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ABSTRACT

Objective: To investigate the effect of Cyclophosphomid on bladder and renal function in breast
cancer patients.

Subjects and methods: Descriptive-prospective cohort study, longitudinal follow-up on 68
breast cancer patients at Thu Duc City Hospital who were treated with a regimen containing
Cyclophosphamide for 4-6 cycles.

Results: Common clinical adverse effects of Cyclophosphamide on renal and bladder function
were hypogastric pain (13.24%), hematuria (16.17%). Less common manifestations were urinary
frequency (10.29%), painful urination (8.82%), cloudy urine (5.88%) and dysuria (4.41%). In the
urine before and after treatment with Cyclophosphamide, there was a change in Microalbumin
(from 5.244+0.64 to 16.21£2.01mg/dl). The results of cystoscopy showed that 19.05% of patients
had lesions. In which, 14.29% of bladder mucosal inflammation, 4.76% had ulceration and necrosis,
there was not a bladder atrophy case. The rate of patients with bladder toxicity was 13.2%, the rate
of patients without bladder toxicity was 86.8%.

Conclusion: Common clinical side effects of Cyclophosphamide on renal and bladder function
were hypogastric pain, hematuria. In the urine before and after treatment with Cyclophosphamide
there was a change in Microalbumin. Cystoscopy showed 14.29% of bladder mucosal inflammation,
4.76% had ulceration and necrosis. The proportion of patients with bladder toxicity was 13.2%.

Keywords: Cyclophosphamide, bladder and renal function, breast cancer.
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ANH HUONG CUA CYCLOPHOSPHAMID VGI CHUC NANG
BANG QUANG VA THAN TREN BENH NHAN UNG THU VU

Bui Pang Minh Tri*, Bui Pang Phuong Chi!, Poan Thanh Trac?, Tran Minh Sang?

"Truong Dai hoc Y khoa Pham Ngoc Thach - 2 Duwong Quang Trung, P.12, Q.10, TPHCM, Viét Nam
*Trueong Dai hoc Tdy D6 - 68 Tran Chién, Lé Binh, Cdi Rang, Can Tho, Viét Nam
3Bénh vién thanh pho Thi Puc - 29 Phii Chdu, Tam Phu, thanh pho Thi Puc, Thanh pho Ho Chi Minh, Viét Nam

Ngay nhan bai: 20 thang 08 nam 2022
Chinh stra ngay: 15 thang 09 nam 2022; Ngay duyét dang: 25 thang 10 nam 2022

TOM TAT

Muc tiéu: Khao sat anh hudng cua Cyclophosphomid véi chitc nang bang quang va than ¢ bénh
nhén ung thu vu.

Poi twong va phwong phap: Nghién ctru thuan tap tién ciru mo ta, theo ddi doc trén 68 bénh nhan
ung thu v tai Bénh vién Thanh phd Thu Dtc duoc didu tri bang phac d6 c6 Cyclophosphamid tir 4
-6 chu ky.

Két qua: Tac dung phu thudng gip trén 1am sang ctia Cyclophosphamide 1én chirc ning than va bang
quang d6 13 dau ha vi (13,24%), tiéu méau (16,17%). Cac biéu hién it gdp hon 1a tiéu rat (10,29%), tiéu
bubt (8,82%), tiéu duc (5,88%) va tiéu kho (4,41%). Trong nudce tiéu trude va sau khi didu tri bing
Cyclophosphamide c6 sy thay d6i Microalbumin (tir 5,24+0,64 1én 16,21+2,01mg/dl). Két qua ndi
soi bang quang c6 19,05% bénh nhén c6 ton thuong. Trong d6, 14,29% viém niém mac bang quang,
4,76% c6 biéu hién loét va hoai tir, khong c¢6 truong hop nao duoc ghi nhan 14 teo bang quang. Ti 18
bénh nhéan cé ddc tinh trén bang quang 1a 13,2%, ti 1€ bénh nhan khéng c6 ddc tinh trén bang quang
1a 86,8%.

