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TOM TAT

Muc tiéu: Danh gia két qua diéu tri budc 2 ung thu phéi khong té bao nhé giai doan IV cé dét bién T790M thir phat
bang Osimertinib.

Déi twong, phwong phédp: Nghién ctru mé t hdi ctru két hop tién ctwu trén 22 bénh nhén ung thu phéi khong té
bao nhd giai doan IV ¢6 dét bién EGFR tién trién sau diéu tri EGFR-TKIs thé hé 1,2, xuét hién dét bién khéng thudc thir
phét T790M duoc diéu tri bang Osimertinib tai bénh vién Ung buéu Da Néng tir thang 03/2020 dén hét thang 11/2022,
theo d6i dén hét thang 6/2023.

Két qua: Ty Ié dap ung khéch quan ctia Osimertinib trong diéu tri budc 2 1a 72,7%, ty 16 kiém soéat bénh Ia 86,4%.
Trung vi thoi gian séng thém bénh khoéng tién trién (PFS) Ia 10 thang. Tac dung khéng mong mudn thudng gap nhét
khi didu tri bng Osimertinib Ia ban da (36,4%), tiéu chay (31,8%), khé da (22,7%), viém quanh méng (18,2%), viém
niém mac miéng (13,6%). Phan I6n céc tac dung khéng mong muén nay & mirc d6 nhe, khéng bénh nhan nao phai
gidm liéu hay gién doan diéu tri.

Két luan: Osimertinib cé hiéu qua cao va an toan trong diéu tri buéc 2 trong ung thw phdi khéng té bao nhé giai
doan IV c6 dét bién T790M thir phat.

Ttr khéa: Ung thu phéi khéng té bao nhé, dét bién EGFR T790M thir phat, Osimertinib.

ABSTRACT
RESULTS OF SECOND - LINE TREATMENT ACQUIRED T790M MUTATION NON - SMALL CELL LUNG
CANCER WITH OSIMERTINIB AT DANANG ONCOLOGY HOSPITAL

Nguyen Kim Thong', Luu Thi Nhat Linh’, Luong Thi My Trang’

Objectives: To evaluate the results of second - line treatment in stage IV non-small cell lung cancer patients who
have acquired T790M mutation with Osimertinib.

Methods: A cross - sectional descriptive study was conducted in 22 patients with EGFR mutation positive stage
IV non - small cell lung cancer who failed after first - and second - generation EGFR - TKIs therapy with presence of
acquired T790M resistance mutation, were treated with Osimertinib at Da Nang Oncology Hospital from March 2020 to
the end of November 2022 and follow up until the end of June 2023.

Results: The objective response rate of Osimertinib in second - line treatment was 72,7%, disease control rate
was 85.4%, the median progression - free survival (PFS) was 10 months. The most common side effects of Osimertinib
were rash (36.4%), diarrhea (31.8%), dry skin (22.7%), paronychia (18.2%), mucositis oral (13.6%). Most of side effects
were mild, and no patient required a dose reduction or treatment interruption.

Conclusion: Osimertinib is highly effective and safe in the second-line treatment of stage IV non - small cell lung
cancer with acquired T790M mutation.
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I. PAT VAN PE

Ung thu phdi (UTP) 1a bénh 1y ac tinh phd
bién va 12 nguyén nhan gay tir vong hang dau do
ung thu trén pham vi toan cau. Theo Globocan
2020, udc tinh mdi ndm trén thé giéi c6 khoang
2,2 triéu ca m&i mic va gﬁn 1,8 triéu ca tu vong.
Tai Viét Nam, UTP ding hang thr hai chi sau
ung thu gan, ty 16 mic mé&i chiém 14,4% tong sb
ung thu, 12 nguyén nhan tir vong hang dau o ca
2 gidi [1].

