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KET QUA PIEU TRI BUO'C MOT BANG PEMBROLIZUMAB
KET HO'P PACLITAXEL - CARBOPLATIN TREN BENH NHAN
UNG THU PHOI KHONG TE BAO NHO GIAI POAN IV

Lé Thi Yén123", Dinh Thi Lan Anh1
Tém tat
Muc tiéu: Panh gid két qua diéu tri buwdc mot cia phac d6 phéi hop
pembrolizumab v&i paclitaxel - carboplatin trén bénh nhan (BN) ung thw phéi khong
té€ bao nho (UTPKTBN) giai doan IV tai Bénh vién K. Phwong phdp nghién civu:
Nghién ctru hoi ctiru két hop ti€n ctru, mo ta trén 48 BN UTPKTBN giai doan IV diéu
tri bwéc mot bang pembrolizumab két hop paclitaxel - carboplatin tir thdng 01/2020 -
12/2024. Két qua: Tudi trung binh ctia BN la 63,5, nam gi¢i chiém da sé (77,1%) va
64,6% co tién st hut thudc. Ty 1é kiém soat bénh dat 95,8% va ty 1é dap ng khach
quan (objective response rate - ORR) la 72,9%. Trung vi thoi gian song thém khong
tién trién (progression-free survival - PFS) dat 8,5 thang va trung vi thoi gian séng
thém toan bd (overall survival - 0S) dat 20,2 thang; v&i ty 1é song thém sau 3 nam la
42,6% BN. Pa s6 tic dung khong mong mudn & mirc d6 1 - 2, doc tinh do 3 it gap (2
- 4%), khong ghi nhan doc tinh do 4. Cac bién c6 batlgilién quan dén mién dich hiém
gdp va & mirc dd nhe. Két ludn: Phac d6 phoi hgp pembrolizumab véi paclitaxel -
carboplatin cho thay két qua kha quan va mic d6 an toan chap nhin dwgc trong diéu
tri bwéc mot trén BN UTPKTBN giai doan IV.

Tir Khéa: Pembrolizumab phéi hop hoa tri; Paclitaxel - carboplatin; Ung thw phoi
khong té bao nho giai doan IV; Diéu tri bwdc mot.
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PACLITAXEL-CARBOPLATIN IN PATIENTS WITH STAGE IV
NON-SMALL CELL LUNG CANCER
Abstract

Objectives: To analyze the efficacy of first-line pembrolizumab in combination
with paclitaxel - carboplatin regimen for patients with stage IV non-small cell lung
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cancer (NSCLC) treated at Vietnam National Cancer Hospital. Methods: A retrospective
and prospective, descriptive study was conducted on 48 patients with stage IV
NSCLC who received first-line pembrolizumab plus paclitaxel - carboplatin between
January 2020 and December 2024. Results: The mean age of the study population
was 63.5 years; the majority were male (77.1%), and 64.6% had a history of
smoking. The disease control rate was 95.8%, while the objective response rate
(ORR) reached 72.9%. Median progression-free survival (PFS) was 8.5 months, and
median overall survival (0OS) was 20.2 months, with a 3-year OS rate of 42.6%. Most
adverse events were mild to moderate (grade 1 - 2); grade 3 toxicities were
infrequent (2 - 4%), and no grade 4 toxicities were observed. Immune-related
adverse events were rare and mild. Conclusion: The combination of pembrolizumab
with paclitaxel - carboplatin demonstrated encouraging clinical efficacy and an
acceptable safety profile as first-line therapy for patients with stage IV NSCLC.

Keywords: Pembrolizumab plus chemotherapy; Paclitaxel - carboplatin; Stage [V
non-small cell lung cancer; First-line treatment.

platinum mang lai lgi ich ro rét, giap kéo
dai trung vi PFS tir 4,9 thang & nhém chi
dung hoa tri 1én 8,8 thang & nhém diéu
tri két hop [2]; trong khi dd, nghién ctru
KEYNOTE-407 trén BN m6 hoc vay cling
chirng minh két qua vwot troi khi phoi
hop pembrolizumab véi carboplatin va
paclitaxel/nab-paclitaxel, véi trung vi
OS dat 17,2 thang so v&i 11,6 thang &
nhom chirng dung gia dwoc két hop hoa
tri [3]. Pang chuy, dir liéu theo doi sau
5 ndam ctua KEYNOTE-407 tiép tuc ghi
nhan lgi ich bén virng, khi ty 1&é s6ng
thém sau 5 ndm & nhém diéu tri phoi
hop cao gan gip do6i so véi nhom chirng
(18,4% so v&i 9,7%) [4]. Nhirng bang
chirtng nay da khang dinh vai tro cda
phac d6 héa - mién dich 12 lya chon diéu
tri tiéu chuin déi véi BN mac UTPKTBN
giai doan tién xa trén toan cau.

