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V. KET LUAN

DPay la mot trong nhiing nghién cfru dau tién
tai Viét Nam danh gia hiéu qua cla quy trinh tdm
trudc phau thuat trong viéc gidm tai lugng vi
khuan trén da dua trén mét quy trinh chi tiét va
c6 tinh ('ng dung. Tam trudc phau thuat hai lan
v6i CHG-4% lam giam dang ké ndng dd vi khuén
trén da, do dé cho thay tiém nang trong viéc
ngan ngufa NKVM. Tuy nhién, cac nghién clru sau
han van la can thiét dé thuyet phuc hiéu qua cta
viéc tdm trudc phau thudt bdng CHG-4%.
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KET QUA PIEU TRI BEVACIZUMAB KET HQ'P HOA TRI
TRONG UNG THU BUONG TRU’NG GIAI POAN MUON

TOM TAT

Muc tiéu: Nghién c(tu nay nhdm muc dich danh
gid két quad va doc tinh clta diéu tri ung thu budng
triing giai doan mubn bang phéc do hoa chat két hgp
bevacizumab. Dm tugng va phuong phap Ngh|en
clru mo ta lam sang héi clru ket hgp tién clu, trén 30
bénh nhan ung thu biéu md budng triing tai phat nhay
platinum dugc diéu tri phac do hoad chat két hgp
bevacizumab tai Bénh vién K tir thang 1/2019 dén
thang 6/2022. Cac benh nhan dugc danh gla dac dlem
lam sang, can lam sang, tinh trang dap Ung, song
thém va ddc t|nh Két qua: Tudi Jtrung binh la
53,8+9,76. Thé md bénh hoc terdng gdp la thé thanh
d|ch ch|em ti 16 73,3%. Ty I& kiém soat bénh cao
(86,7%), c6 3 (10%) be_nh nhan dap Lrng hoan toan,
12 (40%) bénh nhan dap rng mot phan ty 1é dap Ung
chung la 50%. Trung vi thdi gian s6ng thém khong
tién trién (PFS) 1a 17,7 thang va cd lién quan dén tinh
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Phang Thi Huyén?, Nguyén Thi Hoa!

trang phau thuat khi tai phat, khong cd lién quan tdi
nhém tudi, toan trang hay phac do hoa chat ket hgp.
Phac do tu‘dng ddi an toan, ty & giam bach cau hat
chu yéu mirc do 1,2, it gap ha dd 3,4, Tac dung khéng
mong muén ngoai hé tao huyét can chd y la ting
huyét ap do 1,2 gdp & 4 bénh nhan va thung rudt gap
6 1 bénh nhan. C6 1 bénh nhan phai ding diéu tri
bevacizumab va khéng c6 bénh nhan tr vong lién
quan dén diéu tri. Ket luan: Day la phac dd phu hgp
vé tinh hiéu qua va an toan cho cac bénh nhan
UTBMBT tai phat di can, cho ty 1& kiém soét bénh cao
va tuadng dai an toan.

T&' khda: Ung thu biéu md budng tring,
Bevacizumab

SUMMARY

BEVACIZUMAB AND CHEMOTHERAPY IN
PATIENTS WITH STAGE IV AND
RECURRENT PLATINUM-SENSITIVE

OVARIAN CANCER
Background: The objective of this study was to
assess the the efficacy and safety of bevacizumab with
chemotherapy in platinum-sensitive recurrent and
stage IV ovarian cancer. Patients and methods:
The study was designed as a retrospective and
prospective study, in which 30 patients with platinum-
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sensitive recurrent or stage IV ovarian carcinoma who
were treated with at least 3 cycles of bevacizumab and
chemotherapy at K Hospital from 1/2019 to 6/2022.
We assessed clinical characteristics, treatment
response, survival, and toxicity. Results: The mean
age was 53.849.76. The high-grade serous
adenocarcinoma accounted for 73.3%. The disease
control rate was high (86.7%), there were 3 (10%)
patients with complete response, 12 patients (40%)
with partial response, accounting, the overall response
rate was 50%. Median progression-free survival (PFS)
was 17.7 months and was independent of surgical

status at relapse, age group or combination
chemotherapy regimen (p>0.05). The rates of
neutropenia grade 3.4 was low. Grade 1,2

hypertension was noted in 4 patients and no grade 3
or higher hypertension was reported. One patient
experienced GI perforation and had to discontinue the
treatment. Conclusions: The addition of bevacizumab
to standard chemotherapy was proven efficacy and
safety in patients with platinum-sensitive recurrent
and stage IV ovarian cancer.
Keywords: Ovarian cancer, Bevacizumab

