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HIEU QUA CUA NIVOLUMAB KET HO'P HOA TRI TRONG PIEU TRI UNG
THU DA DAY GIAI POAN MUON TAI VIET NAM: BAO CAO LOAT CA BENH

_ Nguyén Thi Thu Ha', Nguyén Thi Thanh Huyén®,
Nguyén Vin Tuan?, Quach Thanh Dung?, Poan Trung Hiép!

TOM TAT

Muc tiéu: Trinh bay két qua diéu tri phGi hgp
hoa tri liéu va liéu phap mien dich (nivolumab) G 4
bénh nhan ung thu da day giai doan mudn. DOi
tugng va phudng phap: moé ta loat ca bénh véi 4
bénh nhan, trong dé 3 bénh nhan dugc dieu tri két
hgp phac d6 hda tri mFOLFOX6 vdi nivolumab, 1 bénh
nhan diéu tri phac d6 SOX (TS-1 + oxaliplatin) két hgp
nivolumab. Dap (ng diéu tri dugc danh gia theo tiéu
chuan RECIST 1.1; tac dung phu dugc theo dGi va
phan loai theo CTCAE. K&t qua: Hai bénh nhan dat
dap Ung toan phan (CR), hai bénh nhan con lai déu
dat dap Ung tot va dang ti€p tuc diéu tri. Trong dé co
mot bénh nhan dat dap ng kéo dai, véi thai gian
s6ng khong tién trién (PFS) hién dat 40 thang. Diéu tri
dugc dung nap tét, cac doc tinh déu & do 1. Két
luan: Diéu tri phdi hgp hda tri két hgp nivolumab cho
thay hiéu qua kha quan & nhém bénh nhan ung thu
da day giai doan muon, trong khi doc tinh nghiém
trong rat han ché. Két qua budc dau nay ggi mg tiém
nang (ng dung rong rdi han trong thuc hanh 1am sang
cho nhém bénh nhan nay. Tar khoa: ung thu da day,
nivolumab, loat ca bénh, Viét Nam.

SUMMARY
EFFICACY OF NIVOLUMAB COMBINED WITH
CHEMOTHERAPY IN ADVANCED GASTRIC

CANCER IN VIETNAM: A CASE SERIES

Objective: To report outcomes of combined
chemotherapy and immunotherapy (nivolumab) in
four patients with advanced gastric cancer. Patients
and Methods: We describe a case series of four
patients:  three received modified FOLFOX6
(mFOLFOX6) plus nivolumab and one received SOX
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(S-1 [TS-1] + oxaliplatin) plus nivolumab. Tumor
response was assessed according to RECIST vi.1.
Adverse events were monitored and graded according
to CTCAE. Clinical and radiologic follow-up were
performed at regular intervals. Results: Two patient
achieved a complete response (CR). The remaining
two patients achieved sustained favorable responses
and continue on treatment: one patient has prolonged
disease control with a progression-free survival (PFS)
of 40 months to date. Treatment was well tolerated
overall. Adverse events were predominantly mild,
mostly grade 1. Conclusions: The combination of
chemotherapy  with nivolumab  demonstrated
promising activity and a favorable safety profile in this
small series of advanced gastric cancer patients.
These preliminary results suggest potential broader
applicability of immunotherapy in this subgroup in
clinical practice. = Keywords: gastric cancer,
nivolumab, case series, Vietham

I. DAT VAN DE

Ung thu da day (UTDD) la mot trong nhitng
nguyén nhan hang dau gay ti vong do ung thu
trén toan thé gidi va tai Viét Nam [7]. Pa sO
bénh nhan dugc chdn doan & giai doan tién xa
hodc di can, khi d6 kha nang diéu tri triét can bi
han ché va tién lugng kém. Hoéa tri nén
fluoropyrimidine — platin trong nhiéu ndm qua
van la tiéu chudn diéu tri budc mét cho UTDD
giai doan ti€n xa. Tuy nhién, hiéu qua cla hoa tri
dan thuan con han ché, véi thgi gian s6ng thém
toan bd trung vi chi khoang 10-12 thang [3].

