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TOM TAT

Bénh ung thu phdi khong té bao nho
(UTPKTBN) Ia loai bénh ung thu c6 ty 1& mic va
tir vong ngay cang cao tai Viét Nam. Xét nghiém
dot bién thu thé yéu té ting truong biéu bi
(epidermal growth factor receptor - EGFR) huyét
tuong trong ung thu phdi khdng té bao nho gan
day duoc sur dung rong rai nham danh gia kha
ning thich hop st dung thudc ac ché EGFR
tyrosine kinase (TKIs) va theo d&i dap ung diéu
tri.Muc tiéu: M6 ta ty 1& dot bién gen EGFR &
mau sinh thiét long va danh gia kha ning phat
hién dot bién EGFR trong mau huyét twong so
voi phuong phap sir dung mau mé. Déi tuong va
phuong phap: DNA duoc tach chiét tir 96 mau
huyét tuong bang kit Cobas® cfDNA Sample
Preparation Kit va 20 mau mé bang kit Cobas®
DNA Sample Preparation Kit. X4c dinh dot bién
gen EGFR trén miu md va mau huyét tuong
bing phuwong phap realtime PCR v&i kit Cobas®
EGFR Mutation Test v2 (Roche). Két qua: Do
tudi trung binh caabénh nhan trong nghién cuu
la 65,4 + 9,8 tudi (33 — 87), vai ti 1& nit giGi
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nhiéu hon nam gi6i. Pa sé cac truong hop duoc
chan doan carcindom tuyén. 42/96 mau (43,8%)
c6 dot bién EGFR; dot bién T790M chiém
10,3%. Vé murc do tuong ddng cua xét nghiém
EGFR trén mau mo va huyét trong thi két qua hé
s6 Cohen’s Kappa bang 0,9 vahé sb tuong dong
cao (95%). Két luan: Tilé dot bién EGFR trong
mau huyét twong 1 43,8% va xét nghiém EGFR
trén mau mo va huyét trong c6 muc do twong
ddng két qua cao.

Tir khoa: ctDNA, dot bién gen EGFR, ung
thu phdi khong té bao nho.

SUMMARY
ANALYSIS OF EGFR MUTATION
PREVALENCE IN NON-SMALL CELL
LUNG CANCER PATIENTS USING
LIQUID BIOPSY TECHNIQUE AT
UNIVERSITY MEDICAL CENTER
HCMC
Non-small cell lung cancer (NSCLC) is a
cancer with increasing morbidity and mortality in
Vietnam. EGFR mutation plasma analysis on
NSCLC has recently been widely used to assess
the suitability of targeted therapy by TKIs and
follow treatment responses. Obijective: To
describe the prevalence of EGFR gene mutations
in liquid biopsy specimens and evaluate the
detection rate of EGFR mutations in plasma
samples compared to tissue samples. Subjects
and methods: Genomic DNA was isolated from
96 plasma samples using the Cobas® cfDNA
Sample Preparation Kit and from 20 tissue
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samples using the Cobas® DNA Sample
Preparation Kit. EGFR gene mutations were
identified in both tissue and plasma specimens
via real-time PCR using the Cobas® EGFR
Mutation Test v2 (Roche) assay. Results: The
mean age of patients in the study was 65,4 + 9,8
years (33 — 87), with a higher proportion of
females than males. The majority of cases were
diagnosed with adenocarcinoma. EGFR
mutations were detected in 42/96 samples
(43,8%); the T790M mutation accounted for
10.3%. The concordance between EGFR testing
results on tissue and plasma samples was high,
with a Cohen's Kappa of 0.9 indicating
substantial agreement (95%). Conclusions: The
prevalence of EGFR mutations in plasma
samples was 43.8%, and the detection of EGFR
mutations in both plasma and tissue samples
showed a high degree of concordance.

Keywords: ctDNA, EGFR mutations, non-
small cell lung cancer.

