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HIEU QUA CUA PHAC bO CARBOPLATIN/ PACLITAXEL
CO HOAC KHONG CO BEVACIZUMAB TRONG UNG THV
BIEU MO BUONG TRUNG GIAI DPOAN TIEN XA
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TOM TAT:

Muc tiéu: Panh gid hiéu qud cia phdc d6 Carboplatin — Paclitaxel +/-
Bevacizumab trong diéu tri ung thuw biéu mé buong trimg giai doan tién xa tai Vién Ung
Buou & Y Hoc Hat Nhan — Bénh vién Quan y 175.

Poi twong va phwong phdp nghién ciru: Sir dung thiét ké mé ta hoi ciru trén 37
bénh nhdn cé chan dodn ung thw biéu mé buong triemg giai doan tién xa tir 1/2019 dén
1072022 tai Vien Ung Buou & Y Hoc Hat Nhan — Bénh vién Quan y 175.

Két qua: Ty 1é déap vmg chung la 75,6%. Trong dé c6 37,8% bénh nhdn ddp img
hoan toan, 37,8% bénh nhdn dap vng mot phdn, 10,8% bénh on dinh, 10,8% bénh tién
trién. Ty 1¢ kiém sodt bénh 86,4%. Phdc do cé déc tinh thap. Trung vi thoi gian song
thém khong bénh tién trién la 18,3 thiang.

Két ludn: Phac do Carboplatin — Paclitaxel +/- Bevacizumab sw dung diéu tri

ung thu biéu mé buong trieng la phdc do phi hop vé tinh hiéu qua va an toan.
Tir khéa: ung thuw buong trisg, Carboplatin, Paclitaxel, Bevacizumab.

EFFICACY OF CARBOPLATIN/ PACLITAXEL WITH OR WITHOUT
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Objective: To evaluate the effectiveness of Carboplatin/ Paclitaxel with or

without Bevacizumab in the treatment of advanced epithelial ovarian cancer at Institute
of Oncology and Nuclear Medicine, Military Hospital 175.

Subject and methods: Using a retrospective descriptive design on 37 patients

with diagnosis of advanced epithelial ovarian cancer from 1/2019 to 10/2022 at Institute
of Oncology and Nuclear Medicine, Military Hospital 175.

Result: The overall response rate was 75,6%. In which there were 37,8%

complete response, 37,8% partial response, 10,8% stable disease, 10,8% progressive

disease, 86,4% disease control rate. The regimen has low toxicity. Median progression

free survival was 18,3 months.

Conclusion: Regimen of Carboplatin/ Paclitaxel with or without Bevacizumab in

advanced epithelial ovarian cancer is an appropriate regimen terms of efficacy and safety.

Keywords: ovarian cancer, Carboplatin, Paclitaxel, Bevacizumab.

1. PAT VAN PE

Ung thu budng trimg (UTBT) la
mot trong nhitng ung thu phu khoa thuong
gip & phu nit Viét Nam va thé gigi. Nam
2020 trén toan thé gidi co gan 314.000
phu nit duoc chan doan mic UTBT va hon
207.000 nguoi tr vong vi can bénh nay.
Tai Viét Nam, nam 2020 c6 khoang 1404
truong hop méi mic va khoang 923 ca tir
vong do UTBT, 1 bénh pho bién thir 3
trong cac bénh ung thu phu khoa va thtr 7
trong cac bénh ung thu ¢ phu nir [1].

UTBT ¢6 mé bénh hoc rat da
dang, 80-90% 14 loai biéu md, 5-10% la
ung thu té bio mam va khoang 5% ung thu
c6 ngudn gbc md dém. Mic du di c6 nhiéu
nd lyc trong chan doan va diéu tri, nhung
co td1 87% bénh nhan da ¢ giai doan tién

xa tai thoi diém chan doan. Thoi gian song
thém sau diéu tri phu thudc nhiéu vao giai
doan bénh [2].

Piéu tri ban dau cua ung thu biéu
mo budng tring (UTBMBT) chu yéu 1a
phau thuat két hop hoa tri, phac do hoa
tri ¢6 platinum duoc xem la phac do tiéu
chuan. Ty 18 tai phat chung ctia bénh nhan
UTBMBT tat ca cac giai doan khoang
62% va ting dén 80-85% & bénh nhan giai
doan III, IV. Cac nghién ctru trén thé gidi
cho thay phac do Carboplatin — Paclitaxel
st dung budc 1 trong UTBMBT giai doan
tién xa cho ty 1& dap tng tét, kéo dai thoi
gian song thém khong bénh tién trién [3].