Nhifng ti€n b0 gan day trong diéu tri mien
dich, ddc biét la thuSc Uc ché diém kiém soat
mien dich nhu Nivolumab, d@ md ra hudng mdi
trong diéu tri UTDD giai doan di can. Két qua tir
cac thr nghiém lam sang I6n (CheckMate-649,
ATTRACTION-4) cho thdy viéc phoi hgp
Nivolumab vdi hoa tri budc mét gilp cai thién ro
rét ty Ié dap (ng va thdi gian s6ng thém & nhom
bénh nhan c6 biéu hién PD-L1 duong tinh [3],[4].
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_Tai Viét Nam, dir liéu thyc tién v& liéu phéap
mien dich trong diéu tri UTDD con han ché. Bao
cdo nay trinh bay loat ca lam sang bénh nhan
UTDD giai doan mudn dugc diéu tri phoi hqp
Nivolumab va hoa tri tai Bénh vién da khoa quoc
t&€ Vinmec Times City, nham minh hoa hiéu qua
va dung nap trong thuc tién 1am sang.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tudgng nghién ciru. Nghién clu
mo ta loat ca dudc thuc hién trén 4 bénh nhan
ung thu da day giai doan di can, dugc diéu tri tai
bénh vién da khoa qudc té€ Vinmec Times City
trong giai doan 03/2022 — 07/2025. Tat cd bénh
nhan déu c6 chan doan mé bénh hoc ung thu biéu
mo tuyén da day, da dugc danh gié giai doan béng
hinh anh hoc (CT scan/PET-CT) va danh gia tinh
trang héa mo mien dich (PD- L1) Cac bénh nhan
dugc hoi chan da chuyén khoa va chi dinh diéu tri
phac do phdi hgp Nivolumab vdi hoéa tri (phac do
mFOLFOX6 hodc Oxaliplatin—-TS1).

2.2. Phuong phap nghién cru. Nghién
cru mo t3, thu thap dir liéu lam sang, can lam
sang, phac d6 diéu tri, tdc dung khong mong
muéh va dap (ng khdi u theo tiéu chudn RECIST
1.1. Thai gian theo ddi tinh tir khi bat dau diéu
tri cho dén 08/2025 hodc khi bénh nhan tur
vong/ngurng diéu tri.

Il. KET QUA NGHIEN cU'U

Bon bénh nhan ung thu da day giai doan di
can, dugc diéu tri phac d6 hoa tri két hgp véi thube
mién dich Nivolumab, két qua cu thé nhu sau:

- Bé&nh nhan s 1: nam, 75 tudi, chan doan
UTDD g|a| doan IV - di can tuy, phuc mac. Két
qua gidi phau bénh: ung thu biéu md tuyén kém
biét hod, Her2 dudng tinh (2+), Dual-ISH am
tinh, PD-L1 CPS >1% va < 5%, diéu tri phac do
Nivolumab két hgp mFOLFOX6. Sau 6 chu ki, dat
dap Ung mot phan. Tai thdi diém danh gid PFS
dat 3 thang. Bénh nhan dung nap tét, doc tinh
ghi nhan chd yéu d6 1-2, gém chan an, an kém,
budn nén do, ha bach cau.

- Bénh nhéan s 2: nam, 71 tuGi, chdn doan

UTDD tai phat tai hach 6 bung. Giai phau bénh:
ung thu bi€u mo tuyén kém biét hoa, Her2 am
tinh, PD-L1 CPS 3-4%. Bénh nhan dugc diéu tri
phac d6 Nivolumab két hdp mFOLFOX6. Bénh
nhan da diéu tri 11 chu ki theo phac d6, sau do
chuyén diéu tri duy tri v8i TS1 va Nivolumab 1
chu ki, do c6 phan vé dé 3 vdi Oxaliplatin. Bénh
dap (ng mét phan, PFS tai thdi diém danh gia
dat 6 thang. Tac dung phu ha tiéu cdu dd 1.

- Bénh nhén s8 3: ni¥, 68 tudi, chan doan:
ung thu da day giai doan IV - di can gan, xuong,
hach 6 bung, hach trung that. Giai phau bénh:
ung thu bi€éu mo tuyén kém biét hod, Her2 am
tinh, PD-L1 dudng tinh, CPS < 5%, di‘éu tri phac
do Nivolumab két hgp mFOLFOX6. Sau 6 chu ki,
bénh dap ('ng hoan toan, chuyén diéu tri tiép vdi
Pembrolizumab va mFOLFOX6 do gian doan
cung Ung thudc Nivolumab. Sau 12 chu ki duy
tri, bénh tién tri€n, chuyén diéu tri phac do
FOLFIRI, tr vong sau do 2 thang. PFS dat 24
thang, OS dat 26 thang. Tac dung phu ghi nhan
mét, an kém, héi chiing ban tay ban chan db 2.

