TAP CHI NGHIEN ClPU Y HOC

DAC PIEM LAM SANG, CAN LAM SANG
VA KET QUA PIEU TR| CUNG CO DURVALUMAB
SAU HOA XA DONG THO'I UNG THU PHOI KHONG TE BAO NHO
GIAI DOAN III

Tran Thj Hau"™, Dé Hung Kién?, Nguyén Thi Thu Hwéng?

"Trirong Pai hoc Y Ha Noi
’Bénh vién K

Diéu trf tiéu chudn bénh ung thuw phéi khéng té bao nhd giai doan Il khéng phéu thuét duoc la héa xa déng
thoi va diéu tri cling ¢ durvalumab néu bénh khéng tién trién sau hoéa xa déng thoi. Hién nay cé rét it nghién ctru
vé bénh nhén ung thu phéi khéng té bao nhé duoc diéu tri durvalumab tai Viét Nam. Nghién ctru nhdm danh gié
dac diém l1am sang, can Iam sang va két qua diéu trj cing ¢ durvalumab trén nhém bénh nhan Viét Nam. Déy Ia
nghién ctru mé ta cé theo déi doc trén 49 bénh nhan ung thw phéi khéng té bao nhé giai doan Ill duoc diéu tri cing
¢6 durvalumab tai Bénh vién K tirthdng 3/2021 dén thédng 3/2025 nham dénh gié hiéu qué va kha nang dung nap
clia phac db. Nghién ctru cho thay tudi trung binh la 60,9 9,7 tudi, phan I6m bénh nhan & Itra tudi tré < 65 tudi
chiém 61,2 %. Nam gici chiém 81,6%. Hut thuéc I chiém 71,4%. 75,5% bénh nhan c6 ECOG = 0. Ung thuw biéu
mé tuyén la mé bénh hoc thuong gép nhét chiém 81,6%. Giai doan IlIB chiém 57,1%. Dot bién EGFR va ALK
chiém 24,5% bénh nhan. PD-L1 duong tinh chiém 22,4%. Ty lé dap img la 46,9%, ty Ié kiém soét bénh Ia 91,8%.
Trung vi PFS Ia 26 thang, trung vi OS chuwa dat téi. Tac dung khéng mong mudn & moi murc dé chiém 61,2%; tac
dung khéng mong muén dén t&i ngtmg diéu tri chiém 6,1%,; tac dung khéng mong muén dé 3-4 thuong gép nhét
14 viém phéi chiém 6,1%. Diéu trj ciing cb durvalumab sau héa xa ddng thoi & bénh nhén ung thu phdi khéng té

bao nhd giai doan Il I phuong phép diéu tri hiéu qua, véi céc tac dung khéng mong mudn cé thé kiém soét duorc.
Tir khéa: Ung thw phéi khéng té bao nhé, diéu tri cing c¢6 durvalumab, PD-L1.

I. DAT VAN BE

Ung thw phdi khong t& bao nhé (UTPKTBNN)
giai doan Ill chiém 1/3 trong tdng sé bénh nhan
ung thw phdi tai thoi diém chan doan.! Trir mot
sb trwong hop giai doan IIIA cé thé phau thuat
dwoc, diéu tri tieu chudn cho bénh la diéu tri
héa xa déng thdi.2 Tuy nhién, diéu tri hda xa
déng thei cho két qua han ché véi trung vi thoi
gian séng thém bénh khong tién trién (PFS) 1a 8
thang va ty & séng thém toan bd sau 5 nadm la
15%." Nhiéu bién phap diéu tri dwoc dat ra voi
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mong muén giup kéo dai thoi gian séng thém
cho bénh nhan nhwng khéng c6 bién phap nao
dem lai hiéu qua cho dén khi cé sw ra doi cla
thudc mién dich durvalumab.

