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Tém tat

Dit van dé: Trén nhém bénh nhan ung thw thwe quan tién xa, khong thé cat bé hodc
di c&n, thubc (rc ché diém kiém soat mién dich Pembrolizumab phdi hgp hoa tri trong
didu tri budc 1 gitip kéo dai thdi gian sdng con khdng bénh tién trién (PFS) va thoi gian
sbng con toan bod (OS) so vai hoa tri. Trong diéu tri bwdc 2, Pembrolizumab don tri kéo
dai OS so v&i héa tri @ nhém bénh nhan c6 PD-L1 CPS > 10. Tai Viét Nam, B& Y Té da
phé duyét Pembrolizumab trong diéu tri ung thw thiee quan tai phat di can hoac tién xa
vao thang 2 nam 2023.

Muc tiéu nghién ctu: Budc dau danh gia ti 1& dap (ng, sdng con khéng bénh
tién trién va tinh an toan ctia Pembrolizumab phdi hgp hoa trj trong diéu tri bwéc 1 va
Pembrolizumab don tri trong diéu tri bwéc 2 ung thw thwe quan tién xa khong thé cat bd
hoac tai phat, di can.

Déi twong, phwong phap: Nghién ctru hdi ctvu 32 bénh nhan dwoc chan doan ung
thw thwe quan tién xa tai chd tai viing, khoéng thé phau thuat hodc tai phat, di can dwoc
didu tri Pembrolizumab két hop héa tri trong diéu tri budc 1 va Pembrolizumab don tri
trong didu tri bwére 2 tai Bénh vién Ung Buwéu TP. Hb Chi Minh (01/03/2023 - 30/06/2024).

Két qua: Trung vi thdi gian theo di 10 thang. Ti Ié dap (ng toan bd 34,3%, i 1& kiém
soat bénh 68,6%. Trung vi thdi gian sdng con khong bénh tién trién 7 thang. Ti lé sbng
con khong bénh tién trién 6 thang, 12 thang 1an luot 1a 50,2%, 26,3%. Chua dat duoc
trung vi thoi gian sdng con toan bd. Doc tinh dd 3 ghi nhan déi vai thiéu mau (31,2%),
gidm tidu cau (9,3%), viem phéi (9,3%) va do - thing thwe quan (6,2%).

Két luan: Két qua ban dau cho thay diéu tri dwa trén Pembrolizumab & bénh nhan
ung thw thwe quan tién xa, di can cé hiéu qua cao va doc tinh thap.

T khéa: Ung thu thuc quan, Pembrolizumab, ti 1& dap tng, séng con khong bénh
tien trién.

Abstract

Initial evaluation of the efficacy and safety of Pembrolizumab
for treatment of inoperable advanced, recurrent or metastatic
esophageal cancer at Ho Chi Minh City oncology Hospital

Background: For patients with advanced, unresectable or metastatic esophageal
cancer, the immune checkpoint inhibitors Pembrolizumab combined with chemotherapy
in the first-line treatment could provide a significant benefit in progression-free survival
(PFS) and overall survival (OS) compared to chemotherapy. In the second-line treatment,
Pembrolizumab monotherapy prolongs OS compared to chemotherapy in patients with
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PD-L1 CPS = 10. In Vietnam, the Ministry of Health approved Pembrolizumab in the
treatment of recurrent, metastatic or advanced esophageal cancer in February 2023.

Purpose: Initial evaluation of overall response rate, progression-free survival
and safety of Pembrolizumab combined with chemotherapy in first-line treatment and
Pembrolizumab monotherapy in second-line treatment of inoperable locally advanced,
recurrent, metastatic esophageal cancer.

Methods: Retrospective study of 32 patients diagnosed with locally advanced
esophageal cancer, unresectable or recurrent, metastatic or treated with Pembrolizumab
combined with chemotherapy in the first-line treatment and Pembrolizumab alone in the
second-line treatment at Ho Chi Minh City Oncology Hospital (March 1, 2023 - June
30, 2024).

Results: Median follow-up time was 10 months. Overall response rate was 34,3%,
disease control rate was 68.6%. Median progression-free survival was 7 months.
Progression-free survival rates at 6 months and 12 months were 50,2% and 26,3%,
respectively. Median overall survival was not reached. Grade 3 toxicity was noted for
anemia (31,2%), thrombocytopenia (9,3%), pneumonia (9,3%), and esophageal fistula/

perforation (6,2%).

