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PANH GIA PAP (’'NG PIEU TRI BUO'C MOT UNG THU PHOI
KHONG TE BAO NHO BANG TKIS SAU 3 THANG
TAI BENH VIEN HG'U NGHI

TOM TAT

Muc tiéu: Dic diém 1am sang, can 1am sang
bénh nhan ung thu phdi giai doan lllb - IV diéu
tri TKIs budc 1 tai khoa Ung Budu — Bénh vién
Hiru Nghi.

banh gia dap ung, doc tinh sau 3 thang, thoi
gian séng bénh khdng tién trién va thoi gian séng
con toan b sau diéu tri TKIs thé hé 1 bénh nhan
ung thu phdi giai doan llb - IV tai khoa Ung
Bud6u — Bénh vién Hiru Nghi.

Péi twong phwong phap nghiéu ciu:
Nghién ciu hdi ciru mé ta trén 45 bénh nhan ung
thu phdi giai doan Illb - IV diéu tri TIKs thé hé 1
tai khoa Ung Budu — Bénh vién Hzu Nghi tu
6/2015 dén 9/2022.

Két qua: Ti Ié dap (g toan bo 62,2%, ti 1¢
kiém soét bénh 93,3%, trung vi PFS 12,9 thang,
trung vi OS 21,56 thang. Cac triéu chuang l1am
sang cai thién sau 2 - 4 tuan bét dau diéu trj va
tiép tuc giam thém sau do. Cac tac dung phu
thuong gap: ban trén da, viém moéng, ting men
gan, mét méi & muc do nhe,

ti 1é gap tac dung phu muec d6 nang can giam
liéu hay ddi thudc thap.

Két luan: Diéu tri TKIs budc 1 trén bénh
nhan ung thu phoi khdng té bao nhé c6 dot bién
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gen EGFR nhay cam véi TKIs cho két qua dép
&ng tdt, doc tinh ¢ thé chap nhan duoc.

Tur khéa: TKIs, Erlotinib, Gefitinib, ung thu
phdi khong té bao nho, tién xa, di can.

SUMMARY
RESULT OF FIRSTLINE TREATMENT
OF NON-SMALL CELL LUNG
CANCER WITH EGFR -TKIS AN HUU
NGHI HOSPITAL

Objective: Clinical and complementary
characteristics of advanced or metastsis Non-
small cell lung cancer.

Response, PFS, OS and toxicity of first-line
treatment T1Ks on mutated EGFR Non-small cell
lung cancer patients.

Patients and methods: Retrospective
describe method, 45 mutated EGFR Non-small
cell lung cancer patients, stage IlIb or IV get
first-line treatment with TKIs (Erlotinib or
Gefitinib) at Huu Nghi Hospital from 6/2015 to
9/2022.

Results: ORR: 62,2%; disease control rate:
93,3%; median PFS 12.9 months; median OS
21,56 months. Clinical systoms withdrew after 2
- 4 weeks of treatment. Most common side
effects include: rash, transamin elevated, fatigue;
all side effect at low grade.

Conclusion: First-line treatment with TKIs
on stage Illb — IV mutated EGRF non-small cell
lung cancer has good response rate and well
tolerable toxicity.

Keywords: TKIls, Erlotinib,
Advanced lung cancer, metastased.

Gefitinib,
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I. DAT VAN DE

Ung thu phoi 1a mét ung thu thudng gap
nhat ¢ nhiéu nuéc trén thé gigi va la nguyén
nhan phd bién gay tir vong trén toan cau.
Ung thu phdi c6 xu hudng ting nhanh, ty 1&
mic dung hang tha nhat va tir vong dung
hang thir hai & nam gisi®. Theo Globocan
2020, udc tinh cd khoang 2,2 triéu truong
hop méi mic trong nam 2020 chiém 11,4%
tong s cac loai ung thu, trong d6 58% xay ra
& cac nudc dang phat trién. Tai Viét Nam,
uéc tinh mdi ndm c6 hon 26.000 bénh nhan
méi. Mic du dd co nhiéu tién bo trong chan
doan va diéu tri nhung ti I¢ tr vong do ung
thu phdi hién nay con kha cao. Do ¢ giai
doan sém triéu chung bénh thuong ngheo
nan va khong dac hiéu, nén cé khoang 2/3 s6
bénh nhan dén kham ¢ giai doan mudn. Tur
vai nam tro lai day, ngdy cang nhiéu bénh
nhan UTPKTBN giai doan tién xa co dot
bién gen EGFR duoc tiép can cac TKIs
(Gefitinib, Erlotinib) dé diéu tri buéc 1 da
cho két qua kha quan® dic biét trong trudng
hop ¢c6 di cin ndo. Cac nghién cuu trén thé
gidi da cho thay hiéu qua cua TKIs khi diéu
tri don 1¢ hodc phdi hop véi cac phuong phap
diéu tri tai ving nhu xa trj toan ndo, Xa phau,
phau thuat,...84. Cac nghién ctu trong nudc
vé hiéu qua ciing nhu tac dung phu cia TKIs
da dugc nghién ciru nhung chua nhiéu dic
biét trén ddi twong bénh nhan tudi cao nhu
bénh nhan cua Bénh vién Hru Nghi, do do
ching i tién hanh nghién ctu ngay véi muc
tiéu:

- Dic diém bénh 1am sang, can 1am sang
bénh nhan ung thu phdi giai doan Ilb - IV
diéu tri TKIs budc 1 tai khoa Ung Buéu —
Bénh vién Htu Nghi.

