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KET QUA SONG THEM TOAN BO CUA BENH NHAN UNG THU PHOI
KHONG TE BAO NHO GIAI POAN IIIC-IV CO POT BIEN EGFR
PU'Q'C PIEU TRI BANG AFATINIB TAI HA NOI
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TOM TAT

Muc tiéu: banh g|a két qua s6ng thém toan bd
(OS: overall survival) cla Afatinib trong diéu tri ung
thu phdi khéng t& bao nhé giai doan IIIC-IV ¢ dot
bién EGFR (Epidermal growth factor receptor) tai Ha
NGi. Doi tugng va phuang phap nghién ciru:
Nghién clru md ta hdi clru trén 226 bénh nhan (BN)
UTPKTBN giai doan IIIC-IV c6 dot bién EGFR dugc
diéu tri Afatinib tu 06/2018 dén 06/2022 tai 6 benh
V|en khu vuc Ha Noi. Két qua: Trung Vi thai gian
song thém toan bd dat 34,1 thang, ngan nhat 13 3,3
thang, dai nhat I3 58,5 thang OS tai thdi di€ém 1 ndm
dat 92,5%; 2 nam dat 76,6%. Thdi gian séng thém
toan bc“_) trung vi & nit cao hdn & nam (35,4 so vai 33,1
thang), su khac b|et nay cé y nghia thong ké vGi p =
0,005. Cac BN c6 dot bién thu’dng gap co trung vi OS
38 3 thang, cao hon so hdn vdi nhom cod dot bién
khong thudng gap 30,9 thang véi p < 0,001. C6 su
khac biét nay co y nghia thong ké (p < 0,001) khi so
sanh OS & nhém BN khong hut thuoc so véi nhdom co
hat thudc (35,4 véi 28,3 thang). Két luan: Afatinib co
hiéu qua kéo dai thGi gian song thém toan bd & cac
BN UTPKTBN giai doan IIIC-IV c6 dot bién EGFR , ddc
biét & cac BN nif, khong hat thudc, cd dot bién thutng
gap. Tua khoa: Song thém toan b, UTPKTBN,
Afatinib, EGFR

SUMMARY
OVERALL SURVIVAL IN STAGE IIIC-1V
EGFR-MUTATED NON-SMALL CELL LUNG

CANCER PATIENTS TREATED WITH

AFATINIB IN HANOI
Objective: This study aims to assess the overall
survival (OS) outcomes of Afatinib in patients with
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advanced-stage epidermal growth factor receptor
(EGFR)-mutated non-small cell lung cancer (NSCLC) in
Hanoi. Materials and Methods: A retrospective
cohort study was conducted on 226 patients
diagnosed with stage IIIC-IV EGFR-mutated NSCLC
who received Afatinib treatment between June 2018
and June 2022 at six hospitals in Hanoi. Results: The
median overall survival (mOS) was 34.1 months
(range: 3.3-58.5 months). The 1-year and 2-year OS
rates were 92.5% and 76.6%, respectively. Female
patients showed a significantly longer mOS compared
to male patients (35.4 vs. 33.1 months, p = 0.005).
Patients harboring common EGFR mutations
demonstrated a superior mOS of 38.3 months,
significantly longer than those with uncommon EGFR
mutations (30.9 months, p < 0.001). A statistically
significant difference in OS was observed between
never-smokers and smokers, with mOS of 35.4 and
28.3 months, respectively (p < 0.001). Conclusion:
Afatinib is an effective targeted therapy for prolonging
overall survival in patients with stage IIIC-IV EGFR-
mutated NSCLC, with particularly favorable outcomes
observed in female patients, never-smokers, and
those with common EGFR mutations.