Durvalumab la khang thé don dong IgG1 &
ngudi cé ai tinh chon loc cao véi thu thé PD-
L1 va gén véi thu thé PD-L1 nhdm khéi phuc
hoat tinh khang u cta té bao T. Nghién ctru
tién 1am sang cho thdy hoa chét va xa tri kich
thich sw tang boc 16 PD-L1 cla té bao u do d6
diéu tri ciing c6 durvalumab gitp khéi phuc kha
n&ng hoat déng chéng u téi da cla té bao T,
do dd lam tang hiéu qua diéu tri ung thw phdi
khong té bao nhd giai doan 1112 Nghién cu pha
[l PACIFIC so sanh nhém bénh nhan ung thw
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phdi khéng té bao nhé giai doan Il dwoc diéu tri
cling cb durvalumab so v&i nhém gid dwoc cho
thay diéu tri durvalumab gilp cai thién thdi gian
séng thém bénh nhan ung thw phdi khéng té
bao nhd véi cac tac dung khéng mong mudn cé
thé quan ly dwoc.#® Chinh vi vay, durvalumab
da dwoc chap thuan trong diéu tri cing ¢d sau
hoa xa tri di‘)ng thdi cho bénh nhan ung thw
phdi khong té bao nhé giai doan Ill khéng thé
phau thuat.

Tai Viét Nam, durvalumab cling d& duoc
Bo Y Té phé duyét cho nhém bénh nhan nay
twr thang 3/2021, va trén thuc té ngay cang co
nhiéu bénh nhan dwoc diéu tri cing cd bang
durvalumab va dem lai két qua kha quan. Nham
hiéu ré vé dac diém bénh nhan va hiéu qua cua
diéu trj durvalumab trén nhdm bénh nhan Viét
Nam chung téi tién hanh nghién ciru nay véi 2
muc tiéu:

1. D&c diém lam sang, can lam sang bénh
nhan ung thw phdi khéng té bao nhé giai doan
Il dwoc diéu tri ciing ¢b durvalumab sau hoa
xa dong thoi.

2. Két qua diéu tri va tac dung khéng mong
mudn cla phac do trén nhom bénh nhan
nghién clru.

Il. DOI TWUONG VA PHUONG PHAP

1. Péi twong

Go6m 49 bénh nhan dwoc chan doan xac
dinh ung thw phdi khéng té bao nhé giai doan
I, bénh khéng cé kha nang phau thuat, bénh
khong tién trién sau diéu tri héa xa ddéng thoi
duworc diéu tri ciing cb durvalumab tai Bénh vién
K tir thang 3/2021 dén thang 3/2025.

Tiéu chuén Iwa chon

- Tt 18 tuéi tré [én.

- Bwoc chan doan xac dinh md bénh hoc
ung thw phdi khéng t& bao nhé, giai doan I
theo AJCC 2017.

- Bénh nhan cé bénh khong tién trién sau
héa xa déng thdi voi liéu tia xa 1a 54 - 66Gy,
c6 két hop it nhat 2 chu ky héa chéat bo ddi cd
platinum.

-Bénh nhan dwoc batdau diéu tri durvalumab
sau khi két thuc tia xa cho dén khi bénh tién
trién ho&c gap cac tac dung khéng mong muén
gay de doa tinh mang, thoi gian diéu tri ti da la
1 n&m va tbi thiéu la diéu tri 2 chu ky.

- Chi sb toan trang trwéc diéu tri (ECOG
PS): 0, 1 dwgc ghi nhan trwdc khi bénh nhan
bat d4u tham gia nghién clru.

- Chirc nang gan, than, tdy xwong trong gidi
han cho phép diéu tri.

Tiéu chuén loai tror

- Bé&nh nhan khéng dung nap dwoc thubc
mién dich nhw c6 bénh tw mién kém theo hodc
céac bénh ly suy giam mién dich nguyén phat.

- Bénh nhan cé bénh Iy nhiém trang khéng
kiém soat dwoc hodc cé cac ddc tinh tir do 2 tré
Ién sau héa xa déng thoi.

- Phu nir c6 thai hoac cho con bu.

- Bénh nhén c6 bénh ung thw thr 2 kém
theo.

- Bénh nhan tir chéi tham gia nghién ciru.
2. Phwong phap

Thiét ké nghién ciru

M6 ta cé theo doi doc.

Thoi gian dia diém nghién ciru

T 03/2021 dén 03/2025 tai Bénh vién K.

MAau nghién ciru

Chon mau thuan tién, 14y dwoc 49 bénh
nhan vao nghién ctu.

