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TOM TAT

Muc tiéu: Nhén xét dac diém Iam sang, cén lam sang va két qué diéu trji cac bénh nhan ung thu phoi
khoéng té bao nhé cé dot bién gen EGFR bang thudc trc ché tyrosin kynase.

Doi twong, phwong phap: Nghién ciu tién ciu, mé té cdt ngang va theo déi doc 36 bénh nhan chan
doan xac dinh ung thw phéi khéng té bao nhé cé dét bién gen EGFR, diéu tri bang thudc (rc ché tyrosin
kynase, tai Khoa Ung buéu, Bénh vién Quén y 110, ter thang 01/2019 dén thang 10/2022.

Két qua: Bénh nhan trung binh 64,2 + 9,1 tudi, do tudi ttr 60-69 tudi chiém 41,7%. Ti lé gici tinh bénh nhén
nam/n¥ = 1,4/1. Pa s6 bénh nhe‘!n khoéng cé tién str mac bénh ndi khoa (83,4%), khdng cé tién str hat thude
(52,8%), c6 toan trang kha va tot (88,8%), bénh & giai doan di can xa (91,7%). Triéu ching thwong gap la
dau tL’Pg nguc ‘(47,2%)1 ho khaq kéo dai (47,2%). Dot bién gen EGFR & vj tri exon 19 chiém ti 1é 52,8%. Két
qua diéu tri bang thudc trc che tyrosin kynase: 91, 7% bénh nhén thuyén giam cac triéu ching lam sang;
63,9% bénh nhan dap tng diéu tri mdt phan. Kiém §oét bénh dat 91,7%. Trung vi thoi gian sbng thém toan
b¢ dat 22 thang, dai hon 0 cac bénh nhan cé dét bién gen EGFR exon 19 (p < 0,05). Tac dung khéng mong
muon hay gap la nbi ban da (47,2%), viém ké moéng (26%) mirc do nhe dén vira.

T khéa: Ung thw phdi khong té bao nhd, thubc trc ché tyrosin kynase, dot bién gen EGFR.
ABSTRACT

Objectives: Remark the clinical, paraclinical characteristics and treatment results of non-small cell lung
cancer patients with EGFR gene mutations by tyrosine kinase inhibitors.

Subjects and methods: A prospective study, cross-sectional description and longitudinal follow-up 36

patients diagnosed with non-small cell lung cancer with EGFR gene mutations and treated with tyrosine

kinase inhibitors at the Oncology Department of the Military Hospital 110 from January 2019 to October 2022.

Results: The average age of the patients was 64.2 £ 9.1 years, with 41.7% aged 60-69 years old. The

male-to-female patients ratio was 1.4/1. Most patients had no history of internal diseases (83.4%), were

non-smokers (52.8%), had good overall health (88.8%), and disease in the distant stage of metastasis

(91.7%). The common symptoms included chest pain (47.2%) and persistent dry cough (47.2%). The

EGFR gene mutations in exon 19 accounted for 52.8%. The results of treatment with tyrosine kinase

inhibitors: 91.7% of patients had remission of clinical symptoms, 63.9% of patients partially responsed to

treatment. Disease control achieved in 91.7% of cases. The median overall survival was 22 months, longer

than in patients with EGFR exon 19 mutations (p < 0.05). The common unwanted effects included skin

rash (47.2%) and nail interstitial inflammation (25%), mainly of mild to moderate severity.

Keywords: Non-small cell lung cancer, tyrosine kinase inhibitors, EGFR gene mutations.
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'Bénh vién Quéan y 110

1. DAT VAN BE trong cac bénh ung thw. Phan I&n bénh nhan (BN)
Theo GLOBOCAN 2020, ung thw phdi la bénh i ung thw phdi dén bénh vién da & giai doan muon,

&c tinh phd bién, cé ti 18 mac va tlr vong cao nhat  bénh lan tran di c&n xa. Dau nhixng nam 1990, hoéa

