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Hé Hoang Ngan Tam?, Phan Thj Hong Pirc!, Lé Hoang Pinh Nguyén!

TOM TAT,

Thubc Gc ché diém kiém soat mién dich
Pembrolizumab phdi hop hoé tri kéo dai thoi
gian séng sot va ty 1é séng khong bénh tién trién
& nhom bénh nhin ung thu thyc quan. tién trién
khong thé cat bo hoic di can.

Muc tiéu:

Nghién citu hiéu qua va antoan cta phac do6
Pembrolizumab phdi hop hoé trj trén nhém bénh
nhéan Ung thu thuc quan tai phat di can hoic tién
xa tai chd tai vang khong thé phiu thuat.

Péi twong va phwong phap nghién ciru:

Béo c4o hdi ctru dugc thuc hién tr thang
03/2023 dén thang 03/2024 tai Bénh Vién Ung
Budu TPHCM. Nghién ctru chdng téi thu nhan
nhiing bénh nhan duoc chan doan Ung thu thyc
quan tai phat di can hoac tién xa tai chd tai ving
khéng thé phiu thuat va cd két qua mé hoc la
Carcindm té bao gai hoic tuyén, c6 su dung
thuéc Pembrolizumab.

Két qua:

Do tudi trung binh caa 15 bénh nhan 1 64;
ECOG 0-1, 73,3% bénh nhan c6 thé trang kha,
BMI > 18.5.

!Khoa Noi tuyén vu, tiéu hod, gan, niéu, Bénh
vién Ung Buou TPHCM

Chiu trach nhiém chinh: H5 Hoang Ngan Tam
SPT: 0792239035

Email: tamho2316b@gmail.com

Ngay nhan bai: 24/7/2024

Ngay phan bién: 29/7/2024

Ngay chap nhan dang: 1/8/2024
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Ty 1 kiém soat bénh 1a 73,3%, trén 50%
bénh nhan st dung phic dd hod tri co
Pembrolizumab chua tién trién tai thoi diém 5
thang, ngoai ra trung vi séng con khdng bénh tién
trién cua nghién ctru van chua dat duoc.

Két luan:

Pembrolizumab két hop hoatri liéu cho thay
hiéu qua dang ghi nhan, doc tinh thap, chip nhan
duoc mang lai loi ich lau dai cho nhoém bénh
nhan Ung thu thuc quan tai phat di can hoic tién
xa tai chd tai vang khong thé phau thut.

Tirkhoa: ung thu thuc quan, liéu phap mién
dich, ty ¢ kiém soét bénh, doc tinh

SUMMARY
INITIAL EVALUATION OF THE
RESULTS OF USING
IMMUNOTHERAPY ON LOCALLY
ADVANCED OR METASTATIC
ESOPHAGEAL CANCER AT
ONCOLOGY HOSPITAL OF HO CHlI
MINH CITY

Background:

The immune checkpoint inhibitor drug
Pembrolizumab combined with chemotherapy
prolongs survival and progression-free survival
in unresectable progression or metastatic
esophageal cancer patients.

Objection:

Study the effectiveness and safety of
Pembrolizumab combined with chemotherapy on
a group of patients with locally advanced or
metastatic esophageal cancer.

Methods and objects:
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Retrospective report was conducted from
March 2023 to March 2024 at Ho Chi Minh City
Oncology Hospital. Our study enrolled patients
diagnosed with metastatic or locally advanced
recurrent esophageal cancer and with histological
results of squamous or adenocarcinoma, using
Pembrolizumab. .

Results:

The average age of 15 patients was 64;
ECOG 0-1, 73.3% of patients are in good
physical condition, BMI > 18.5. The disease
control rate was 73.3%, over 50% of patients
using chemotherapy plus Pembrolizumab had not
progressed at the time 5 months, in addition, the
study's median progression-free survival had not
yet been reached.

Conclusions:

Pembrolizumab combined with
chemotherapy shows remarkable effectiveness,
low toxicity, and acceptable long-term benefits
for patientswith locally advanced or metastatic
esophageal cancer in inoperable areas.