Conclusions: Initial results show that Pembrolizumab-based treatment in patients

with advanced, metastatic esophageal cancer is high efficacy and low toxicity.

Keywords: Esophageal cancer; Pembrolizumab; overall response rates; progression-

free survival; Treatment-related adverse events.

1. PAT VAN PE

Ung thu thuc quan 1a loai ung thu ding hang
thor 11 va la nguyén nhan gay tir vong do ung
thu dimg hang thir bay trén toan thé gidi theo
GLOBOCAN 2022, v6i udc tinh ¢6 511.000 ca
moi va 445.000 ca t& vong vao nam 2022 [1].
Nam 2019, 70% sb ca mic moi, tr vong ung
thu thyc quan 14 & cac nude chau A [2]. Tai Viét
Nam, theo GLOBOCAN 2022: ung thu thuc
quan xép hang tht 12 vé ty 16 mic méi va thu
7 vé ty 1é tir vong do ung thu voi 3.686 ca mic
moi va 3.470 ca to vong [1]. Trén nhom bénh
nhéan ung thu thyc quén tién trién khong thé cat
bo hodc di can, thude e ché diém kiém soat
mién dich Pembrolizumab phdi hop hoéa trj trong
diéu tri budc 1 gitp kéo dai thoi gian séng con
khong bénh tién trién (PES) so v6i héa tri (6.3
thang so vai 5.8 thang, HR 0.65 [95% CI 0.55 -
0.76]; p <0.0001)) va thoi gian sdng con toan bd
(OS) so véi hoa tri (12.4 thang so véi 9.8 thang,
HR 0.73 [95% CI 0.62 - 0.86]; p < 0.0001) theo
nghién ctru KEYNOTE-590 [3]. Trong diéu tri
budc 2, Pembrolizumab don tri kéo dai OS so
v6i hoa tri & nhom bénh nhan c6 PD-L1 CPS >
10 (9.3 thang so véi 6.7 thang, HR 0.69 [95%
CI 0.52 - 0.93]; p = 0.0074) theo nghién ctu
KEYNOTE-181 [4]. Tai Viét Nam, B6 Y Té da
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phé duyét Pembrolizumab trong diéu tri ung thu
thuc quan tai phat di can hodc tién xa vao thang
2 nam 2023. Chiing t6i tién hanh nghién ctru dé
tai nay nham budc dau danh gia hiéu qua diéu tri
va tinh an toan ciia Pembrolizumab két hop hoa
tri trong diéu tri budce 1 va Pembrolizumab don
trj trong diéu tri budc 2 trén nhoém bénh nhan ung
thu thuce quan tién xa tai chd tai ving khong phau
thuat duoc hoac tai phat di can hoac duoc diéu tri
tai Bénh vién Ung Buéu TP. H6 Chi Minh.

MUC TIEU NGHIEN CUU

Panh gia ti 16 dap ung, thoi gian song
con khong bénh tién trién, tinh an toan cua
Pembrolizumab két hop hoa tri trong diéu trj
budc 1 va Pembrolizumab don tri trong diéu tri
budc 2 ung thu thuc quan tién xa tai chd, khong
phau thuat duoc hodc tai phat di can.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Pbi twong

Bénh nhan dugc chan doan ung thu thyc
quén tai phat di can hodc tién xa tai chd tai ving
duoc diéu trj Pembrolizumab két hop hoéa tri
trong diéu tri budc 1 va Pembrolizumab don tri
trong diéu trj bude 2 tai Bénh vién Ung Budu
TP. H6 Chi Minh (01/03/2023 - 30/06/2024).
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2.2. Phuwong phap nghién ciru

Nghién ctru hdi ctru, mo ta hang loat ca.

Tiéu chuan chon bénh nhan

Ung thu biéu mé thuc quan hodc ung thu
biéu mo chd ndi da day - thuc quan Siewert
loai 1 (khéi u c¢6 diém trung tAm tir 1 - 5 cm
trén chd ndi da day - thuc quan) giai doan tai
phat, di can hoac tién xa tai chd, khong phﬁu
thuat dugc hoac hoa - xa tri tri€t can theo
AJCC 8 (2017) .

