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KET QUA PIEU TRI BUOG'C 1 BANG OSIMERTINIB
BENH NHAN CAO TUOI MAC UNG THU PHOI KHONG TE BAO NHO
GIAI POAN MUON CO POT BIEN EGFR

Pinh Thi Lan Anh1, Lé Thi Yén123", Nguyén Hoang Anh?
Tém tat
Muc tiéu: Panh gia hiéu qua va ddc tinh cua osimertinib buéc 1 & bénh nhan
(BN) cao tudi mac ung thu ph6i khong té bao nhé (UTPKTBN) giai doan mudn c6
dot bién EGFR. Phwo'ng phdp nghién ctru: Nghién ctru mo ta, hoi ctru két hop tién
ctru trén 51 BN > 65 tudi mac UTPKTBN, giai doan IIIC - IV, diéu tri bué¢c 1 bang
osimertinib tai Bénh vién K tir thang 5/2019 - 5/2025. Két qua: Ty 1é dap tng
khach quan (ORR) dat 82,4% va kiém soat bénh dat 96,1%. O nhém di cin nio,
ORR dat 76,2% va ty 1é kiém soat bénh (DCR) dat 100%. Trung vi séng thém khong
tién trién (PFS) va song thém toan bé (0S) lan lwot la 26,7 thang va 46,8 thang;
ty 1& PFS va OS tai thoi diém 3 nam twong rng la 45,4% va 76,9%. Khong ghi nhan
yéu to tién lwong doc 14p déi vai OS trong phan tich da bién. Poc tinh cha yéu do
1 - 2, khong ghi nhin doc tinh d6 3 - 4; 1 trweong hop viém phoi ké do 1. Két ludn:
Osimertinib bwéc 1 cho thiy hiéu qua cao va dung nap t6t & BN cao tuéi UTPKTBN
giai doan mudn c6 dot bién EGFR.
Tir Khéa: Osimertinib; Ngwoi cao tudi; Ung thw phéi khong té bao nhd; Dot bién EGFR.

TREATMENT OUTCOMES OF FIRST-LINE OSIMERTINIB
IN ELDERLY PATIENTS WITH ADVANCED EGFR-MUTANT
NON-SMALL CELL LUNG CANCER

Abstract

Objectives: To evaluate the efficacy and safety of first-line osimertinib in elderly
patients with advanced EGFR-mutant non-small cell lung cancer (NSCLC).
Methods: This retrospective-prospective descriptive study included 51 patients
aged = 65 years with stage IIIC-IV NSCLC harboring EGFR mutations, treated with
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first-line osimertinib at K Hospital from May 2019 to May 2025. Results: The
objective response rate (ORR) was 82.4%, and the disease control rate (DCR) was
96.1%. Among patients with brain metastases, ORR was 76.2%, and DCR was
100%. Median progression-free survival (PFS) and overall survival (OS) were 26.7
and 46.8 months, respectively. The 3-year survival rates were 45.4% for PFS and
76.9% for OS. No independent prognostic factors for OS were identified in
multivariable analysis. Adverse events were mainly grade 1 - 2, with no grade 3 - 4
toxicities observed; one case of grade 1 interstitial lung disease was reported.
Conclusion: First-line osimertinib demonstrated high efficacy and good tolerability

in elderly patients with EGFR-mutant advanced NSCLC.

Keywords: Osimertinib; Elderly patients; Lung cancer; EGFR mutation.

