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TOM TAT

Dt van dé: Ung thu phéi khong té bao nhé (UTPKTBN) & nguoi tré la mot thé 1dm sang cé nhiéu déc diém khac
biét so véi nhém dan sé chung. Nghién ctru ndy nhadm mé té mét sé dac diém Iam sang, can 1am sang va két qua diéu
tri ctia bénh nhan tré tuéi dwoc chan doan UTPKTBN giai doan tién xa tai Bénh vién K

Déi twrong, phwong phdp: Nghién ctu hdi ctru trén bénh nhén tré tudi (dudi 45 tudi) duoc chan doan xéc dinh
UTPKTBN giai doan IlIC - IV duoc diéu tri tai Bénh vién K ttr thang 1 ndm 2023 dén thang 12 ndm 2024.

Két qua: Nghién ctru thu nhan duoc 65 bénh nhén, véi do tudi trung binh 40 + 4,8. Phan I6n 1a niv gidi va khéng cé
tién st hit thube 1. Loai mé bénh hoc chu yéu la UTBM tuyén. Ty Ié dot bién gen dan dudng cao (78,5%), chi yéu la
EGFR (58,5%) va ALK (20%). Piéu tri buéc dau chu yéu la liéu phép nhdm tring dich. Ty 16 dap (ing chung la 40%, ty
16 kiém soét bénh la 84,6%. Trung vi thoi gian séng thém khéng bénh (mPFS) Ia 12,8 + 1,5 thang

Két ludn: UTPKTBN & nguoi tré la ¢ nhiéu déc diém dich té, Iam sang va phén tir khac biét so véi nhom dén sé
chung nhw: thuong gép & niv gidi, khéng hut thubc 14, chén doén & giai doan muén, chi yéu la UTBM tuyén va cé ty 1é
dot bién gen cao. Nhiing yéu té nay gép phén dinh huéng chén doan va tién luong cho nhém bénh nhan nay.

Tor khéa: Ung thu phéi khéng té bao nhd, tré tudi, giai doan tién xa, EGFR, ALK, diéu tri nham tring dich.

ABSTRACT
CLINICAL, PARACLINICAL CHARACTERISTICS AND FIRST -LINE TREATMENT OUTCOMES IN YOUNG PATIENTS
WITH ADVANCED STAGE NON - SMALL CELL LUNG CANCER AT VIETNAM NATIONAL CANCER HOSPITAL

Nguyen Tuan Anh', Vu Ha Thanh'?, Nguyen Thi Phuong Lan’

Background: Non-small cell lung cancer (NSCLC) in young patients (under 45 years old) is a distinct clinical entity with
several differences compared to the general population. This study aimed to describe the clinical, paraclinical characteristics
and outcomes in young patients diagnosed with advanced-stage NSCLC at Vietnam National Cancer Hospital.

Methods: A retrospective study on patients under 45 years of age with confirmed stage IlIC - IV NSCLC who
received treatment at Vietnam National Cancer Hospital from January 2023 to December 2024

Results: A total of 65 patients were included, with a mean age of 40 + 4.8 years. Most were female and had no
history of smoking. The rate of actionable genetic mutations was high (78.5%), primarily EGFR (58.5%) and ALK (20%).
First-line treatment mainly consisted of targeted therapy. The overall response rate was 40%, and the disease control
rate was 84.6%. The median progression-free survival (mPFS) was 12.8 £ 1.5 months.

Conclusion: NSCLC in young patients exhibits distinct epidemiological, clinical, and molecular features, including
a predominance in females, non-smokers, late-stage diagnosis, adenocarcinoma histology, and a high prevalence
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of driver mutations. These characteristics support the importance of personalized treatment approaches to improve

outcomes in this patient population.

Keywords: Non-small cell lung cancer, young patients, advanced stage, EGFR, ALK, targeted therapy.

I. PAT VAN PE

Ung thu phdi (UTP) 1a mot trong ndm ung thu
c6 ty 16 mic va ty 1é tir vong cao nhit trén thé gioi.
Theo Globocan 2022, mdi nim trén toan thé giGi
c6 khoang 2.480.675 ca mic méi va 1.817.469 ca
tir vong do bénh 1y nay.

Ung thu phdi khong té bao nhd (UTPKTBN) chiém
khoang 80 - 85% trong s6 ung thu phdi noi chung va
thuong gap ¢ nhom tudi trung nién/ ngudi cao tudi [1].
Tai Viét Nam, mot sd bdo céo ghi nhédn do tudi trung
binh méc bénh dao dong tir 60 dén 70 tudi [2]. Tuy
nhién, trong nhimg nam gan day, ty 16 UTPKTBN &
nguoi tré dang ¢ xu hudng gia ting tai mot sé quic
gia [3] va xu hudng nay co thé lién quan dén cac yéu
t6 di truyén, moi trudng va 16i séng [4, 5].