-~
-tjrm.. Ao
<

AL q A
4
T :‘ 1. ‘. ‘ ou
Hinh 1: So sanh tru‘a’c Va sau dleu trl 6 chu
ki cua bénh nhan sé'3

- Bénh nhan s8 4: nam, 65 tudi, chan doan:
ung thu da day di can phuc mac, da phau thuat
cat toan bd da day + nao vét hach + cat bo ton
thudng di cdn phic mac. Gidi phau bénh: ung
thu biéu mé tuyén kém biét hod, Her2 &m tinh,
PD-L1 CPS 20%. Bénh nhan dugc diéu tri phéc
d6 Nivolumab két hgp TS1 va Oxaliplatin du 8
chu ki, sau d6 duy tri v&i Nivolumab va TS1. PFS
tai thoi diém hién tai dat 41 thang. Péc tinh ghi
nhéan co viém ca do 1.

Bang 1: Pac diém va két qua diéu tri cia 4 bénh nhén

Bénh nhén| Tudi [PD-L1 CPS Phac d6 Pap (rng | PFS (thang) | OS (thang) |
1 75 < 5% mFOLFOX6 Nivolumab | mot phan 3+ NR
2 71 3-4% mFOLFOX6 Nivolumab mot phan 6+ NR
3 68 < 5% mFOLFOX6 Nivolumab | hoan toan 24 26
4 65 20% TS1, Oxaliplain, Nivolumab | hoan toan 41+ NR

Chii y: cac bénh nhan van dang diéu tri va
chua ghi nhan tién trién, PFS dugc bdo cdo tai
thdi diém theo dbi hién tai.

Trong 4 bénh nhan, do tudi trong khoang

NR: not reach, chua dat thoi gian danh gid
65-75 tudi, PD-L1 <20%, dudc diéu tri phac do
Nivolumab ph6i hgp hoa tri, c6 2 bénh nhan dat
dap Ung hoan toan (PFS dat 24 va 41+ thang), 2
bénh nhan dat dap ¢ng mot phan (PFS dat 3+
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va 6+ thang). OS ghi nhan & 1 bénh nhéan la 26
thang va chua dat 6 3 bénh nhéan con song.

IV. BAN LUAN

Nhém bénh nhan trong loat ca nay cé do
tudi trong khoang 65 dén 75 tudi, la nhom tudi
cao, can than trong trong lua chon phac dé hoa
tri trong diéu tri giai doan di cdn do thé trang
yéu va nhiéu bénh nén. Trong nhiing nam gan
day, liéu phap mien dich, ddc biét la cac khang
thé c ché diém kiém soat mién dich, d& mé ra
ky nguyén mdi trong diéu tri ung thu da day giai
doan tién xa. Tai Viét Nam, Hudng dan chan
doan va diéu tri ung thu da day ctia BO Y té
(2022) ciing da budc dau dé cap dén vai tro cla
liéu phap mien dich trong diéu tri budc mot va
budc hai [1].

Nivolumab — mét khang thé don dong khang
PD-1 — da ching minh hiéu qua trong nhiéu thar
nghiém 1dm sang ngau nhién c6 dG6i chirng, tiéu
biéu 1a CheckMate-649 va ATTRACTION-4, khi
két hgp v8i héa tri phac dO6 chua
fluoropyrimidine va platinum, gilp cai thién dang
k& s6ng thém toan bd (0OS) va s6ng thém khdng
tién trién (PFS), d3c biét & nhém bénh nhan cb
CPS > 5 [2],[3],[4]. Gan day, cac nghién clru vé
vai tro ctia thudc mien dich Pembrolizumab ciing
da cong bo két qua cho thay Igi ich kéo dai PFS
va OS khi stf dung phoi hgp hoa tri trong diéu tri
bénh nhan ung thu da day giai doan mudn
[5],[6]. Viéc lua chon phac d6 phu thudc vao
dung nap cta bénh nhéan, su san cé cua thubc va
lua chon cua bac si diéu tri.