DAT VAN BE

Ung thw phoi 1a nguyén nhan giy ti
vong hang dau do ung thuw trén toan
ciu, trong d6, UTPKTBN chiém khoang
80% [1]. V&i xu hwéng gia héa dan s6
hién nay, ty 1& BN cao tudi mic bénh
ngay cang tang, véi khoang 70% cac ca
mé&i dwgce chin doan & do tudi = 65 [2].
O BN c6 dbt bién EGFR, mét dic diém
sinh hoc thwong gap, chiém khoang 40 -
60% tai chdu A, cac thudc Gc ché
tyrosine kinase (TKI) dwgc xem la lya
chon nén tang diéu tri [3]. T ndm
2019, dwa trén két qua tht nghiém
pha 3 FLAURA, osimertinib da tré& thanh
tiéu chuidn diéu tri bwéc 1 cho
UTPKTBN giai doan mudn c6 dot bién
EGFR, véi thoi gian OS dat 38,6 thang,
vuwot troi so véi cac thude TKI thé hé 1
va 2 [4]. Nam 2023, th® nghiém
FLAURA2 thay
osimertinib v&i hda chit giup cai thién

cho phéi  hop

thém thoi gian PFS nhung dong thoi
lam ting dang ké cac doc tinh > d6 3 [5].
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O BN cao tudi, viéc két hop hoéa chit
v@i osimertinib 1a mot thach thirc do sw
hién dién cua cac bénh ly kem theo,
chltc ning co quan suy gidm va thé
trang kém hon, dan dén khé dung nap
diéu tri. Tai Viét Nam, phac d6 phoi hop
theo FLAURA2 ap dung con han ché,
trong khi don tri liéu osimertinib van
duoc stt dung pho bién trong thwe hanh.
Tuy nhién, cdc nghién ciru cho thay
phéc d6 diéu tri osimertinib trén BN cao
tudi van c6 thé gdy mot s doc tinh dang
chi y nhw viém phéi ké hodc doc tinh
tim mach, c6 thé dan dén gidm liéu hoic
ngirng diéu tri [6]. Tai Viét Nam, chwa
c6 nhiéu dir liéu vé diéu tri osimertinib
trén nhom BN cao tuéi. Do d6, nghién
ctru nay duoc thwe hién nham: Pdnh gid
hiéu qud diéu tri va doc tinh cta
osimertinib trong diéu tri buwéc 1 & BN
cao tudi (= 65 tudi) UTPKTBN giai doan
muédn cé dét bién EGFR.
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PpOI TUONG VA PHUONG PHAP
NGHIEN CU'U

1. P6i two'ng nghién ciru

Gom 51 BN cao tudi mac UTPKTBN
dwoc diéu tri budc 1 bang osimertinib tai
Bénh vién K trong thoi gian tir thang
5/2019 - 5/2025.

* Tiéu chudn lwa chon: BN = 65 tu0i,
chan doan xac dinh UTPKTBN, giai doan
I1IC - IV (AJCC, 2017), c6 ddt bién EGFR,
diéu tri bu¢c 1 bang osimertinib; cé ton
thwong dich theo RECIST 1.1; c6 ho so
bénh an day du.

* Tiéu chudn loai trie: BN bo diéu tri
khong vi Iy do chuyén mén; mic ung
thw khac; mac cac bénh ly ndng de doa
tlr vong (suy tim, suy than, suy gan nang...)

2. Phwong phap nghién ciru

* Thiét ké nghién cttu: Nghién clru mo
ta, hoi ctru két hop tién ciru.

* Co mdu va chon mdu nghién ciru: C&
mau nghién ctu dwoc chon theo
phwong phap thuin tién, bao gbm toan
bd BN dap (rng tiéu chuin trong thoi
gian nghién ctry, tong sé la 51 BN.

* Cdc bién s6 nghién ctru:

Pic diém lam sang, cin 1am sang:
Tudi, gidi tinh, chi s6 toan trang, tién st
hat thudc, bénh phoi hop, giai doan
bénh, vi tri di cin, loai dot bién EGFR.

Két qua diéu tri: Pap rng diéu tri
dwgc danh gia theo tiéu chudn RECIST

1.1 bang chup cét 16p vi tinh hodc cong
hwéng tir moéi 3 thang hodc sém hon
néu c6 diu hiéu 1am sang goi y tién
trién bénh ro; ty 1é dap ing khach quan,
ty 1é kiém soat bénh; thoi gian PFS, OS.

