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TOM TAT

Mé dau: Pembrolizumab 1a mét thude chen chét kiém mién dich PD-1, d3 duogc chép thuan
trong diéu tri budc mot cho bénh nhan ung thu té bao vay ving dau c¢6 (HNSCC) tai phat/di
can, giup cai thién thoi gian séng con toan bo. Hién nay, dit liéu diéu tri phac d6 nay tai Viét
Nam con han ché. Muc tiéu: Panh gia ty 18 dap g, thoi gian diéu tri va doc tinh tir dir liéu
thuc té ciia bénh nhan HNSCC tai phat/di can diéu tri budc mot phac dd c6 Pembrolizumab
tai Bénh vién Ung buéu TP. HCM. Péi twong, phwong phap: Nghién ctru hdi ctru mo ta
loat ca. Gom 24 truong hop dugc chan doan HNSCC tai phat hoac di can dugc diéu tri budc
mot voi Pembrolizumab (két hop hoa tri hodc don tri CPS>1), tir 2 chu ky tré 1én tai Bénh
vién Ung Bu6u TP. HCM tir 01/08/2023 dén 01/05/2025. Két qua: Pa s6 BN 1a nam, hut
thudc 1a (2/3 BN), tudi trung binh 1a 56,1 va 16n nhat 88 tudi. Ty 16 BN ECOG 2 1a 16,7%.
Co6 79,2% BN dugc xét nghiém PD-L1 va 70,9% BN co6 CPS >1. Ty 1¢ BN phat hién giai
doan IVc khi chan doan 1an dau chiém 16,7%. V& Iwa chon phac d6 diéu tri, c6 1 BN diéu tri
Pembrolizumab don tri. Trong s6 23 BN diéu trj Pembrolizumab két hop hoa tri, phac dd bod
d6i chira Cisplatin chiém 39,1%. Ty 1é dap tng toan bd 1a 47%. Trung vi thoi gian diéu tri 1a
7 thang (95% Cl: 5,1-8,9 thang). V& doc tinh, c6 8,3% BN giam bach cau hat d6 3 va 4,2%
BN thiéu mau do 2. Nén 6i, viém gan do 1-2 cung chiém 12,5%. Suy than d§ 3 c6 1 BN va
¢6 1 BN suy giap d6 1. Két luan: Dit liéu sém cua phac d6 c6 Pembrolizumab trong diéu tri
budc mot HNSCC tai phat/di can tai Bénh vién Ung buéu TP HCM cho thiy dap img cao
hon va thoi gian diéu tri kéo dai hon. Tuy nhién, can mé rong nghién ctru v6i ¢& mau 1on
hon va theo dai 1au dai dé c6 birc tranh toan canh va day du vé hiéu qua va tinh an toan cta
liéu phap mién dich trén thyc té.

Tir khoa: Ung thu ving dau c6 té bao vay, tai phat/ di can, liéu phap mién dich.

* Té4c gia lién hé: Nguyén Manh Duy ~ DT: 0392537308  Email: Mdnguyenmanhduy@gmail.com
Nhén bai: 23/9/2025 Ngay nhan phan bién: 17/11/2025
Ngay nhan phan hoi: 24/11/2025 Ngay duyét dang: 2/12/2025
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SUMMARY

PEMBROLIZUMAB THERAPY AS FIRST-LINE TREATMENT FOR
RECURRENT OR METASTATIC HEAD AND NECK SQUAMOUS CELL
CARCINOMA AT HO CHI MINH CITY ONCOLOGY HOSPITAL