I. DAT VAN DE

Ung thu budng tring (UTBT) la ung thu
thuding gép th& 8 va la ung thu phu khoa phd
bién ding thr ba sau ung thu ¢4 t& cung va tu
cung, dong thdi cling la ung thu tién lugng xau
nhat va ty Ié tir vong cao nhat. Mac du chi chiém
5% cac loai ung thu & nir gidi nhung la nguyén
nhan gay tif vong hang dau trong s6 cac ung thu
phu khoa. Theo Globocan 2020, s6 ca mac mdi la
313.959 ca, ti 18 m3c bénh theo tudi ASR Ia
6,6/100.000 dan. Tai Viét Nam, udc tinh khoang
1400 ca mdc va 923 ca t&r vong trong ndm 2020

Mac du da dugc diéu tri ban dau, da s6 bénh
nhan sé tai phat va can dugc diéu tri ti€p. Ty 1€
tai phat chung cla bénh nhan UTBMBT tat ca
cac giai doan khoang 62%, va tang dén 80%-
85% G bénh nhan giai doan III, IV2. DGi vGi bénh
nhan UTBMBT tai phat, bénh nhan dugc phéan
loai thanh hai nhom chinh dua vao thdi gian tai
phat tir khi két thac diéu tri. Nhitng bénh nhéan
cd thdi gian tai phat tir 6 thang trd Ién sau diéu
tri ban dau véi phac do héa tri cé platinum dugc
goi la nhom “nhay cam vdi thubc platinum™ .
Hoa tri két hogp cd carboplatin la mét phac do6
hoa tri cd hi€u qua trong diéu tri ung thu budng
trirng tai phat con nhay cam platinum?

Viéc két hgp thém thubc khang sinh mach
bevacizumab tang hiéu qua s6ng thém bénh
khdng tién trién cho cac bénh nhan giai doan
tién trién, tai phat di cdn*. Doc tinh dugc bao céo
trong cac nghién cru vé phac do6 la chdp nhan
dugc®. Hién nay phac do6 hod chat két hgp
bevacizumab trong diéu tri ung thu bu6ng trirng
giai doan muén da dugc chap thuan sir dung tai

Viét Nam va dugc sir dung rong rai tai Bénh vién
K, tuy nhién con it nghién cru vé vai tro cla
phac d6 trén2. Vi vay chdng toi tién hanh nghién
cru dé tai nay véi muc dich danh gia két qua va
doc tinh cla diéu tri ung thu bubng tring giai
doan mudn bdng phac d6 hdéa chat két hop
bevacizumab.

I1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. D6i tugng nghién ciru

Tiéu chuén lua chon bao gdm bénh nhan
nhifng bénh nhan tir 18 dén 70 tudi, c6 chan
dodn md bénh hoc ung thu bi€u mé budng
triing, dugc chan doan UTBMBT giai doan IV tai
thsi diém chan doan hodc tai phat, di c&n nhay
platin (thGi gian tai phat sau 6 thang tinh tir thdi
diém két thiic phac d6 hda tri c6 platin trudc do).
Cac bénh nhan co diém toan trang PS = 0-2, xét
nghiém danh gia chdc ndng gan than, huyét hoc
trudc diéu tri & gidi han cho phép diéu tri, khdng
c6 bénh ly huyét khéi hay xudt huyét tir do 3 tra
lén. Bénh nhan dugc diéu tri bang phac do co
bevacizumab va hoa tri co platin. Bénh nhan
dudc diéu tri it nhat 3 chu ky.

Tiéu chudn loai trirbao gdbm cac BN dugc
chén doan co di cdn ndo hodc mang ndo, bénh
nhan mac cac bénh man tinh khac cd nguy co t&r
vong gan hodc bénh nhan mac ung thu thir 2.

2.2. Thiét ké nghién ciru

- Thiét ké nghién cru: Nghién clru mo ta lam
sang hoi ciru két hgp tién cuu. B

- C8 mau va chon mau: Chon mau thuan
tién, ap dung phuong phap lay mau thuan tién,
khong xac sudt. 30 bénh nhan ung thu budng
trlng giai doan mudn diéu tri phac do
bevacizumab két hdp hoa tri cd platin tai Bénh
vién K tir thang 1/2019 dén thang 6/2022 du tiéu
chudn nghién cllu dugc thu thip thdng tin
nghién clu.