Poc tinh lién quan diéu tri: Phan do
theo CTCAE 5.0, gdbm ddc tinh huyét hoc
(thiéu mau, gidm bach cau, giam tiéu
cau) va ngoai huyét hoc (tiéu chay, ban
da, viém quanh méng, kéo dai khoang
QT hiéu chinh (QTc), viém phoi ké, ting
men gan, tang creatinine...).

* Cdc bwdc tién hanh: Thu thap di liéu
tlr bénh an va theo doi trong diéu tri.

* Phdc db s dung trong nghién ciru:
Osimertinib 80mg, uéng 1 lan/ngay.

* Xwr ly s6 liéu: Dir liéu dwoc x ly
bang SPSS 22.0 theo cac thuit toan
thong ké. Sw khac biét c6 y nghia thong
ké khi p < 0,05. Chon nguwdng p < 0,25
trong phan tich don bién dwa vao md
hinh Cox da bién nham han ché cac yéu
td ¢ y nghia tiém tang theo khuyén cao
cia Hosmer va Lemeshow.

3. Pao dirc nghién ciru

Nghién ctru dwoc thwc hién theo
ding quy dinh vé dao dirc trong nghién
cru y hoc va theo cac quy dinh cuia
Bénh vién K. SO liéu nghién cru dwoc
Bénh vién K cho phép str dung va cong
bo. Nhom tac gid cam két khéng c6 xung

dot loi ich trong nghién ctru.
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KET QUA NGHIEN CG'U
Nghién ctru bao gobm 51 BN, thoi gian theo doi trung vi la 40,9 thang.

Bang 1. Cac dic diém chung vé 1am sang, can 1am sang truwdc diéu tri.

Pic diém Gia tri, n (%)/X (Min - Max)

Tudi (ndm) 70,4 (65 - 85)
Nhom tudi

65 - 69 26 (51,0)

>70 25 (49,0)
Gidi tinh

Nam 25 (49,0)

Nir 26 (51,0)
Hut thudc la

Cé 21 (41,2)

Khéng 30 (58,8)
Chi s6 toan trang theo ECOG

0-1 43 (84,3)

>2 8 (15,7)
Bénh phoi hop

Cé 24 (47,1)

Khéng 27 (52,9)
M6 bénh hoc

Carcinoma tuyén 49 (96,1)

UTPKTBN, NOS 2(3,9)
Loai dot bién EGFR

DEL19 27 (52,9)

L858R 17 (33,3)

Pot bién hiém/kép 7 (13,8)
Giai doan

IIC 3(59)

1\ 48 (94,1)
S6 co quan di can

0-2 32 (62,7)

>3 19 (37,3)
Di can nao

Cé 21 (41,2)

Khong 30 (58,8)
Xa ndo phdi hgp tir dau (n = 21)

Cé 8 (38,1)

Khéng 13 (61,9)

(NOS: Not otherwise specified - Khéng phdn loagi, ddc hiéu khdc)
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Tudi trung binh cia BN 1a 70,4, phin b6 gan twong dwong gitra hai nhém tuoi
(65 - 69 va = 70 tudi) va gitra hai gi¢i. Phan 16n BN c6 toan trang ECOG 0 - 1 va 47,1%
BN c6 bénh phéi hop. Ty 1€ hit thudc 1a 41,2%. Dot bién thwong gip 1a DEL19 (52,9%)
va L858R (33,3%). Di cdn ndo ban dau la 41,2%, ty 1é xa ndo phéi hop 1a 38,1%.
Bang 2. Ty 1é dap &ng khach quan.