Background: Pembrolizumab, a PD-1 immune checkpoint inhibitor, has been approved as
a first-line treatment for patients with recurrent or metastatic head and neck squamous cell
carcinoma (HNSCC), demonstrating improved overall survival. Recently, real data from
Vietnam on the use of these regimes remains limited. Objective: To evaluate overall
response rates (ORR), time on treatment (ToT), and toxicities among individuals receiving
first-line pembrolizumab therapy for recurrent or metastatic HNSCC at Ho Chi Minh City
Oncology Hospital. Methods: We conducted a retrospective case series at Ho Chi Minh City
Oncology Hospital. A total of 24 patients with recurrent/metastatic HNSCC were treated with
at least two cycles of first-line pembrolizumab-containing regimens (monotherapy when
CPS>1 or in combination with chemotherapy) between August 2023 and May 2025. Results:
Most patients were male, smoking (2/3 cases), with a mean age of 56,1 years (up to 88 years).
ECOG performance status 2 was observed in 16,7%. PD-L1 testing was performed in 79,2%
of cases, of whom 70,9% had CPS >1. The figure for patients with stage IVc was 16,7% at
initial diagnosis. Regarding treatment patterns, a patient received pembrolizumab alone, and
23 individuals received pembrolizumab plus chemotherapy, of which 39,1% were treated
with cisplatin-based doublets. The overall response rate was 47%. Median time on treatment
was 7 months (95% CI: 5,1-8,9). Notable toxicities included grade 3 neutropenia (8,3%) and
grade 2 anemia (4,2%), grade 1-2 nausea/vomiting, and hepatitis occurring in 12.5% each.
One case of grade 3 renal impairment, and one case of grade 1 thyroiditis. Conclusions:
These results represent preliminary data on the effectiveness of first-line pembrolizumab
therapy for recurrent/metastatic HNSCC. However, further research with a larger sample size
and longer follow-up is needed to support the efficacy and safety of immune regimes in real-
world settings.

Keywords: Head and neck squamous cell carcinoma, recurrent/metastatic, immunotherapy.

1. PAT VAN PE ving, sau diéu tri triét can, c6 trén 50% BN
tai phat hodc di can. O giai doan nay gom
nhiéu thé 1am sang da dang, doi hoi diéu tri
da mo thirc dé giai quyét tai chd (phau thuat

Ung thu ving dau c6 1a nhém ung thu
thuong gip ding tht 7 trén tong sb cac loai
ung thu (1). Trén 90% céac ung thu ¢ vung . ‘
nay 1a ung thu biéu mo té bao vay, chi yéu hodc xa tri) va diél{ tri toan than nham kéo
la nam gidi, lién quan dén hit thude 1a va  dai song con va kiém soit tricu chimg (4).
nhidm HPV (2). Nam 2024, tai Bénh vién Trudce ,dﬁ.y, HNSCC téi phat/di can co thoi
Ung Buéu Hd Chi Minh, HNSCC (trir ung gian sOng con toén‘ bd (pS) khoang 6-10
thu vom hau) 1a mot trong 20 bénh 1 thudng thang vi cac phac d6 chuan nhu Platin/SFU,
gip v6i 3.676 bénh nhan (BN) moi chin Platin/ Doce'Eaer hayEXTREME (5). Ng?.y
doan (3). Véi HNSCC giai doan tai chd, tai 14y cac thudc urc ché diém kiém soat mien
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dich nhu Nivolumab va Pembrolizumab
chung minh hi¢u qud va an toan trong
HNSCC tai phat/di cin (6). Dya vao két qua
cac nghién ctru nhu KEYNOTE-012,
KEYNOTE-040 va dac biét [a KEYNOTE-
048, tir nam 2019, cac huéng dan cua chau
Au va Hoa Ky di khuyén céo
Pembrolizumab tré thanh diéu tri budc 1
trong HNSCC téi phat/ di can gitp cai thién
dang ké thoi gian song con khoang 13 thang
(7). Tai bénh Ung  budu,
Pembrolizumab d3 dwa vao phac d6 diéu tri
thue hanh: két hop vé6i hoa tri hodc don tri
(PD-L1 duong tinh). Hon thé nita, co rat it
bao cdo vé HNSCC tai phat/di cin diéu tri
mién dich trong nuéc. Do d6, chiing toi thuc
hién nghién ctru nay nham danh gia két qua
phac dd c6 Pembrolizumab diéu tri budc mot
HNSCC tai phat/ di can.