Néi dung/chi sé nghién ctru:

- Théng tin dac diém lam sang, can lam
sang bao gdm: tudi, gi&i, chi sé toan trang, dac
diém khéi u, tinh trang di can hach, tinh trang
dot bién gen va mirc dé boc 16 PD-L1.
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- Ty lé dap (rng la 1& phan trdm bénh nhan cé
dap rng mot phan hoac dap ng hoan toan. Ty
l& kiém soat bénh Ia ty 1& phan trdm bénh nhan
c6 dap &ng hoan toan hodc dap rng mét phan
ho&c bénh 6n dinh. Thoi gian séng thém khong
bénh tién trién 1a khoang th&i gian tir luc tham
gia nghién ctu dén khi bénh tién trién hodc
chét vi bat cir nguyén nhan gi. Thoi gian séng
thém toan b la thdi gian tir luc tham gia nghién
ctvu cho dén khi chét vi bt cir nguyén nhan gi.

Doc tinh ctia phac d6: doc tinh lién quan dén
thudc mién dich dwoc danh gia theo CTCAE
phién ban 4.0.

Quy trinh tién hanh nghién ctu:

Buwéc 1: Lwa chon bénh nhan theo tiéu
chuan nghién ctru.

Buwéc 2: Bénh nhan dwoc thu thap théng tin
I&m sang, can I1&m sang.

Bwéc 3: Biéu tri thudc mién dich: Durvalumab
lidu 10 mg/kg méi 2 tudn hodc 1500mg méi 4
tudn dén khi bénh tién trién ho&c khoéng dung
nap dwoc hodc tbi da 12 thang.

Buwdc 4: Danh gia két qua diéu tri: danh gia
dap &ng theo tiéu chudn RECIST1.1 (2009),
wdc lwong sbng thém bang phuwong phap
Kaplan-Meier, danh gia déc tinh theo CTCAE
phién ban 4.0. Phwong phap Kaplan-Meier
dung dé wéc tinh thdi gian séng thém ctia bénh
nhan dwa trén cac mbc thdi gian xay ra sy kién
(thwong 14 t&r vong), ké ca khi c6 ngwdi mét
theo ddi (censoring).

Cédch tinh thoi gian séng thém bang
Kaplan-Meier

Phwong phap Kaplan-Meier dung dé& wéc
tinh thoi gian séng thém cla bénh nhan dwa
trén cac méc thdi gian xay ra sw kién (thuwong
la t& vong), ké ca khi c6 nguwdi méat theo dbi
(censoring). Tai mdi thoi diém co sw kién, xac
suéat séng dwoc tinh theo cong thirc:

Pi = (ni - di)/n;

- ni: s6 ngudi con theo ddi ngay trudc thoi
diémi.

- di: s6 sw kién (tlr vong) xay ra tai thoi diém
do.

S(t)y=P,xP,x ... xP,

Théi gian sdng trung vi la thdi diém dau tién
ma S(t) < 0.5, ttrc la chi con 50% nguwdi con
sbng.

Xuv ly sé liéu:

Sé lieu dwoc nhap va phan tich bang phan
mém SPSS 22.0. Théng k& mb ta: ty 1& phan
tram, trung binh, dd léch chuén, wéc lwong
sbng thém b&ng phwong phap Kaplan-Meier.
3. Pao dirc nghién ctru

Nghién ctru dad dwoc théng qua hoi ddng
dao dirc tai Trweng Dai Hoc Y Ha Noi sb 1313/
GCN-HMUIRB ngay 26 thang 3 nam 2024. Tat
ca cac bénh nhan tham gia nghién ctu déu
dwoc giai thich ré va ky cam két ICF truwéc khi
tham gia nghién ctru.

ll. KET QUA

1. Pac diém lam sang nhém bénh nhan
nghién citru

Bang 1. Dac diém nhém bénh nhan nghién ctru

Dic diém S6 bénh nhan (n) TV 18 (%)
Tudi
Tuéi trung binh: 60,9 + 9,7 (Thap nhét: 32 - Cao nhét: 77)
> 65 tudi 30 61,2
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Dic diém $6 bénh nhan (n) Ty 1é (%)