Két luan: Tac dung phu thuo’ng gép trén lam sang cua Cyclophosphamlde 1én chtic ndng than va
bang quang 14 dau ha vi, tiéu mau. Trong nudc tiéu trude va sau khi diéu tri bing Cyclophosphamide

¢6 su thay doi Microalbumin. N@i soi bang quang c6 14,29% viém niém mac bang quang, 4,76% co6
biéu hién loét va hoai tir. Ti 1& bénh nhan c6 doc tinh trén bang quang 1a 13,2%.

Tuwr khoa: Cyclophosphamid, chirc ning bang quang, thén, ung thu v.

*Tac gia lién h¢
Email: drtribuil @gmail.com
Dién thoai: (+84) 914 186 944
https://doi.org/10.52163/yhc.v63i6.452
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1. PAT VAN PE

O cac nudc phét trién nhu Hoa Ky, khoang 232.340
nit duoc chan doan va 39.620 nit tir vong do ung thu
via vao nam 2013. Nguy co phit trién ung thu vi sudt
doi ¢ phy nit My 13 12,38% [1]. Van dé dit ra 1a didu
trj nhu thé nao, trong d6 phac d6 hoa tri két hop co
chira Cyclophosphamid dugc st dung trong diéu tri
ung thu va da cho thdy tac dung chdng ung thu cua nod.
Bén canh do6, trén thé gidi ciing da co nhiéu béo cdo
vé tac dung phu cua Cyclophosphamid dén chirc ning
than va bang quang nhu viém bang quang, hoai tir ong
than, ung thu biéu mod duong tiét niéu,... & nhitng bénh
nhén ung thu va cac bénh nhan bi bénh khac duogc diéu
tri bang Cyclophosphamid. Tuy nhién khong c6 nhiéu
nghién ctru khao sat anh hudng ctia Cyclophosphamid
vOi chiic nang bang quang va than ¢ bénh nhan ung
thu tuyén vi1 & trén thé gidi cling nhu ¢ Viét Nam. Do
d6, chiing t6i thyc hién nghién ctru nay nham muc tiéu:
“Khao sat anh huong cua Cyclophosphomid véi chiec
nang bang quang va thdn o bénh nhan ung thw vi”.

2. POITUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Doi twgng nghién ciru

Gom 68 bénh nhan ung thu va tai Bénh vién Thanh phé
Thu Birc duge diéu tri bang phac d6 ¢6 Cyclophosphamid
tr 4 - 6 chu ky.

* Tiéu chuan lya chon:

+ Bénh nhan dugc chan doan ung thu va va dugc diéu
tri bang Cyclophosphamid

+ Bénh nhan du suc khoé tham gia nghién ctru

+ Bénh nhan ddng y tham gia nghién ciru

* Tiéu chudn logi triv:

+ Bénh nhén ung thu v diéu tri bing Cyclophosphamid
nhung bi rbi loan chirc ning than, bang quang trudc do
+ Bénh nhén ung thu v diéu tri bang Cyclophosphamid
nhung dang sir dung cac thudc anh huong dén chirc
nang than, bang quang

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru: Nghién ctru thuan tép tién ciru
mo ta.

Chi tiéu nghién ciru:

- S6 1an d6i phac db, s6 dot diéu tri: Tinh ti 1é bénh nhan
theo s6 1an d6i phac do, s6 dot diéu tri.

- Tac dung phu dén chuc nang than do diéu trj
Cyclophosphamid: Tinh ti 1¢ bénh nhan gip tac dung
phu dén chirc nang than khi diéu tri.

- Tac dung phu dén chirc ning bang quang do diéu tri
Cyclophosphamid: Tinh ti 1¢ bénh nhan gdp tac dung
phu dén chirc nang bang quang khi diéu tri.