2. POI TUQNG - PHUONG PHAP
NGHIEN CcUU

vién

2.1. Pdi twong nghién ciru

Gom céc trudong hop tir 18 tudi trd 1én,
duoc chan doan ung thu ving dau co (hdc
miéng, khau hau, ha hau, thanh quan) co
giai phau bénh ung thu biéu mé té bao gai,
tai phat hodc di cin, khong thé didu tri khoi
bang phiu thuét hay xa tri, hodc bénh tién
trién nhanh sau két thic diéu tri tai chd
trude do 3-6 thang, duoc diéu tri toan than
budc 1 v6i Pembrolizumab: két hop véi
hoa tri hoac don tri khi CPS >1, tir 2 chu
ky tro 1én tai Khoa Noi phu khoa, phoi
Bénh vién Ung Buéu TP. HCM tu
01/08/2023 dén 01/05/2025. Tiéu chuan
loai trir: BN ¢6 bénh ung thu thtr 2 kém
theo, di cin ndo chua kiém soat, diéu tri

thuéc mién dich trudc d6, khong thu thap
dugc day da ho so bénh an.

2.2. Phwong phap nghién ciru

Nghién ctru hdi ciru mé ta loat ca.
Danh gia dap tmg khach quan sau it nhit 2
chu ky dau. Thoi gian diéu tri (Time on
Treatment — ToT) duoc dinh nghia la
khoang thoi gian tinh tir ngdy bét dau phac
dd Pembrolizumab dén thoi diém nging
diéu trj vi bt ky nguyén nhan nao bao gdbm
bénh tién trién d6i phac d6, doc tinh, tir
vong, quyét dinh cua bac si/bénh nhan,
nhitng truong hop nay dugc tinh 1a event.
Nhitng bénh nhan van dang tiép tuc diéu trj
tai thoi diém két thic nghién ctru hoac mat
theo doi khi chua ghi nhan mot trong céc
bién cd trén duoc tinh 13 censored. Panh
gia thoi gian diéu tri theo phuong phap
Kaplan — Meier. Panh gia doc tinh theo
tiéu chuan CTCAE phién ban 5.0. Cac sd
liéu thu thdp dugc ma hoa va xur ly bfmg
phan mém Excel va SPSS 26.0.

3. KET QUA

3.1. Pac diém lam sang, can lam sang va
dic diém diéu tri

Tir 01/08/2023 dén 01/05/2025, chiing
t6i ghi nhan 41 trudng hgp HNSCC diéu tri
phéc db c6 Pembrolizumab bao gom 33 ca
diéu tri budc 1 va 8 ca diéu tri budc 2.
Trong d6 chung t61 phan tich nhém 24 BN
thoa tiéu chuan chon bénh. Tudi trung binh
12 56,1 (+ 2,7), nho nhét 29 tudi va 16n nhét
88 tudi.
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Bang 1: Dac diém Iam sang, can lam sang va dac

diém diéu tri toan than bwdc mot

62

Pac diém N (%)
Gioi Nam 19
(79,2)
Hut thudc la Céo 16
(66,7)
ECOG 0-1 3
(83,3)
2 4
(16,7)
Bénh kém Khéng cé 14
(58,3)
1 bénh 4
(16,7)
Tir 2 bénh tré 1&n 6 (25)
D6 biét hoa Do 1-2 21
(87,5)
P63 3
(12,5)
Piém CPS <1 2(8,3)
1-19 9
(37,6)
=20 8
(33,3)
Khoéng xét nghiém 5
(20,8)
Bwéu nguyén Héc miéng 8
phat (33,3)
Khéu hau 6 (25)
Ha hau 5
(20,8)
Thanh quan 4
(16,7)
Khac 1(42)
Diéu trj trwdc Phau thuat 16
(58,3)