- Cac bénh nhan dugc danh gid dic diém
ldm sang, can lam sang, danh gia dung nap diéu
tri, danh gid dap Ung diéu tri (theo RECIST 1.1).
theo doi sau két thic diéu tri phac do (thdi gian
theo doi 2-3 thang/lan ghi nhan: tinh trang diéu
tri (budc 2, budc 3...), phac do diéu tri sau do;
tinh trang bénh (tién trién, 6n dinh); tinh trang
sOng con cla ngudi bénh; doc tinh diéu tri (theo
CTCAE ctia WHO 2001)), danh gia thgi gian song
thém khéng tién trién va ty & dap (ng.

- Phac d6 sur dung trong nghién ctiu

- Bevacizumab 15mg/kg, pha vdéi 250ml
natriclorua 0,9% truyén tinh mach trong 30-60
phut, ngay 1 két hgp véi mét trong hai phac do
hod chat:
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- Gemcitabine 1000mg/m2 pha vdi 250ml
natriclorua 0,9% truyén tinh mach trong 30-60
phat, ngay 1,8 két hgp vdi carboplatin AUC4-5,
pha vgi 250ml dung dich glucose 5% hoac
natriclorua 0,9% truyén tinh mach trong vong
30-60 phut, truyén ngay 1, chu ki 21 ngay.

- Hodc paclitaxel 175mg/m2 pha véi 500ml
natriclorua 0,9% hodc glucose 5% truyén tinh
mach trong 3 gid, ngay 1 két hgp vdi carboplatin
AUC 5-6, pha véi 250ml dung dich glucose 5%
hodc natriclorua 0,9% truyén tinh mach trong
vong 30-60 phut, truyén ngay 1, chu ki 21 ngay.

2.3. Xtr ly s0 liéu: Phan mém SPSS 22.0

Ill. KET QUA NGHIEN cU'U
3.1. Giai doan bénh chan doan ban dau,
dic di€m md bénh hoc va vi tri tai phat, di can
Bang 1. Giai doan bénh chén dodn ban
diu, dic diém mé bénh hoc va vi tri tdi
phat, di can

Thgi gian
6-12 thang 15 65,3%
>12 thang 8 34,7%
Phuong phap diéu tri ban dau
Ph&u thuat va héa chat [21(70%)] 70,0%
Phau thuat va hda chat
ké&t hdp bevacizumab 2(6,7%) | 6,7%
Chua diéu tri 7(23,3%)| 23,3%
Budc diéu tri
1 26 86,7
2 3 10,0
3 1 3,3
Tong 30 100%

Nhan xét: Co 23/30 bénh nhan tai phat di
cén, 65,3 bénh nhan cé dic diém tai phat tir 6-
12 thang, 34,7% bénh nhan tai phat trén 12
thang. Trong nghién cfu da s6 cac bénh nhan
chua diéu tri bevacizumab trudc d6, cé 7 bénh
nhan chua tirng diéu tri la cac bénh nhan giai
doan 1V tai thdi diém chan doan. Ti 1& bénh nhén

Nh3n xét: Tubi trung binh 13 53,8+9,76.
Thudng gdp nhém tudi dudi 60 tudi, chiém ty I&
73%. Hau hét cac bénh nhan & giai doan III tai
thdi diém chan doan ban dau, chiém 66,7%,
khdng c6 bénh nhan giai doan I tai thdi diém
chan doén. Ung thu biéu md thanh dich chiém ti
Ié cao nhat 73,3%. Trong nghién clfu cac vi tri
tai phat tai phic mac, gan, mang phéi la cac vi
tri thudng gap nhat, chiém ty |é tudng Ung la
73,3%, 16,7%, 13,3%.

3.2. Dic diém thdi gian tai phat, diéu tri
ban dau va buéc diéu tri cua BN nghién ciru

Bdng 2. Pic diém thoi gian tii phat,
diéu tri ban dau va buodc diéu tri cua BN
nghién cuu