Keywords: Overall survival, non-small cell lung
cancer, Afatinib, EGFR mutation

I. DAT VAN DE

Ung thu phdi 1a loai bénh ly &c tinh cd ty 1&
mdc va ty |é t& vong hang dau trén toan thé gidi
cling nhu' & Viét Nan.! Bénh ¢4 2 nhdm mo bénh
hoc 1a ung thu' phdi t& bao nho va ung thu phdi
khéng té€ bao nhd (UTPKTBN). Trong do
UTPKTBN hay gap han, chiém ty’/ I trén 80%.
Mdc du hién nay tai Viét Nam, c6 nhiéu cai ti€n
V& cac phugng tién chan doan nhung nhiéu
bénh nhan (BN) van dugc chan doan khi di &
giai doan ti€n xa. Viéc lya chon phac do6 diéu tri
tuy thudc vao giai doan, loai m6 bénh hoc, dac
diém sinh hoc phan tdr, thé trang chung ciing
nhu diéu kién kinh t€ cta BN. Phuong phap diéu
tri cho giai doan nay d6i véi UTPKTBN chu yéu la
chdm s6c gidam nhe két hgp diéu tri liéu phap
toan than bao gom: diéu tri dich, diéu tri mién
dich, diéu tri hda chat. D4i v8i nhdm giai doan
ti€én xa, co6 dot bién gen EGFR (Epidermal growth
factor receptor) ducng tinh, Iua chon uu tién
hién nay la cac thudc diéu tri dich Gc ché Tyrosin
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kinase (TKI). Cac thu6c nay bao gom 3 thé hé:
thé hé 1 (Erlotinib, Gefitinib), thé hé 2 (Afatinib)
va thé hé 3 (Osimertinib).? Hién nay trén thé gidi
da cd nhiéu nghién cu chifng minh hiéu qua
cla Afatinib qua cac thr nghiém lam sang
LUXLUNG 3, 6, 7. Tai Viét Nam, ciing da cé mét
s0 cong trinh khoa hoc vé hiéu qua cla afatinib
trong diéu tri buéc mét ung thu phdi khdng t&
bao nhd. Tuy nhién, chua cd nghién clu nao
danh gia két qua s6ng thém toan b0 cta cac BN
dugc diéu tri tai cdc cd s y té€ khu vuc Ha NOi.
Pay la ngi tap trung cac vién nghién clu, trudng
dai hoc, bénh vién hang dau, véi cac phuadng
tién k¥ thuat cao tao diéu kién thuan Igi giup BN
ti€p cdn cac phudng phap chan doan va diéu tri
tét nhat. Chinh vi vay, ching t6i ti€n hanh
nghién clu nay v8i muc tiéu: Panh gid két qua
séng thém toan bd cua Afatinib trong diéu tri
ung thur phi khéng té bao nho giai doan IIIC-1V
CO dot bién EGFR tai Ha No.
IIl. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru. 226 BN
UTPKTBN giai doan IIIC-IV diéu tri afatinib tir
06/2018 dén 06/2022 tai Bénh vién K, Trung tam
Y hoc hat nhdn va Ung Budu - Bénh vién Bach
Mai, Bénh vién ung budu Ha Ndi, Bénh vién Phoi
Trung udng, Bénh vién Dai hoc Y Ha Noi va
Bénh vién Trung udng quan doi 108.

2.1.1. Tiéu chudn lua chon

- BN tr 18 tudi trg 1én.

- BN dugc chdn dodn xac dinh bang md
bénh hoc thuéc nhém UTPKTBN, giai doan IIIC —
Iv theo AJCC 2017.

Bang 1. Thoi gian song thém toan bo

- Chi s6 toan trang trugc diéu tri: PS 0-2.

- C6 dot bi€n EGFR nhay v6i TKI (xét nghiém
trén bénh phdm 1a mau mé (khéi u, hach, khéi t&
bao tir dich di can hodc cg quan di can).

- Diéu tri bang Afatinib it nhat 02 thang.

- C6 day du thong tin nghién ciu trong ho
sd bénh an.

2.1.2. Tiéu chuén loai trir

- C6 bénh noi khoa nang phdi hgp: suy gan,
xd gan Child Pugh 2,3, suy than...

- Méc ung thu khac két hop

2.2. Phuong phap nghién ciru

- Thiét k€ nghién ctu: la nghién ciru mo ta
h6i clru

- Phan tich va xtr ly s6 liéu: Cac thong tin thu
thdp dugc ma héa va x{r |i trén phan mém SPSS
22.0. Phan tich thai gian song thém theo phucng
phap Kaplan-Meier.