- Tinh ti I¢ bénh nhan gdp tac dung phu theo tudi, gidi,
typ, giai doan, s6 dot diéu tri.

DPao dtrc nghién ctru: nghién ctru duoc thuc hién sau khi
dugc thong qua hoi ddng y dirc cia Bénh vién Thu Prc,
thanh phd H6 Chi Minh.

2.3. Phwong phap xir 1y s liéu: S6 liéu thu thap
duoc nhap va xu Iy trén phan mém théng ké y sinh
hoc SPSS 22.0.

3. KET QUA NGHIEN CUU

Bing 1. Anh hwéng trén lam sang ciia Cyclophosphamide lén chirc ning bang quang va thin (n=68)

Triéu chirng 1am sang S6 lwong (n) Ty 1€ (%)
Dau ho thét lung 0 0
DPau
Pau ha vi 9 13,24
Tiéu budt 6 8,82
) ) Tiéu rat 7 10,29
ROi loan tiéu tién -
Tiéu kho 3 4,41
Bi tiéu 0 0
) . ) Tiéu mau 11 16,17
Thay d6i thanh phan nudc tieu -
Tiéu duc 4 5,88
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Nhan xét:

- Tac dung phu thuong gip trén lam sang cua
Cyclophosphamide 1én chtic nang than va bang quang

do6 1a dau ha vi (13,24%), tiéu mau (16,17%).

- Céc biéu hién it gap hon 14 tiéu rat (10,29%), tiéu bubt

(8,82%), tiéu duc (5,88%) va tiéu kho (4,41%).

Bing 2. Cdc chi sé sinh héa mdu trwéc va sau diéu tri Cyclophophosphamide (n=68)

Chi sb Truée diéu tri Sau diéu tri 24h p
Creatinin (mg/dl) 0,65+0,04 0,60+0,02 0,24
GFR (mg/phut) 91,23+5,77 90,10+7,23 0,34
Ure (mmol/L) 3,26+0,47 3,74+0,18 0,09
Na (mmol/L) 136 + 0,96 140+0,69 0,125
K 3,75+0,05 3,8440,08 0,10
Cl 102,91+1,48 99,54+1,64 0,23
Nhan xét:
Trude va sau diéu tri cac chi sb hoa sinh trong méau thay d6i khong c6 ¥ nghia théng ké vai p>0,05.
Bing 3. Thong s6 nwéc tiéu trwée va sau diéu tri Cyclophosphamide (n=68)
Chi s Truéc diéu tri Sau diéu tri p
Micro albumin (mg/dl) 5,24+0,64 16,21+2,01 0,001
Ty trong nudc tiéu 1,0192+0,00417 1,0190+0,00481 0,839
pH nuéc tiéu 6,61+0,70 6,74+0,56 0,264

Nhan xét:

- Trong nuéc tiéu truéc va sau khi diéu tri bang
Cyclophosphamide c6 sy thay d6i Microalbumin (tir

5,24+0,64 1én 16,21+2,01mg/dl).

- Ty trong va pH nudc tiéu thay doi trudc va sau diéu tri

khong c6 ¥ nghia thong ké, véi p>0,05.

Bing 4. Két qud npi soi bang quang bénh nhén diéu tri bang Cyclophosphamide

Hinh dnh S6 lwong (n) Ty 18 (%)
Niém mac binh thuong 22 52,38
Niém mac phi né xung huyét 12 28,57
Viém niém mac bang quang 6 14,29
Loét va hoai tir 2 4,76
Teo bang quang 0 0
Téng 42 100
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Nhan xét:

- Trong sb 68 bénh nhan, c6 42 bénh nhan duoc
soi bang quang nhom nghién ctu sau khi diéu tri
bang Cyclophosphamide ¢6 19,05% bénh nhan c6

ton thuong.

- Trong d96, 14,29% viém niém mac bang quang, 4,76%
c6 biéu hién loét va hoai tir, khong c6 truong hop nao
duogc ghi nhan 1a teo bang quang.