72 Tap chi Y HOC QUAN SU, SO 366 (9-10/2023)



HOI NGHI KHOA HOC LAN THU XXVI - BENH VIEN QUAN Y 110

chét |a gidi phap toan than duy nhét dé diéu tri ung
thw phdi giai doan mudén. Tuy nhién, do co ché tac
dung clia héa chat |4 rc ché qua trinh phan bao
nén thudc thuwérng mang dén nhiéu tac dung khoéng
mong muén rat nang né cho BN, khién cho viéc
tuan tha cGa ngudi bénh va hiéu qua diéu tri con
nhiéu han ché. Nhirng ndm gan day, tlr nhirng tién
bd trong hiéu biét vé dot bién gen & phdi, cac BN
ung thw phdi khéng té bao nhd (UTPKTBN) c6 dot
bién gen quy dinh thu thé yéu tb phat trién biéu bi
(Epidermal growth factor receptor - EGFR) dwoc
huwéng loi tir liéu phap trc ché tyrosin kinase (TKI),
dan dén hinh thanh mét liéu phap diéu tri toan than
goi 1a lieu phap nhadm dich (Target therapy). Cac
thuéc diéu tri nham vao dich phan tl cla té bao
cho hiéu qua cao nh& tinh chon loc trén tirng ca thé
va han ché t6i da tac dung khéng mong muén. Viéc
ap dung liéu phap TKI trong diéu tri BN UTPKTBN
c6 dot bién gen EGFR da dem lai nhirng hiéu qua
vuwot troi.

T nam 2019 cho dén nay, Bénh vién Quan
y 110 da ap dung liéu phap dich st dung thubc
TKI diéu tri cho cac BN UTPKTBN cé dét bién
gen EGFR, nhwng chwa cé nghién clru bao cao
vé két qua diéu tri. Chang t6i thue hién dé tai nay
nham mo t& mot sd déc diém lam sang, can lam
sang va danh gia két qua diéu tri thuéc TKI trén BN
UTPKTBN c6 dot bién gen EGFR, tai Khoa Ung
bwdu, Bénh vién Quan y 110.

2. bOI TUQNG, PHWONG PHAP NGHIEN CUU
2.1. Béi twong nghién ctru

36 BN chan doan xac dinh UTPKTBN c6 dot
bién gen EGFR, theo d&i va diéu tri bang thubc
TKI, tai Khoa Ung buwéu, Bénh vién Quan y 110, tw
thang 01/2019 dén thang 10/2022.

- Tieu chuén lwa chon: BN cé chi sé toan trang
trwde diéu tri (ECOG PS): 0, 1, 2; BN c6 chirc nang
gan, than trong gi¢i han cho phép; BN tuan tha
diéu trj bang thudc TKI it nhat 3 thang.

- Tiéu chuan loai trr: BN khoéng cé dot bién hoac
khéng rd tinh trang dot bién gen EGFR; BN khong
phdi hop diéu tri hodc ho&c cé chéng chi dinh diéu
tri bang thubc TKI; BN khéng déng y tham gia
nghién ctru.

2.2. Phwong phap nghién ctru

- Thiét ké nghién ctru: tién ctru, md ta cat ngang
va theo doi doc.

- Chan doan xac dinh UTPKTBN dwa vao két
qua gidi phdu bénh; xét nghiém phat hién co dot
bién gen EGFR.
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- Cac budc tién hanh nghién ciru:

+ Thu thap théng tin hanh chinh, kham Iam sang,
xét nghiém mau, chan doan hinh anh... trwdc khi
diéu tri.

+ BN duwoc diéu tri bang thubc TKI dwdng ubng
(Erlotinib 150 mg x 1 vién/ngay). Hang thang, tham
kham va xét nghiém mau tdm soat tac dung khong
mong mudn. Mai 3 thang, thwc hién chup cat 1&p vi
tinh, xét nghiém marker CEA, Cyfra21-1 danh gia
dap (ng diéu tri.

- Cac chi tiéu nghién ctru:

+ Dac diém BN nghién ctru: tudi, gisi tinh, tién
s hat thube, bénh li két hop, chi s toan trang
ECOG PS.

+ Triéu chirng ldm sang, can lam sang: ho khan
kéo dai, ho ra mau, khé thé, dau ngwe, khan tiéng,
mét mai, chan an, gay sut can. Can lam sang: tinh
trang di can, vi tri lAy bé&nh pham, vi tri dot bién gen
EGFR.

+ Két qua diéu tri: ti 1& dap ng diéu tri, thdi gian
sbng thém toan bd (0OS), tac dung khéng mong
mudn.

- Chi tiéu danh gia:

+ Dap ng chd quan (danh gia sau méi lan thdm
kham hang thang): can ct két qua phdng van va
quan sat BN khi tham kham. Chi tiéu danh gia:
khéng con triéu chirng, triéu chirng thuyén giam,
khong thay déi hodc nang hon (két qua tinh trén 1an
dap (ng tét nhét).