Mirc do dap trng

bap rng hoan toan (CR)
bap rng mot phan (PR)
Bénh 6n dinh (SD)
Bénh tién trién (PD)

bap trng khach quan (ORR = CR + PR)
Kiém soat bénh (DCR = CR + PR + SD)

Tong

Chung, n (%) Tai nao, n (%)

1(2,0) 10 (47,6)

41 (80,4) 6 (28,6)

7 (13,7) 5 (23,8)
2 (3,9) 0 (0)

42 (82,4) 16 (76,2)

49 (96,1) 21 (100)

51 (100) 21 (100)

Pap (rng mot phan chiém ty 1& cao nhat (80,4%); ty 1é tién trién thap (3,9%). O
nhém di cin ndo, ORR dat 76,2%, khéng c6 tién trién tai nio.
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Biéu d6 1. Thoi gian PFS (A) va OS (B).
Bang 3. Thoi gian PFS va OS tai cac thoi diém.

Chi s6 PFS oS
Trung vi (thang) 26,7 46,8
Ty 1é 2 nam (%) 62,3 94,1
Ty 1é 3 nam (%) 45,4 76,9
S0 bién cb (ca) 27 17

Tai thoi diém phén tich, c6 27 ca tién trién va 17 ca t&r vong; trung vi PFS va 0S
lan lwot 1a 26,7 thang va 46,8 thang. Tai thoi diém 2 nidm va 3 nam, ty 1é PFS la
62,3% va 45,4% trong khi ty 1€ OS twong &ng la 94,1% va 76,9%.

193



TAP CHi Y DU'Q'C HOC QUAN SU’' SO 8 - 2026

Bang 4. Thoi gian PFS va 0S theo yéu t6 tién lwong.

Y S6 BN Trung vi PFS Trung vi OS
Yéu to tién lwrong i p i p
n (%) (thang) (thang)

Tudi
65 - 69 26 (51) NR 0,51 NR 0,21
>70 25 (49) 26,3 45,6

Gioi tinh
Nam 25 (49) 26,3 0,05 45,9 0,29
Nir 26 (51) NR NR

Hut thuoc la
Co 21 (41,2) 25,9 0,08 NR 0,67
Khong 30 (58,8) NR 45,9

Chi s6 toan trang
0-1 43 (84,3) 26,9 0,96 NR 0,23
>2 8 (15,7) 26,7 45,6

Bénh phéi hop
Co 24 (47,1) 21,5 0,21 44,6 0,10
Khong 27 (52,9) NR NR

bot bién EGFR
DEL19 hoac L858R 44 (86,2) 30,5 0,13 NR 0,02
bot bién hiém/kép 7 (13,8) 15,7 39,1

SO co quan di can
0-2 32 (62,7) NR 0,09 NR 0,03
>3 19 (37,3) 23,1 45,6

Di can ndo
Co 21 (41,2) 26,9 0,39 NR 0,66
Khong 30 (58,8) 30,5 45,9

(NR: Not reached - Chwa dat dworc)

Loai dot bién EGFR va s6 co quan di cin lién quan c6 y nghia théng ké véi 0OS
trong phan tich don bién. Khong ghi nhan yéu t6 lién quan véi PFS.

Ching t6i dwa cac yéu t6 c6 p < 0,25 trong phan tich don bién véi 0S vao mod

hinh Cox da bién dé xac dinh cac yéu to tién lwong doc 1ap, két qua nhu sau:
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Bang 5. Phin tich da bién cac yéu t6 anh hwéng thoi gian OS.