Bdng 5. Dgc tinh trén bang quang

Xuit hién dc tinh trén bang quang S6 lwong Ty 1€ (%)
Co 9 13,2
Khong 59 86,8
Téng 68 100
Nhan xét:

Ti 1€ bénh nhan co6 dgc tinh trén bang quang la 13,2%,

ti 1& bénh nhan khong c6 doc tinh trén bang quang la
86,8%.

Badng 6. Moi lién quan giita xudt hién microalbumin niéu voi giai doan bénh

Microalbumin ni¢u(+) Microalbumin ni¢u(-) p
Giai doan 1 11 (16,18) 10 (14,71)
Giai doan 11 9 (13,24) 8 (11,76)
p>0.05
Giai doan III 22 (32,35) 23 (33,82)
Giai doan IV 26 (38,24) 27(39,71)

Nhan xét:

Khoéng c6 sy khac biét c6 y nghia vé su xuat hién Microalbumin giita cac giai doan cta ung thu va.

Bing 7. Méi lién quan giita dpc tinh trén bang quang va giai doan bénh

Cé6 dgc tinh Khong c6 doc tinh p
Giai doan I 2 (10,00) 18 (90,00)
Giai doan II 3 (18,75) 13 (81,25)
p>0.05
Giai doan III 2(8,33) 22 (91,67)
Giai doan IV 2 (25,00) 6 (75,00)
Nhan xét: Két qua cuia nghién ctru hién tai cho thdy rang sau 24

Khong c6 su khac biét dang ké sy xudt hién doc tinh
trén bang quang gitra cac giai doan bénh.

4. BAN LUAN

gior diéu tri v6i cyclophosphamide, khong c6 sy khac
biét dang ké vé ndng d6 creatinin va ure trong huyét
thanh va gié tri trung binh cua GFR.

Trong khi d6, mot sy gia ting déng ké da dugc ghi nhan
trong mirc 40 MALB va KIM-1 trong nudc tiéu. Bénh
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than ADR 1a mot mé hinh duoc thiét 1ap t6t cho bénh
xo hoa mé k&, dic trung boi su phat trién dan dan cua
protein ni¢u, do doc tinh truc tiép trén ciu trac cau than
gdy ra nhiing thay d6i trong cau than tinh tham do oxy
géc tu do [2]. Su tai hép thu cac protein bi ro ri duoc
theo sau bdi qua trinh hoat hoa 6ng dac trung boi viéc
san xuét cac yéu td ting truong va cac cytokine. Piéu
nay c6 thé dan dén t6n thuong ng dan dic trung boi
tang sinh, apoptosis, viém va ting san xuit chat nén
ngoai bao [3]. Lysosome déng mot vai tro quan trong
trong chét té bao va ton thwong md do thude va chat
doc [4]. Réi loan chirc ning Lysosome c6 thé dan dén
thiéu tiéu hoa protein thuong xuyén bi phan huy boi
céc lysosome & d6, dan dén tang thoi gian ban hily cia
protein va gy ra tich tu sd luong protein bat thuong
trong té bao [5].

Han et al. [6] dd chirng minh su biéu hién rd rét cua
KIM-1 trong thin mau sinh thiét tir sau bénh nhan bi
hoai tir éng than cép tinh, va phat hién théy mirc KIM-
1 trong nudc tiéu ting cao sau lan kham ban dau thiéu
mau cuc bd than xac pham, truée khi xuat hién phoi
trong nudc tiéu.

Céc chat dién giai trong chat 1ong co thé xay ra dudi
dang cac ion tuy do hoac mot phﬁn lién két véi cac
protein. Viéc duy tri ndng d6 chat dién giai chinh xac
trong dich co thé 1a rat quan trong va lam réi loan can
bang dién giai, ding dé chan doan nhiing thay ddi trong
chtrc nang than va chuyén hoa. Mot loat cac bénh than
va rbi loan dién giai c6 thé két qua ciia cac loai thube da
duogc str dung dé diéu tri bénh é4c tinh. Trong nghién ctru
ctia chiing t6i, két qua ctia nhitg bénh nhan duoc diéu
tri cho thay khong co ¥ nghia thay d6i nong do natri,
kali va clorua trong huyét thanh.

