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PANH GIA PAP UNG PHAC PO HOA CHAT KET HQP
PEMBROLIZUMAB CO HOAC KHONG CO BEVACIZUMAB
TREN BENH NHAN UNG THU CO TU CUNG TAI PHAT, DI CAN

Phung Thi Huyén, Bing Tién Giang*, Khic Chi Hiéu, Nguyén Hong Quang
TOM TAT
Muc tiéu: Panh gia dap tng diéu tri cua phac d6 hoa chat két hop pembrolizumab c¢é hoic khong
c6 bevacizumab ¢ bénh nhan ung thu c6 tir cung tai phat, di can.

Péi twgng va phuong phap nghién ciru: Nghién ciru hdi ctru, mé ta cit ngang trén 26 bénh nhan
ung thu ¢6 tir cung tai phat, di can, co biéu hién PD-L1 duong tinh (CPS >1), diéu tri tai Bénh vién K
tr nam 2024 dén 2025. TAt ca bénh nhan dugc diéu trj véi paclitaxel - carboplatin - pembrolizumab, co
hoic khong co bevacizumab. Pap tng diéu tri duoc danh gia theo tiéu chuan RECIST 1.1.

Két qua: Tudi trung binh 1a 51£10,5. ty 16 mo hoc 14 ung thu biéu mo vay 76,9%, tuyén 23,1%.
61,5% bénh nhan c6 CPS >10. C6 73,1% bénh nhan duoc phéi hop bevacizumab va 57,7% str dung
carboplatin ty 1¢ dap tng khach quan (ORR) dat 86,9%, trong do dap ung hoan toan 21,7%, dap ung
mot ph?m 65,2%. Bénh nhan c6 CPS >10 dat ORR 92,9% cao hon nhom CPS <10 v4i ORR 77,8%,
tuy nhién su khac biét chua co ¥ nghia thong ké. Khong c6 khac biét co ¥ nghia thong ké vé ORR giita
nhom c6 va khong cé bevacizumab (p > 0,05).

Két luan: Phac dd hoa chat két hgp pembrolizumab, c6 hodc khong c6 Bevacizumab, cho thfiy ty 1€
dap ung cao ¢ bénh nhan ung thu c6 tur cung tai phat, di can, dac biét @ nhom c6 CPS >10.

Tir khéa: Tai phat; di cin; ung thu c6 tir cung.
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Methods: This was a retrospective, cross-sectional study including 26 patients with recurrent or
metastatic cervical cancer who were PD-L1 positive (CPS >1) and treated at K Hospital from 2024
to 2025. All patients received paclitaxel-carboplatin—pembrolizumab, with or without bevacizumab.
Treatment response was assessed using RECIST 1.1 criteria.

Results: The mean age was 51+10.5 years. Histologically, squamous cell carcinoma accounted for
76.9% and adenocarcinoma for 23.1%. CPS >10 was found in 61,5% of patients. Bevacizumab was ad-
ministered in 73.1% of cases, and 57.7% of patients received carboplatin. The objective response rate
(ORR) was 86.9%, including 21.7% complete responses and 65.2% partial responses. Patients with
CPS >10 had a higher ORR (92.9%) compared to those with CPS <10 (77.8%), although the difference
was not statistically significant. There was no significant difference in ORR between patients treated

with and without bevacizumab (p > 0.05).

Conclusion: The combination and pembrolizumab, with or without bevacizumab, demonstrated
promising efficacy in patients with recurrent or metastatic cervical cancer, particularly in those with

CPS >10.

Key words: Recurrence; metastasis; cervical cancer.

1. DAT VAN DE

Ung thu ¢6 tir cung 13 bénh 1y 4c tinh pho bién
thir tu & nit gidi toan cau, véi khoang 662.000 ca
méc méi va 348.000 ca tir vong nim 2022, trong
d6 hon 85% ghi nhan tai cac qudc gia thu nhap
thdp va trung binh [1]. Tai Viét Nam, theo GLO-
BOCAN 2022, ung thu ¢6 tir cung dtng hang thtr
11 v& ty 1¢ mic va thir 10 vé ty 1¢ tir vong trong
cac loai ung thu & nir gidi [1].