PAT VAN PE

Ung thu phoi la nguyén nhan giy tr
vong hang diu trong cac bénh ly ac tinh
trén pham vi toan ciu. Theo so0 liéu cda
GLOBOCAN (2022), thé giéi ghi nhan
khoang 2,5 triéu ca mac mai va gan 1,8
triéu trweong hop tr vong, twong rng véi
12,4% sO ca m&i mac va 18,7% so ca ti
vong do ung thw noi chung. Tai Viét Nam,
ung thw phéi ding thit hai vé mirc do
phé bién véi wéce tinh 26.000 ca mac m&i
va khoang 24.000 ca ti vong [1]. Trong
d6, UTPKTBN chiém khoang 85% téng
s6 treong hop va phan 1é6n dwoc phat
hién & giai doan tién xa/di can.

Két qua cdaa viéc Kkét hop
pembrolizumab vé&i héa tri bé doi
platinum da dwoc khdang dinh qua hai
thr nghiém lam sang pha III c6 y nghia
quan trong la: Nghién cttru KEYNOTE-

189, tién hanh trén nhém BN UTPKTBN
mé hoc khong vay, cho thiy viéc bd sung
pembrolizumab vao phac d6 pemetrexed -

Mic du cac bang chirng tir nhitng thir
nghiém 1am sang qudc t€ da khang dinh
hiéu qud vwot tréi cia phac dé6 nay
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nhwng dit liéu cia n6 trong thuc té 1am
sang tai Viét Nam van con han ché. Vi
vay, nghién cttu dwoc thwc hién nham:
Ddnh gid két qud diéu tri buwdc mét cia
phdc d6 phéi hop pembrolizumab
véi paclitaxel - carboplatin trén BN
UTPKTBN giai doan IV tai Bénh vién K.

PpOI TUONG VA PHUONG PHAP
NGHIEN CU'U

1. Poi twong nghién ciru

Gom 48 BN UTPKTBN giai doan IV
dugc diéu tri bwéc mot bang phac do
pembrolizumab phéi hop paclitaxel -
carboplatin tir thang 01/2020 - 12/2024
tai Bénh vién K.

* Tiéu chudn Iwa chon: BN dwoc chan
doan xac dinh UTPKTBN theo phan loai
mo bénh hoc cia WHO nam 2015; giai
doan bénh dwoc xac dinh la giai doan IV
theo AJCC phién ban 8 (2017); BN > 18
tudi; chi s toan trang ECOG 0 - 1; xét
nghiém a4m tinh d6t bién gene EGFR, ALK,
ROS-1; dwoc diéu tri bwéc mot bang phéac
do6 pembrolizumab phéi hop paclitaxel -
carboplatin; cé it nhat mot tén thwong
dwoc do theo Tiéu chuin RECIST 1.1; ho
so bénh an day du, dap &ng yéu cau thu
thip s6 liéu va dong thuin tham gia
nghién ctru; BN hoi ciru dwoc bénh vién
cho phép st dung bénh an nghién ctru.

* Tiéu chudn logi trir: Phu nit mang
thai; mac ddng thoi cac bénh khac; co
bénh 1y tw mién hoic tién st ghép tang
va dang diéu tri bang thudc trc ché mién
dich, bao gom corticoid dwong toan than
st dung kéo dai; da tirng dwoc diéu tri
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bang liéu phap mién dich truéc do;
khong tuén thd liéu trinh diéu tri vi cac
nguyén nhin ngoai chuyén mén; tir chdi
tiép tuc tham gia hodc khéng thé theo doi
trong thoi gian nghién ctru.

2. Phwong phap nghién ciru

* Thiét ké nghién ctru: Nghién ctiru hoi
ctru két hop tién cliru, mo ta.