Hoa xa ddng thdi/Xa tri 15
(62,5)
Khang EGFR 2(8,3)

Chua diéu tri 5
(20,8)

Tinh trang bénh | Tai phat tai chd tai vung 13
(54,2)

Tai phat tai chd + di cén xa 5
(20,8)
Tai phat di can xa 1(4,2)

Di can xa 4
(16,7)

Tai ché tai ving lan réng 1(4,2)

Diéu tri Pon tri 1(4,2)
Pembrolizumab " -
Két hop hoéa tri 23
(95,8)
Cé Carboplatin 14
(58,3)
Co6 Cisplatin 9
(39,1)

Chu yéu 1a nam gidi, hat thude 14 (2/3
BN) va c6 ECOG 0-1 (83,3%). Ty 1¢ CPS >1
14 70,9%. Ung thu hdc miéng chiém ty 18 cao
nhit 33,3%. Pa s6 BN da trai qua phuong
phap diéu tri phiu thuat, xa tri, chi c6 20,9%
BN moi chan doan bénh lan dau. Phan lon
BN duoc diéu tri Pembrolizumab két hop
hoa tri bo d6i (95,8).

3.2. Két qua diéu tri

Trung vi thoi gian theo doi 1a 6,5 thang
(1-19), c6 6/24 BN (25%) ghi nhan bién cb
tir vong voi thoi gian séng con toan bo ngan
nhat 2 thang va dai nhit 17 thang (Biéu dd
2).
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Biéu db 1: Thoi gian diéu
tri. Trung vi ToT 7 thang
(95% CI: 5,1-8,9).
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Biéu d6 2: Thoi gian diéu tri va dap (ng.Thoi gian diéu trj bao gém thdi gian P+ HT diéu tri Pembrolizumab
phéi hop héa tri bd d6i, P duy tri 1a Pembrolizumab don tri, PF6 - U 1 platin va fluorouracil da 6 chu ky, sau
d6 duy tri Ufur, HT B2 13 hda tri bwéc sau. Danh gia dap (rng khach quan it nhat sau 2 chu ky, CR dap ¢ng

hoan toan, PR dap tng mét phan, SD bénh &n dinh, PD bénh tién trién
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Trong s6 24 BN, ¢6 5 truong 45
hop chua danh gia dap tng 40
khach quan. Trong 19 BN 35
duoc dénh gia, ty 1é ORR 12 - 2‘5’
47%. :: 20
15
10
5
0

Dap tng hoan Dap rng mdt Bénh 6n dinh  Bénh tién

toan phan trién

Biéu do 3: Bap &ng khach quan

Bang 4: Phan do va mic dé doc tinh I&én hé huyét hoc, gan, than va tuyén noi tiét

40
35

30 ]

10 ]

: ]
Giam bach e o . N R -
ciu hat Thiéu mau Nén 6i Viém gan Suy than Suy giap
mDo3 8.3 4.2
mDo2 4.2 4.2 4.2 8.3
bo1l 29.2 8.3 4.2 4.2

Vé doc tinh, c6 8,3% BN giam bach cau
hat d6 3, khong c6 ca nao sot giam bach cau
hat va 4,2% BN thiéu mau d¢ 2. Non 61 va
viém gan & muc do 1-2. Co6 1 ca suy than Q(f)
3 va 1 BN viém giap suy chiic nang tuyén
giap lién quan mién dich do 1.

4. BAN LUAN
Dic diém dan s6 va diéu tri

T thang 6 ndm 2019, FDA chap thuan
thuoc chen chot kiém mién dich PD-1
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Pembrolizumab trd thanh diéu tri budc mot
trong HNSCC téi phat, di can. Theo hudng
dan chan doan va diéu tri mot $6 bénh ung
budu ciia Bo y té ban hanh thang 4 nam 2020
cap nhat phac do c6 Pembrolizumab trong
diéu tri HNSCC tai phat, di cin gitp cai
thién két qua diéu tri va chat luong séng. Tai
bénh vién Ung budu, Pembrolizumab da dua
vao phac db diéu tri thuc hanh: két hop véi
hoéa tri hodc don tri (PD-L1 duong tinh) (7),
(8), (9). Tir 01/08/2023 dén 01/05/2025,
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chung t6i ghi nhan 33 ca diéu tri toan than
budce 1 va 8 ca diéu tri budce 2.