+ Pap wng khach quan (danh gia sau méi 3
thang hod&c khi c6 cac dién bién bat thweng): can
ct tiéu chuan RECIST 1.1, danh gia theo céac chi
tiéu: dap ng hoan toan, dap rng mot phan, bénh
gilr nguyén, bénh tién trién; ti 1& kiém soat bénh
dwoc tinh bang tdng cla dap &ng hoan toan, dap
&rng mdt phan va bénh gitr nguyén.

+ Thoi gian sdng thém toan bo (OS): s dung
thuat toan Kaplan - Meier dé wéc tinh; danh gia
theo cac chi tiéu: trung vi, min, max, i 1& sbng sét
sau 3 thang, 6 thang, 1 nam, 2 nam, twong quan
OS v&i mot sé yéu té lam sang, can lam sang.

+ Tac dung khéng mong muédn: phwong thirc
danh gia: str dung thang phan d6 cua Vién Ung thw
Hoa Ky NCI — CTCAE phién ban 5. Chi tiéu danh
gia: tac dung khéng mong muédn trén da, hé tao
mau, dng tiéu hoa, gan, than.

- Pao dirc nghién ctru: nghién ctru tién hanh dua
trén sw tr nguyén tham gia clia cac BN. Cac sb lieu
st dung trong nghién ciru da duwoc Hoi déng khoa
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hoc Bénh vién Quan y 110 thong qua. BN duoc

bdo mat théng tir] va khong phai chj tra bat clr xét

nghiém hoac thudc nao lién quan dén nghién ctru.
- Xt Ii s6 liéu: bang phdn mém SPSS 22.0.

3. KET QUA NGHIEN C(*U VA BAN LUAN

3.1. Pac diém chung nhém BN nghién citru

Bang 1. Bic diém chung BN nghién ciru

Dic diém S6BN | Tilée%

Du6i 50 1 2,8

Tw 50-59 10 27,8
Tubi Tw 60-69 15 417

>70 10 27,8

+SD 64,2 + 9,1 (tudi)
Gisi tinh N?m.g?i.(yi 21 58,3

NG gidi 15 41,7

o Kh(“)‘ng hut 19 52.8

Tien st | thude

C6 hut thube 17 472
Giai I} 3 8,3
doan
bénh \Y; 33 91,7

Két qua nghién clu thay, BN tir 36-83 tudi,
trung binh 64,2 + 9,1 tudi. Trong d6, hay gap nhat
la BN tir 60-69 tudi (41,7%), tiép dén BN tir 50-59
tudi va BN = 70 tudi (déu chiém 27,8%), it gap nhat
la BN dwdi 50 tudi (2,8%). Két qua nay twong tw
nghién ctru ctia L& Thwong Vi [1] (tudi trung binh
cta BN 1a 64,2 + 9,9 tudi), Lé Thu Ha [2] (BN tu
37-82 tudi), TrAn Van Khanh [3] (tudi trung binh cta
BN 1a 66,16 + 18,24 tubi).

Ti 1é mac bénh theo gi®i tinh cé sw chénh Iéch
gitba nam (58,3%) va ni¥ (41,7%), ti 1€ BN nam/n{» =
1,4/1; phu hop v&i nghién clru ctia Nguy&n Quang
Trung [4] (nam gi®i: 55,96%); khac v&i cac nghién
clru cla Lé Thu Ha [2] (ti Ié nam/nlr = 2,2/1), Lé
Hoan [5] (ti Ié nam/nlr = 1/1). Sy khac biét nay co
thé do qua trinh chon mau.

Chung t6i gap dot bién gen EGFR & 52,8% BN
UTPKTBN khéng c¢6 tién st hut thube 14; twong
tw nghién clru ctia Lé Hoan [5] (gap 54,5%) va Lé
Thwong Vi [1] (gap 51%).

Tai thoi diém chan doan bénh, da s6 BN da co6
di can (giai doan mudn chiém 91,7%). Cac nghién
ctu khac cho két qua twong tw hoac cao hon. Piéu
nay phu hop véi dic diém ung thw phdi vi day Ia
loai ung thw tién trién nhanh va am tham, di can
s&m ngay ca khi khéi u nguyén phat cé kich thwéc
con rat nhd.
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3.2. Pac diém lam sang, can lam sang nhém BN
nghién ctru

- Triéu chirng I1&m sang thwdng gap:
Bang 2. Cac triéu chirng lam sang thwong gap