Keywords: esophageal cancer,
immunotherapy, disease control rate, adverse
effects

I. DAT VAN DE

Ung thu thyc quan, bao gom ung thu
biéu mo té bao gai thuc quan va ung thu biéu
md tuyén thuc quan, cé tinh xam lan cao,
tién lwong xau va ty 1¢ séng sot sau 5 nam
thap, 12 mot trong nhitng loai ung thu gay tu
vong cao nhét trén thé giéi. Ung thu biéu mod
té bao gai thuc quan, phé bién hon & khu vuc
Pong Nam A va Chau Phi, c6 dic diém bénh
tién trién nhanh va xay ra ¢ 1/3 gitra hoic
trén caa thuc quan. Ung thu biéu md tuyén
thuc quan, phd bién hon ¢ céc khu vuc Chau
Au va Bic My, thuong xay ra ¢ phan dudi
cua thyc quan va bat ngudn tir 1op 16t tuyén
gan da day. Thong thuong, hoa tri liéu toan

than 1a phuong phap diéu tri chinh trong
nhitng truong hop bénh di can hoac tién trién
tai chd tai viing qué chi dinh diéu tri tai chd,
mang lai thoi gian sdng con trung binh chi
khoang 12 thang. Gan day, v6i sy ra doi cua
nhém thudc @e ché diém kiém soat mién dich
da dugc nghién ctu rong rai va da duoc phé
duyét trong chi dinh diéu tri don tri v&/ hoic
phdi hop véi hoa tri lieu. Mot sé thir nghiém
pha IIT da chang minh loi ich vé dap (ing va
kha ning séng s6t so vgi hod tri liéu cing voi
hd so an toan tac dung phu c6 thé quan ly
dugc.  Nghién cau  KEYNOTE-590
(NCT03189719) giai doan 3 cho thiy
Pembrolizumab dau tién két hop véi héa tri
lidu kéo dai dang ké ty 1& sbng sot tong thé
va ty I¢ séng khong tién trién so véi gia duoc
két hop voi hoa trj liéu ¢ nhitng bénh nhan
ung thu biéu md tuyén tién trien khong thé
cit bo hodc di can hodc ung thu biéu mo té
bao vay cua thuc quan hoic Siewert tién
trién/di can Ung thu biéu md tuyén loai | &
chd ndi thyc quan da day.

Pembrolizumab 1a thudc wc ché diém
kiém soat mién dich da dugc B Y té Viét
Nam cép phép luu hanh vao nim 2017 trén
nhiéu chi dinh va nhiéu nhém bénh ung thu,
giai doan hd tro, tan hd trg ciing nhu giai
doan tién trién di can. Thang 3 nam 2023, Bo
y té chinh thac phé duyét Pembrolizumab
trong diéu tri Ung thu thyuc quan tai phat di
can hoic tién xa. Ching tdi nhan thay su cap
thiét nham danh gia hiéu qua diéu tri ciing
nhu doc tinh, cac tac dung phu ngoai y trén
nhom bénh nhan Ung thu thyc quan tai phat
di can hoic tién xa tai chd tai ving dugc diéu
tri toan than c6 si dung thudc tc ché diém
kiém soat mién dich Pembrolizumab tai
Bénh vién Ung budu TP. H6 Chi Minh.

Muc tiéu nghién cuu:
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M0 ta dac diém dich té, cac doc tinh, dép
rng, that bai (bénh tién trién) cua nhom bénh
nhan diéu tri todn than c6 Pembrolizumab
trong Ung thu thuc quan tai phat di can hoac
tién xa tai chd tai ving tai Bénh vién Ung
Budéu TP. H6 Chi Minh (01/03/2023 —
31/03/2024).

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

Cach chon bénh

Bénh nhan Ung thu thuc quan tai phat di
can hoic tién xa tai chd tai vung diéu tri tai
Bénh vién Ung Budu TP. H6 Chi Minh
(01/03/2023 — 31/03/2024) c6 chi dinh

Il. KET QUA NGHIEN cUU
Pic diém bénh nhan
Bdng 1. Ddc diém bénh nhan

Pembrolizumab v&/ hoac hoa tri liéu phdi
hop ECOG 0-1.

2.2. Phwong phap nghién ciru

Nghién ciru mé ta tién ctru cat ngang theo
doi doc

C& mau

Tu 01/03/2023 — 31/03/2024 chung t6i
thu nhan dugc 15 bénh nhan thoa tiéu chuan
va tién hanh ghi nhan di liéu caa bénh nhan
bao gom tudi, gigi tinh, ECOG, c&n ning,
BMI, TNM, vi tri di can, thoi gian diéu tri
dén khi bénh tién trién, cac bién chang cua
diéu tri.

Céc so lieu thu thap va xir ly bang phan
mém théng ké SPSS phién ban 16.0.