< 65 tubi 19 38,8
Gioi

Nam 40 81,6

N 9 18,4
Hut thuéc

Khéng hat thube 14 28,6

C6 huat thube 35 71,4
ECOG

0 37 75,5

1 12 245
M6 bénh hoc

UTMB tuyén 40 81,6

UTBM vay 7 14,3

Khac 2 4,1
Giai doan bénh

MA 6 12,2

nB 28 57,1

e 15 30,7
Dot bién gen EGFR

Co 10 20,4

Khéng 19 38,8

Khéng ro 20 40,8
Dot bién gen ALK

Co 2 4,1

Khoéng 22 44,8

Khoéng rd 25 51,1
Boc 16 PD-L1

=1 11 22,4

<1 5 10,2

Khéng ro 33 67,4
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DPic diém S6 bénh nhan (n) Ty 1é (%)

Héa chét

B dbi co cisplatin 28 571

Bo dbi c6 carboplatin 21 42,9
DPap ng sau diéu tri HXDT

Hoan toan 3 6,1

Mét phan 28 57,1

Bénh 6n dinh 18 36,8
Thoi gian tir khi két thac tia xa dén khi diéu tri durvalumab

< 14 ngay 23 46,9

= 14 ngay 26 53,1

Tudi trung binh cla cac bénh nhan trong
nghién ctu 1a 60,9 + 9,7 tudi, phan Ién bénh
nhan & Ira tudi tré < 65 tudi chiém 61,2%. Nam
gi¢i chiém da sb, chiém ty 1& 81,6%. Da sb
bénh nhan trong nghién ctru ¢ hut thudc chiém
ty 1& 71,4%. Bénh nhan c6 ECOG = 0 chiém
da s6, chiém 75,5%. Ung thw biéu mé tuyén 1a
mo bénh hoc thuwdng gép nhat chiém 81,6%.
Bénh nhan giai doan 1lIB chiém da sb chiém ty
l& 57,1%. Dot bién EGFR va ALK gép & 24,5%

sb6 bénh nhan. PD-L1 dwong tinh chiém ty 1&
22,4%. Phan Ién bénh nhan trong nghién ctru
dwoc diéu tri hoa chat bo doi co cisplatin chiém
57,1%. Ty 1& dap &ng sau hoa xa déng thoi 1a
63,2%. Da sb bénh nhan trong nghién ctru bét
dau diéu tri durvalumab sau khi két thuc héa xa
tri trén 14 ngay chiém 53,1%.

2. Két qua diéu tri

Dép trng diéu tri

Bang 2. DPap (rng diéu tri

DPap ng diéu tri S6 bénh nhan (n) Ty 1é (%)
Dap rng hoan toan 3 6,1
Dap r’ng mot phan 20 40,8

Bénh 6n dinh 22 44,9
Bénh tién trién 4 8,2

Ty 1& dap ng la 46,9%, ty I& kiém soat bénh 12 91,8%.
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. 1,0 Trung vi séng thém 1,0
k- bénh k;én tien trién: <
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0,0 0,0
A 1218 24 30 36 42 0 6 12 18 24 30 36 42
Thing B Théng
Biéu db 1. (A) va (B) Thei gian séng thém toan bd
Trung vi thdi gian séng thém khéng bénh bd 2 nam la 87,4%, trung vi thoi gian séng thém
tién trién 1a 26 thang, ty 1€ PFS 1 nam la 66,7%; toan b6 chwa dat toi.
ty Ié PFS 2 ndm 1a 54,3%. Ty 1é séng thém toan 3. Tac dung khéng mong muén ctia phac d6
Bang 3. Tac dung khéng mong muén cuda phac do
Tac dung khéng mong muén S6 bénh nhan (ty Ié phan tram)
Tét ca cac mic do 30 (61,2%)
Tac dung khdng mong mudn doi héi can thiép 15 (30,6%)
Tac dung khédng mong muébn dan té¢i ngirng diéu tri 3 (6,1%)
Tac dung khéng mong muén Tat ca cac mrc do P63-5
Viém phéi 9 (18,3%) 3 (6,1%)
Viém giap hoac suy giap 4 (8,2%) 0
Viém dai trang 1(2%) 1(2%)
Viém gan 0 0
Ngtra 3 (6,1%) 0
N&i ban 2 (4,1%) 0
Suy thuwong than 0 0