* C& mdu va chon mdu: Chon mau c6
chu dich, bao gom 48 BN.

* NGi dung, chi s6 nghién ctru: Pac
diém 1am sang va cin lam sang cia BN
trudc khi bat dau diéu tri; cac chi so
danh gia két qua diéu tri, bao gom ORR,
PFS va 0OS; tic dung khéng mong muén
lién quan dén diéu tri.

* Cdc bwdc tién hanh:

Buéc 1: Xac dinh va 1ap danh sach cac
BN dap &ng tiéu chuin.

Budc 2: Thu thap thong tin lam sang
va can lam sang tir ho so bénh an.

Budc 3: Panh gid dap Urng diéu tri
theo Tiéu chuin RECIST 1.1; xac dinh
PFS va OS; ghi nhan va phan loai tac dung
khong mong mudn theo CTCAE 5.0.

- Phéac do diéu tri: Giai doan tin cong:
Pembrolizumab dwoc st dung véi liéu
200mg, pho6i hop paclitaxel liéu 175
mg/m? dién tich da va carboplatin AUC
5, truyén tinh mach ngay 1 cta chu ky
mbi 21 ngdy. S6 chu ky tin congla 4 - 6
chu Kky. Sau giai doan tan cong, néu bénh
khong tién trién, ti€p tuc duy tri véi
pembrolizumab 200mg mdi 21 ngay dén
khi bénh tién trién hodc doc tinh khong
chap nhin dwoc. Nhém BN tién trién sé
dwoc chuyén diéu tri buéc 2 theo chi
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dinh ctia bac si lam sang hoac cham séc
triéu chirng don thuan néu khéng con
chi dinh diéu tri.

* Xtk ly s6 liéu: Bang phan mém thdng
ké SPSS phién ban 22.0.

3. Pao dirc nghién ciru

Nghién ctru dwgc thuc hién theo ding
quy dinh vé dao drc trong nghién ctiru

y sinh hoc cia Bénh vién K. S6 liéu
nghién cru dworc thu thap tir ho so bénh
an va da dwoc Bénh vién K cho phép st
dung va cong bé phuc vu muc dich khoa
hoc. Moi thong tin ca nhan ctia BN dworc
bao mat va chi sttr dung cho muc dich
nghién ctru. Nhém tac gid cam két khéng
c6 xung dot loi ich trong nghién ctru.

KET QUA NGHIEN CGrU
Qua nghién cttu 48 BN v¢&i thoi gian theo doi trung vi la 30,5 thang, ching t6i thu

dwogc két qua nhu sau:

Bang 1. Dic diém 1am sang, cin 1am sang.

Pac diém S6 BN (n) Ty 1€ (%)
) <65 22 45,8
Nhoém tudi
>65 26 54,2
Tudi trung binh 63,5 + 10,8 (Min: 33 - Max: 80)
., Nam 37 77,1
Gioi tinh .
N 11 22,9
. , » Co 31 64,6
Tinh trang hut thuoc R
Khong 17 35,4
v w s PS O 10 20,8
Chi s0 toan trang
PS1 38 79,2
oL Co 10 20,8
Di can nao R
Khong 38 79,2
UTBM tuyén 12 25
Mo bénh hoc UTBM vay 28 58,3
Khac* 8 16,7
<1% 11 22,9
. 1-49% 17 35,4
Tinh trang PD-L1
>50% 4 8,3
Khong ro 16 33,4
Tong 48 100

(*: Bao gém 3 ca UTBM khéng té bao nhé - NOS, 1 ca UTBM tuyén vdy, 2 ca UTBM
dang sarcoma, 1 ca UTBM da hinh va 1 ca UTBM dang lympho - biéu mé)
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DPa s6 BN = 65 tudi (54,2%), nam gi¢i chiém wu thé (77,1%) va hon 1/2 BN cé tién

st hut thudc (64,6%). Phan 16n BN c6 tinh trang toan trang PS 1 (79,2%) va khong

c6 di can nio (79,2%). V& md bénh hoc, UTBM vay chiém ty 1é cao nhit (58,3%). Pa
s6 BN (91,7%) c6 biéu 16 PD-L1 < 50% hodc khong rd, trong khi chi 8,3% c6 biéu 16

PD-L1 = 50%.