Bevacizumab 13 mot khang thé don
dong khang yéu t6 tang truéng ndi mé mach
mau c6 kha ning gin két voi tat ca dong
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dang VEGF-A, do d6 s& tric ché qua trinh
tang sinh mach va hoat héa té bao ung thu.
Nhiéu nghién ctru 1dm sang di ching minh
tac dung cla Bevacizumab trong diéu tri
khoi dau ciing nhu trong diéu tri tai phat di
can cho bénh nhan UTBMBT. Tai Viét Nam
da bat dau sir dung thude nay két hop hoa
chit tir 2014 nhung chwa c6 nhiéu nghién
ctru danh gia hiéu qua ca phac do [4],[5].

Nghién ctu nay dugc thuc hi¢n
vol myc tiéu: “Panh gia ty 1¢ dap ung,
doc tinh va thoi gian séng thém khong
bénh tién trién cua phac do Carboplatin
— Paclitaxel +/- Bevacizumab trong bénh
nhan UTBMBT giai doan tién xa tai Vién
Ung Budu & Y Hoc Hat Nhan — Bénh vién
Quany 175”.

2. POI TUQNG VA PHUONG
PHAP NGHIEN CUU

2.1. Thoi gian, dia diém nghién
ctru: Tir 1/2019 dén 10/2022, theo dai dén
hét 10/2023 tai Vién Ung Budu & Y Hoc
Hat Nhan — Bénh vién quan y 175.

2.2. P6i twong nghién ciru

2.1.1. Tiéu chudn lya chon

- Bénh nhan nir tir 18 tudi tré 1én

- C6 chan doan mo bénh hoc ung
thu biéu mo budng tring

- Giai doan IIT - IV (AJCC 8)

- Phai xac dinh duoc cic ton
thuong dich dé danh gia dap ung

- Bénh nhén dugc diéu tri bang phac
d6 Carboplatin — Paclitaxel +/- Bevacizumab
chu ky 21 ngay, it nhét 3 chu ky
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- Diém toan trang PS=0, 1, 2

- Xét nghiém danh gid chuc nang
gan, than, huyét hoc truéc diéu tri ¢ gi6i
han cho phép hoéa tri: bach ciu tong >
3x10%/uL, bach cau trung tinh > 1.5x10%/
uL, tiéu cau > 100x10%pL, hemoglobin
> 9 g/dL, bilirubin toan phan < 1.5 ULN,
AST, ALT <3 ULN, creatinine < 1.5 ULN

- C6 hd so ghi nhan thong tin day du

2.2.2. Tiéu chudn logi trir

- C6 bénh cip va mén tinh trAm
trong c6 nguy co gy tir vong gan

- C6 bénh ung thu khac kem theo

2.3. Phuwong phap nghién ciru

2.3.1 Thiét két nghién ciru: Nghién
ctru md ta hdi ctru.

2.3.2 C& mdu va chon mau: Chon
mau thudn tién. T4t ca cac bénh nhan dam
béo céc tiéu chuén lya chon va loai trir &
trén 2 n=37.

2.3.3. Cac budée tién hanh:

Lua chon danh gia bénh nhan theo
dung céc tiéu chuan lya chon.

Bénh nhéan duoc diéu tri theo mot
trong hai phac do duéi day:

- Paclitaxel 175 mg/m? truyén tinh
mach ngay 1, Carboplatin AUC 5-6 truyén
tinh mach ngay 1, chu ky mdi 21 ngay x
6 chu ky.

- Paclitaxel 175 mg/m? truyén tinh
mach ngay 1, Carboplatin AUC 5-6 truyén
tinh mach ngay 1, chu ky mdi 21 ngay x
6 chu ky, Bevacizumab 7.5mg/kg truyén
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tinh mach ngay 1, chu ky mdi 21 ngay x
17 chu ky.

Trude mdi dot diéu tri, bénh nhan
dugc lam xét nghi¢ém huyét hoc, chuc
ning gan, than dé danh gia doc tinh theo
tiéu chuan CTCAE 5.0.