2.3. Van dé dao dirc trong nghién ciru.
Pay la nghién ctru hoi clru khong can thiép. Cac
thong tin vé tinh trang bénh va thdng tin ca
nhan cda BN dudgc gilr bi mat.

IIl. KET QUA NGHIEN cU'U

Ty 1& séng thém toan b§

Thel gian séng thém toan bé (thang)

Biéu dé 1. Thoi gian séng thém toan bo

. . Min Max |6thang| 1nam | 2pam | 3nam | 4 nam
Trung vi (thang) | (4hang) | (thang) | (%) | (%) | (%) | (%) | (%)
34,1 (31,65 - 36,49) , 58,5 98,7 92,9 76,1 44,1 20,8
Nh3n xét: ThGi gian song thém toan b6  theo gidi
trung vi dat 34,1 thang, ngan nhat la 3,3 thang, 0S Nam N
dai nhat la 58,5 thang. S6ng thém toan b tai |Trung vi (thang) 33,1 35,4
thai diém 1 ndm dat 92,5%; 2 nim dat 76,6%. —CI95% | (28,70-37,43) | (28,11-42,69)
| s Min (thang) - ) )
- ' Max (thang) 3,3-53,2 9,7-58,5
5 e " 6 thang (%) 97,7% 100%
5 LY 1 ndm (%) 88,8% 98,8%
2 n3m (%) 70,1% 87,0%
H 8 3 ndm (%) 42,7% 46,9%
B s 8 4 nam (%) 16,8% 27,6%
) 0,005

Thei -glan séng t‘hém toan bg (thang) J
Biéu dé 2. Thoi gian séng thém toan bé
theo gioi
Bang 2. Thoi gian séng thém toan bo

Nhan xét: Thai gian s6ng thém toan bd

trung vi & nam thap hon & nir (33,1 thang vdi
35,4 thang), su khac biét nay cd y nghia thong
ké vGi p = 0,005.
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Tylé sang thém toan b§

Thei glan séng thém toan bé ( hana)

Biéu d“ 3. Tho’l glan séng thém toan bé
theo chi sé toan trang
Bang 3. Thoi gian song thém toan b
theo chi sé toan trang

Ty lé séng thém toan bé

Thei gian séng thém toan b (thar u)

Biéu db 5. Thoi gian s6ng toan bé theo
nhom tién sur hut thuéc
Bang 5. Thoi gian séong toan b theo
nhom tién su’ hat thuéc

0S PS 0-1 PS 2-3 Khong hat
Trung vi (thang) - 34,1 18,8 0s thudc hodc da [C6 hat thudc
CI95% (31,65-36,48)|(5,84-31,69) bé hat thudc
Min(thang)-Max(thang)| 3,3 -58,5 [10,1-18,8| |[Trung vi (thang) 35,4 28,3
6 thang (%) 98,6% 100% — CI 95% (30,84-39,96) |(21,44-35,16)
1 ndm (%) 93,2% 75,0% Min (thang) -
2 ndm (%) 76,8% 37.5% Max (thang) | 717282 | 33-532
3 nadm (%) 44,5% - 6 thang (%) 100% 95,2%
4 nam (%) 21,0% - 1 ndm (%) 96,6% 83,5%
p 0,098 2 nam (%) 84,7% 54,8%
Nhén xét: Nnom cé thé trang tot PS 0-1 cb 3 ndm (%) 49,0% 34,1%
song thém toan bd I6n han, tuy nhién chua thay 4 nam (%) 23,5% 17,0%
< 0,001

rd sy khac biét c6 y nghia thong ké.

Ty lé séng thém toan bo

ETT) ) 0.0 Er)

Thei gian thém toa bl‘thl

Biéu db 4. Tho’l gian séng thém toan bé
theo loai dét bién
Bang 4. Thoi gian séng thém toan b
theo loai dét bién

oS Pot bién |Pot bién khong
thuong gdp | thudng gap
Trung vi (thang) 38,3 30,9

-CI95% |(33,50-43,03)| (21,99-39,81)
Min (thang) - _ _

Max (thang) | 61~ 585 3,3-44,2
6 thang (%) 99,4% 96,3%

1 ndm (%) 95,5% 84,5%

2 nam (%) 82,7% 57,0%

3 nam (%) 53,3% 22,6%

4 ndm (%) 29,6% -

D < 0,001

Nhan xét: Cac BN co dot bién thudng gap
c6 trung vi song thém toan bd 38,3 cao han so
vGi nhom co dot bién khong thucng gap 30,9
thang,su khac biét nay cd y nghia thdng ké vdi p
< 0,001.
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p
Nh3n xét: Trung vi thGi gian song thém
toan bd & nhdm BN khdong hat thu6c cao hon
nhom cé hat thube (35,4 vdi 28,3 thang) va su
khac biét nay cé y nghia thong ké.

