién véi dai buét, rat
chiém ty 1& 37.4%, sot gap 58/187 BN (31%) va dai
mau gap 49 BN chiém 26.2%, dai khd gap 6 8/187 BN
chiém ty 1& 4.3%. Céac d&u hiéu trén thudng hét sau 1 -
2 ngay va khéng ¢6 BN nao phai ngiing diéu tri.

Trong nghién cliu cla ching t6i, 92% BN dugc
theo ddi xa véi thdi gian trung binh [a 42.36 + 25.51
thang (tir 12 dén 60 thang). Ty & tai phat la 8.02% vdi
thdi gian tai phat déu sau 12 thang, tat c& BN dudc mé
lai cat u ndi soi va dudc theo déi diéu tri bé trg tiép theo
phac dé. Ty Ié xam 1&n 1a 4.81% v6i thai gian xam 1an
déu trén 24 thang. 4/9 BN duoc chi dinh mé md cét u,
2 BN cat ban phan BQ va 3 BN cét toan bd BQ.

BCG duoc ap dung diéu tri du phong UTBQN téi
phat sau TUR tir 1976. Cho dén nay day la tac nhan
mién dich hay s dung nhat chiém 58% trong diéu tri
UTBQN véi hiéu qua gidm ty 1& tai phat xuéng con
15.3% - 20% [2], [4]. Cho dén nay Mitomycin C van la
tac nhan c6 hiéu qua nhét trong diéu tri va du phong
UTBQN tai phat va phat trién xam 1an. Khi so sanh
hiéu qua clia Mitomycin C va cac héa chét khac, De
Nunzio C (2011) va Jung SJ (2011) cho rang
Mitomycin C c6 hiéu qua nhat ca vé gidm ty |é tai phat
va ty 1& u phat trién xam |an; dac biét 1a déi véi UTBQN
thuéc nhém nguy co cao. Khéng cé BN tai phat sau 3
va 6 thang. Ty Ié tai phat u sau 12 thang la 3.3%. [7],
[8].

Jung SJ (2011) [8] da phan tich so sanh ty Ié tai
phat va tién trién u gilta hai nhém: 53BN trong nhém
Mitomycin C ngay lap tic (-MMC) dudc diéu tri bang
cach bdm ngay Mitomycin C sau khi TUR va bom
thudc dinh ky (6 1an, 1 1&n méi tudn) va 62 BN trong
nhém bom MMC dinh ky sau TUR. Tai phat s6m trong
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vong 1 nam xay ra & 6.53 BN (11.3%) nhém I-MMC va
18.62 BN (29%) nhom MMC (p<0.02), su khac biét nay
khéng dang ké trong vong 2 - 3 nam ho#c tai phat téng
s6. Tién trién xam Ian u 13 khéng khac biét dang ké
gilta hai nhém vé giai doan dau va téng s6. Cac nghién
cliu da xac dinh tac dong tich cuc cla mét liéu phap
duy nhat diéu tri UTBQN la bom Mitomycin C ngay lap
tc sau TUR va dinh ky khi theo ddi. Lgi ich nay bi han
ché khi c6 tai phat sém hoac khi BN khéng dugc duy tri
theo dbéi lau dai.

KET LUAN

Ph3u thuat ndi soi cat u qua niéu dao (TUR) la
phuong phap chd yéu trong diéu tri ung thu bang
quang néng nham loai bd u da dat dudc hiéu qua cao,
rat ngan thdi gian | nam vién va khong c6 bign ching.
Diéu tri tai chd ph0| hop bang Mitomycin C sau TUR la
Iua chon hang dau dé du phong tai phat va phat trién
xam I&n clia UTBQN. K&t qua thu dudc kha quan véi ty
I& dap Ung hoan toan sau diéu tri 6 tuan dat 91.4%,
dap Ung mot phén la 8.6% .92% bénh nhan dugc theo
d6i sau mé tir 12 - 60 thang vGi ty 1é tai phat thap
8.02% sau 12 thang va ty 1& xam 1an u la 4.81% theo
doi sau 24 thang.
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