Péanh gia dap ung sau mdi 3 chu
ky diéu tri hodc néu 1am sang co chi dinh
(nghi ngd bénh tién trién) bang kham 1am
sang, cac can lam sang hinh anh hoc (si€u
am, CT, MRI) theo tiéu chuan RECIST 1.1.

Thoi gian song thém khong bénh

3. KET QUA NGHIEN CUU

tién trién 1a khoang thoi gian tinh tir thoi
diém bét dau diéu tri cho dén khi phat hién
bénh tién trién bang kham lam sang va
cac xét nghiém c4n 14m sang tinh dén thoi
diém dimng nghién ctru.

2.4. Xir Iy va phan tich s6 liéu

Céc thong tin duoc ma hda va
xtr 1y bang phan mém théng ké SPSS 20.
Théng ké mo ta: trung binh, d6 1éch chuén.
So sanh ty 1é: kiém dinh chi binh phuong,
kiém dinh Wilcoxon (p<0.05). Panh gia
séng con bang phuong phap Kaplan Meier.

Tat ca cac bénh nhan dam bao cac tiéu chuan lua chon va loai trir 2 n =37

3.1. Pac diém nhém nghién ciru

Bang 1: Pdc diém nhém bénh nhdn nghién ciru

Pic diém n %
Tudi trung binh 61,1 + 9,9, nhé nhat 30, 16n nhét 81
UTBM thanh dich grad cao 12 46,2
UTBM thanh dich grad thap 1 3.8
o UTBM dang ndi mac tr cung 3 11,6
M benh hoc UTBM t& bao sang 1 3,8
UTBM té bao nhay 4 15,4
UTBM kém biét hoa 5 19,2
[IA 3 8,1
1B 3 8,1
Giai doan IIIC 14 37,8
IVA 4 10,8
IVB 13 35,2
. e PC 8 21,6
Phac do PC + Bevacizumab 29 78,4
x L Co 24 64,9
Phau thuat két hop Khong 3 34.1
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Tubi trung binh ctia nghién ctu 1a 61,1 £ 9,9, tudi nho nhét 13 30, tudi 16n nhat
1a 81. Pa s6 bénh nhan thude nhom tudi tir 55 — 65 tudi, chiém ty 1€ 51,4%.

Mo bénh hoc thudong gip nhat 1a ung thu biéu mé thanh dich grad cao.
Giai doan III chiém 54%, giai doan IV chiém 46%.

21,6% bénh nhan st dung phac dd Carboplatin + Paclitaxel, 78,4% bénh nhan
str dung phac d6 Carboplatin + Paclitaxel + Bevacizumab.

64,9% bénh nhan c6 phau thuat, 34,1% bénh nhan khong thé phau thuat dugc
du da co hoa tri trudc do.

3.2. Két qua diéu tri

Bang 2: Pdp img diéu tri

bap uing Sau 3 chu ky Sau 6 chu ky
Dap tng hoan toan 10 27,0 14 37,8
Pap tmg 1 phan 19 51,4 14 37,8
Bénh on dinh 7 18,9 10,8
Bénh tién trién 2,7 10,8
Tong 37 100 36 97,2

C6 2 ca chi diéu tri 3 chu ky: 1 ca tir vong do ddc tinh cta phéac do, 1 ca tién
trién sau 3 chu ky diéu tri.

Ty 1€ dap tng chung la 75,6%. Trong d6 c6 37,8% bénh nhan dap Uimg hoan
toan, 37,8% bénh nhan dap tmg mot phan, 10,8% bénh 6n dinh, 10,8% bénh tién trién.
Ty 1¢ kiém soat bénh 1a 86,4%.

Bang 3: Poc tinh diéu tri

bo 1 2 5
Giam bach cau 23 (11,4%) 14 (7,0%) 0 0
Giam bach cau hat | 41 (20,4%) 19 (9,5%) | 6(3,0%) | 3 (1,5%) 0
Giam hemoglobin | 75 (37,3%) | 27 (13,4%) | 3 (1,5%) 0 0
Ly 1

Gidm tiéu cau 13 (6,5%) 0 0 0 (0.5%)
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Tang AST 16 (8,0%) 0 0 0
TangALT 10 (5,0%)
Tang creatinine 0

C6 téng 201 chu ky hoa tri. Cac doc tinh thudng gip 1a giam bach cau, giam
bach cau hat, giam hemoglobin, da s6 1a doc tinh @6 1, 2. C6 4,5% giam bach cau hat
do 3, 4; 1,5% giam hemoglobin d6 3. Bdc tinh gidm tiéu cau, tang AST, ALT chi gap do
1 vé6i ty 16 thap. C6 1 bénh nhan (0,5%) tir vong do xuat huyét giam tiéu cau. Khong co
ddc tinh tdng creatinine.