O giai doan tai phat hodc di can, tién lugng
bénh nhan thuong x4u véi thoi gian sdng con
trung vi chi khoang 12 thang [2]. Phac dd diéu
tri tiéu chuin hién nay 1a két hop paclitaxel va
cisplatin hodc carboplatin + bevacizumab — mot
thudc khang ting sinh mach — di cho thiy cai
thién dang ké thoi gian séng con toan bo (OS: 17
thang so véi 13,3 thang; HR = 0,71; p = 0,004)
trong thir nghiém GOG-240 [3]. Tuy nhién, hi¢u
qua diéu tri van con han ché, dic biét véi cac bénh
nhéan tai phat sau diéu tri budc mot.

Trong bdi canh dé, liéu phap mién dich, dic
biét 1a pembrolizumab — mot chat uc ché PD-1 —
da noi 1én nhu mot lya chon di€u tri mdi. Nghién

88

cttu KEYNOTE-158 cho thiy pembrolizumab
mang lai ty I¢ dap g khach quan (ORR) 14,6%
& nhom bénh nhan ung thur ¢ tir cung c6 biéu hién
PD-L1 [4]. Viéc phdi hop pembrolizumab véi hoa
tri va bevacizumab — phac d0 paclitaxel-carbopla-
tin-bevacizumab- pembrolizumab (PCBP) — duoc
ky vong gia tang hiéu qua diéu tri nho tac dong
hi¢p dong giira hoa chat, (rc ché tao mach va kich
hoat mién dich [5].

Dit liéu budc dau tr nghién ciu KEY-
NOTE-826 cho thdy viéc thém pembrolizumab
vao hoa trj + bevacizumab gitp cai thién dang ké
song con khong tién trién (PFS: 10,4 thang voi
8,2 thang; HR = 0,62; p < 0,001) va séng con toan
bo (OS: chua dat voi 16,3 thang; HR = 0,64; p <
0,001)[6].

Tuy nhién chua c6 nghién clru nao danh gia
hiéu qua va do an toan cua phac d6 nay trén bénh
nhan ung thu cb tir cung tai phat hodc di can tai
Viét Nam. Do d6, chung t61 thuc hién nghién cu’u
nay nham phan tich dép ung lam sang va mot sb
yéu t6 lién quan dén hiéu qua diéu tri phac d6 hoa
tri két hop mién dich c6 hodc khong cé bevaci-
zumab trong thuc hanh tai Bénh vién K.



Yovd Top chi

7op
UNGTHU HOC_S6 77.2024

UNG THU HOC

Viét Nam

2. POl TUONG VA PHUONG PHAP
NGHIEN cUru

2.1. B6i twong nghién ciru
2.1.1. Tiéu chuén Iwa chon

Puoc c}}én doan xac dinh ung thu ¢6 tir cung tai
phat, dai dang hodc di cén trén co s& md bénh hoc.

. Bénh~ khong con kha néng diéu tri triét can
bang phau thuat hoac xa tri.

C6 ton thuong dich do dugc theo tiéu chuin
RECIST.

Chua ting diéu tri toan than cho bénh tai phét
hodc di can (ngoai trir hoa xa tri trude do trong diéu
tri bénh giai doan soém).

. Tinh trang PQ—LI duopg tinh, duwoc xac dinh
bang héa mé mién dich bang dong vo tinh 22C3
va6i diem CPS (Combined Positive Score) >1.

Tinh trang toan trang theo thang diém ECOG tir
0 dén 2.

Chirc nang co quan con tét, bao dam du kha nang
dung nap hoa tri va li¢u phap mien dich, bao gom:

+ S6 luong bach cau trung tinh tuyét ddi
(ANC) >1.500/mm?.

+ 86 luong tiéu cau >100.000/mm?.

+ Bilirubin toan phan <1,5 lan gii han trén
cua muc binh thuong (ULN).

+ AST va ALT <25 lan ULN (hogc <5 lan
ULN néu c6 di can gan).

+ D0 thanh thai creatinine udc tinh >50 mL/
phut (theo cong thurc Cockcroft-Gault hoac tuong
duong).

- Tudi tir 18 tr& 18n tai thoi diém chan doan.
2.2.2. Tiéu chuén loai tree

- Co6 tién st hodac dang mac bénh tu mién
nghiém trong can di€u tri rc ché mien dich (nhu

lupus ban do hé théng, viém khop dang thip ning,
bénh viém rudt).