S0 bénh
nhan

Tylé
(%)
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[ S6 bénh nhan[Ty I& (%) diéu tri buGc mot chiém ti 1€ cao nhat 86,7%.
Giai doan 3.3. Pap Uung diéu tri
II 3 10,0% Bang 3. Pap irng diéu tri
I 20 66,7% Pap U'ing (N) %
I\ 7 23,3% Hoan toan 3 10,0
Mo bénh hoc MOt phan 12 40,0
Thanh dich 22 73,3% Bénh gilr nguyén 11 36,7
NOi mac 5 16,7% Ti€n trién 4 13,3
TE bao sang 2 6,7% Tong 30 100
Thé nhu 1 3,3% Nhan xét: C6 3 bénh nhan dap (ng hoan
Vi tri tai phat di can toan, chiém 10%, 12 bénh nhan dap Ung mot
Phuc mac 22 73,3 phan, chiém 40%, ty 1& ddp (ing chung 13 50%.
_Phoi 3 10,0 C6 11 bénh nhan chiém 36,7% bénh gilt nguyén,
Mang phoi 4 13,3 13,3% bénh tién trién. Ty & kiém soat bénh (bao
Gan > 16,7 gom dap (ing hoan toan, dap (ng mot phan va
Haccitpr}fgﬁgcdon g 160170 bénh gilf nguyén) la 86,7%.
T5ng 30 100.0% 3.4. PFS va mot so yéu to Ilen”cT|:|‘:n

i

PFS

FFS

2000 0
Thei glan (thang)



TAP CHi Y HOC VIET NAM TAP 525 - THANG 4 - SO 1A - 2023

PFS

o8-

|
0.6 ‘
0.4

2000
Thel glan (thang)

PFS

B
Thél glan (Thang)

Phiu thudt khi
bénh tai phat

Thvi gian bénh khéng tién trién (PFS)

Théi gian (théng)
Biéu dé 1. Thoi gian séng thém bénh
khéng tién trién

Nhéan xét: PFS trung vi 17,7 thang; PFS 1
nam 76,9%; PFS 2 nam 23,1%. Khoéng co su
khac biét vé PFS lién quan dén tudi, toan trang,
phac d6 hda chat s dung, nhéom c6 phau thudt
hay khong khi bénh tai phat (p>0,05).

3.5. Poc tinh lién quan dén diéu tri

Bang 4. Doc tinh lién quan dén diéu tri

Tang doé 3 0 0
Tang do6 4 0 0
Non
Khong non 17 56,7
No6n do 1 11 36,7
No6n do 2 2 6,7
No6n do 3 0 0
No6n do 4 0 0
Tang huyét ap
Khong tang 26 86,7
bo1 3 10,0
Do 2 1 3,3
bo 3 0 0
Do 4 0 0
Thing ruét
Co 1 3,3
Khéng 29 96,7

- So6 bénh nhan | Tilé
Poc tinh (N=30) %
Bach cau hat
Khong giam 14 46,7
Ha d6 1 9 30,0
Ha do6 2 4 13,3
Ha do6 3 2 6,7
Ha do 4 1 3,3
Men gan
Khong tang 22 73,3
Tang do 1 7 23,3
Tdng do 2 1 3,3

Nhén xét: Ty |é giam bach cau da nhan
trung tinh do 1;2 xay ra trén 13 bénh nhan, do
3;4 la trén 3 bénh nhéan, chiém 10%. Tang men
gan do 1 la 26,6% s6 bénh nhan, tdng do 3;4 la
0%. Non do 1;2 gap 6 13 bénh nhan, khong cé
bénh nhan nao non do 3,4. Bi€én chling tang
huyét ap gap trén 4 bénh nhan mdc dé 1;2.
Khong cé bénh nhan tdng huyét ap do 3;4.
Thing rudt xay ra trén 1 bénh nhan, chiém ti &
3,3%.

IV. BAN LUAN

Nghién cltu cia chiing tdi danh gid déc diém
ldm sang, can lam sang, két qua va doc tinh cla
diéu tri ung thu bubng tring giai doan muodn
bang phac do hda chat két hogp bevacizumab.
Trong nghién clru cta chdng t6i, tudi nho nhat Ia
31, I6n nhdt 73, tudi trung binh la 53,8+9,76,
diéu nay phu hgp vdi tinh hinh dich té va tinh
chdt bénh ly cia UTBMBT, so véi phu nir tré thi
phu nit I6n tudi mac ung thu budng tring khé
dat dudgc t6i vu hon do thé trang kém hon va cac
bénh ly phoi hop®.