Triéu chirng S6BN | Tilé %
_ Ho khan kéo dai 17 47,2
Triéu ching [, may 6 16,7
hoé hap
Khé the 7 19,4
Triéu chirng [Pau ngwc 17 47,2
do cheén ép o
vEsern e Khan tiéng 0 0,0
Triéu chl}ng Mét mai, chan an 5 13,9
toanthan | Gay sut can 7 19,4

Ho khan, dau ngwc la 2 triéu chirng thuwdng gap
trén BN nghién ctu (déu chiém 47,2%); twong tw
v&i nghién ctru clia Lé Hoan [5] (dau ngwc va ho
la cac triéu chirng ho hap hay gap nhat véi ti 1é [an
lwvot la 60,6% va 48,5%), Lé Thu Ha [2] (dau nguc
la triéu chirng chén ép Idng nguc hay gap nhét,
chiém trén 50% truwdng hop).

- D&c diém can lam sang:

Bang 3. Xét nghiém dot bién gen EGFR

bic diém S6BN |Tilé %
Vi tri 14y Taiu 27 75,0
bénh Tai hach 3 8,3
pham Co quan di can 6 16,7
Tinh trang Exon 19 19 52,8
dot bién Exon 21 11 30,5
gen EGRF | Exon khac 6 16,7

Pa sb BN dwoc l1ay bénh phdm qua ndi soi sinh
thiét u hodc sinh thiét xuyén thanh ngwc (75,0%);
twong tw nghién clu clia Lé Hoan [5] (57,6% BN
duoc ldy bénh phdm qua sinh thiét phdi xuyén
thanh ngwc, 21,2% BN Iy bénh pham qua néi soi
sinh thiét).

Trong nghién ctru nay, 52,8% mau bénh pham
c6 dot bién gen tai exon 19; 30,5% mau bénh pham
co doét bién gen tai exon 21. Nghién clru clia Lé
Hoan [5] cho thay, 54,5% BN c6 dot bién & exon
19, 43,9% dot bién & exon 21. Dot bién tai exon
19, 21 da dwoc chirng minh lam tang tac dung
clia thubc, trong doé dot bién trén exon 19 dap (ng
thudc tét hon trén exon 21.

3.3. Két qua diéu tri nhém BN nghién ctru
- Dap tng diéu tri:
+ Dap ng chd quan:
Tap chi Y HOC QUAN SU, SO 366 (9-10/2023)



HOI NGH| KHOA HOC LAN THU XXVI - BENH VIEN QUAN Y 110

W Hét triéu chifng
M Bénh thuyén giam

= Khéng gidm, nang hon

Biéu d6 1. Pap (ng chd quan.

Ti 18 BN hét triéu chirng va thuyén g[ém triéu
chirng dat t&i 91,7%; chi c6 8,3% BN thay khong
giam hoac cac triéu chirng nang hon.

+ Dap ng khach quan:

mDdp (tng Hoan toan
HDdp tng Mot phan
1Bénh giir nguyén

Bénh tién trién

Biéu d6 2. Pap (rng khach quan.

Chiém ti 1& cao nhat la BN dap &ng moét phan
(63,9%). Ti 1& kiém soéat bénh (dap tng hoan toan,
mot phan va bénh gitr nguyén) dat t&i 91,7%. Két
qua nay twong tw nghién ctru cldia Lé Thu Ha [2]
(60,7% dap (rng mot phan, 72,7% kiém soat bénh
dat), nhung thap hon két qua nghién ciru cia Lé
Hoan [5] (87,9% dap ng mdt phan, 12,1% bénh
gilr nguyén, khéng co trwdng hop dap trng hoan
toan) va Lé Thuwong Vi [1] (kiém soat bénh dat
80,7%). Sw khac biét cé thé do cach chon mau
nghién ctru khac nhau. Tuy nhién, cac nghién ctru
déu cho thay ti I& dap ng thuéc TKI cao hon han
hoa tri.