- Co bénh phéi k& (ILD) hodc viém phdi do thude.

- C6 tién str hodic dang méc bénh hé than kinh
trung wong anh huong dén kha nang diéu tri.

- Nhiém HIV khong kiém soét hogc dang dung
thuoc tc ché mién dich manh, nhiém viém gan B
hodc viém gan C dang hoat dong.

- Phu nir dang mang thai hodc cho con bu.

- Di ung ndng v6i pembrolizumab hodc cac
thuoc hoa tri lién quan.
2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

- Thiét ké nghién ctru: Nghién ctru md ta cit ngang.
2.2.2. C& mau

- Co mau: Thuén tién

- Trong nghién ctru chung t61 da thu thap dugc
26 bénh nhan.
2.2.3. Cédc bwérc tién hanh

- Loc ho so bénh an dua trén ti€u chi chon va
loai trir 43 dugc xac dinh trude do.

- Ghi nhan cac thong tin 1am sang, can lam
sang va dap tng diéu tri sau 2-3 chu ky.

- Khai thac thong tin dya trén ho so bénh an va
thong tin qua lién h¢ véi bénh nhan hoac nguoi
nha bénh nhan.

2.2.4. Cédc chi s6 danh gia

- Panh gid dap ung dya theo tiéu chuan
RECIST 1.1.

2.3. Xtr ly sé liéu

- Céc thong tin duoc ma hoa va xu ly bang
phan meém SPSS 20.0.
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3. KET QUA
3.1. Pac diém bénh nhan

Bang 1. Bac diém bénh nhén

Bién sb Két qua n (%)
Téng sb bénh nhan 26
Tubi
Trung binh 51
Dao déng 36-73
>65 5 (19,2%)
Mo bénh hoc

Carcinoma vay 20 (76,9%)

Carcinoma tuyén 5(19,2%)

NOS 1(3,9%)
PDL-1 (CPS)

1-10 10 (38,5%)

> 10 16 (61,5%)
Bevacizumab

Co 19 (73,1%)

Khéng 7 (26,9%)

Phac db hoa chat

Paclitaxel-Carboplatin 19 (73,1%)

Paclitaxel-Cisplatin 7 (26,9%)

Bang 3. Phén tich ORR

Nhan xét:

Nhom bénh nhan trong nghién ctru c6 mo bénh
hoc phan 16n 1a carcinoma vay. Pa sé dugc diéu
tri v6i hoa chét két hop bevacizumab va cé biéu
hién PD-L1 duong tinh. Ty 1€ bénh nhan 16n tudi
chiém thiéu sd, phan anh dan ) nghién ctru tuong
doi tré.

3.2. Két qua didu tri
3.2.1. Két qua dap trng
Bang 2. Két qua dap tng

Két qua dap ng Séca(n) | Tylé (%)
Dap ng hoan toan 5 21,7
Dap rng mot phan 15 65,2
Bénh 6n dinh 3 13,1
Bénh tién trién 0 0
Téng sbé 23 100

Nhan xét:

Phac d6 hoa tri két hop pembrolizumab co
hodc khong c6 bevacizumab trong nghién ciu
nay dem lai ORR rat cao (86,9%).

3.2.2. Mét sé yéu té lién quan dén dap tng

theo moé bénh hoc va CPS

Yéu t6 phan tich Toéng s6 ca (n) Pap ng (n) Ty lé dap rng (%) | p-value
M6 bénh hoc 0.510
- Carcinoma vay 19 17 89,5%
- Carcinoma tuyén 3 2 66,7%
- Loai khac 1 1 100,0%
Piém CPS 0.295
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Yéu té phan tich Tong sb ca (n) Pap ng (n) | Ty lé dap (rng (%) | p-value
-CPS1-10 9 7 77,8%
-CPS>10 14 13 92,9%
Bevacizumab 0.759
Co 17 15 88,2%
Khbéng 6 5 83,3%
Nhan xét: 6 nhom CPS 1-10 va 2,0 thang & nhom CPS <1;

Ty 1& dép ung cao & tit ca cdc nhom mo bénh
hoc va CPS, ndi bat & carcinoma vay va PS >10
va c6 diéu tri bevacizumab. Khong cé su khac
biét théng ké c6 ¥ nghia giita cac nhom (p > 0,05).