IV. BAN LUAN

Tién lugng cla ung thu phéi ndi chung va
UTPKTBN giai doan mudn ndi riéng nhin chung
la xdu. Bénh thudng tién trién nhanh va khang
vGi cac phudng phap diéu tri dang sr dung. Muc
tiéu diéu tri chinh ctda diéu tri UTPKTBN giai
doan muon la nang cao chat lugng cudc séng
cta BN, kéo dai thai gian s6ng thém toan bd va
sdng thém khong tién tri€én cho BN. Liéu phap
diéu tri dich hién tai dang la phuong phap s
dung dau tay cho nhitng BN UTPKTBN giai doan
IIIC-IV ¢ dot bién EGFR, gilp kéo dai thdi gian
song thém cho BN.

Trong nghién clru cua ching toi, trén cac BN
UTPKTBN giai doan IIIC-IV c6 dot bién EGFR
dudc diéu tri bang afatinib, thdi gian s6ng thém
toan bo trung vi dat 34,1 thang. Trong do6 thdi
gian s6ng thém toan bd ngan nhat la 3,33 thang,
dai nhat la 58,5 thang. S6ng thém toan bo tai
thdi diém 1 ndm dat 92,5%; 2 ndm dat 76,6%.

Két qua nay tudng tu nhu két qua nghién
cfu cla Do Anh TU va cong su, trén nhdm BN
UTPKTBN tUr 65 tudi trd 1én si* dung afatinib,
mOS dat 32,9 thang (95% CI: 28,9-37,5) V6i
thdi gian theo ddi trung vi 1a 34,3 thang.?
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Nghién cliiu LUXLUNG 7 cho thay OS trung
binh cia nhém BN s dung afatinib la 27,9 so
vGi nhém sir dung gefitinib 1a 24,5 thang,” két
qua nghién clfu nay cé vé thap hon so Vdi
nghién clru clia ching t6i. C6 thé Iy gidi rang vi
liéu st dung afatinib clia nghién clru LUXLUNG 7
la 40mg, con nghién clru cta chidng t6i, phan I6n
st dung liéu khai dau la 30mg nén han ché cac
tac dung khong mong mudn, gitp BN tuan thu
diéu tri, tang hiéu qua diéu tri.

Yi-Chieh Chen va cdng su da cho thdy rang
BN dung 30 mg afatinib moi ngay c6 PFS, OS
tugng tu, nhung it gap tac dung khong mong
mudn nghiém trong hon dang k& so véi nhitng
BN dung 40 mg lam liéu khdi dau.’> Nghién cltu
cta Yi-Chieh Chen cling cho thay OS trung binh
cla cac BN st dung liéu 30mg la 34 thang so vdi
25,2 thang & nhém st dung liéu 40mg.’

Mau Em Poh va cdng su cling cho thdy rang
liéu afatinib thap han 40 mg cd hiéu qua tuong
duong véi lidu chuin (40mg) & nhitng BN mac
UTPKTBN giai doan tién trién cd dot
bién EGFR va cé thé phu hgp han véi BN Chau A,
gidp giam thi€u cac tac dung phu cd thé xay ra
dan dén gian doan liéu va anh hudng dén két
qua diéu tri.° C6 thé thdy rang, viéc can nhic
litu khdi dau rat quan trong dé dam bdo can
bang gitra hiéu qua diéu tri va dam bao chat
lugng cudc s6ng cho BN.