Yéu té p HR 95%CI
Tudi (65 - 69/= 70) 0,79 1,16 0,39 - 3,46
Chis6 toan trang (0-1/=2) 0,53 1,43 0,46 - 4,39
Bénh phéi hop (c6/khong) 0,11 0,24 0,07 -1,17
Dot bién EGFR (DEL19 hodc L858R/hiém, kép) 0,51 1,54 0,44 - 5,35
SO lwgng co quan di can (0 - 2/= 3) 0,06 2,65 0,95-7,43
Khong ghi nhan yéu t6 tién lwong doc 1ap cd y nghia thong ké véi OS.
Bang 6. Cac doc tinh cua thudc.
Titcacacdd  Po1 P62 P63 Po4
Poc tinh
n (%)
Ngira da 9 (17,6) 7(13,7)  2(3,9) 0 0
Kho da 10 (19,6) 6(11,8) 4(7,8) 0 0
Ban da 10 (19,6) 9(17,6)  1(2,0) 0 0
Viém quanh mong 8 (15,7) 2(3,9) 6(11,8) 0 0
Viém miéng 4 (7,8) 4 (7,8) 0 0 0
Tiéu chay 12(23,5) 11(215) 1(2,0) 0 0
Budn ndn 6 (11,7) 4(7,8) 2 (3,9) 0 0
Giam bach cau 5(9,8) 4 (7,8) 1(2,0) 0 0
Giam tiéu cau 4(7,8) 3 (5,8) 1(2,0) 0 0
Thiéu mau 4(7,8) 3 (5,8) 1(2,0) 0 0
Tang men gan 7 (13,7) 5(9,8) 2(3,9) 0 0
Tang creatinine 9(17,6) 8 (15,7) 1(2,0) 0 0
Viém phdi ké 1(2,0) 1(2,0) 0 0 0

DPoc tinh chd yéu & mirc d6 nhe dén trung binh (do 1 - 2), thwong gdp nhit la
tiéu chay (23,5%), kho da va ban da (19,6%). Khong ghi nhan doc tinh do 3 - 4. Co
mot trweong hop viém phoi ké dé 1 (2,0%).
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BAN LUAN

Pac diém lam sang ctia quan thé BN
trong nghién cru twong déng véi cac div
liéu thuc t&€ & chau A. Tudi trung binh 1a
70,4, phan 4nh xu hwéng gia héa dan so.
Chiém wu thé 1a carcinoma tuyén
(96,1%) va cac dot bién thwong gap
nhw DEL19, L858R. Pay la dic diém
sinh hoc quan trong dy doan dap &ng
tot v&i cac thude TKI [7]. Mac du phéan
16n BN (84,3%) c6 tinh trang toan than
tot véi ECOG 0 - 1 trong khi 47,1% BN
c6 bénh phoi hop, cho thiy vai tro phu
hop cta osimertinib don tri & nhém nay.
Ty 1é di cdn ndo twong doi cao (41,2%)
cling nhan manh lgi thé cla osimertinib
nh¢ kha nang tham nhap hang rao mau
ndo va kiém sodat ndi so tét hon so véi
cac thu6c TKI thé hé trudc [4, 6].

Trong nghién ctu nay, ty 1é ORR dat
82,4% va ty 1é DCR dat 96,1%. Két qua
nay twong dwong véi thixr nghiém
FLAURA (ORR khoang 80%) [4] cling
nhw cac dit liéu doi thuc tir nghién ctiru
HOT2002 trén BN > 75 tudi tai Nhat
Ban (ORR: 75,2%) va nghién ctru da
trung tAm FLOWER tai chau Au (ORR:
73% va DCR: 96%) [6, 9]. Hiéu qua trén
hé thin kinh trung wong trong nghién
cru cta chang to6i cling dwoc ghi nhan.
Mac du chi c6 38,1% nhom di can nao
dwoc xa ndo tir dau, ORR dat 76,2% va
DCR dat 100%, ty 1é dap &ng hoan toan
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dat 47,6%, khong ghi nhén tién trién
ndi so trong thoi gian theo doi. Két qua
nay cho thdy osimertinib c6 hiéu qua
dang ké trén tén thwong than Kkinh
trung wong trong thwc hanh lam sang.
Tuy nhién, do ¢c& mau con nhd, nghién
ciru chwa tién hanh phéan tich so sanh
theo chién lwgc diéu tri tai ndo, vai tro
hodn xa ndo can dwgc danh gia thém
trong cac nghién cttu véi c& mau lon
hon. So véi phan tich dwéi nhém di can
nao trong FLAURA c6 ORR khoang 66%,
két qua nay cho thdy kha nang kiém
soat ton thwong ndi so cia osimertinib
trong nghién ctiru twong do6i kha quan.
Vé thoi gian s6ng thém, trung vi PFS
va OS lan lwot dat 26,7 va 46,8 thang.
Trong thir nghiém FLAURA, PFS va 0S
trung vi lan lwot l1a 18,9 va 38,6 thang;
trong nghién ctru HOT2002 trén BN 2
75 tudi va FLOWER ghi nhin PFS lan
lwot 1a 19,4 thang va 18,9 thang [4, 6, 9].
So v&i cac so liéu nay, két qua cda chung
toi c6 xu hwdng cao hon. S khac biét cé
thé lién quan dén dic diém BN nghién
ciu: Ty l1é dot bién DEL19 cao, ganh
nang bénh thip (62,7% di cin < 2 co
quan) va da s6 c6 ECOG 0 - 1 (84,3%), la
cac yéu to lién quan dén tién lwong tot
hon. Ty 1é OS tai thoi diém 3 nam dat
76,9%, cao hon so v&i khoang 54%
trong FLAURA [4]. Trong phan tich don