4. BAN LUAN
4.1. Dac diém lam sang, can lam sang

Tudi trung binh trong nghién ctru 1a 51 tudi
(khoang: 36-73). So v6i cac nghién clru trudc
nhu GOG-240 hay KEYNOTE-826, d6 tudi nay
1a twong duong, phan anh nhém tudi dién hinh
ctia bénh nhan ung thu ¢d tir cung tai phat di cin
trong lam sang [1], [6].

Trong s6 26 bénh nhan, md bénh hoc chu
yéu 1a (vay chiém 76,9%, tuyén chiém 19,2%).
Dir li¢u nay phu hop v6i ty 1€ thuong gdp trong
ung thu ¢d tir cung tai phat, véi ung thu biéu mo
vay 1a thé pho bién nhat [7].

Nghién ciru cho thay ty 1& bénh nhan cé biéu
hién PD-L1 cao v6i CPS>101a 61,5 %, cao hon so
v6i nghién ciu KEYNOTE-826, noi 51,3% bénh
nhan c6 CPS >10 [8]. Céc nghién ctru chi ra rang
bénh nhan c6 CPS >10 c6 thé dap ung tét hon véi
pembrolizumab va c6 tién lugng song thém dai
hon. Theo nghién ctru cua KR et al. (2021), bénh
nhan ung thu ¢ tir cung tién xa c6 CPS >10 dat
ORR 47,1%, so voi 16,7% ¢ nhom CPS 1-10 va
0% ¢ nhém CPS <1 (p < 0,01). Nhém CPS >10
cling c6 trung vi PFS 8,0 thang (so véi 3,0 thang

p = 0,004) va trung vi OS 17,1 thang, cao hon
dang ké so v6i cac nhém con lai (p = 0,003)
[9]. Nhitng dit liéu nay khing dinh vai tro tién
luong cua chi s6 PD-L1, dic biét tai ngudong CPS
>10, trong viéc lya chon bénh nhan phu hop cho
lidu phap trc ché diém kiém soat mién dich nhu
pembrolizumab.

Téng s6 bénh nhan duoc st dung bevacizumab
13 19 (chiém 73,1%). Viéc phdi hop bevacizumab
nham ting hiéu qua diéu tri thong qua tc ché ting
sinh mach, va dugc ching minh céi thi¢n OS
trong GOG-240 [3]. Tuy nhién, trong thyc hanh
tai Viét Nam, viéc sir dung bevacizumab van con
han ché do chi phi cao, khoé tiép can véi bao hiém
y té va yéu cau theo di chit ch& cac bién cb bat
loi nhu ting huyét ap, xudt huyét, hoic thung
duong ti€u hoa. Do do, hi¢u qua va ddc tinh cua
bevacizumab trong diéu kién thuc té c6 thé khac
biét so v6i cac nghién ctru qudc té, can duoc danh
gi4 can trong hon.

Trong nghién ctru, 7 bénh nhan dugc diéu tri
vdi cisplatin va 19 bénh nhéan str dung carboplatin.
Cisplatin dugc cho 1 hiéu qua hon trong mét s6
truong hop, dac bi¢t & bénh nhan co thé trang tdt,
do kha nang gay doc té bao manh va tinh nhay
xa cao. Tuy nhién, do ddc tinh trén than va than
kinh, carboplatin thuong dugc uu tién hon nho
kha ning dung nap tot [2]. So sanh giita 2 nhém
s& giup danh gia liéu co su khac biét vé dap tmg
va doc tinh khi dung hai loai platin trong phéac do
phéi hop v6i pembrolizumab.
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Phén tich cac yéu t trén s& giup dinh hudng ca
thé hoa diéu tri cho bénh nhan ung thu ¢b tir cung
tai phat, di can, dac biét 1a trong bdi canh _ngudn
luc han ché tai cac nuée dang phat trién nhu
Viét Nam. Dit liu thu dugc tir nghién ctru nay c6
thé dong gop quan trong vao viée cap nhat hudng
dan diéu tri va lua chon phac d6 phu hop cho timg
d6i twong bénh nhén trong thyc hanh 1am sang.