- Thoi gian séng thém toan bo (0S):

Bang 4 cho thay, thdi gian sbng thém toan bo
v&i trung vi la 22 thang, ngén nhéat 3 thang, dai
nhét 42 thang. Két qua nay cao hon dang ké so voi
nghién ctru cla Lé Thu Ha [2] (trung vi 11 thang;
séng thém toan bd sau 3 thang: 100%; sau 6 thang:
81,1%; sau 1 nam: 59,5%; sau 2 nam: 25,5%); Tran
Van Khanh [3] (trung vi 15,5 thang); Lé Thuong Vi
[1] (trung vi 11 thang). Sw khac nhau 1a do thiét
ké cla cac nghién clru khac nhau. Phan tich dwdi
nhém cho thay, thdi gian séng thém toan bo khéng
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c6 sw khac biét gitra cac nhom tudi, gisi tinh, tién
st bénh, tinh trang lam sang. Tuy nhién, thoi gian
séng thém toan bd cé sy khac biét gitra nhom BN
c6 do6t bién gen trén exon 19 va 21. Theo d4, nhém
exon 19 c6 trung vi OS dai hon nhém exon 21,
khac biét ¢ y nghia thdng ké (v&i p = 0,005).
Bang 4. Thi gian séng thém toan bo

Trung vi (thang) 22
Min (thang) 3
Max (thang) 42
3 thang (%) 97,2
6 thang (%) 94,3
1 nam (%) 84,7
2 nam (%) 427

Survival Functions

Vi tri ddt bidn
EGFR

0.6

Cum Survival
o
&
1

o
=
1

0.0

T T T
o 10 20 30 40

Thei gian séng thém toan bé

Biéu d6 3. Thoi gian séng thém toan bo.
- Tac dung khéng mong muén:
Bang 5. Tac dung khéng mong muén trén co
quan dich

Tac dung kh‘6ng mong S6BN | Tile %
muon

Da Néi ban 17 47,2
Viém k& mong 9 25,0

Hé tieu | Budn nén, chan an 5 13,9

hoa Tiéu chay 4 11,1
Giam bach cau

Hé Tao | trung tiﬁh . €58

mau | Giam huyét séc td 3 8,3
Giam tiéu cau 0 0,0

Gan, Tang men gan 2 53

than Tang creatinin 0 0,0

Tac dung khéng mong mudn thwdng gap khi
didu tri TKI chung t6i gap trén BN la ndi ban da
(47,2%), viém k& moéng (25%), v&i mirc do biéu
hién tr nhe dén vwra; rat it cac tac dung khong
mong mudn khac trén hé tiéu héa va gan, than.
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Nghién clru ciia Lé Hoan [5] thdy tac dung khong
mong mubn hay gdp nhat 1a néi ban da (22,7%)
va buén nén, nén (21,2%); Lé Thu Ha [2] hay gap
tac dung khéng mong muén la ndi ban da (71,3%),
tiéu chay (39,3%); Tran Van Khanh [3] thay tac
dung khéng mong muédn hay gdp nhét 1a néi ban
da (52,4%) va tiéu chay (39,3%); Lé Thwong Vi
[1] thdy tac dung khéng mong muébn hay gap 1a néi
ban da (74,2%) va tiéu chay (77,4%). Nhw vay, tac
dung khéng mong mudn hay gdp nhét cta thudc
TKI Ia néi ban da t&r m&rc d6 nhe dén vira. Tham chi
c6 nghién ctru da nhan dinh, ban da cang nang thi
hiéu qua diéu tri thuwéng cang tét [7], tuy rang chua
c6 cac nghién clru dwdi nhom cu thé.

4. KET LUAN

Nghién ctru 36 BN chan doan xac dinh
UTPKTBN c6 dot bién gen EGFR, theo déi va diéu
tri bang thudc TKI, tai Khoa Ung buwéu, Bénh vién
Quan y 110, tir thang 01/2019 dén thang 10/2022,
chung téi thay:

- Tudi trung binh ctia BN la 64,2 + 9,1 tudi, trong
do, hay gap nhat BN tr 60-69 tudi (41,7%). Ti1é BN
nam/nir = 1,4/1.

- Da s6 BN khong cé tién str mac bénh néi khoa
(83,4%), khong co tién st hut thudc (52,8%), toan
trang kha va tét (88,8%), mac bénh & giai doan di
can xa (91,7%).

- Triéu chng thwong gap: dau tlrc nguc
(47,2%), ho khan kéo dai (47,2%).

- Dot bién gen EGFR & vi tri exon 19 chiém ti 1&
cao nhét (52,8%)

- Két qua diéu tri thudc TKI:

+ Pa s6 BN thuyén giam céac triéu chirng lam
sang (91,7%), dap (ng diéu tri mot phan (63,9%).
Kiém soat bénh dat 91,7%.

+ Trung vi thoi gian séng thém toan bd dat 22
thang, dai hon & nhém BN c6 dét bién gen EGFR
exon 19 (p < 0,05).

- Tac dung khéng mong muédn hay gap la ndi
ban da (47,2%), viém ké méng (25%) mirc d6 nhe
dén vira.
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