DPinh nghia “nguoi tré” trong UTP hién nay chua
duoc thong nhat. Cac nghién ctru trén thé gisi nhiéu
ngudng tudi khac nhau nhu dudi 40 tudi, dudi 45
tudi hodc dudi 50 tudi [6]. Mot s6 nghién ctru da ghi
nhan nhitng ddc diém khac biét & nhom bénh nhan
UTPKTBN tré tudi so voi dan s6 chung, bao gdm: ty
1¢ nit cao hon, nhiéu trudng hop khong co tién sir hit
thubc, bénh thudong duoc phat hién & giai doan mudn
va chii yéu thudc thé ung thu biéu moé tuyén [7] va
ty 1¢ dot bién cao hon so vai dan sé chung [8]. Mot
s6 cong bd trudc day cho thiy ty 18 song con tuong
duong gitra bénh nhan tré va 16n tudi, tuy nhién dit
liéu tir Co s¢ dir liéu Ung thu Quéc gia Hoa Ky (bao
gdm 173.856 bénh nhan giai doan 2003 - 2009) di
chi ra rang bénh nhan tré tudi c6 loi thé song con rd
rét, c6 ¥ nghia thong ké so vi nhom 16n tudi [9].

Trong cac nghién ctru 16n, do ty 1¢ mac bénh &
nhom tudi tré con thap, nén nhém ddi tugng nay
thuong bi bo sat, din dén c¢& mau nho va dir lieu
lam sang con han ché. Do vdy, can c6 thém nhiéu
nghién ciru nhim danh gia rd hon cac dic diém 1am
sang va can lam sang cia bénh nhan UTPKTBN tré
tudi, tir 46 hd tro tdt hon cho chién luoc chan doan
va diéu tri ca thé hoa trong tuong lai. Chiing t6i tién
hanh nghién ctru dé tai v6i myc tiéu: Mo ta mot sb
dic diém 1am sang, can 1am sang va két qua diéu tri
budc ddu cua bénh nhan ung thu phdi khong té bao
nho tré tudi giai doan tién xa tai bénh vién K.

II. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU
2.1. Péi twong nghién ciru

Bénh nhéan dugc chan dodan UTPKTBN tré tudi
giai doan IIIC/IV tai bénh vién K tur thang 1/2023
dén thang 12/2024.

Tiéu chuan Iya chon: Chan doan xac dinh la
UTPKTBN béng mo bénh hoc; Bénh nhan thudc
giai doan ITIC/IV theo AJCC 8th; D6 tudi tir 18
tudi dén dudi 45 tudi tai thoi diém chan doan; HO
so bénh 4n diy du

Tiéu chuén loai trir: Phu nit ¢6 thai hodc cho
con bu; Khong ¢o tén thuong dich do duoc trén
lam sang va cén lam sang
2.2. Phuong phap nghién ciru

Thiét ké nghién ctru: M6 ta hdi ctru. Chon mau:
thuan tién.

Tién hanh: Ghi nhan cac dic diém 1am sang,
can 1am sang, ghi nhan cac phwong phap diéu tri,
danh gia diéu tri theo tiéu chuan RECIST 1.1,
tinh trung vi thoi gian sdng thém khong bénh
tién trién (mPFS). Thoi gian séng thém khong
bénh tién trién (PFS) duoc xac dinh khi bit dau
diéu tri dén khi xay ra mot trong cac su kién sau:
bénh tién trién (trén lam sang/can lam sang), tu
vong, hodc c6 thong tin cudi ¢ thoi diém két thiic
nghién ctru.

2.3. Xir Iy s6 liéu

Str dung phian mém SPSS 20.0. Sir dung cac
thuat toan thong ké: trung binh, do léch chuén,
min, max,... Thoi gian séng thém tinh toan dya
trén phuong phap Kplan - Meier.