- Danh gia dap tng, doc tinh sau 3 thang,
thoi gian séng bénh khong tién trién va thoi
gian sdng con toan bo khi diéu trj TKls thé

hé 1 trén bénh nhan ung thu phdi giai doan
I1Ib - IV tai khoa Ung Budu — Bénh vién
Htru Nghi.

II. DOI TUONG PHUONG PHAP NGHIEN CU'U

2.1. Péi twong: 45 bénh nhan duoc chan
doan xac dinh ung thu phdi giai doan Illb —
IV ¢6 xét nghiém gen EGFR dot bién nhay
cam voéi thude e ché Tyrosin kinase (TKIs).
Diéu tri budc 1 voi TIKs (Erlotinib hoic
Gefitinib) tir thang 6/2015 dén 9/2022.

2.2. Tiéu chuan chon luya

- Bénh nhén duoc chan doan ung thu
phoi giai doan Illb — IV (theo AJCC 7). Céc
bénh nhan giai doan Illb khéng phu hop dé
diéu tri hda xa dong thoi hoic tia xa do cao
tudi, thé trang yéu hoic cé bénh ly niang né
kém theo.

- Giai phau bénh ly: Ung thu phdi khéng
té bao nho. Xét nghiém gen EGFR co dot
bién nhay thudc. Cac bénh nhan co d6t bién
T790M tién phat cung dot bién gen EGFR
nhay TKIs ciing dugc chon lya (thoi diém
quyét dinh diéu tri TKI thé hé 3 chua kha
dung va ngoai kha nang chi tra cua nguoi
bénh).

- C6 cAc ton thuong do dugc.

- Chua diéu tri hoa chat trudce do.

- C6 hd so luu trir day du.

2.3. Phwong phap nghién ciu

- M6 ta hdi ciu.

- Tat ca bénh nhan duoc s dung liéu
TKIs theo lidu khuyén cdo cia nha san xuit
(Erlotinib  150mg/ngay hoac  Gefitinib
250mg/ngay). Theo doi doc tinh thuong
xuyén 1 - 2 tuan/lan bang kham 1am sang va
xét nghiém mau néu can thiét.

- Tat ca cac bénh nhan duoc danh gia
trude diéu tri va thoi diém diéu tri TKIs dugc
3 thang vé 1am sang, can 1am sang (CT scan
toan than, hoac CT nguc bung + MRI so néo,
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xét nghiém mau danh gia chirc nang gan
than, tng phan tich mau ngoai vi, nong do
CEA). Céc ton thuong di can va tén thuong
nguyén phat duoc danh gia theo tiéu chuin
RECIST 1.12.

- Theo ddi trong quéa trinh diéu tri va
danh gia doc tinh theo bang phéan loai doc
tinh caa To chirc Y té thé gidi (WHO) 2003,
mdi 2 tuan.

- Ghi nhan thoi gian bénh tién trién tur
thoi diém bét dau dung thude dén khi nging
diéu tri. Thoi gian séng con toan bo tinh tir
thoi diém bat dau ding thude dén thoi diém
bénh nhén tir vong.

2.4. Xir i sb liéu: Céc sb liéu dugc ma
héa va xt li bang phan mém SPSS 20.0.

INl. KET QUA NGHIEN cUU

3.1. Pic diém bénh nhan nghién cieu

- Nhoém tudi hay gap nhat 1a trén 70 tudi
chiém trén 80% s bénh nhan, tudi cao nhat
1a 87 tudi. Ti 1& bénh nhan nam: 73,4%, nit 1a
26,6%.

- CAc triéu ching dau tién xuat hién theo
muc d6 phd bién nhat bao gdm: Mét mai, ho
kéo dai, dau tirc nguc, kho tha, ho mau.

- Tinh trang bénh ly kem theo: 57,8%
bénh nhan c6 bénh man tinh kém theo, hay
gap nhat 1a tim mach sau d6 1a tiéu duong va
cac bénh ly khéc.

- Céc vi tri dot bién gen EGFR hay gap
nhat 1a exon 19: 55,6% (chu yéu dot bién mat
doan), exon 21: 42,2% (chu yéu dot bién
L858R) va co 1 truong hop dot bién exon 18:
(G719C).