Trong nhirng nam gan ddy, cing vdi tién bo vé
sinh hoc phan tir bénh UTP, liéu phap nham tring
dich ngay cang déng vai trd quan trong trong diéu
tri toan than. Cac thudc EGFR - TKIs (Epidermal
Growth Factor Receptor - Tirosine Kinase
Inhibitors: e ché Tyrosine Kinase cia thu thé
yéu té phat trién biéu bi) thé hé 1, 2 (Erlotinib,
Gefitinib, Afatinib) da chung minh hi¢u qua cai
thién thoi gian séng thém bénh khong tién trién
(PFS) v&i chit luong cude sdng tdt hon so véi
hod tri, tr& thanh diéu tri tiéu chuén cho cac bénh
nhan ung thu phéi khong té bao nhé (UTPKTBN)
giai doan tién xa, di cin c6 dot bién EGFR tai
exon 19 (Dell9) va exon 21 (L858R) [2]. Tuy
nhién, mic du ty 1& dap ung khdi u cao, bénh tién
trién dé khang thudc & hau hét bénh nhan sau 9
dén 13 thang. Nhiéu co ché khang thudc da duoc
phat hién, bao gom dot bién tha phat T790M,
khuéch dai MET, khuéch dai HER2, chuyén dbi
mo hoc té bao nho,... trong d6 thuong gip nhat
1a dot bién T790M trén exon 20, chiém 48 - 62%
truong hop [3].

Osimertinib 1a thuéc TKI thé hé 3 véi co ché
rc ché khong thuan nghich, hi€u qua trén ca
dot bién EGFR nhay cam va dot bién thu phat
T790M. Nho hiéu qua va do an toan da duogc
ching minh qua thu nghiém lam sang AURA mé
rong va AURA2, thang 11 ndm 2015, Osimertinib
(Tagrisso) da duoc Cuc quan ly thuc pham va
dugc pham Hoa Ky FDA phé duyét trong diéu tri
UTPKTBN giai doan tién xa va di cin sau thét
bai TKIs thé hé 1, 2, c6 dot bién T790M thtr phat
[4]. Tai Viét Nam, Osimertinib dugc chép thuan
va dua vao diéu tri tir nim 2018 dén nay. Tai bénh
vién Ung budu Pa ning, diéu tri UTPKTBN vai
Osimertinib dugc bt dau tir nam 2020, tuy nhién
van chua c6 nghién ciru danh gid hiéu qua cua

thubc, do d6 ching toi tién hanh dé tai nay vai
muc tiéu: Panh gia két qua diéu tri bude 2 ung
thu phdi khong té bao nho giai doan IV ¢o dot
bién EGFR bang Osimertinib.

IL. POI TUQONG VA PHUONG PHAP NGHIEN
cUU

2.1. Pbi twong nghién ciru

22 bénh nhan UTPKTBN giai doan IV c6 dot
bién EGFR tién trién sau diéu tri EGFR - TKIs thé
hé 1,2, xuat hién dot bién khang thudc thir phat
T790M duoc diéu tri bang Osimertinib tai bénh vién
Ung budu Pa Ning tir thang 03/2020 dén hét thang
11/2022.

Tiéu chuan lya chon: Pugc chan doan xéc dinh
UTP tip mé bénh hoc khong té bao nho, giai doan
IV (theo phan loai lan thir 8 cia AJCC nim 2017).
C6 dot bién EGFR va da diéu tri EGFR - TKI thé
hé1,2.Co béng ching v& sy tién trién ciia bénh sau
liéu phap EGFR - TKIs ¢ budc 1. C6 dot bién EGFR
T790M thtr phat dugc xac dinh qua xét nghiém RT
- PCR hogc NGS. Tinh trang dot bién T790M dugc
xac dinh tir mau sinh thiét mé khdi u, hodc huyét
thanh, hodc dich thé tiét khdi u (dich mang phoi,
dich mang tim, dich mang bung) sau khi tién trién
bénh. Puge diéu tri voi Osimertinib it nhat 2 thang.
C6 thong tin day du .

Tiéu chuéan loai trir: Nguodi bénh b do diéu tri
khong phai vi Iy do chuyén mén. BN c6 cac bénh
ndi khoa nang (suy tim d¢ 1V, suy gan, suy than
khéng hoi phuc).

2.2. Phuwong phap nghién ciru

Thiét ké nghién ciru: M6 ta hoi ctru két hop
tién ciru.