Dac tinh lién quan dén diéu tri gép & 61,2%
trong téng s cac bénh nhan; tac dung khong
mong mubdn dan t&i ngirng diéu tri chiém 6,1%
trong tdng s6 cac bénh nhan; viém phéi la
tac dung khéng mong muén thwdng gdp nhat

chiém 18,3%; tac dung khéng mong muébn dé
3-4 thuwong gap nhéat la viem phdi chiém 6,1%.
Nghién ctru cling ghi nhan cé mét bénh nhéan
gap tac dung viém dai trang do mién dich &
murc do 3.
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IV. BAN LUAN

Tubi trung binh cia dan s nghién ctu la
60,9 + 9,7, trong d6 61,2% bénh nhan dwéi
65 tudi. Nam gi¢i chiém da sb (81,6%) va
phan I&n cé tién st hat thude 1a (71,4%). Da
s6 bénh nhan c6 chi sb toan trang ECOG =
0 (75,5%). Ung thw biéu mé tuyén Ia loai md
bénh hoc phd bién nhét (81,6%). Dot bién
EGFR hoac ALK duwogc ghi nhan & 24,5%
bénh nhan, trong khi ty 1&é PD-L1 dwong tinh
la 22,4%. Dang chu y, 53,1% bénh nhan béat
dau diéu tri durvalumab sau hon 14 ngay ké
tir khi hoan tat hda xa déng thoi. Cac két qua
nay phu hop v&i cac nghién clru truwée, cho
thdy ung thw phdi khong té bao nhd thuong
gdp & ngudi I&n tudi va cé lién quan chat ché
véi tién st hat thubée.b Ty 1& bénh nhan co
ECOG = 0 cao phan anh tinh trang toan trang
tbt, mot yéu té tién lwong quan trong & bénh
nhan ung thw phéi giai doan IIl.7 Ty 1& dot bién
EGFR trén 20% dét ra nghi van vé hiéu qua
cla durvalumab trong nhém nay, mac du cac
béng chirng hién tai chd yéu dén tir cac nghién
cu hdi clvu v&i ¢ mau nhd.8 Ngoai ra, viéc
bat dau diéu tri durvalumab muén hon méc 14
ngay sau hoéa xa tri, nhw khuyén céo tr nghién
ctu PACIFIC, c6 thé anh hwéng bat loi dén
thoi gian séng khong bénh tién trién (PFS).5

Trong nghién clru cla chung toi, ty 1&é dap
trng dat 46,9%, trung vi PFS la 26 thang va
ty 1& sbéng toan bo (OS) sau 2 ndm la 87,4%,
trong khi trung vi OS chua dat. Két qua nay
cao hon so v&i nghién ciru PACIFIC (ty 1é dap
trng 28,4%, trung vi PFS 16,9 thang, trung vi
0OS 47,5 thang), va cao hon so v&i cac nghién
clru doi thwc khac nhw voi PACIFIC-R —
nghién ctru trén 1.399 bénh nhan tai 11 quéc
gia, ghi nhan trung vi trung vi PFS la 21,7
thang. PACIFIC-R ciing cho thdy bénh nhan
c6 biéu hién PD-L1 dat PFS cao hon so v&i
nhom am tinh (23,7 so v&i 19,3 thang).4® Tai

Singapore, nghién ctu cho thay trung vi PFS
la 17,5 thang, con trung vi OS chwa dat.
Két qua cla chang téi cao hon nghién clru
tai Han Quéc véi ty 1& dap rng 51%, trung vi
rwPFS 25,9 thang va ty 1& rwPFS tai 1, 2 va
3 nam lan lwot 1a 59,4%, 51,8% va 43,5%."
Mt nghién ctru khac tai Trung tdm Asan (Han
Quéc) ghi nhan ty 1& dap &ng 26,8%, trung
vi PFS 20,9 thang, va trung vi OS van chua
dat sau thoi gian theo doi 35,9 thang.'? Nhin
chung, cac két qua cing cb hiéu qua cua
liéu phap durvalumab sau héa xa déng thoi
& bénh nhan ung thw phéi khéng té bao nhé
giai doan Ill v&i kha ndng kiém soat bénh tét
va thoi gian sdng thém kéo dai.