III. KET QUA

Nghién cuu cta ching t6i thu nhan dugc 65
bénh nhan, vdi do tudi trung binh la 40 + 4,8. Ty
1é nam/nir 14 1: 2. Phan 1én bénh nhan c6 chi sb
toan trang ECOG tu 0 dén 1. C6 23,1% bénh nhan
c6 tién sir hat thude 14 (Bang 1). Triéu chimg khoi
phat phd bién khi nhap vién 1a ho (38,5%) va dau
nguc (21,5%). Ngoai ra, mot s6 bénh nhan con
ghi nhan cac biéu hién khac nhu khoé tho, yéu nua
nguoi, dau xuong hoac phat hién bénh qua kham
strc khoe dinh ky (Biéu db 1).
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Bang 1: Dic diém chung ciia nhoém bénh nhan nghién ciru

Pic diém S6 bénh nhan (n) Ty 18 (%)
Tudi trung binh 40+ 48
Gidi
Nam 21 32,3%
Nit 44 67,7%
Thé trang (PS)
0-1 64 98,5%
2-3 1 1,5%
Tinh trang hat thude
Co 15 23,1%
Khong 50 76,9%
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Phan 16n bénh nhan c6 khdi u nguyén phét & phoi phai (58,5%), tiép theo 1a phoi trai (36,9%), va 4,6%
khong xac dinh dugc khéi u tai phdi. Pa sé duoc chan doan & giai doan IV (95,4%). Xuong 14 vi tri di
can phé bién nhit, theo sau 1a ndo, mang phéi/tim, phéi ddi bén, gan, tuyén thuong than va cac co quan
khac. Ung thu biéu mé tuyén chiém wu thé (96,9%) véi ty 1 dot bién gen dan dudng cao (78,5%), chu
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Biéu @6 1: Triéu ching khoi phat khi nhap vién

yéu 1a EGFR (58,5%) va ALK (20%) (Béang 2).
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Bang 2: Dac diém can 1am sang

Pic diém S6 bénh nhan (n) Ty 18 (%)
Vi tri u nguyén phat
Phai 38 58,5%
Trai 24 36,9%
Khong c6 khdi u nguyén phat tai phoi 3 4,6%
Giai doan
1IC 3 4,6%
v 62 95,4%
Vi tri di can
Xuong 28 43,1%
Nao 22 33,8%
Mang phoi, tim 22 33,8%
Phoi d6i bén 17 26,2%
Gan 6 9,2%
Tuyén thuong than 4 6,2%
Khac 6 9,2%
M6 bénh hoc
UTBM tuyén 63 96,9%
UTBM vay 1 1,5%
Khac 1 1,5%
Loai dot bién gen
EGFR 38 58,5%
- L858R 14 21,5%
- De} 19 14 21,5%
- Hiém 10 15,5%
ALK 13 20%
Khong c6 dot bién din duong 14 21,5%
Phuong phap diéu tri toan than budc 1
Thudc dich 48 73,8%
Hoa mién dich 3 4,6%
Hoa chat + Bevacizumab 14 21,5%

Dbi voi bénh nhan c6 dot bién EGFR, di cin xuwong chiém ty 18 cao nhat véi 55,3% va dimg thir 2 1a di
can ndo (39,5%). Dbi véi bénh nhan c6 dot bién ALK, di cin nio chiém ty 18 cao nhat voi 30,7% (bang 3).
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Trong sb bénh nhan duoc danh gia, ty 1& dap ung chung dat 40% , bao gém 1,5% dap tng hoan toan
va 38,% dap tng mot phan. Ty 18 kiém soat bénh dat 84,6% (Bang 4).

Bang 3: Moi lién quan giira vi tri di can va loai dot bién gen

Loai dét bién

Vi tri di ciin EGFR (+) ALK (+)
Xuong 21 (55,3%) 2 (15,4%)
Nio 15 (39,5%) 4 (30,7%)
Mang tim, mang phoi 11 (28,9%) 2 (15,3%)
Tuyén thugng than 3 (7,9%) 0
Phdi ddi bén 2 (5,2%) 3(23,1%)
Gan 2 (5,2%) 2 (15,3%)
Bang 4: Ty 1¢ dap ng va kiém soat bénh tong thé
Danh gia dap ung n (%)
Dap ting hoan toan 1(1,5%)

Daép tng mot phan 25 (38,5%)
Pap ting chung 26 (40%)
Bénh 6n dinh 29 (44,6%)

Kiém soat bénh

55 (84,6%)

Bénh tién trién

10 (15,4%)

Ty 1¢ dap tmg (ORR) va kiém soat bénh (DCR) & nhom bénh nhén sir dung thude dich lan lugt 12 43,8%
va 29,4% cao hon so v6i nhom hoa chat + mién dich + Bevacizumab (ORR: 29,4%; DCR: 70,6%). Tuy

nhién, sy khac biét nay khong c6 ¥ nghia théng véi p > 0,05 (Bang 5).