Trong loat ca cla ching t6i, mac du s6
lugng bénh nhan han ché, két qua budc dau
phan anh tinh kha thi va hiéu qua cua phac do
tai thuc hanh Idam sang Viét Nam. Hai bénh nhan
dat dap Ung hoan toan va hai bénh nhan dat
dap &'ng mot phan, trong dé co trudng hgp duy
tri diéu tri trén 3 ndm ma chua ghi nhan tién
trién. PFS dao déng tir 3 dén 41+ thang, OS ghi
nhan ¢ mot bénh nhan trén 24 thang, vuct troi
so vdi tién lugng théng thudng cla ung thu da
day giai doan IV. Nhitng d liéu nay cho thay Igi
ich cta Nivolumab ngay ca & bénh nhan cé PD-
L1 thap hodc trung gian, phu hgp véi quan sat tir
mot s6 phan tich dudi nhdom trong nghién cliu
toan cau, tuy nhién gia tri PFS va OS cua 2 trong
4 bénh nhan dat dugc cao hon trong cac nghién
ctu 16n nay [2],[3].

V& an toan, doc tinh chd yéu & mic do nhe,
bao gébm chan &n, budn ndn, giam bach cau, tiéu
cau d6 1-2. Mot trudng hdp phai ngling
Oxaliplatin do phan ('hg quéa man, nhung van
ti€p tuc duy tri Nivolumab phGi hgp TS-1 véi
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dung nap t6t. Piéu nay khang dinh tinh kha thi
clia viéc ca thé hda phac d6 trong thuc hanh 1am
sang, nham t&i uu hiéu qua va han ché doc tinh.

Han ch€ clia bao cao nay la s6 lugng bénh
nhan con it va thdi gian theo doi chua dai cho tat
ca cac trudng hgp. Trong khi Pembrolizumab
hién ph6 bién han tai Viét Nam, dir liéu vé liéu
phap mien dich véi thudc Nivolumab trong ung
thu da day con han ché.

Két qua budc dau tir loat ca cia ching toi
cing cd vai trd cta Nivolumab két hgp hda tri
trong diéu tri ung thu da day giai doan tién xa,
gop phan da dang hoa trong lua chon liéu phap
mién dich diéu tri UTDD. Viéc theo dbi lau dai va
nghién clu trén s6 lugng bénh nhan I6n han sé
gitp khang dinh han nita hiéu qua va do an toan
cta phac do6 nay tai thuc hanh Iam sang.

V. KET LUAN

Nivolumab két hgp hda tri cho thdy hiéu qua
va an toan trong loat ca nay, ngay ca & bénh
nhan PD-L1 thap. Két qua nay ggi ma tiém nang
ap dung rdng rai hon tai Viét Nam, bd sung bén
canh lua chon Pembrolizumab.
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GIA TRI CHAN POAN CUA GIAO THU'C SIEU AM NHANH TRONG SOC
(RUSH) TRONG PHAN LOAI CAC THE SOC CHUA RO NGUYEN NHAN:
MOT NGHIEN C(’U CAT NGANG TAI TRUNG TAM CAP CU'U A9,
BENH VIEN BACH MAI

Pham Xuin Thanh!2, Nguyén Hiru Quin2, Nguyén Anh Tuin!?

TOM TAT

Muc tleu banh gia do ch|nh xac chan doan cua
giao thirc siéu am nhanh trong s6c (RUSH) trong viéc
phan loai bdn thé sbc (glam thé tich, tim, tic nghen
phan bd) & bénh nhan sdc chua rd nguyén nhan tai
khoa cdp clru. PoOi tuegng va Phuong phap: Ching
toi ti€n hanh mét nghién clru mo ta cét ngang, tién
clfu tai Trung tam Cap ciu A9, Bénh vién Bach Mai tur
thang 8/2024 dén thang 10/2025 Bénh nhan ngerl
I6n (=18 tudi) nhap vién vdi chan doan s6c (Huyét ap
tam thu <90 mmHg hodc chi s6 s6c >1) dugc dua vao
nghlen c(fu. Bénh nhan dugc thuc hlen siéu am RUSH
tai giudng dé phan Ioa| soc. Két qua nay dudgc so sanh
vdl "Tiéu chuan vang la chan doan xac d|nh cuoi
cung (dua tren tong hdp dir liéu 1am sang, can lam
sang chuyén sau, va dap Ung diéu tri sau 24 gig).
Chung téi tinh toan d6 nhay (Se), do d3c hiéu (Sp).
gia tri dv doan dugng (PPV), gia tri du doan am
(NPV), va chi s6 dong thuan Kappa (K) cta Cohen.
Két qua: Trong 110 bénh nhan du tiéu chuén, 100
bénh nhan (tudi trung vi 66 [IQR 55-75], 60, 0% F]
nam) dugc dua vao phan tich chan doan cudi cung.
Céc chan doan xac dinh bao gém: S6c phan bé
(58%), Séc tim (22%), S8c giam thé tich (13%), va
Séc tac nghen (7%). Giao thirc RUSH dat dd chinh xac
chan doan tong thé 1a 88,0%. Chi s6 dong thuan
Kappa la 0,799 (khoang tin cdy 95%: 0,669 — 0,929, p
<0 001), cho thdy mlc d6 phu hop Tot RUSH cho
thdy gid tri chan doan cao nhat trong SGc tim (Se
90,9%; Sp 96,2%) va Soc tac nghén (Se 85,7%; Sp
98, 9%) Gia tri du doan am (NPV) trong viéc loai tru
S6c tim va Soc tdc nghén lan lugt la 97,4% va 98 9%.
Két luan: Giao thifc RUSH 1& mdt cong cu chan doan
nhanh, kha thi va ¢ d6 chinh xac cao tai giudng. N6
dac biét déng tin cy trong viéc phan loai séc tim va
loai trir sGc tac nghén, giL’lp dinh hudng xu tri ban dau
kip thd| cho bénh nhan so6c chua ro nguyen nhan tai
khoa cap clu. Tur khoa: Siéu am tai giuGng, RUSH,
Sdc, Gia tri chan doan, Khoa cép ctiu.