Bang 2. Ty 1é dap &ng khach quan.

Pap &rng S6 BN (n) Ty 1€ (%)
Pap tng hoan toan 0 0,0
bap rng mot phan 35 72,9
Bénh 6n dinh 11 22,9
Bénh tién trién 2 4,2
Téng 48 100

Khong ghi nhin BN dap &ng hoan toan, da sé 1a dap rng mot phan (72,9%). Ty 1é
ki€m soat bénh dat 95,8%.
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Trung vi PFS 1a 8,5 thang.

—I1Survival Function
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Biéu do 2. Thoi gian sdng thém toan bo.
Trung vi OS 1a 20,2 thang.

Bang 3. Tac dung khéng mong muon.

Tac dung khong Tat ca cac bo1 Po 2 bo 3 bo 4
mong mudn dé n (%) n (%) n (%) n(%) n(%)
Huyét hoc
Thiéu mau 22(459) 15(31,3) 6(125) 1(21) 0
Ha bach cau 16 (33,3) 10(20,8) 5(10,4) 1(2,1) 0
Habach ciutrung tinh 14 (29,2) 6(125) 6(125) 2 (42) 0
Ha tiéu ciu 10(20,8) 6(125)  4(8,3) 0 0
Ngoai huyét hoc
Mét mai 18(37,5) 13(27,1) 4(83) 1(21) 0
Nén, budn nén 12(25) 9(187)  3(6,3) 0 0
Tang men gan 6(12,5) 4 (8,3) 2(4,2) 0 0
Tang creatinine 4 (8,3) 3(6,3) 1(2,1) 0 0
Poc tinh TK ngoai vi* 14 (29,2)  9(18,8) 5 (10,4) 0 0

Poc tinh lién quan mién dich
Viém phdi ké 1(2,1) 1(2,1) 0
Viém dai trang 1(2,1) 1(2,1) 0
(* TK: Thdn kinh)
Pdc tinh mirc do 3 it gap, khong ghi nhan doc tinh d6 4. Ngoai ra, gdp 1 BN viém
phdi ké va 1 BN viém dai trang lién quan dén mién dich.
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BAN LUAN

Vé dic diém BN, d6 tudi trung binh
trong nghién ctru 1a 63,5. Nam gi¢i chiém
77,1% va 64,6% cé tién sir hut thudc,
phu hop véi ddc diém dich té UTPKTBN.
Pa s6 BN c6 thé trang tot véi ECOG PS 1
chiém 79,2%, diy c6 thé 1a yéu t6 thuin
loi cho dap rng va dung nap véi doc tinh.
Vé mo bénh hoc, UTBM vay chiém da s6
(58,3%), do d6 nghién ctru KEYNOTE-
407 1a co s& doi chiéu phu hop nhat cho
két qua cua ching toi.

Trong nhém BN dwoc phan tich,
khong quan sat thiy trweong hop nao dap
rng hoan toan, ty 1é kiém soat bénh dat
95,8% va ty 1é dap (rng mdt phan ghi
nhan & 72,9%. Cac két qua nay cao hon
so voi nghién ciktu KEYNOTE-407
(62,2%) [3] va nghién ctu cua
Nishihara-Kato va CS (2024) (63,1%)
[7]. Pong thoi, nghién ciru nay cling
twong déng véi bao cio ciia Thomas va
CS (2024), véi ORR dat 80% & phan
nhom UTBM vay [8]. Ty 1é UTBM vay
chiém 58,3% trong BN nghién ciru goi y
tinh nhay cam cua loai moé hoc nay khi
diéu tri phdi hop taxane - platinum -
pembrolizumab. So vé&i cac bao cao
trong nwéc, ORR cda ching toi cao hon
nghién ctru cda Pham Minh Lanh va CS
(61%) [6] va Quach Thanh Dung va CS
(25%) [9] ty 1€ kiém soat bénh cling cao
hon ghi nhan cia Pham Minh Lanh va CS
(83%) [6].
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Vé PFS, trung vi PFS dat 8,5 thang,
twong dong véi nghién cru KEYNOTE-
407 (8,0 thang & phan tich cudi cung)
[4]. Két quad nay thidp hon so véi cac
nghién ctru trong nwéc nhw clua tac gia
Nguyén Khanh Toan va CS (2023) (11
thang) [5], cua tac gia Pham Minh Lanh
va CS (2022) (11,9 thang) [6] va cua tac
gid Quach Thanh Dung va CS (2025)
(10,4 thang) [9]. Sw khac biét c6 thé lién
quan dén phac do6 héa tri khac nhau phan
bo md bénh hoc ciing khdc nhau. Pong
thoi, cac nghién ctru nay ghi nhan trén
nhom BN tré hon.