Tac dung khéng mong muén & moi mc
do dwoc ghi nhan & 61,2% bénh nhan; trong
dé, 6,1% ngrng diéu tri do doc tinh. Viém phdi
la tac dung khéng mong muédn phd bién nhat
(18,3%) va cling la doc tinh d6 3-4 thuwdng gap
nhat (6,1%), cao hon so v&i mét sd nghién
ctru trwde. Trong nghién ciru PACIFIC, tac
dung khéng mong mudn & moi mic dd xay
ra & 96,8% bénh nhan, doc tinh do 3-4 chiém
29,9%, viém phéi dd 3-4 1a 4,4%, va ty 1&
ngtrng diéu tri do tac dung khéng mong muén
la 15,4%.5 D liéu thuc té tv PACIFIC-R cho
thdy tac dung khéng mong muén xay ra &
46,7% bénh nhan, v&i ty 1& viém phdi ké 17,9%
va hai truéng hop t&r vong do viém phdi.® Tai
Han Quéc, ADR lién quan dén thudc mién
dich dwgc ghi nhan & 33,8%, trong d6é doc
tinh do = 3 chiém 3,2%; viém phdi va rbi loan
chtrc nang tuyén giap la cac doc tinh phd bién
nhat."objective response rate, and adverse
events including radiation pneumonitis (RP Sy
khac biét vé& ty I& viém phdi gitra cac nghién
ctru c6 thé lién quan dén d&c diém dan sé, thé
tich chiéu xa (V20), va cac bénh ly phéi di kém
nhw COPD hoac bénh phéi ké.'®
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V. KET LUAN

Diéu tri cing cb durvalumab sau hoa xa
ddng thei bénh nhan ung thw phdi khong té bao
nho giai doan Il la phwong phap diéu tri hiéu
qua v&i cac tac dung khdng mong mudn cé thé
chép nhan duoc.
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Summary

CLINICAL, SUBCLINICAL CHARACTERISTICS AND TREATMENT
OUTCOMES OF CONSOLIDATION DURVALUMAB FOLLOWING
CONCURRENT CHEMORADIOTHERAPY IN STAGE il
NON-SMALL CELL LUNG CANCER

The standard treatment for unresectable stage Il non-small cell lung cancer (NSCLC) is
concurrent chemoradiotherapy (CCRT) followed by durvalumab consolidation if there is no disease
progression after CCRT. Currently, there are very few studies on Vietnamese NSCLC patients treated
with durvalumab. This study aimed to evaluate the clinical and subclinical characteristics as well as
the outcomes of durvalumab consolidation therapy in a Viethamese patient population. This is a
descriptive longitudinal study of 49 stage IIl NSCLC patients who received durvalumab consolidation
therapy at K Hospital from March 2021 to March 2025, aiming to assess the effectiveness and
tolerability of the regimen. The study found that the mean age was 60.9 + 9.7 years, with the majority
of patients under 65 years old (61.2%). Male patients accounted for 81.6%, and 71.4% had a history
of smoking. About 75.5% had an ECOG performance status of 0. Adenocarcinoma was the most
common histological subtype, accounting for 81.6%. Stage IIIB accounted for 57.1%. EGFR and ALK
mutations were found in 24.5% of patients, and PD-L1 positivity was seen in 22.4%. The objective
response rate was 46.9%, and the disease control rate was 91.8%. The median progression-free
survival (PFS) was 26 months, and the median overall survival (OS) was not reached. Adverse
events of any grade occurred in 61.2% of patients; treatment discontinuation due to adverse events
occurred in 6.1%; and the most common grade 3-4 adverse event was pneumonitis, seen in 6.1% of
patients. Durvalumab consolidation therapy after CCRT in stage Ill NSCLC patients is an effective
treatment approach, with manageable adverse events.

Keywords: Non-small cell lung cancer, consolidation durvalumab, PD-L1.
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