Trong nghién clu cta chdng toi, giai doan
bénh chan doan ban dau, hdu hét cac bénh nhan
& giai doan III tai thdi diém chan doan ban dau,
chiém 66,7%. Két qua nay cling hoan toan phu
hgp véi cac nghién ciu dich té lién quan dén
UTBMBT trong d6 nhan thdy bénh thudng dién
bién am tham vdi triéu chirng khong dac hiéu
hodc khong ¢ triéu ching & giai doan sém. Hau
hét bénh nhan dugc phat hién & giai doan mudn.
Vé mo bénh hoc, trong nghién cfu cta ching toi
cac u thanh dich ac tinh chiém ty Ié cao nhat
73%. Cac nghién clru trén thé gidi co ty 1€ cac u
thanh dich &c tinh chiém 75% téng s6 cac thé
cla UTBMBT
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Két qua nghién cltu cho thay 65,3% bénh
nhan tai phat tai thdi diém trén 6 thang dén 12
thang sau khi diéu tri héa chat cé platinum trudc
dd, 26,3% bénh nhan tai phat sau 12 thang dén
24 thang. Khoang thdi gian khong platium (PFI)
¢d tudgng quan vdi thdi gian song bénh khoéng
tién trién va thdi gian séng con toan bd. Trong
nghién cu cua ching tdi, da s6 cac bénh nhan
trudc do6 déu dudc diéu tri triét cin bang phau
thuat va hoa tri. C6 hai bénh nhan truéc dé da
tirng diéu tri bang bevacizumab cho diéu tri duy
tri. C6 7 bénh nhan giai doan IV chua ting diéu
tri trudc d6. Trong NC GOG 0123, ti 1€ bénh
nhan da dugc diéu tri bevacizumab trudc do
chiém 10% .

Két qua dap Ung chung cla phac d6 theo
bang 3.4 c6 3 bénh nhan dap ('ng hoan toan,
chiém 10%, 12 bénh nhan dap U'ng mot phan,
chiém 40%, ty I1é dap Ung chung la 50%. Nghién
cu GOG 0213, ti Ié bénh nhan dat dap Ung
hoan toan la 32%. Trong nghién clifu OCEANS, ti
|é dap Uing toan b6 dat dudc & nhdm cd két hgp
bevacizumab la 78,5%, cao hon trong nghién
clfu cta chdng t6i. Trong nghién clru cla ching
tdi, trung vi thdi gian s6ng thém khéng tién trién
PFS la 17,7 thang; PFS 1 ndm dat 76,9% va tai
thdi diém 2 ndm 13 23,1%. Trong nghién clu
GOG 0213, thdi gian sdng thém bénh khong tién
trién trung binh 13 13,8 thdng & nhdm hod chét
két hgp véi bevacizumab, so véi hoa tri don
thuan la 10,4 thang, cd y nghia thong ké.

Trong nghién citu OCEANS, PFS dat dugc &
nhoém bénh nhan cé két hgp bevacizumab la 12,4
thang.

Trong nghién clu cla chdng t6i khéng tim
dugc mdi tuong quan gitta PFS v8i nhdm tudi, chi
s0 toan trang hay phac d6 hoa chat PC hoac GC.

Bén canh viéc danh gia tac dung cta thudc
Ién tinh trang bénh, bac si lam sang con can phai
chd y dén nhitng tédc dung khéng mong mudn
gay ra bdi héa chat. Ty Ié giam bach cau hat do
1,2 & 13/30 bénh nhan, giam do 3;4 gap & 3
bénh nhan, chiém 10%. Tac dung khéng mong
muon trén chifc nang gan than gap vdi ti 1€ thap.
Tang huyét ap la doc tinh thudng gap khi sir
dung bevacizumab. Trong nghién clfu cta ching
toi, c6 4 bénh nhan xudt hién doc tinh tdng
huyét ap. Tuy nhién mdc do 1;2. Khong co bénh
nhan tdng huyét ap nguy hiém tinh mang.

Trong nghién cru clia ching téi cd6 mot bénh
nhan xuat hién thang rudt sau 3 chu ki diéu tri
hoa chat két hgp véi bevacizumab, day la mét
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bénh nhan ung thu bubng tring tai phat di can
khong phau thuat khi tai phat, khong co tién sur
xa tri khung chu. Thung rudt cé thé gla thiét do
nhiéu nguyen nhan khac nhau. C4 thé do cac ton
thudng di can rudt non dap ung sau diéu tri dan
dén v& rudt non, hodc cé thé do tac dung phu
clia thubc. Bénh nhan nay sau dé dugc md cap
clru va én dinh, tiép tuc diéu tri hod chat va
dirng bevacizumab.

V. KET LUAN

Phac do hoa chat két hgp vdi bevacizumab
st dung diéu tri UTBMBT tai phat nhay cam
platinum 1a phac do phu hgp vé tinh hiéu qua va
an toan cho cac bénh nhan UTBMBT tai phat di
can, cho ty 1& kiém sodt bénh cao va tucng d6i
an toan.
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