*Thoi gian song thém toan bd theo
gigi: Thai gian song thém toan by trung vi &
nam thap hon & nir (33,1 thang vdéi 35,4 thang),
su khac biét nay cd y nghia thong ké véi p =
0,005. Nghién c(tu trén 135 BN UTPKTBN tudi tir
65, c6 dot bién EGFR, s dung afatinib budc
mot, Jian Xiao va cong su nghién clu trén
11.000 BN UTPKTBN, khi phan tich dudi nhém
vé phuong phap diéu tri d6i ching vdi gia dugc
cho thdy rang BN nit UTPKTBN dugc diéu tri
bang cac thudc khang EGFR c6 OS dai han BN
nam (HR gop 0,86, CI 95% 0,75-1,00, p =
0,04).” Mot phan tich t6ng hdp clia Joseph A
Pinto va cong su cho két qua BN nif mac
UTPKTBN c6 nguy cd tif vong thap han so vdi
nam gigi (HR = 0,73; 95% CI 0,67 dén 0,79; p
< 0,00001). Phu nir dugc hudng Igi ich han tir
thuGc khang EGFR so vGi nam gidi (HR = 0,34;
95% CI 0,28 dén 0,40; p < 0,00001 so v@i HR =
0,44; 95% CI 0,34 dén 0,56; p < 0,00001).% C6
thé thdy, nam gidi UTPKTBN khéng chi c6 tién
lugng bénh xau hon nit gidi do ty I&é mac bénh
cao han lién quan dén thdi quen sinh hoat, IGi
s6ng, ma con xau hon vi dap ng lién quan dén
cac thudc khang EGFR kém han.

*Thgi gian s6ng thém toan bd theo chi

s0 toan trang: Nhom cé thé trang tét PS 0-1 ¢6
s&ng thém toan bd I8n hon. Co thé thdy, OS cua
2 nhém PS 0-1 va 2-3 cd xu hudng khac biét,
nhung do ¢ mau con nho (chi ¢ 4 BN PS 2-3),
nén chua thdy su’ khac biét cé y nghia thdng ké.
Nghién cltu cia D0 Anh Tl va cOng su’ nam 2024
cho thay, cac BN co chi s6 toan trang t6t (PS 0-
1) cé thdi gian s6ng thém toan bd dat 33,1
thang, cao hon hadn so vGi nhdm c6 chi s6 toan
trang kém (PS 2-3), va su khac biét nay cd y
nghia théng ké véi p = 0,046. 3

Co thé thdy rang, khi thé trang BN tét, cd
thé 4p dung cac phuong phap diéu tri mét cach
t6i uu, nhdt la sau khi bénh tién trién vdi
afatinib, viéc diéu tri bang hda chit van ¢ thé
ti€p tuc néu BN khong xuat hién dot bién khang
thu6c T790M hodc khong co diéu kién ti€p tuc
ding thuéc khang EGFR thé hé thi ba
(Osimertinib), gilp cho BN dat hiéu qua diéu tri
tot hon. Ngudc lai, BN c6 thé s& khdng thé diéu
tri tiép sau khi tién trién v4i Afatinib néu thé trang
da kém, tir d6 phugng phap diéu tri chinh ctia BN
la chdm sdc gidm nhe. Co I€ vi thé, ma OS cla
nhém BN c6 thé trang yéu (PS 2, 3, 4) thudng
ngén hon so véi nhdm BN ¢4 thé trang tét.

*ThGi gian song thém toan bo theo loai
dot bién EGFR: Cac BN co dét bién thuGng gap
co trung vi song thém toan bd 38,3 (33,50 -
43,03) thang, cao hon so vdi nhom cé dot bién
khong thudng gap (30,9 (21,99 — 39,81) thang),
su’ khac biét nay cd y nghia thong ké véi p < 0,001.

Trong cap nhat nghién cru clia Vién Han lam
Bénh lao va HO6 hdap Han Qudc (KATRD) trén
nhém BN > 20 tudi mac UTPKTBN giai doan tién
trién cé dot bién EGFR dugc diéu tri budc mét
bang Afatinib chi ra dugc cac dot bién EGFR
thudng gap (dot bién xda doan exon 19 va dot
bién L858R trén exon 21) cd lién quan dén OS
dai hon dang k& so vdi nhdm ddt bién khdng
thudng gap (49,6 so vai 30,1 thang; p = 0,017).
Tai thdi diém 36 va 60 thang, OS cla 2 nhém
dot bién EGFR thuGng gap va khong thudng gap
tuong Uing la 61,3% so vdi 43,4% va 44% so VG
20,6%.° C4 thé thay réng, loai dot bién thudng
g3p (dot bién xda doan exon 19, ddt bién diém
L858R) co tién lugng bénh t6t hon so vdi cac dot
bién EGFR khac vdi thdi gian s6ng thém toan bd
cao haon.