I. DAT VAN DE

Theo sb liéu tir T6 chirc Ung thu toan cau
(GLOBOCAN), ung thu phdi 1a bénh ung
thu phd bién ding tht 2 trén thé gioi (chiém
11,4%) v&i khoang 2,2 triéu ca mac méi nam
2020. Ciing theo GLOBOCAN, Viét Nam
ghi nhan hon 26.000 ca mic ung thu phdi,
gan 24.000 ca tir vong vao nam 2020 1. Ung
thu phoi khong té bao nho (non-small-cell
carcinoma: NSCLC-UTPKTBN)  chiém
khoang 80-85% cac trudng hop ung thu phdi.
Nho su phat trién cua khoa hoc ky thuat,
ching ta cd thé xac dinh cac dot bién gen
nhit dinh dé st dung thubc diéu tri trang
dich dic hieu. Gen EGFR, niam trén céanh
ngan nhiém séc thé sb 7, tai locus 7p12, dugc
xép vao nhém gen tién sinh khéi u (proto-
oncogen), dai 110 kb va dugc chia thanh 28
exon. Dot bién gen EGFR xay ra & giai doan
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rat sém va co ty 1é cao trong UTPKTBN. Tat
ca cac dot bién gay hoat hoa EGFR déu
thuéc vung bam adenosine triphosphate
(ATP) cua thu thé tyrosine kinase, ciing dong
thoi 1a vi tri twong tac cua céac loai thudc e
ché tyrosine kinase cia EGFR (EGFR TKIs)
2. Hién nay, k¥ thuat giai trinh tu chudi
DNA dya trén mau mo ung thu dugc xem la
tiéu chuan vang trong phat hién dot bién gen
EGFR. Tuy nhién, phuong phap nay khong
kha thi trong mot sé trudng hop khong du
diéu kién cho phép sinh thiét, hoic mau sinh
thiét qua nho, khong du dé giai trinh tu gen,
hoic can kiém tra lai bang mau huyét twong
khi tin hiéu dot bién thap. Phuong phap phat
hién d6t bién gen EGFR bang cach sir dung
cfDNA (circulating free DNA) cé trong
huyét twong BN NSCLC (mau “sinh thiét
léng” - Liquid Biopsy) c6 nhiéu uu diém
vuot troi. Didu nay cho phép BN c6 thém co
hoi dé 1am xét nghiém chan doan, déng thoi
c6 thé 1am xét nghiém lap lai nhiéu lan dé
theo d&i diéu tri ma khéng can can thiép sau
nhu sinh thiét. Bén canh d6, phuong phap
nay kha don gian, dé thuc hién, giam duoc
chi phi va thoi gian cho BN, va khéng gay ra
bién chirng 3. Xuat phat tur thuc té d6 chung
tdi tién hanh nghién ctu “Nghién ctu ty 18
dot bién gen EGFR ¢ bénh nhan ung thu
phoi khdng té bao nho biang ky thuat sinh
thiét long tai bénh vién Pai hoc Y Duoc
TPHCM” nham muc tiéu :1) md ta ty 1¢é dot
bién gen EGFR & mau sinh thiét long; 2)
danh gia kha ning phat hién dot bién EGFR
trong mau huyét tuong so véi phuong phap
str dung mau mé.

1. DOl TUONG VA PHUONG PHAP NGHIEN CUU
Thiét ké nghién ciu
Nghién ctru hoi ctru cit ngang mo ta
U'éc tinh c& mau
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C& mau cho muc tiéu 1:

Ap dung cdng thirc uwéc tinh ¢& mau cho
ltylén=

Theo nghién ciru cta Phan Thanh Thiang
va cs (2017) ghi nhan ti 1¢ dot bién EGFR
trong mau huyét twong 1a 40,5%7. C& mau
uéc tinh 13 can c6 it nhét 1a 93 ca bénh.

C& mau cho muc tiéu 2:

Theo hwong dan Quyét dinh 2429 dugc
Bo Y té ban hanh niam 2017: Thuc hién xét
nghiém EGFR mau huyét twong cho 20 bénh
nhan EGFR c6 két qua trén mau md sinh
thiét (10 mau dwong tinh va 10 mau am tinh)
sau d6 danh gia sy twong ddng biang ty 1é
twong dong va hé s6 Cohen’s Kappa

Péi twong nghién ciru

96 bénh nhin dugc chan doan mac
UTPKTBN tai Bénh vién DPai hoc Y Dugc
TP.HCM tir thang 01/2019 — 07/2024. Bénh
nhan dugc chan doan xac dinh UTPKTBN
bing két qua giai phau bénh.

Tiéu chuan chon vao

Bénh nhan trén 18 tudi.

DPugc chan doan ung thu phdi khéng té
bao nho dua trén két qua mo bénh hoc tur
Khoa Giai phau bénh Bénh vién Pai hoc Y
Duoc TP. H6 Chi Minh.

Theo di diéu tri tai khoa Hoa tri ung thu
hoic Khoa hé hap Bénh vién Pai hoc Y

Bdng 1. Pdc diém chung bénh nhan

Dugc TP. H Chi Minh tir 1/2019-07/2024.

Hd so bénh an day du cac thdng tin thu
thap.