Gigi tinh Nam 100%
Tudi Trung binh 63
0 Nhé nhit 42, 16n nhat 87
0 60%
ECOG
1 40%
Ao Trung binh 51kg
Can ning Thip nhét 42, cao nhat 67
<18.5 4 (26,7%)
BMI
>18.5 11 (73,3%)
Giai doan bénh
cT2 1 (6,7%)
Buéu cT3 10 (66,7%)
cT4 4 (26,6%)
cN1 6 (40%)
Hach cN2 7 (46,7%)
cN3 2 (13,3%)
. MO 4 (26,7%)
D
reanxa M1 11 (73,3%)
Hach ¢6 - trén don 14 (93,3%)
Vi tri di cin Phdi — mang phdi 5 (33,3%)
Gan 9 (60%)
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Tai phat 4 (26,6%)

Tinh trang bénh

Di can de novo

11 (73,3%)

Giai phau bénh

100% Carcindm té bao gai

>10 3 (20%)

PD-L1-CPS

<10 2 (13,3%)

Khoéng thuc hién

10 (66,7%)

Ho4 xa dong thai trude dé

4 (26,7%)

Mé da day

9 (60%)

Trong nghién ciru cua chdng toi thu nhan
15 bénh nhan Ung thu thuc quan tai phat di
can hodc tién xa tai chd tai ving diéu tri tai
Bénh vién Ung Buéu TP. Ho Chi Minh. Céc
bénh nhan tir 42 tudi tré 1én, c6 do tudi trung
binh 1a 63 tudi, lon nhat 1a 87 tudi. Két qua
nay tuong tu V&i nhdm bénh nhan cua nghién
citu Keynote-590 (2021) co6 do tudi trung
binh 1a 64 tudi. Ty I¢ gisi tinh 100% la nam
gidi, khac biét so vai nghién ciu Keynote-
590 (2021) 82%.

Chdng t6i thu nhan nhom bénh nhén co
ECOG = 0-1 dé dua vao nghién ciru, twong
tu nhu nhom bénh nhan Keynote-590, can
nang trung binh 51 kg. Nghién ctu cua
ching t6i co dén 73,3% bénh nhan c6 BMI
>18.5, tinh trang dinh dudng kha, dung nap
hoa tri tot.

banh gia tinh trang budu theo TNM, 14
bénh nhan (93,3%) co tinh trang budu T3-4
ltc chan doan, 73,3% bénh nhan & nhom di

Bdng 2. Ddc diém diéu tri va ddap irng

cin ngay tir dau. T4t ca 15 bénh nhan déu
dugc danh gia vi tri di can xa, trong dé co 6
bénh nhan di can hai vi tri, 2 bénh nhan di
can 3 vi tri, thuong gap nhat 1a di can hach
co - trén don chiém ty 16 93,3%, tiép theo la
di can gan voi ty lé 60%, phoi — mang phoi
33,3%. Loai md hoc trong nhém nghién cau
ctia chling t6i 100% la Carcindm té bao gai.
Chung t6i cling tién hanh danh gia tinh trang
PD-L1, ghi nhan 3 truong hgp c6 CPS >10
(20%), 2 truong hop c6 CPS <10 (13,3%), va
10 truong hop (66,7%) khong dugc danh gia
tinh trang PD-L1.

Co 4 truong hop (26,7%) bénh nhan
duoc hod xa dong thoi trudc d6 o giai doan
tai chd, cac bénh nhan nay tai phat di can va
dua vao nghién ctiru cua chung téi. Mo da
day nudi an ciing 13 mot dic diém quan trong
cua nhém nghién ciru chdng tdi ghi nhan, 9
truong hop (60%).

Panh gia dap wng va mét sé doc tinh

Dic diém diéu tri va danh gia dap wng S6 bénh nhan Ty 18 (%)
< 3 thang 02 13,3%
S6 chu ki diéu tri > 3 — <6 thang 06 40%
> 6 — 12 thang 07 46,7%
Dap rng hoan toan 0 0
e Dap trng mot phan 05 33,3%
Dinh gid ddp ung Bénh én dinh 06 40%
Bénh tién trién 04 26,7%
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Thoi gian theo d6i la 12 thang
(01/03/2023 — 31/03/2024), phac db duoc lya
chon 1a 5FU — Cisplatin phdi hop
Pembrolizumab, vé&i s6 chu ki hod tri it nhat

la 2 chu ki, dai nhét 1a 18 chu ki, trung binh
mdi bénh nhan dugc diéu tri 5 thang.

Ty 1¢é kiém soat bénh dat 73,3%; tuy
nhién ty 1é dap (ng 33,3%, két qua nay thap

hon trong nghién ciru Keynote-590 la 45%.