Bang 4: Bap ung CA125

Trung binh Min — max
Trude diéu tri 859,8 + 1172,8 9 — 5204
Sau diéu tri 93,4 + 136,8 44 -516,2
Thay d6i 904,2 + 1208,0 0,42 — 49849

C6 2 ca ting CA125 sau diéu tri (6.7%), 28 ca giam CA125 sau diéu tri (93,3%).
C6 sy khac biét ndng dd CA125 trudc va sau diéu tri (p<0.001, kiém dinh Wilcoxon).
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Biéu d6 1: Thoi gian séng thém khong bénh tién trién
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C6 2 ca mat dau, 1 ca tr vong do ddc tinh diéu tri. Tinh dén thoi diém ngimg

nghién ctru c6 20 ca bénh tién trién.

Trung vi thoi gian séng thém khong bénh tién trién 1a 18,3 thang, KTC95% 11,3
—25,3. Bénh tién trién sdm nhét 1a 2,0 thang va mudn nhat 14 51,6 thang.

Survival Functions
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Biéu do 2: Thoi gian séng thém khéng bénh tién trién & 2 nhém c6 va khéng cé

Bevacizumab

Trung vi thoi gian séng thém khong bénh tién trién & nhom khong sir dung
Bevacizumab 14 15,3 thang, KTC95% 10,5 — 20,2. Trung vi thoi gian song thém khong
bénh tién trién & nhoém co sir dung Bevacizumab la 20,3 thang, KTC95% 8,4 — 32,2.
Khac biét khéng c6 ¥ nghia thong ké (p = 0.646).

4. BAN LUAN
Mot sé dac diém chung nhom
nghién ciru

Theo y van va cac nghién ctru trong
va ngoai nudc, UTBMBT c¢6 do tudi trung
binh tir 50 — 60 tudi. Theo két qua nghién
ctru ctia chiing t6i tudi trung binh 1a 61,1 +
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9,9, tudi nho nhat 1a 30 va 16n nhit 1a 81, d6
tudi gip nhiéu nhét tir 55 — 65 tudi.

V& mo bénh hoc, trong nghién ctru
cua chung t61 UTBM thanh dich grad cao
chiém ty 1€ cao nhat 46,2%, cac thé bénh
hoc khac bao gdbm UTBM thanh dich grad
thép 3,8%, UTBM dang ndi mac tir cung
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11,6%, UTBM té bao sang 3,8%, UTBM
té bao nhay 15,4%, UTBM kém biét hoa
19,2%. Nghién ctru cta tac gia Pham Thi
Diéu Ha (2021), Vii Ba Quyét (2011),
Kobel M et al (2010) ciing cho két qua
tuong tu, voi UTBM thanh dich va UTBM
dang ndi mac t& cung la nhiing thé mo
bénh hoc thuong gip nhat [6],[7],[8].

Két qua diéu tri

Pap ung diéu tri: Ty 1é dap tng
chung 1a 75,6%. Trong d6 co6 37,8%
bénh nhan dap ung hoan toan, 37,8%
bénh nhan dap Gng mot phan, 10,8%
bénh 6n dinh, 10,8% bénh tién trién. Ty
1 kiém soat bénh (ty 1&¢ dap tng hoan
toan, dap Gmg mot phan, bénh 6n dinh)
12 86,4%. Nghién ctu ICON7 cho ty 1¢
dap tng chung 1a 48% & nhom su dung
phic d6 Carboplatin + Paclitaxel va
67% & nhém diéu tri véi Carboplatin +
Paclitaxel + Bevacizumab (95%CI 11-
28, p<0.001) [4].