- Céc tang thuong gap di cin: phdi: 60%;
xuong: 33,33%; nao: 13,33%; gan: 8,89%.
Trong d6 95,56% c6 it nhét 1 ton thuong di
can, 53,33% c6 it nhat 2 ton thuong di can va
11,11% c6 3 tén thuong di can.

- Thubc diéu tri: Erlotinib: 24,4%:
Gefitinib: 75,6%.

3.2. Pap Gng diéu tri trén 1am sang,
chan doan hinh anh sau 3 thang, PFS va
OS

3.2.1. Pdp irng chung sau 3 thing diéu
tri

Pap ng sau 3 thang
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Tién trién

Hinh 1. Pdp vng sau 3 thdng diéu tri
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- Ti Ié dap tng toan bo : 62,2%.

- Ti & kiém soét bénh: 93,3%.

3.2.2. Pdnh gid vé lam sang sau 3 thdng diéu tri

Bdng 1. Pdp ing 1am sang sau diéu tri 3 thang

Triéu ching 1am Ho Dich mang phoi Kho thé
sang n % n % n %
On dinh 18 40,0 31 68,9 37 82,2

Tang 1 2,2 2 4.4
Giam 26 57,8 12 26,7 8 17,8
Tong 45 100,0 45 100,0 45 100

3.2.3. Pdnh ton thwong theo tiéu chan RECIST trén chdn doén hinh anh

Bdng 2. Pdp ing cia ton thwong trén chin dodn hinh anh

2 . Khéi u chinh Ton thwong di ciin
Ton thuwong dich
n % n %
Hoan toan 1 2,2 1 2,2
Mot phan 27 60,0 21 46,7
Bénh 6n dinh 14 31,1 18 40,0
Tién trién 3 6,7 5 11,1
Tong 45 100,0 45 100,0

3.3. Theoi gian séng bénh khong tién trién (PFS) va thoi gian séng con toan bd (OS)

- Thoi gian séng bénh khong tién trién
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Hinh 2. Thei gian séng bénh khong tién trién
- Trung vi PFS theo Kaplain-Meier: 12,9 thang.
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PFS trong véi tirng loai dot bién
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Hinh 3. PFS trén tirng nhém dgt bién gen EGFR
- PFS trén cdc nhém dot bién gen EGFR.

Exon 19 Exon 21
S6 luong (n) 24 18
Trung vi PFS (th&ng) 12,6 12,1

Bdng 3. Trung vi PFS trén tieng nhém dgt bién gen EGFR

- Sy khac biét PFS trén nhém bénh nhan mang d6t bién exon 19 va 21 khong ¢ y nghia
thdng ké véi p = 0,322.

3.4. Thai gian séng con toan b (OS)
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Hinh 4. Théi gian séng con toan bé
- Trung vi OS theo Kaplan — Meier: 21,56 thang.
- OS trén cac nhom dot bién gen EGFR.
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OS trén cac nhom dét bién
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Bdng 4. Trung Vi OS trén cdc nhém dat bién gen EGFR
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Exon 19 Exon 21
S6 lugng (n) 24 18
Trung vi PFS (thang) 24.9 12,8

- Sy khac biét vé OS ¢ nhém bénh nhan mang dot bién gen EGFR exon 19 va 21 khong
¢6 ¥ nghia théng ké vai p = 0,092.

3.5. Tac dung khéng mong mudn

- Tac dung phy thuong gap muc do vua tro 1én

Bdng 5. Tac dung phu mirc dé vira — ndng thwong gap

Téc dung phu Tat ca mire d6 %(n) Mire d9 vira — ning %(n)
Ban d6 trén da 66,6 (30) 20 (9)
Viém moéng 55,5 (25) 17,8 (8)
Tiéu chay 22,2 (10) 4,4 (2)
Kho da 48,8 (22) 15,6 (7)
Mat 71,1 (32) 8,9 (4)
Non 6,6 (3) 2.2 (1)
Viém da day 11,1 (5) 44 (2)
Gay st 17,7 (8) 4.4 (2)
Viém két mac 20 (9) 4,4 (2
Tang men gan 28,8 (13) 20 (20)
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IV. BAN LUAN

4.1. Pic diém bénh nhan

Tudi va tinh trang bénh 1y kém theo:
Tudi trung binh caa bénh nhan trong nghién
ciru & muc cao: trung binh 75 tudi, véi sd
bénh nhan trén 70 tudi I6n hon 80% so véi
cac nghién ciru cua cac tac gia khac’!. Ciing
do dic diém cao tudi nén sé luong bénh nhan
¢6 bénh kém theo ciing rat cao téi gan 60%
s6 bénh nhan c6 bénh kém theo cha yéu 1a
bénh ly tim mach, noi tiét. Pay 1a mot dac
diém 1am cho viéc theo dbi tac dung phu
cling nhu tan suat xuat hién tac dung phu
nhiéu hon so vé&i bénh nhan trong cac nghién
ctru khac’.