SUMMARY
DIAGNOSTIC ACCURACY OF THE RAPID
ULTRASOUND IN SHOCK (RUSH) PROTOCOL
FOR UNDIFFERENTIATED SHOCK: A CROSS-
SECTIONAL STUDY AT THE A9 EMERGENCY
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DEPARTMENT, BACH MAI HOSPITAL

Objective: To evaluate the diagnostic accuracy
of the Rapid Ultrasound in Shock (RUSH) protocol in
classifying four types of shock (hypovolemic,
cardiogenic, obstructive, and distributive) in patients
with undifferentiated shock at the Emergency
Department. Methods: We conducted a prospective
cross-sectional study at the A9 Emergency Center,
Bach Mai Hospital, from August 2024 to October 2025.
Adult patients (=18 years) presenting with shock
(systolic blood pressure <90 mmHg or shock index
>1) were enrolled. Bedside RUSH ultrasound was
performed to categorize the type of shock. The RUSH-
based classification was compared with the final
confirmed diagnosis (“gold standard”) based on
comprehensive clinical data, laboratory results,
imaging, and treatment response after 24 hours.
Sensitivity (Se), specificity (Sp), positive predictive
value (PPV), negative predictive value (NPV), and
Cohen’s kappa (k) were calculated. Results: Among
110 eligible patients, 100 were included in the final
analysis (median age 66 [IQR 55-75], 60% male).
Final diagnoses included distributive shock (58%),
cardiogenic shock (22%), hypovolemic shock (13%),
and obstructive shock (7%). The overall diagnostic
accuracy of RUSH was 88.0%, with a Cohen’s kappa
of 0.799 (p < 0.001), indicating good agreement. The
RUSH protocol showed the highest diagnostic
performance for cardiogenic shock (Se 90.9%; Sp
96.2%) and obstructive shock (Se 85.7%; Sp 98.9%).
The negative predictive values for excluding these two
types were 97.4% and 98.9%, respectively.
Conclusion: The RUSH protocol is a rapid, feasible,
and highly accurate bedside diagnostic tool,
particularly reliable for identifying cardiogenic shock
and ruling out obstructive shock. It provides timely
guidance for the initial management of patients with
undifferentiated shock in the emergency department.

Keywords: Point-of-care ultrasound, RUSH,
Shock, Diagnostic accuracy, Emergency department.

I. DAT VAN DE

Séc 1a mot tinh trang cdp ctu nguy hiém de
doa tinh mang, ddc trung bdi su' suy giam tudi
mau mo va cd quan, dan dén rdi loan chifc nang
da cd quan néu khong dugc xu tri kip thdi.
Trong thuc hanh lIam sang tai khoa cap cttu, viéc
xac dinh chinh xac nguyén nhan gay sbc trong
giai doan sGm dong vai tro quyét dinh, tuy
nhién, ddy van la mdt thach thdc 16n do cac biéu
hién 1dm sang cla cac loai s6c (giam thé tich,
tim, tdc nghén, phan bd) thutng chdng chéo vé
khong dac hiéu (1,2).
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