Bang 5: Ty 1& dap ting va kiém soat bénh theo timg phwong phap diéu tri

Pap ung
i ORR P value DCR P value
Phwong phap
Thudc dich 43,8% 89,6%
- - P>0.05 P> 0,05
Hoéa chat = mién dich + Bevacizumab 29,4% 70,6%

Trung vi thoi gian theo doi 1a 20 + 3,5 thang. Thoi gian trung vi song thém khong bénh tién trién tong
thé (mPFS) dat 12,8 £ 1,5 thang (CI 95%: 10,1 - 15,7 thang). Thoi gian trung vi song thém khong bénh tién
trién theo tirg phwong phap diéu tri (thudc dich, hoa mién dich va hoa chat + Bevacizumab) lan luot 14 14,4

+ 4,1 thang; 7,7 + 5,0 thang va 5,9 + 4.4 thang (Biéu d6 2).
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Biéu d6 2: Thoi gian séng thém khong bénh tién trién chung
va thoi gian séng thém khong bénh tién trién theo timg phuong phap diéu tri

IV. BAN LUAN

Ung thu phdi khong té bao nho (UTPKTBN) &
nguoi tré 1la mot thé 1am sang dac biét, chiém ty 1é
nho trong tong sd ca mic ung thu phoi, nhung lai co
nhiéu dic diém lam sang va sinh hoc riéng biét [10].
Nghién ctru hdi ctru tai khoa Noi 2 - Bénh vién K
danh gia mot s6 mot sb dic diém 1am sang va can
1am sang ¢ bénh nhan UTPKTBN tré tudi giai doan
IIC - 1V, chung t6i thu tuyén duoc 65 bénh nhan,
v6i d9 tudi trung binh 40 + 4,8 va ty 1& nit chiém wu
thé (ty 1é nit/nam 1a 2/1), didu nay ciing phit hop véi
mot sd nghién ciru cho thiy xu huéng UTPKTBN
& nguoi tré xuat hién nhiéu hon ¢ nit gisi, khong
hut thude va thuong lién quan dén dot bién gen nhur
EGFR, ALK, ROSI [11]....

Phéan 16n bénh nhan c6 chi s6 toan trang tr 0 dén
1, cho thay thé trang ban du twong dbi tot, 1a mot
yéu t6 quan trong gitip bénh nhan c6 thé tiép can
duoc cac phac dd diéu tri tich cuc hon nhu ho4 tri,
diéu tri dich hodc mién dich [12] . V& triéu ching
lam sang, ho va dau nguc la hai triéu ching hay
gip & nhom bénh nhan nay, tuy nhién c6 thé gip
mot $b triéu chung khac nhu: khoé tho, dau xuong,...
Céc triéu chung nay khong dic hiéu, dé bi bo sot
hodc nham 1an vé6i cac bénh 1y duong ho hap thong
thuong, gop phan dan dén viéc phat hién bénh chii
yéu & giai doan muén [12].

Trong nghién ctru, xuong va ndo la hai vi tri
di cin pho bién nhat, véi ty 1¢ dot bién gen din
duong cao dang ké trong ca hai nhom nay [13].
Cu thé, & nhém di can xuong, ty 1&¢ mang dot bién
EGFR 1a 55,3% va ALK 1a 15,4%; trong khi d96, ¢
nhom di can ndo, ty 18 dot bién EGFR va ALK lan
luot 1a 39,5% va 23,1%. Nghién cuu cua Zhang

va cong su cho théy ty 1¢ dot bién EGFR cao hon
6 nhom bénh nhan c6 di can xuwong so vdi khong
di can, ddng thoi nhan manh vai tro tién luong
clia cac dot bién din duong [14]. Rangachari va
cong su cho thay ty 1¢ bénh nhan di cin nio mang
dot bién EGFR, ALK cao hon so v&i cac nhom
bénh nhan di can & vi tri khac [15]. Do vay céc
do6t bién gen dan duong nhu EGFR va ALK khong
chi dong vai tro trong quyét dinh diéu tri, ma con
lién quan dén xu huong di can dac hiéu co quan,
dac biét la ndo va xuong. Viéc xét nghi¢ém phan tir
som ngay tir thoi diém chan doan c¢6 ¥ nghia quan
trong trong viéc ca thé hoa diéu tri va tién lwong
bénh chinh xac hon.