Trong nghién ctru KEYNOTE-040 (nam
2018, 495 BN), mot thir nghiém pha III ¢
HNSCC téi phat, di can sau that bai véi platin
(57% BN thét bai sau diéu tri toan than budc
1 va 28% BN budc 2) so sanh hi€u qua gitra
Pembrolizumab don trj va diéu tri tiéu chuan
(hoa tri don tri hodc cetuximab) 1a tién dé vé
hiéu qua diéu tri khang PD-1 (trung vi OS
nhéanh Pembrolizumab don tri 1a 8,4 thang so
v6i diéu tri tiéu chudn 6,9 thang (HR 0,80,
p=0,016) (10). Pén nam 2019, nghién ciu
KEYNOTE-048, thir nghiém ngau nhién,
nh&n ma, pha III dugc thyc hién tai 200 trung
tam y khoa trén 37 qudc gia, 882 BN, so sanh
3 nhom: Pembrolizumab don thudn,
Pembrolizumab két hop S5FU/Platinum va
EXTREME (Cetuximab + 5FU/Platinum).
Dan s6 nghién ctru nay c6 trung vi tudi 12 61-
62, 16n nhit 94 (Pembrolizumab don tri) va
85 tu6i (Pembrolizumab két hop), toan bo BN
ECOG 0-1, 85% CPS >1, 44% CPS >20 (11).
Theo Black va cong su (2023), nghién ctru dir
liéu doi thuce tai My trén 280 trung tam diéu
tri ung thu, hoi ctru dua trén bénh an dién ti,
ghi nhan 431 ca Pembrolizumab don tri, 215
ca Pembrolizumab két hop. Trung vi tudi 1a
68, 16n nhét 78 tudi diéu tri pembrolizumab
don tri va 70 tudi diéu tri phac db két hop, gan
80% la nam gidi, khoang 84% CPS >1 va
42% CPS >20 (12). Nghién ctu chung to1
tudi trung binh 1a 56, 16n nhat 88 tudi, 83%
ECOG 0-1, 71% CPS =1; 33% CPS >20. Co
the thdy cac dic diém vé dan sb nhu tudi, da
s0 nam gi6i, hut thude 14, chi s6 toan trang

thip kha tuong dong giita cac nghién ciru.
Tuy nhién nghién ctru chung t6i c6 17% BN
ECOG 2 va nghién ctru cua Black c6 20,9%
BN ECOG 2-4, c6 thé thiy trén thuc thé BN
téng trang kém hon van c6 thé diéu tri véi
phac dd Pembrolizumab. Ngoai ra, nghién
ctru cua Black khi phén tich hdi quy logistic
cho thdy Pembrolizumab don tri thuong dugc
Iwra chon hon véi BN 16n tudi hon (p <0,001),
chi s6 ECOG cao (p = 0,004), c6 budu
nguyén phat tai thanh quan (p = 0,023), hoac
diém CPS cao hon (p = 0,026 dbi v6i nhém
1-19 so v6i <1 va p=0,007 d6i v6i nhom >20
so voi <1). Ngoai ra, don tri it duoc chi dinh
hon & bénh nhan ¢6 HPV am tinh so voi
duong tinh (p = 0,030) (12).