Pugc diéu tri Pembrolizumab két hop hoa
tri dua trén platinum va fluoropyrimidine trong
diéu tri bude 1 (ung thu biéu mo tuyén va ung
thu biéu mo té bao gai) hodc Pembrolizumab
don tri trong diéu tri budc 2 (ung thu biéu mo té
bao gai, PD-L1 CPS > 10) tai BVUB TP. HCM
tr 01/03/2023 - 30/06/2024.

Tiéu chuéan loai trur

Bénh nhin méc cac bénh ning phdi hop de
doa tinh mang nhu: Bénh ly tim mach dang tién
trién, suy ho hap, nhiém tring cap tinh. ..

Bénh nhan méc ung thu thir 2.

2.3. Xir Iy s6 li¢u

Dung phan mém SPSS 20.0 dé xr 1y s licu.

Khao sat séng con bing phuong phap
Kaplan - Meier.

2.4. Van dé y dirc

Pé tai nay thyc hién dya trén hd so bénh an,
khong can thi€p vao qua trinh diéu tri, khong
lam t6n hai dén bénh nhan nén khong vi pham
y dtc.

Nghién cuu da duge su chép thuédn cua hoi
ddng dao durc.

3. KET QUA
3.1. Dic diém bénh nhan
Bang 1: Dic diém bénh nhan

2 Ti 1€
Dic diém n(N=32) o
Yo
Tudi Trung binh: 60
(43-76)
> 65 tudi 12 37,5
A« Trung binh 52 kg
Can nadng (42-68)
BMI
<18,5 6 18,7
> 18,5 26 81,3

Pic diém n (N=32) Toi/:é

Gioi

Nam 32 100
Nit 0 0
ECOG

0 12 37,5
1 20 62,5
Vi tri buéu

1/3 trén 6 18.8
1/3 gilra 14 43,8
1/3 dudi 12 37,4
Giai doan khi bit dau diéu tri
Pembrolizumab

1V (de novo) 14 43,8
Tai phat 5 15,6
Ti?in xa tai

chf”), kl~16ng 13 40,6
the phau thuat

Giai doan clia nhém tién xa tai chd, khong
thé phiu thuat (M0) (N = 13)

cT3 6 46,2
cT4 7 53,8
cN1 3 23,1
cN2 2 15,4
cN3 8 61,5
Vi tri tai phat, di cin (N =19)
Gan, phoi, 6 9 475
bung
Hach khong

. 42,1
phai hach ving 8 ’
Xuong 1 5,2
Ta; phat tai 1 52
cho
Giai phiu bénh
Ung thu bi¢u 1 100

mo té bao gai
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Pic diém n (N =32) Tj/olé
motugin 0 0
Budic diéu tri
Budc 1 28 87,5
Budc 2 4 12,5
PD-L1 - CPS
210 ot ooz | 28
<10 3 9,3
fi}éﬁ“g thue 2 68,9
Phac d6 héa tri két hop Pembrolizumab
trong buédce 1 (N = 28)

PF 21 65,6
CapeOx 2 6,3
FOLFOX 5 15,6

Tu 1/3/2023 dén 30/6/2024 ching toi
thu nhan duogc 32 truong hop (87,5% diéu
tri bude 1, 12,5% diéu tri bude 2). Trong d6
100% truong hop 1a ung thu biéu mo té bao
gai, da s6 budu ¢ vi tri 1/3 gitra (43,8%). Co
59,5% ¢ giai doan tai phat, di can khi diéu
tri Pembrolizumab, di can tang (gan, phéi,
6 bung) chiém da sé véi 47,5%. O diéu tri
bude 1, phan 16n cac truong hop (65,6%)
duoc két hop voi phac d6 hoa tri PF.

3.2. Panh gia hi¢u qua diéu tri

Trung vi thoi gian theo ddi: 10 thang (ngan
nhat: 3 thang, dai nhat: 16 thang).