Viém bang quang xuit huyét cip tinh 1a mot bién
chimg phién toai khi sir dung Cyclophosphamide liéu
cao. Viém bang quang cép tinh, dang nhiém doc bang
quang phé bién nhét, duoc dic trung boi kho tiéu tiéu
nhiéu 1an, tiéu ra mau, khong co6 vi khuén niéu. Viém
bang quang thuong phat trién trong vong 24 dén 48
gio sau khi tiép xtic voi thude va kéo dai 5-7 ngay [7].
Trong nghién ctru cua ching t6i, tac dung phu thuong
gdp trén lam sang cua Cyclophosphamide lén chuc
nang thén va bang quang d6 la dau ha vi (13,24%),
tiéu mau (16,17%). Cac biéu hién it gdp hon 14 tiéu rit
(10,29%), tiéu budt (8,82%), tiéu duc (5,88%) va tiéu
kho (4,41%). Piéu nay phu hop véi cac bao cdo trén
thé gi6i rang doc tinh trén bang quang duoc tim thiy ¢
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4 — 36% bénh nhan sir dung thude nay [8].

Céc trudng hop ning biéu hién bang ching dai ra mau,
¢6 cuc mau doéng dan dén tic nghén niéu quan. PP
Varma di bao cdo truong hop cdu bé 15 tudi biéu hién
kho tiéu va tiéu ra mau sau 10 ngay ding lidu thir 2 ciia
Cyclophosphomide, soi bang quang cho thay niém mac
bang quang ting tiét lan toa v4i nhiéu viing ton thuong
ban xuat huyét co kich thudc tir 1 dén 5 mm dang chay
mau tich cuc [9]

Viém bang quang cip tinh xay ra & 30% bénh nhén sir
dung Cyclophosphamide liéu cao, doc tinh c6 1& lién
quan dén lidu luong vi hau hét cac bao cdo vé viém bang
quang xuat huyét déu sau khi sir dung Cyclophosphamide
lidu cao hodc kéo dai. Tén thwong bang quang do
acrolein, mot chit chuyén hoa ciia Cyclophosphamide,
c6 tac dung gay doc truc tiép Ién niém mac. Mac du
viém bang quang xay ra trong vong 24-48 gio, nhung
c¢6 truong hop xuat hién dén mot thang sau khi ngimg
thudc khong phai 1a hiém. Trong nghién ctru ciia ching
toi, ty 1€ bénh nhan dugc chan doan viém bang quang
xuit huyét sau khi str dung Cyclophosphamide trong
phac d6 hoa tri diéu tri ung thu v 1a 13,2%, thip hon
nhiéu so véi cac bao céo trén thé gisi. Piéu nay duoc 1y
giai 1a do cac chién lugc 1am sang khi d6i mit véi phan
g ¢6 hai do Cyclophosphamide gay ra déi véi hé tiét
niéu, bao gdm ting cudng hydrat hoa cho bénh nhan va
su dung Mesna va Furosemide. Trong cac truong hop
bénh nhan bi suy than ning, tdt hon né dung Mesna
thay thé cho qua trinh Hydrat h6a. Mesna dugc sir dung
v6i liéu twong duong 60% Cyclophosphamide chia 1am
3 liéu: 15 phut truée khi st dung Cyclophosphamide,
sau khi sir dung Cyclophosphamide va 4 hoéc 8 gio sau
Cyclophosphamide. Mesna lam giam su lang dong cua
acrolein (mot chat chuyén hoa cua cyclophosphamide),
do d6 ngin ngira viém bang quang xuit huyét. Dé
giam sy tiép xuc cua duong tiét niéu vai acrolein, bénh
nhan nén dugc bd sung nude ddy du trude, trong va
sau khi st dung Cyclophosphamide, do do, tai thoi
diém nhép vién, bénh nhan dugc truyén 1 lit dich trudc
khi st dung Cyclophosphamide duong tinh mach.
Cyclophosphamide c6 thé dugce st dung bét ctr lic
nao. Doi lai, viée truyén mesna phu thudc vao viéc st
dung cyclophosphamide. Mesna c6 thé dugc st dung
bang duong udng hodc dudng tiém (tiém dudi da hodc
tiém tinh mach).