Céc trieu chung dau tién xuat hién hay
gap nhit 1a mét moi, ho kéo dai hoic dau
nguc, cac triéu chirg nay khong dac hiéu va
mo hd, d& bi nham Ian véi cac tinh trang
bénh ly khact. Ciing do d6, phan 16n bénh
nhan dugc chan doan khi bénh & giai doan 4
(gan 90%) chi c6 maot ti 18 nho (10%) bénh
nhan trong nghién ctru dugc chan doan ¢ giai
doan 3. Két qua nay cling phu hop Vi cac
tac gia khac”.

4.2. Két qua diéu tri

- C6 24,4% sb truong hop dung Erlotinib
va 75,6% dung Gefitinib, tuy nhién sy khac
biét vé két qua diéu tri cua hai thubc nay
khong khac biét10,5. Su chon lva thudc dua
trén thao luan véi nguoi bénh vé tac dung
phu thudng giap hon voi mdi thudce.

- Pap tmg chung sau 3 thang diéu tri: Ti
I&6 dap (ng toan bo 62,2%, ti 1& kiém soat
bénh 93,3%, két qua nay ciing phu hop V6i
cac nghién ctru trong va ngoai nuéc’ L.

Trong sb cac bénh nhan trong nghién ctu
c6 mot bénh nhan mang dot bién gen EGFR
exon 18 la dot biét EGFR-G719C thuoc
nhom dot bién exon 18 c¢6 dap wng mot phan
voi cdc EGFR-TKI voi OS dat 17.9 thang®.
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Do d6 bénh nhan van duoc chi dinh dung
Gefitinib dé diéu tri.

- Céc triéu chung: Ho, tran dich mang
phdi, kho thé 1a céc triéu chitng phé bién caa
bénh ¢ giai doan muon, cac triéu chang nay
thuong giam kha rd trén nhitng bénh nhan co
triéu chtng 1am sang ram ro. Su thuyén giam
c4c triéu ching quan sat thay trong khoang 2
- 4 tuan sau khi dung thubc. Va tiép tuc giam
trong thoi gian sau do.

- Thoi gian séng bénh khong tién trién:
Trung vi PFS 12,9 thang tuong tu VGi CaC
nghién ctru trong va ngoai nuéch’. Sy khac
biét vé PFS cuia hai nhom bénh nhan mang
hai dot bién gen phd bién exon 19 va 21
khong c6 ¥ nghia thong ké véi p = 0,322.

- Thoi gian sdng con toan bo trung vi:
21,56 thang, cao hon so vo&i cac tac gia
khac’, két qua nay co thé ly giai boi béac
budce diéu tri sau khi bénh nhan tién trién véi
thudc thé hé 1, mot sé 1on bénh nhan duoc
chuyén sang diéu trj TKIs thé hé 3. OS trén
hai nhém bénh nhan mang dot bién gen exon
19 va 21 khac biét khong c6 y nghia thong ké
véi p = 0,092,

- Tac dung khdng mong muén

e Tac dung phu thuong gap thiy trén
hau hét bénh nhan déu la cac tac dung phu
cia nhom thuéc TKIs nhung trong da sb
truong hop déu muac d6 nhe khong can xu tri
va bénh nhan van ¢ thé tiép tuc dung thudc.
Céac tac dung phu nay thuong sé giam bét
theo thoi gian dung thudce.

e CO khoang 20% sb trudng hop xuat
hién doc tinh do vira — nang phai giam liéu
hodc do6i thude. Nhung khong ¢ bénh nhan
nao phai dimg diéu tri vi doc tinh cua thudc.

V. KET LUAN
Bénh nhan trong nghién ctu phan 16n &
do tudi cao vai sb bénh nhan trén 70 chiém
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hon 80% s& bénh nhan nghién ctu, 57,8% s
bénh nhan cd bénh kém theo. Pép tng diéu
tri véi TKIs trén bénh nhan ung thu phdi giai
doan tién xa di cin c6 dot bién gen EGFR
nhay vai TKIs sau 3 thang: ti 1€ dap (g toan
bo 62,2%, ti 1¢ kiém soat bénh 93,3%. Thoi
gian sbng bénh khong tién trién trung vi la
12,9 thang, thoi gian séng con toan bo trung
vi la 21,56 thang. Cac triéu chuing 1am sang
cai thién sau 2 - 4 tuan bat dau diéu tri va
tiép tuc giam thém sau d6. Cac tac dung phu
thuong gap ¢ mirc do nhe, ti 1€ gap tac dung
phu mic do nang can giam lidu hay doi
thudc thap.
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