*Thgi gian song thém toan bo theo tinh
trang huat thudc: Két qua nghién cltu cho thay,
trung vi OS & nhdm BN khong hdt thudc cao hon
nhom cé hat thude (35,4 véi 28,3 thang) va su
khac biét nay cd y nghia thong keé.

Zexun Mo va cOng sy da nghién clu anh
hudng cla thdi quen hat thudc dén hiéu qua cla
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liéu phap diéu tri nhdm tring dich EGFR & BN
méc UTPKTBN giai doan tién trién cho thdy hat
thuGc 1a (bao gébm ca tién s va hién tai) lam
giam dang k€& PFS va 0S so v6i nhdm khéng hit
thuSc khi diéu tri bang cac thubc khdng EGFR.!°
Trén 135 BN UTPKTBN tir 65 tudi trd 1én cd dot
bién EGFR diéu tri budc mét bang afatinib, nhém
tac gid t nhiéu bénh vién tai Viét Nam dua ra
két qua rang cac BN cd hit thubc cd thdi gian
song thém toan bo la 25,8 thang, thdp han cd y
nghia so v&i nhdm BN khong hut thu6c (OS dat
34,1 thang) véi p = 0,002.3

TU cac di liéu trén, cé thé nhan ra rang tinh
trang hut thudc khdng chi lam tang nguy cc mac
bénh ung thu phdi, ma con anh hudng khong tot
dén két qua diéu tri bénh.

V. KET LUAN

Afatinib c6 hiéu qua kéo dai thdi gian sGng
thém toan bo & cac BN UTPKTBN giai doan IIIC-
IV c6 dot bién EGFR , dac biét 6 cac BN nii,
khong hat thudc, cd dot bién thuGng gap.
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KET QUA PIEU TRI UNG THU' DA DAY GIAI POAN MUQN BANG
PHAU THUAT MO MO PIEU TRI UNG THU BIEU MO DA DAY
TAI BENH VIEN PAI HOC Y HA NOI

TOM TAT

Muc tiéu nghlen clru: Md ta dic diém ldm
sang, can lam sang va danh gia ket qua diéu tri ung
thu da day (UTDD) giai doan mudn bdng phau thuat
mo ma diéu tri ung thu biéu md da day tai khoa Ngoai
Tong hop Bénh vién Dai hoc Y Ha Noi. D6i tugng va
phucng phap nghién ciru: Ngh|en ctru mo ta hoi
cltu gébm 35 bénh nhan da dugc chan doan xac dinh
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ung thu da day, dugc phau thuat cdt da day mé md
tai khoa Ngoai Tong hdp Bénh vién Pai hoc Y Ha NOi
tir thang 1/2022 dén thang 12/2023. Két qua va ban
luén: Tudi trung binh cla ‘nhém nghién cuu la 64,71
+ 13 39, thap nhat: 39 tudi, cao nhat: 91 tudi. Nhom
tudi hay gép nhét 13 trén 60 tudi, chiém 68,57%. Nam
hay gap han nir, ti Ié nam/nLr = 192/1 bau bung
thugng vi I3 triéu chimg cd nang hay gap nhat chiém
85,71% trudng hdp. Thdi gian md trung binh 13
153 94 + 60,63 phut, bénh nhan dugc phau thudt cat
ban phan dudi da day chiém nhiu nhat véi ti 1é
68,57%, c6 8,57% bénh nhan phai cidt da day ma
rong, phan I6n dugc phuc hoi luu théng tiéu héa kiéu
Finsterer. SO hach nao vét dugc trong mo trung binh
I3 33,35 + 14,32 (9-69 hach), s& hach di cin trung
binh I3 10,16 + 9,33 trong d6 s6 hach chdng 1 di c&n
trung binh la 6,48 + 5,63 hach, s6 hach di can trung