Céac bude tién hanh: Bude 1: Lua chon, danh gia
bénh nhan theo cac tiéu chuén chon bénh, thu thap
c4c thong tin 1am sang, c4n 1am sang, thubc EGFR-
TKIs diéu tri & budc 1, thoi gian diéu tri budc 1.
Budc 2: Diéu tri phac dd Osimertinib (Tagrisso)
80mg lidu 1 vién/ngay dén khi bénh tién trién hodc
doc tinh khong dung nap dugc. Budc 3: Danh
gia dap tng: Muc do dap ung khach quan (theo
RECIST 1.1). Thoi gian séng thém bénh khong tién
trién: tinh tir ngay bat dau diéu tri dén khi co bang
chimg bénh tién trién. Panh gia tic dung khong
mong mudn phan d theo CTCAE v5.0.

Xt 1y s6 lidu: thu thap, xir 1y s6 liéu bang phan
mém thong ké SPSS 23.0
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IIL. KET QUA

3.1. Pac diém lam sang, c4n lam sang cua doi twong nghién ciru

Bang 1: Dac diém lam sang, cén 1am sang

Pic diém n Ty 18 %

Nam 7 31,8
Giéi

Nit 15 68,2

. Trung binh 60,5

Tudbi - p p

Trung vi (Thap nhat - Cao nhat) 61 (45-178)

PS<1 18 81,8
ECOG PS

PS>2 4 18,2
Mo bénh hoc Ung thu biéu mé tuyén 22 100

Co6 di can ndo 6 273
Di can ndo

Khoéng di can nao 16 72,7

, Del 19 14 63,6

Dot bién EGFR

L858R 8 36,4

Erlotinib 9 40,9
Thudc diéu tri bude 1 | Gefitinib 10 455

Afatinib 3 13,6
Thoi gian diéu tri < 12 thang 11 50
bude 1 > 12 thang 11 50

ECOG PS (Eastern Cooperative Oncology Group performance status - Tinh trang hoat dong cua nguoi
bénh theo phan loai cia Nhém Ung thu Hop tac Mién dong), EGFR (Epidermal Growth Factor Receptor -

Thuy thé Yéu t6 Tang truong Biéu bi).

Tubi trung binh 60,5, tudi nho nhat 45, 16n nhat 1a 78. Nit gidi chiém dén 68,2%. 100% bénh nhan dugc
chan doan UTP biéu mo tuyén, giai doan IV. Dot bién Del 19 chiém ty 1¢ cao hon, 63,6%, con lai 36,4% c6
d6t bién L858R. C6 6/22 bénh nhan chiém 27,3% dugc chan doan di cin ndo. Diéu tri & bude 1 chu yéu 1a

TKI thé hé 1 (86,4%) va 50% bénh nhan c6 thoi gian diéu trj budce 1 > 12 théng.

3.2. Két qua diéu tri

Bang 2: Pép tng diéu tri theo tiéu chuan RECIST 1.1

Mikc d dap ving S6 bénh nhan Ty 18 (%)
bép tng hoan toan 0 0
Dap ing mot phan 16 72,7
Bénh gilt nguyén 3 13,6
Bénh tién trién 3 13,6
Téng 22 100

72,7% bénh nhan dat dp tmg mot phan. 3/22 bénh nhan bénh tién trién chiém 13,6%.
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=Bénh dugc kiém sodt = Bénh tién trién

Biéu dd 1: Ty 18 kiém soat bénh
Ty 1¢ kiém sot bénh (dap img hoan toan, d4p tmg mot phan va bénh giit nguyén) dat 86,4%

1.0

o o °
- @ @

1y 1& sdng thém khéng bénh tién trién
i

°
o
1

T T T T T T T
0 50 100 150 200 250 300
th&i gian (thang)

Biéu dd 2: Thoi gian sdng thém khong bénh tién trién theo Kaplan - Meier
Biéu dd cho thay twong quan gitra thoi gian séng thém khong bénh tién trién va ty 16 bénh nhan theo thoi
gian. Theo d6 trung vi PFS 1a 10 thang.
3.3. Tac dung khéng mong mudn
Bang 3: Tac dung khong mong mudn cia Osimertinib theo phan d6 CTCAE