V& mé hoc, ung thu biéu mé tuyén chiém wu thé
(96,9%), phtt hop v6i xu huéng dich té hién nay ciia
UTPKTBN, dic biét 1a & cac quc gia chau A. Pang
cha y, ty 1& dot bién gen dan dudng noéi chung dat
78,5% trong d6 ty 1¢ dot bién EGFR chiém 58,5%
va ALK chiém 20% - ty 1& nay twong ddi cao hon so
v6i nhidu nghién ctru qudc té. Su khac biét nay co
thé duoc ly giai do co mau nho, chon loc quén thé
bénh nhén tré tudi va cha yéu la bénh nhan khong
hat thudc hodc ¢6 thé lién quan dén phuong phap
xét nghiém dot bién gen (nhu NGS, PCR,..). Cu thé,
ty 1& dot bién EGFR trong nghién ciru PIONEER
dao dong khoang 30 - 50% & ngudi Chau A [16]
trong khi d6 dot bién ALK thuong chiém 3 - 7%
trong tong s6 bénh nhan UTPKTBN [17]. Vi dic
diém dich t& nhu vay, trong nghién ctru nay, diéu tri
dich 1a phuong phép diéu tri duge lua chon budce 1
trong diéu tri toan than giai doan IIIC/IV chiém chii
yéu, tiép dén 1a hoa chit + Bevacizumab va hoa -
mién dich.
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Hién nay, c6 rat it nghién ctru trén thé giéi tap
trung d4nh gia hiéu qua diéu tri & nhom bénh nhan
tré tudi mac UTPKTBN, dic biét lién quan dén cac
chi sb nhu ty 16 dap ung (ORR), ty 1& kiém soat bénh
(DCR) va thoi gian séng thém khong bénh tién trién
(mPFS). Trong nghién ctu cia chiing to6i, ty 1€ dap
ung dat 40%, DCR 1a 84,6%, va mPFS trung vi toan
bo dat 12,8 thang. Pang cht y, & nhém diéu tri béng
thude dich, co hi¢u qua diéu tri cao hon véi ORR
=43,8%, DCR = 87,5% va mPFS = 14,4 thang, so
vOi nhom hoa tri + mién dich + Bevacizumab. Tuy
nhién trong nghién ctu cua Shang va cong su cho
thidy nhom bénh nhan dudi 50 tubi diéu tri bing
EGFR-TKIs c6 ty 1& dép ing va kiém soat bénh thap
hon dang ké so v6i nhom trén 50 tudi (ORR: 70,4%
vs. 80,6%, p = 0,038; DCR: 75,3% vs. 84,8%, p =
0,035), va mPFS & nhom tré chi dat 7,3 thang [18].
So sanh véi két qua ciia chung t6i (mPFS: 14,4
thang), cho thdy hiéu qua diéu tri & nhom bénh
nhan tré trong nghién ciru nay 1a rat kha quan, cao
hon so véi dit liéu trude do. Mot sd cac nghién ctru
danh gia trén quan thé dan s6 chung déu cho thiy
hiéu qua ctia liéu phap nhiam trang dich vé ty 1& dap
tg, kiém soat bénh va thoi gian séng thém khong
bénh tién trién nhu OPTIMAL, IPASS, FLAURA,
PROFILE 1014,...

Han ché ctia nghién ctru nay bao gom thiét ké hoi
ctru, ¢& mau con khiém tén, thoi gian theo ddi ngin
va chua thu thap day du dir liéu vé sdng con toan bo
(OS) theo timng phwong phap diéu tri. Tuy nhién, két
qua nghién ciru dd gép phan bd sung thém nhing
thong tin thue tién vé dic diém 1am sang va can lam
sang cia UTPKTBN ¢ nhém bénh nhén tré tudi,
tir d6 hd trg cc bac si 1am sang trong viéc dua ra
quyét dinh diéu tri pht hop va ca thé hoa hon cho
dbi tugng dic biét nay.

V. KET LUAN

Ung thu phdi khong té bao nho (UTPKTBN)
& nguoi tré 1a mot thé 1am sang dic biét, c6 nhidu
khéc biét so voi dan s6 chung: thuong gap & nit gioi,
it hat thudc, chan doan & giai doan mudn, chu yéu
thudc thé ung thu biéu mo tuyén va co ty 1& dot bién
gen cao. Hiu qua cua cac lidu phap didu tri trén
nhom nay nhu diéu tri nhdm dich cho cac bénh nhan
c6 dot bién EGFR hodc ALK, hoa mién dich va hoa
tri + khang thé don dong cho thay hiéu qua khong
khac biét so v6i y van trén quan thé chung.

Xung dot loi ich
Céc tac gia khang dinh khong ¢ xung dot loi ich
tai chinh hodc c4 nhan lién quan dén nghién ctru nay.
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