Céc bién chimg bén canh viém bang quang xuét
huyét cép tinh bao gdm xo hoa bang quang va ung
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thu biéu mo, ung thu than. Ciing di c6 hai nghién
ctru bénh chimg vé ung thu bang quang lién quan dén
cyclophosphamide. Kaldor va cong su (1995) da diéu
tra 63 truong hop ung thu bang quang sau ung thu
budng trimg, va phat hién ra rang so v6i phau thuat don
thuan, nguy co tuong ddi lién quan dén hoa tri liéu c6
chira cyclophosphamide 1a tic nhan duy nhét giy ung
thu bang quang 1 4,2 (P = 0,025) néu khong cua xa
tri, va 3,2 (P = 0,08) voi xa tri [10]. Travis va cong
su (1995) da nghién cuu 31 truong hgp ung thu bang
quang va 17 trudng hop ung thu than ciing nhu cac ddi
chimg phti hop trong mot nhém thuan tap gém nhiing
nguoi sdng sét sau 2 nim méic bénh ung thu hach khong
Hodgkin. Nguy co tuong dbi lién quan dén diéu tri
bing cyclophosphamide 13 4,5 (P <0,05) déi v6i ung
thu bang quang va 1,3 dbi v6i ung thu than. Céc bién
chimg nay thuong xut hién sau thoi gian dai, thuong 1a
mot vai nam hodc lau hon, trong giéi han thoi gian cua
nghién ctru, chiing t6i c6 khao sat nhung khong thay
bét ki tridu chimg nao ctia cac bién ching duoc dé cap
& trén. Diéu nay nhin manh ring, cc bién chimg trén
c6 thé xuat hién ngay ca khi khong dung liéu luong cao
Cyclophosphamide.

Trong cac dbi tugng nghién ctru, co 42/68 bénh nhan
trong nhom nghién ctru c6 két qua ndi soi bang quang.
Két qua noi soi bang quang cua 42 bénh nhan nhém
nghién ctru sau khi diéu trj bing Cyclophosphamide c6
19,05% bénh nhan co ton thuong. Trong d6, 14,29%
viém niém mac bang quang, 4,76% c6 biéu hién loét va
hoai tir, khong c6 truong hgp nao dugce ghi nhan 1a teo
bang quang.

5. KET LUAN

Tac dung phu thuong gip trén lam sang cua
Cyclophosphamide 1én chirc nang than va bang quang
doladauhavi(13,24%), tiéu mau (16,17%). Trong nudc
tiéu trude va sau khi didu tri bang Cyclophosphamide
co6 su thay ddi Microalbumin (tt  5,24+0,64 1én
16,214£2,01mg/dl).

Két qua ndi soi bang quang cta 42 bénh nhan nhém
nghién ctru sau khi diéu trj bing Cyclophosphamide c6
19,05% bénh nhan co tén thuong. Trong do, 14,29%
viém niém mac bang quang, 4,76% c6 biéu hién loét

va hoai tu, khong c6 truong hop nao dugc ghi nhan la
teo bang quang. Ti 1¢ bénh nhan cé ddc tinh trén bang
quang la 13,2%, ti 1¢ bénh nhan khéng c6 ddc tinh trén
bang quang la 86,8%.
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