bién, loai dot bién EGFR c6 xu hwdng
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lién quan dén OS v&i loi ich cao hon &
nhém dot bién thwong gap, phu hop véi
cac dir liéu tir FLAURA va cac nghién
ctru truére do [3, 4, 8]. Tuy nhién, phan
tich Cox da bién khong ghi nhan yéu to
tién lwong doc 1ap doi véi OS, twong tw
két qua nghién ciru HOT2002 trén BN =
75 tudi tai Nhat Ban [6].

Nghién ctru nay khéng ghi nhan doc
tinh do 3 - 4, cho thdy kha ning dung
nap tét & nguwoi cao tudi. So véi ty 1é
bién c6 d6 = 3 trong thk nghiém
FLAURA 1la 42% va nghién ctru
HOT2002 1a 41,7%, két qua nay goi y do
an toan thuan loi hon [4, 6]. Cac doc
tinh thwong gap nhit la tiéu chay
(23,5%) va doc tinh da (19,6%), véi ty
1é thip hon so v&i thir nghiém FLAURA
(lan lwot 1a 60% va 59%). Ching toi ghi
nhan mot ca viém phoi ké do 1, dwoc
ngirng diéu tri va theo déi. Nhin chung,
doc tinh cht yéu & mirc d6 nhe (d6 1 - 2).
Do mét phan dit liéu dwoc thu thip héi
clru, mot sb triéu chirng co ndng hoic
doc tinh thodng qua c6 thé chwa dwoc
ghi nhan diay da nhuw trong cac thw
nghiém lam sang. Bén canh d6, da s6 BN
trong nhém nghién ctru cé tinh trang
toan than tot (84,3% c6 ECOG 0 - 1) va
dwoc danh gia ky chirc nang co quan
trwdc diéu tri, diéu nay cé thé gép phan
lam gidm ty 1é doc tinh nang ghi nhan
dwgc. Cac nghién ciu gan diy nhuw
FLAURA2 cho thiy phéi hgp héa chat

lam tidng dang ké dbc tinh dd 3 trd 1én,
cho thay osimertinib don tri liéu van la
lwra chon phu hop & nhém BN cao tudi
[4]. Nghién cltu cia chung toi con mot
s6 han ché: C& mau chwa da 16m va
nghién citru don trung tdm lam anh
hwdng dén kha nang khai quat; thiét ké
thu thap dir liéu mot phan hoéi cru dan
dén chwa danh gia day dd mot s6 thong
tin, dac biét la cac doc tinh it gap.

KET LUAN
biéu tri osimertinib bwéc 1 cho thiy
hiéu qua cao va dung nap tét & BN cao
tudi mac UTPKTBN giai doan mudn cé
dot bién EGFR, la lwa chon phu hop

trong thwc hanh lam sang.
Loi cdm on: Nhom tac gia cdm on
cac BN da tham gia nghién cttu; cam on
Bénh vién K da tao diéu kién hé tro

trong qua trinh thuc hién nghién ctru.
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