Survival Function

Survival Function
Censored

06

04

Cum Survival

0 2 4 6 8 10 12

Théi gian séng thém khong bénh tién trién (thang)
Biéu dé 1. Thoi gian song thém khong bénh tién trién
Nghién cttu cho thay trén 50% bénh nhan sir dung phac d6 hoa tri c6 Pembrolizumab
chua tién trién tai thoi diém 5 thang, ngoai ra trung vi séng con khong bénh tién trién cua
nghién ciu van chua dat dugc.
Bdng 3. Péc tinh va tac dung ngogi y khdng mong muén

pPj 1 P62 | D3 | P4
Poc tinh
Giam bach cau hat 2 (13,3%) 5 (33,3%) - -
Thiéu méau 4 (26,6%) - 7 (46,6%) -
Giam tiéu cau 2 (13,3%) . 1 (6,7%)
Giam d6 loc cu than eGFR 3 (20%) - - -
AST 4 (26,6%) - - -
ALT 3 (20%) 1 (6,7%) - -
T4&c dung phu khéng mong mudn
N6n 6i 8 (53,3%) 2 (13,3%) - -
Phat ban - - - -
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Tiéu chay 2 (13,3%) 4 (26,6%) - -

Chén an 9 (60%) - - -

Viém niém mac 7 (46,6%) - - -

Rung toc 11 (73,3%) - - -

Doc tinh than kinh ngoai bién 2 (13,3%) 5 (33,3%) - -
NAc cuc 1 (6,7%) - - -

Viém phoi - 1 (6,7%) 3 (20%) -

D0 - Thung thuc quan - - 2 (13,3%) -

Két qua caa ching téi cho thdy doc tinh
chi gap & muc d6 nhe grad 1 va 2, trong do
thuong gap 1a thiéu mau 26,6%, giam bach
cau hat 46,6%, giam tiéu cau 13,3%. Tac
dung phu khéng mong muén duoc ghi nhan
trén 100% bénh nh&n nhom nghién ctu, hay
gap trén da va niém mac nhung chu yéu &
mic do nhe, khdng c6 bénh nhan muac do
nang va nang. Tuy nhién dang quan ngai co
dén 4 bénh nhan (26,7%) gap bién chang
viém phdi, 3 bénh nhan mac d6 niang can
phai can thiép y khoa, trong 3 bénh nhan nay
cd 2 bénh nhan do va thung thuc quan gay
nén viém phdi nang.

IV. BAN LUAN

Qua nghién cuu trén 15 bénh nhan Ung
thu thuc quan tai phat di cin hodc tién xa tai
chd tai vung diéu tri tai Bénh vién Ung Buéu
TP. H6 Chi Minh duoc diéu tri bang hod tri
phdi hop Pembrolizumab, ching toi rat ra
mot sé két luan sau:

- Tudi mic Ung thu thuc quan tai phat di
can hodc tién xa tai chd tai viing trong nghién
ctru cua chdng toi cao, tudi trung vi 1a 64 (42
— 87); ECOG trong khoang 0-1, 73,3% bénh
nhan c6 thé trang kha, BMI > 18.5.

- Ty 1 kiém soat bénh la 73,3%, trén
50% bénh nhan st dung phac do hoé tri co
Pembrolizumab chua tién trién tai thoi diém
5 thang, ngodi ra trung vi sbng con khong
bénh tién trién caa nghién ciu van chua dat
duoc. Piéu nay ciing phu hop véi dir lidu tur

nghién ciru KN-590 cho trung vi séng con
khoéng bénh tién trién 1a 6.3 thang. Nghién
ctru ca ching toi co dic diém dan sb twong
ddng vé chi s ECOG va d6 tudi trung binh
véi nghién cau KN-590, tuy nhién, day la
nghién ctu doi thuc, bénh nhan dugc lua
chon thuong sé khdng phu hop hoan toan vai
tiéu chuan nhan bénh caa KN-590. Do do,
viéc dat duoc ti Ié PFS tai thoi diém 5 thang
la trén 50% cho thdy Pembrolizumab c6 vé
c6 hiéu qua dong nhat & cac nhom dan s bét
ké cac dic diém vé dich té hoc.

- boc tinh va tac dung phu khéng mong
muén cha yéu & mic do nhe, tuy nhién can
chu y dén tac dung phu viém phéi va do —
thung thuc quan trén nhom bénh nhan nay.

V. KET LUAN

Liéu phap mién dich néi chung va
Pembrolizumab néi riéng la mot diéu tri phu
hop cho ung thu thuc quan giai doan tién xa
di can. Ngoai ra, can luu ¥ dén céc yéu té
dinh dudng, bénh 1y di kém caa bénh nhan
cling nhu quéan 1y doc tinh dé ting hiéu qua
diéu tri va cai thién chat luong cudc séng cho
bénh nhan.
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