Poc tinh diéu tri: Cac doc tinh
thuong gip 1a giam bach cau, giam bach
cau hat, giam hemoglobin, da sé 1a doc
tinh d6 1, 2. C6 4,5% giam bach cau hat
do 3, 4; 1,5% gidam hemoglobin d¢ 3. Doc
tinh giam tiéu cau, ting AST, ALT chi gip
d6 1 voi ty 1& thap. Co6 1 bénh nhan (0,5%)
tr vong do xuit huyét giam tiéu ciu.
Trong nghién cuu ICONS, cac doc tinh
thuong gip 1a giam bach cau hat, giam

hemoglobin, giam tiéu cau, rung téc, nén
6i, yéu co, dau do than kinh véi doc tinh
do 1,2 xay ra & >50% truong hop, do 3,4
khoang 5-7% [9]. Nghién ctru cua ching
t6i co ty 1& doc tinh thap do lidu thudc
diéu tri thuong s& thdp hon liéu chuén,
va cac bénh nhan khi hoa tri s€ duoc theo
ddi sat, cling nhu st dung cac thudc bd
tro nham han ché tac dung phu cho bénh
nhan. Ngoai ra khi st dung Bevacizumab
cling c¢6 thém cac tac dung phu nhu tang
chay mau, ting huyét ap, huyét khéi. Do
1a nghién ctru hdi ctru, nén cac tac dung
phu nay khong dugc ghi nhan diy du
trong ho so.

Thay d6i nong 46 CA125: CA125
1a chét chi diém u rat c6 gia tri trong theo
ddi diéu tri UTBMBT tién xa. Dya vao
chi s6 CA125 ting hay giam ma ta co
thé danh gia xem bénh nhan dap mg hay
khéng dap tmg diéu tri. Nghién ctru cua
chiing t6i cho thiy nong d6 CA125 trudc
diéu tri trung binh 1a 859,8 + 1172,8 U/
mL, dao dong tir 9 — 5204 U/mL, sau diéu
tri 1a 93,4 £ 136,8 U/mL, dao dong tur
4,4 — 516,2 U/mL. Sy thay ddi ndong do
CA125 trude va sau diéu tri c6 su khac
biét (p<0.001), cho thay sy dap tGng cua
khdi budu vé mit sinh hoc khi diéu tri
v6i phac d6 Carboplatin + Paclitaxel +/-
Bevacizumab trong nhém bénh nhan giai
doan tién xa chua duoc diéu tri v6i hoa
chét trude do.
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Trung vi thoi gian sdng thém
khong bénh tién trién 1a 18,3 thang.
Két qua nay cua thir nghiém ICON7
v6i phac d6 Carboplatin + Paclitaxel 1a
20,3 thang va v6i phac do Carboplatin +
Paclitaxel + Bevacizumab 1a 21,8 thang
(95% C1 0,7 — 0,94, p=0,004). Trong thu
nghiém ICONS, trung vi thoi gian séng
thém khong bénh tién trién & nhom bénh
nhan diéu tri véi phac d6 Carboplatin
+ Paclitaxel chu ky mdi 3 tuan 1a 13,2
thang. Thir nghiém ICON7 liy tit ca
cac bénh nhan ¢ giai doan sém va tién
xa, nén cho két qua tét hon nghién ctru
nay. So véi ICONS, thoi gian séng thém
khong bénh trong nghién ctu ctia chung
to61 kéo dai hon do co tdi 78,4% bénh
nhan duoc diéu tri véi phéc dd c6 thém
Bevacizumab [4],[9].

5. KET LUAN

Ty 1¢ dap ung chung 1a 75,6%.
Trong d6 c6 37,8% bénh nhan dap Ung
hoan toan, 37,8% bénh nhan dap irng mot
phan, 10,8% bénh 6n dinh, 10,8% bénh
tién trién. Ty 1¢ kiém soat bénh 86,4%.

Trung vi thoi gian song thém
khong bénh tién trién 13 18.3 thang. Bénh
tién trién sém nhat 13 2,0 thang va mudn
nhat 13 51,6 thang.

Phéc d6 c6 doc tinh thap. Cac doc
tinh thuong gip 1a giam bach ciu, giam
bach cau hat, giam hemoglobin, da sb 1a
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doc tinh do 1, 2. C6 4,5% giam bach cau
hat do 3, 4; 1,5% giam hemoglobin do 3.
Poc tinh giam tiéu cau, ting AST, ALT it
gap va thuong 1a d6 1.
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