Mirc do
Tac dung khéng mong muén TAt ca cac mirc dd >do3

n % n %
Tiéu chay 7 31,8 0 0
Viém niém mac mi¢ng 3 13,6 0 0
Ban da (ban triing ca, ban dat sﬁn) 9 36,4 1 4.5
Kho da 5 22,7 0 0
Viém quanh moéng 4 18,2 0 0
Viém két mac 1 4,5 0 0
Tang men gan 1 4,5 0 0
Thiéu méu 1 4,5 0 0

Hau hét cac doc tinh gip & murc d6 nhe (d6 1, II), cac doc tinh hay gap khi diéu tri bang osimertinib 13
ban da 36,4%, tiéu chay 31,8%, kho da 22,7%, viém quanh mong 18,2%.
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IV. BAN LUAN
4.1. Pic 1am sang, cin lim sang cia doi twong
nghién ciru

Téng cong co 22 bénh nhan thoa mén tiéu chi
chon bénh dugc dua vao nghién ctru. Tubi trung
binh ctia nhém bénh nhan 1a 60,5 tudi, nit nhidu hon
nam, tuong tng 68,2% va 31,8%. Diéu nay co thé
giai thich do nir gi6i c6 ty 1¢ dot bién EGFR cao hon
nam gioi, dac biét 1a nhém bénh nhan nit khong hut
thube 14 va ching tdc chau A. Tinh trang dot bién
gen tai Del 19 (63,6%) gip nhiéu hon so véi dot
bién L858R (36,4%) va bénh nhan c6 di can nao
chiém 27,3%. Trong nghién ctru phan tich ctia nhém
bénh nhan Nhat Ban trong nghién citu AURA3 ciing
cho thay, phan 16n bénh nhan co dot bién xo4 doan
exon 19, chiém 56,1%, dot bién exon 21 it gap hon
chiém 39,0% [5]. Di can ndo ciing 14 vi tri di cin
thuong gip ¢ bénh nhan UTP c6 dot bién EGFR, ty
1€ bénh nhén di can ndo trong nghién ctru AURA3
14 33% [6]. Céc thude TKIs ding duong udng va it
tac dung phu hon so véi hoa tri nén c6 thé chi dinh
cho ca nhitng bénh nhan c6 ECOG PS 2 - 3, va trong
nghién ctru nay cua chiing t6i ciling c¢6 18,2% bénh
nhan c¢6 ECOG PS > 2. Pidu tri ¢ bude 1 chu yéu
1a EGFR TKI thé hé 1 (86,4%), c6 thé do viéc can
nhic lya chon thudc dya trén ty 18 phan tmg phu
cua cac TKI va chi phi diéu tri, 50% bénh nhan c6
thoi gian diéu tri EGFR TKI budc 1 tir 12 thang
trg 1én. Nhin chung cac dic diém bénh nhan trong
nghién ciru cua ching t6i ciing trong dong véi cac
nghién ctru chung vé UTPKTBN giai doan IV ¢
do6t bién EGFR nhu nghién ctru AURA3, Takayuki
Kishikawa va Cs (2020), Nguyén Thi Bich Phugng,
D4 Hung Kién (2022) [6 - 8].
4.2. Két qua diéu tri

Bénh nhéan trong nghién ctru nay cta chung toi
dugc danh gia dap Gmg dwa vao tiéu chuan dénh gia
khach quan cho khéi u dic theo RECIST 1.1 nim
2009. Két qua ty 1& dap tng khach quan dat 72,7%,
trong d6 bao gdom tat ca bénh nhan dat dap tmg mot
phan, khong co bénh nhan nao dat dap ting hoan
toan, va 13,6% bénh nhan c6 bénh tién trién. Ty 1€
kiém soat bénh dat 86,4%. Két qua nay kha tuong
doéng voi két qua cuoa nhanh Osimertinib trong
nghién ctru AURA3 vé ty 1& dap tng khach quan va
ty 18 kiém soat bénh, l1an luot 1a 70% va 93% [6].
Mot phan tich tong hop tir 9 nghién ctru danh gia

hi€u qua cia Osimertinib & budc 2 va budce sau cua
tac gia Lilan Yi va Cs (2019), cho thay ty 1é dap g
khach quan 1a 58% va ty 1& kiém soat bénh 1a 80%
[9]. Tai Viét Nam, nghién ctru cua tac gia Nguyén
Thi Bich Phugng, bd Hung Kién nam 2022 trén 42
bénh nhén diéu tri Osimertinib & budc 2 ciing cho
ty 1€ dap tng khéach quan khé cao, dat 81% [8]. Céc
nghién ctru trén déu co bénh nhéan dat dap ing hoan
toan voi ty 1€ tor 1-3%, nghién ctu ctia ching toi
khong ghi nhan bénh nhan nao dat dap ung hoan
toan c6 thé do ¢& mau nho.