Két qua diéu tri

Trong KEYNOTE-048 , ty 1&¢ ORR
nhom BN diéu tri mién dich c6 CPS >1, CPS
>20, thap hon nhom diéu tri EXTREME (lan
luot 1a 19%, 23% va 35%). Trong nghién
ctru ctia Black thi ORR cua diéu tri phdi hop
la 30% (11). ORR tai BVUB (47%) cao
hon, sy khac biét nay cé thé mot phan do c&
mau nghién ctu caa ching téi con nho. Mot
bdo cdo tai Bénh viénh K mdt truong hop
ung thu ung thu amydan tién trién tai ch, tai
ving va di can phoi that bai nhiéu phéac do:
Cimabher, Docetaxel-Cisplatin,
Capecitabine, Extreme. Bénh tién trién ram
rd v6i hach ¢6 to dau nhiéu, boc 16 PD-L1
65%, da dap Gmg tt voi liéu phap mién dich
Pembrolizumab don tri (1am sang va hinh
anh sau 3 chu ky) (13). Piéu nay cho thiy
HNSCC tai phat, di can dap Gng t6t v6i phac
dd Pembrolizumab.

Bang 5: So sanh két qua diéu tri Pembrolizumab bwéc mét ttrong HNSCC tai phat/di cian

Nghién ctru Pac diém ORR

mPFS/ToT mOS

Tudi TB 56
17% ECOG 2
71% CPS 21

Chuing t6i (2025)

47%
n=24 0

ToT: 7,0 thang
95% CI 5,1-8,9

Chuwa dat
OS 2-17 thang
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96% combo

0,
world, US) n=646 | =1 30%

0os:

KN-048 Tudi TB ~61 mono 19% PFS mono 12,3 thang CPS 21
(2019) ECOG 0-1 combo ~36% mono 2,3 thang 14,9 thang CPS =20
n=882 85% CPS 21 EXTREME ~35% combo 4,9 thang combo 13,0 thang

EXTREME 10,4 thang
Black et al. Tudi TB 64-69 21% mono: 17%: combo: rwToT rwOS: )
(2023, Real- ECOG 24 84% CPS ! mono 4,2 thang mono 12,1 thang

combo 4,9 thang combo 11,9 thang

KN-040 BN thét bai sau platin
(2019) 57% sau 1L ~14,6%
n=495 ECOG 0-1

oS
mono 8,4 thang
diéu tri chuan 6,9 thang

PFS ~2,1 thang

Ch thich: mono: Pembrolizumab don tri; combo Pembrolizumab két hop héa tri, 1L budc mot

Két cuc chinh cua diéu tri 1a séng thém
toan bo. Phac dd c6 Pembrolizumab kéo dai
OS tur cac nghién ctru chinh (KEYNOTE-
048, KEYNOTE-040) dén dir liéu doi thuc
(Black et al.) so véi diéu trj chuan trudc day
(EXTREME, hoa tri), vdi OS >12 thang so
v6i 10,4 thang (14). Ngoai ra CPS cao (>20)
thi hi€u qué kéo dai hon. OS nghién ctru tai
BVUB chua dat (25% bién cb tir vong),
nhung theo doi hién tai (2—17 thang) goi y
két qua kha quan, cAn ¢& mau 16n va theo ddi
lau dai.

Vé doc tinh, nghién ctru ching t6i ghi
nhan ty 18 bién ¢ bat lgi d6 3, chua c6 bién
cb d6 4 (8,3% giam bach cau hat do 3), thap
hon so véi KEYNOTE-048 (bién ¢ nay do
3 trd 1én 1a 18% & nhom két hop). Suy giap
& muc do 1-2 (16-18% trong KEYNOTE-
048 cao hon 4,2% trong nghién ctru ching
toi) (11).

5. KET LUAN

Nhiing két qua nay 1a dit liéu ban dau vé
hiéu qua cta Pembrolizumab trong diéu tri
budc 1 HNSCC tai phat/di can. Tuy nhién,
can mo rong nghién ciru v6i ¢ mau 16n hon
va theo ddi 1au dai dé khang dinh hiéu qua
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va do an toan cua liéu phap mién dich trong
thuc hanh 1am sang thyc té.
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