4.2. Panh gia dap (rng va mot sé yéu té
lién quan

Trong nghién curu cua ching t6i c6 23 bénh
nhan da c6 thong tin danh gia dap ung, ty 1€ dap
g khach quan (ORR) theo tiéu chuan RECIST
1.1 dat 86,9%, trong d6 ty 1¢ dap ung hoan toan
(CR) 14 21,7%, dap tng mot phan (PR) 12 65,2%,
bénh 6n dinh (SD) chiém 13,1%. Két qua nay
cho théy hi¢u qua cao cua phac dd hoa chat két
hop pembrolizumab (c6 hoac khong co bevaci-
zumab) trong diéu tri ung thu co tir cung tai phat
hodc di can. Ty 1€ ORR nay tuong duong hodc
cao hon mot sd nghién ciru quéc té nhu KEY-
NOTE-826 (ORR ~68%) hay GOG-240 (ORR
~48%) [3], [6].

Mot trong nhitng yéu t& quan trong dugc ghi
nhan 1a chi sé PD-L1 (CPS). Bénh nhan c6 CPS
>10 cho théy ty 18 dap Gmg cao nhit (ORR 92,9 %),
trong khi nhom CPS tir 1-10 c6 ORR 77,8%, tuy
nhién sy khac biét nay 1a khong c6 y nghia thong
ké (p=0,295), do s lugng c& miu con nho. Két
qua ndy goi ¥ vai tro tiém ning ctia PD-L1 nhu
mot yéu td tién luong trong viéc lya chon bénh
nhan phu hop véi liéu phap pembrolizumab, phu
hop voi dit ligu tir cac nghién ciru KEYNOTE-158
va KEYNOTE-826 [4], [8]. Cu thé, trong nghién
ctru KEYNOTE-158, két qua cho thdy & nhom
bénh nhan ¢6 PD-L1 duong tinh voi CPS >1, ORR
dat 14,6%, trong d6 ORR ¢ nhom CPS >10 1én
toi 27,8%, cao hon rd rét so véi nhém CPS thép
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hoac am tinh (CPS <1: ORR chi 0%). Tuong tu,
trong nghién ctru KEYNOTE-826, ORR ¢ nhom
CPS >10 1a 69,6%, so v6i 51,9% & nhom CPS tu
1-10 va 42,6% ¢ nhém CPS <1, khing dinh rd vai
tro cua PD-L1 trong tién lugong va lya chon bénh
nhan phu hop cho li¢u phap pembrolizumab.

Vvé yéu td diéu tri di kém, nhom bénh nhan
duogc su dung bevacizumab ghi nhan ORR cao
hon so véi nhém khong st dung (88,2% so voi
83,3%), tuy nhién sy khac biét nay khong c6 y
nghia thong ké (p=0,759). Piéu nay cho thay hiéu
qué tiém nang cua viéc két hop licu phap. mién
dich v¢i thube khang tang sinh mach, ¢6 the giup
tang cuong su thdm nhap cua té bao mién dich
vao khdi u va lam tang hiéu qua diéu tri.

Tom lai, cac yéu td nhu chi s PD-L1, c6 sir
dung bevacizumab hay khong déu co anh huong
dén hiéu qua dép mg dleu tri. Két qua bude
dau nay gop phan cung cap dir liéu thuc té tai
Viét Nam, dong thoi goi mo hudng ca thé hoa
diéu tri va toi wu hoa hiéu qué cho bénh nhéan ung
thu ¢ tir cung tai phat, di can trong thuc hanh
lam sang.

5. KET LUAN

Nghién ctru cho théy phac db hoa chat két hop
pembrolizumab, c6 hodc khong cé pevacizumab,
mang lai ty 1& dép ing diéu tri kha cao & bénh nhan
ung thu ¢ tir cung tai phat, di cin, v6i hiéu qua
1am sang budc dau da duoc ghi nhan. Cac yéu tb
nhu chi s6 PD-L1 cao hay phdi hop bevacizumab
¢6 lién quan dén cai thién ty 1& dap ung. Nhimg
dir liéu nay gop phan cung cap bang chung thyc
té tai Viét Nam va khang dinh tiém ning cua liéu
phap mién dich trong diéu tri ung thu ¢6 tir cung
tién xa. Tuy nhién, can thém cac nghién ciru c6 ¢
mau 16n hon, thoi gian theo ddi dai hon dé danh
gia toan di¢n hon vé hiéu qua séng con va do an
toan lau dai cua phac do nay.
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