3.3. Tinh an toan

Bang 2: Panh gia dap ung diéu tri

Dic diém diéu tri va n Ti 1§
danh gia dap ung (N=32) %
S6 chu | <3 thang 2 6.3
ki diéu | >3 - <6 thang 17 53,1
tn >6-12thang | 13 40,6
Din :
é}p ung hoan 0 0
toan
i | Dipmemat |
gia dap phin )
ung .
Bénh 6n dinh 11 34,3
Bénh tién trién 10 31,4

Nghién ctru nay ghi nhan 53,1% truong hop
duge diéu tri Pembrolizumab 3 - 6 thang. Két
qua ti 1& dap Gmg toan bo 1a 34,3%, ti 1& kiém
soat bénh la 68,6%.

et

o
@
I

]
@
L

------------

@
-

suit séng cén khéng binh tién trién

Aie

]

Thél gian (thing)

Biéu d6 1: Song con khong bénh tién trién

Trung vi thoi gian song con khong bénh tién
trién 13 7 thang. Ti 1é song con khong bénh tién
trién 6 thang, 12 thang lan luot 1 50,2% va 26,3%.

Cho dén thoi diém phan tich sd liéu
(14/11/2024), trung vi thoi gian theo doi la 10
thang, chi c¢6 4/32 truong hop (12,5%) trong
nghién ctiru tr vong, chua dat duoc trung vi thoi
gian sdng con toan bo.

Bang 3: Tac dung khong mong mubn ctia phac db diéu tri

Po1 D) 2 Po 3 Do 4
Péc tinh lién quan hé tao huyét

Giam bach cau hat 5 (15,6%) 10 (31,2%) - -
Thiéu mau 3(9,3%) 5(15,6%) 10 (31,2%) -
Giam tiéu cau 4 (12,5%) 2 (6,2%) 3(9,3%)
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bo1 Do 2 bo3 bo 4
Poc tinh ngoai hé tao huyét
Non 6i 13 (40,6%) 13 (40,6%) - -
Phat ban - - - -
Tiéu chay 2 (6,2%) 6 (18,7%) - -
Chan an 15 (46,8%) 6 (18,7%) - -
Viém niém mac 7 (21,8%) 2 (6,2%) - -
Rung toc 10 (31,2%) 5 (15,6%) - -
Poc tinh than kinh ngoai bién 5 (15,6%) 8 (25%) - -
Néc cut 2 (6,2%) - - -
Viém phdi - 1 (3,1%) 3 (9,3%) -
Do - Thing thyc quan - - 2 (6,2%) -
Giam d6 loc cau than 3(9,3%) -
AST 10 (31,2%) -
ALT 3(9,3%) 3(9,3%)

Két qua cta chung i cho thay cac doc tinh chu yéu ¢ mirc do nhe d6 1 va 2. Poc tinh d6 3 ghi nhan
ddi voi thiéu mau (31,2%), giam tiéu cau (9,3%), viem phdi (9,3%) va do - thung thuc quén (6,2%).

4. BAN LUAN

4.1. Pic diém nh6ém bénh nhéan nghién ciu

Nghién cttu ctia chiing t61 ¢6 32 truong hop
(87,5% diéu tri budc 1, 12,5% diéu tri budc 2).
Nghién ctru ¢6 100% truong hop la nam gioi,
theo y van ghi nhan khoang 70% céc truong
hop méi duoc chin doan xay ra & nam gidi va
ty 16 méic bénh ung thu thuc quan khac nhau gap
2 dén 3 1an giita hai gidi trén toan cau [5]. Két
qua c6 100% truong hop 1a ung thu biéu mo té
bao gai, diéu nay nay phu hop véi nghién ctru
KEYNOTE-590 (73%) [3] cling nhu nghién
clru cua tac gia M Arnold cho thay ung thu biéu
mo té bao gai 1a loai ung thu thuc quan phd bién
nhét trén thé gidi [6]. C6 40,6% trudng hop &
giai doan tién xa tai chd, khong thé phﬁu thuat
va 59,5% & giai doan tai phat, di can khi diéu
tri Pembrolizumab trong nghién ctru nay, trong
khi ¢ nghién ciru KEYNOTE-590 ti 1€ tai phat,
di can 1a 92%. Nhu vay, trong thuc té lam sang,
bénh nhan ung thu thyc quan da dugc tiép can

v6i Pembrolizumab tir sém, khi chua tai phat,
di can. Pbi voi diéu tri budc 1, phan 16n cac
truong hop (65.6%) duoc két hop voi phac dd
hoa tri PF, chung toi két hop phac d6 héa tri cha
yéu theo nghién ctru gdc KEYNOTE-590, mic
du theo PDA duyé¢t chi dinh Pembrolizumab
c6 thé két hop véi hoa tri dya trén platinum va
fluoropyrimidine [7].