Bénh nhan UTPKTBN c6 dot bién EGFR duoc
xem la nhom c6 tién lugng kha quan hon do nhéan
duogc loi ich tr liéu phap nhim dich, tuy nhién sau
khi tién trién voi EGFR TKIs & bude 1 thi diéu tri
0 budc sau cling tré nén kho khan. Trude khi TKI
thé hé 3 dwoc dua vao diéu tri bude 2, bénh nhan
UTPKTBN giai doan muédn tién trién sau budc 1
chu yéu dugc diéu trj hoa tri. Nam 2017, nghién
cttu AURA3 trén nguoi bénh UTPKTBN co6 dot
bién thtr phat T790M sau diéu tri TKI budc 1 da cho
thdy diéu tri voi Osimertinib giup cai thién dang ké
thoi gian sdng khong bénh tién trién so véi hoa tri
(10,1 thang so vdi 4,4 thang) , mé ra mot co hdi moi
cho diéu tri budc sau [6]. Trong nghién ctru nay cta
chung t6i, két qua trung binh va trung vi thoi gian
song bénh khong tién trién theo Kaplan-Meier 1a
13,6 + 2,4 thang va 10 thang (ngdn nhat 3 thang, dai
nhét 29 thang), PFS tai thoi diém 6 thang dat 84,2%
va tai thoi diém 12 thang dat 31,6%. Hai nghién ctru
khac cua tac gia Kishikawa T. va Cs (2020) trén
bénh nhan Nhat Ban va tic gia Nguyén Thi Luyu,
Pham Cam Phuong (2022) tai bénh vién Bach Mai
déu co trung vi PFS 1a 11 thang [7, 10].

4.3. Tac dung khéng mong mudn

Thubc dugc st dung trong nghién ctu la
Osimertinib, mot EGFR TKI thé hé 3. Boi vi EGFR
hién dién chi yéu trén céc té bao c6 ngudn gbe biéu
mo, nén tac dung khong mong mudn cia cic chit
trc ché EGFR pho bién 1a cac ton thuong da, md
dudi da va niém mac (ti€u hoa, ho ha"ip,..). Trong
nghién ctru nay, tac dung khong mong mudn thuong
gip khi diéu tri bang osimertinib 1a ban da 36,4%,
tiéu chay 31,8%, kho da 22,7%, viém quanh méng
18,2%, viém niém mac miéng 13,6%. Day ciling
1a cac doc tinh phd bién duoc ghi nhan trong céc
nghién cuu. Trong nghién ctu AURA3, ti€u chay
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thuong giap nhit chiém ty 16 41%, tiép theo 1a ban
da, kho da, viém k& méng va viém ni€ém mac miéng,
lan lugt 1a 34%, 23%, 22%, 15% [6]. Nhém bénh
nhan sir dung Osimertinib liéu 80mg trong phan tich
tong hop cua Lilan Yi va Cs (2019) ciing ¢6 két qua
tuong tu 44%, 42%, 29%, 27%,16% [9]. Cac tac
dung khong mong mudn khéac trong nghién ciru ciia
chung t6i bao gdm viém két mac, ting men gan va
thiéu mau, mdi doc tinh chi Xuét hién ¢ 1/22 truong
hop, chiém 4,5% va déu & mirc do nhe, khong bénh
nhan nao phai giam liéu hay gian doan diéu tri.
V. KET LUAN

V6i bénh nhan ung thu phéi khong té bao nho
giai doan IV c6 dot bién EGFR tién trién sau EGFR
TKI thé hé 1,2 co6 dot bién khang thudc T790M,
diéu tri voi Osimertinib cho ty 1& dap tng cao, kéo
dai thoi gian song thém khong bénh tién trién véi
kha ning dung nap tdt.
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