Veé 0S, trong nghién ctru ctia chiing t6i,
trung vi OS dat 20,2 thang (95%CI: 9,7-
30,7). Pay 1a mot két qua kha quan, dac
biét khi so sanh vé&i nghién cttu
KEYNOTE-407 - thit nghiém pha III da
chirng minh vai tro ciia pembrolizumab
két hop hoa tri paclitaxel - carboplatin
trong UTPKTBN mo hoc vay [3]. Trong
phan tich cdp nhat 5 nam ctia nghién ctru
KEYNOTE-407, trung vi OS & nhém diéu
tri két hop la 17,1 thang, ty 1é song thém
3namla29% va5namla18,4% [4]. Nhw
vay, két qua cua ching to6i c6 phan cao
hon cé vé trung vi OS 14n ty 1& s6ng thém
dai han. Piéu nay c6 thé giai thich do
trong nghién ctru KEYNOTE-407 chi tap
trung vao UTPKTBN mo hoc vay, trong
khi ty 16 UTBM tuyén trong nghién ctiru
cda chung toi chi chiém 58,3%. Nhu viy,
cin thwc hién thém nghién ciu véi &
nhom UTBM vay dé lam r6 hon vé sw
khac biét nay.
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Vé méi lién quan v&i biéu 16 PD-L1,
két qua cia chung toi dat dwoc trén
nhém BN c6 biéu 16 PD-L1 thap 1a 91,7%
BN c6 PD-L1 < 50% hodc khong rd. biéu
nay phu hop gia thuyét hiép dong giira
héa tri va mién dich: Héa chit khong chi
gy doc té bao, ma con diéu bién vi moi
treong u, tang trinh dién khang nguyén
va gidm cac thanh phin @c ché mién
dich, tr d6 hd tro két quad cua
pembrolizumab ngay ca khi PD-L1
khong cao. Két qua nay nhat quan véi
nghién citu KEYNOTE-407 va
khuyén cdo quoc té€, phac d6 phoi hop
héa - mién dich c6 lgi ich & UTBM vay bat
ké mirc PD-L1 (dic biét nhém TPS O -
49%) [3, 4].

Vé ho so an toan, phac d6 dwoc dung
nap tot véi tac dung khdong mong mudn.
Thwong gap nhat la thiéu mau, giam

cac

bach cau, mét moi va doc tinh than kinh
ngoai vi, phan 1én cac bién c6 & mirc do
nhe dén trung binh (dd 1 - 2). Poc tinh
do 3 it gap (khoang 2 - 4%) va khong ghi
nhan doc tinh d6 4. Poc tinh lién quan
mién dich it gdp déu & mic do nhe (1 BN
viém phoi ké va 1 BN viém dai trang d6 1).

Nghién cttu c6 mot sé6 han ché vai
thiét k& hoi ctru, don trung tdm, c& mau
con han ché véi 48 BN va khong c6 nhém
chirng; khoang 1/3 BN thiéu dir liéu PD-
L1. Nhitrng yéu t6 nay cé thé gidi han tinh
dai dién cta két qua nghién ctru. Can
thwc hién thém cac nghién cttu véi co
mau 16n hon, da trung tAm, véi thoi gian
theo do6i dai hon dé tdi wu hiéu qua diéu
tri ciia phac d6 trén tirng ca thé.

KET LUAN

Phac d6 phéi hop pembrolizumab v&i
paclitaxel-carboplatin trong diéu tri
bwédc mot BN UTPKTBN giai doan IV cho
két qua kha quan va mirc do an toan chap
nhédn dwoc. Két qua nay gop phan cing
c6 vai tro cia phac d6 hoa - mién dich, 1a
lwa chon diéu tri chuin trong thwc hanh
lam sang tai Viét Nam.
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