4.2. Danh gia hi¢u qua diéu tri

Ti 1¢ dap tng toan b 1a 34,3%, két qua nay
thip hon nghién ctru KEYNOTE-590 (45%).
Nguyén nhan c6 thé do trong nghién ctru
cua chiing t6i c6 4 truong hop (12,5%) duogc
diéu trj budc 2 con trong KEYNOTE-590 thi
100% bénh nhan dugc diéu tri bude 1. Trung
vi thoi gian sdng con khong bénh tién trién 1a
7 thang, dai hon KEYNOTE-590 (6,3 thang)
¢6 thé do nghién ciru nay 40,6% truong hop
& giai doan tién xa tai chd, khong thé phau
thuat va 59,5% ¢ giai doan tai phat, di can, con
KEYNOTE-590 ti 1¢ tai phat, di can la 92%.
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Nghién ctru doi thyc 77 bénh nhén tai Trung
Quéc ciia X Wang bao cdo trung vi sdng con
khong bénh tién trién 1a 7,3 thang [8]. Theo
nghién ctru cta tic gia F Yan, khi diéu trj 47
truong hop ding Pembrolizumab két hop véi
albumin-bound paclitaxel va nedaplatin cho
ti 16 dap g 68,1%, trung vi sdng con khong
bénh tién trién 1a 12,6 thang [9]. Do thoi gian
theo ddi con ngan (trung vi 10 thang) nén ching
t6i chua ghi nhan duoc trung vi sdng con toan
bo, KEYNOTE-590 c6 trung vi thoi gian séng
con toan bo 1a 13,9 thang ¢ nhom ung thu biéu
md té bao gai diéu tri budc 1 véi trung vi theo
doi 22 thang .

4.3. Tinh an toan

Két qua cua ching toi cho thay cac doc tinh
chit yéu ¢ mirc d6 nhe d6 1 va 2. Boc tinh d6 3
ghi nhan ddi vé6i thiéu mau (31,2%), giam tiéu
cau (9,3%), viém phoi (9,3%) va do - thing
thuc quan (6,2%). Két qua nay gan tuong tu
nghién cuu cua tac gia P Zhang, bao cao doc
tinh d6 3 trd 1én duoc quan sat thiy & 9/57
bénh nhan (15,8%) [10]. Trong nghién clru
KEYNOTE-590, cac tac dung phu lién quan
dén diéu tri & muc do 3 tro 1én xay ra & 266
(72%) bénh nhan trong nhém 373 bénh nhan
diéu trj Pembrolizumab cong voi hoa tri ligu.
Ly giai su khac biét nay c6 thé do nghién ciru
clia chling t6i ¢6 c& mau nho, thoi gian theo ddi
ngan. Can sb luong bénh nhan nhiéu hon va
thoi gian theo doi dai hon dé danh gia 16 hon vé
ddc tinh lién quan dén diéu tri.

Han ché ciia dé tai

Nghién ctru ndy c6 mot sé han ché: (1) Pay
la mot nghién ctu lam sang mot nhom, mot
trung tAm, v6i sd lwong bénh nhan it va khong
bao gdm nhom ddi chimg; (2) Thoi gian theo
ddi can dai hon, vi chua danh gia duoc két qua
song con toan bo.

Ngoai ra, 100% trudng hop 1a ung thu biéu
md té bao gai, khong co truong hop nao ung
thu biéu mo tuyén, nhu vay sé khong danh
gia dugc hi¢u qua ciing nhu tinh an toan cua
Pembrolizumab trén phan nhom ung thu biéu
mo tuyén.
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5. KET LUAN

Két qua thuc té budc dau cta ching toi cho
thiy diéu tri dua trén Pembrolizumab c6 hiéu
qua cao ¢ nhiing bénh nhan ung thu thuc quan
tién xa tai chd, khong phau thuat duoc hodc tai
phat, di cin. Poc tinh lién quan dén cac phac dd
nay co6 thé kiém soat duoc.
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