Tiéu chuén loai trir

- Bénh nhan khéng du hd so bénh é&n
(thiéu 1 trong cac thdng tin: tudi, gioi tinh,
thé trang, tién s bénh, thudc diéu tri, tinh
trang dot bién EGFR, két qua md bénh hoc)

- Bénh nhan c6 chat lwgng mau khong
dat lam xét nghiém

Thiét ké va phwong phap nghién ciu

Thiét ké nghién ciru hdi ciru cit ngang
mo ta.

Xac dinh dot bién gen EGFR mau huyét
twong bang bang phuong phap realtime PCR
véi kit Cobas® EGFR Mutation Test v2
(Roche).

Xir ly va phan tich sé liéu

Dit liéu tir nghién ctru duoc xir Iy bing
phan mém théng ké SPSS 20.

. KET QUA NGHIEN cU'U

Trong khoang thoi gian thang 01/2019 —
07/2024, ching t6i thu thap sé liéu caa 96
bénh nhan thoéa tiéu chuan chon bénh va
khong c6 tiéu chuan loai trir diéu tri tai Bénh
vién Pai hoc Y Dugc TP.HCM

Pic diém chung ciaa nhdm bénh nhan
UTPKTBN tham gia nghién cwu

Pic diém N=96 (%)
Tudi

Trung binh 65,4 + 9,8

Gigi tinh
Nam 46 (48,0%)
Nit 50 (52,0%)

Pic diém giai phiu bénh
Carcindm té bao tuyén 94 (98,0%)
Carcindm té bao gai 2 (2,0%)
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Giai doan bénh
1B 10 (10,4%)
v 86 (89,6%)
Diéu tri

Erlotinib 4 (4,0%)
Gefitinib 10 (10,0%)

Afatinib 1 (1,0%)
Osimertinib 16 (17,0%)
Héa tri 13 (14,0%)
Cham s6c giam nhe 52 (54,0%)

Nhdn xét: Ching tdi ghi nhan nhém nghién caru c6 dd tudi trung binh 1a 65,4 + 9,8 tudi;
nir gi¢i chiém ty 1é cao hon. Pa sé bénh nhan trong nhém nghién ciru 14 ung thu biéu md

tuyén & giai doan tién xa.

Két qua phén tich dét bién EGFR bing sinh thiét long
Bdng 2. Két qud phdn tich dét bién EGFR bang sinh thiét léng (n=96)

Két qua phén tich dot bién EGFR trén miu huyét twong n %
Am tinh 54 56,3

LREA (exon 19) 20 20,8

LREA (exon 19), S768I 1 1,0

Dot bién nguyén phat L858R (exon 21) 9 9,4
G719X (exon 18) 1 1,0

Insertions (exon 20) 1 1,0

T790M (exon 20) 1 1,0

Dot bién thir phat LREA (exon 19), T790M (exon 20) 8 8,3
L858R (exon 21), T790M (exon 20) 1 1,0

Nhdgn xét: Trong 96 bénh nhan nghién
ciru, 42/96 bénh nhan mang dot bién gen
EGFR mau huyét tuong (43,8%). Dot bién
LREA (exon 19) chiém ty Ié cao nhat, sau d6
la L858R (exon 21). Trong nhdm nghién ctu

ghi nhan 10 bénh nhin mang do6t bién thu
phat T790M (10,3%).

So sanh két qua xét nghiém EGFR
trén mau mo va huyét twong

Bdng 3. So sanh két qud xét nghiém EGFR trén mdu md va huyét awong

MAu huyét twong Mau ma Duwong tinh Am tinh Tong s6
Duong tinh 9 0 9
Am tinh 1 10 11
Tong cong 10 10 20
Ty 1é twong dong 95%
Cohen’s Kappa 0,9
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Hé s6 Cohen’s Kappa bang 0,9 va hé s6
twong dong cao (95%) cho thiy mirc do dong
thuan cta 2 phuong phap rat tot.

IV. BAN LUAN

Pic diém chung cia nhém bénh nhan
UTPKTBN tham gia nghién ctru

Nghién cau trén 92 bénh nhan
UTPKTBN, chung t6i ghi nhan nhdm nghién
ctru c6 do tudi dao dong tur 33 - 87 tudi, trung
binh 1a 65,4 + 9,8 tudi; nit gidi chiém ty 1&
cao hon. Pa s bénh nhan trong nhém nghién
ctru 1a ung thu biéu md tuyén. Két qua nay
twong dwong voi nghién ctru L& Hoan va cs
(2023) ghi nhan d6 tudi dao dong tir 32 - 81
tudi, trung binh 1a 61,6 + 10,8 tudi; nit giGi
chiém ty 1& cao hon, 100% bénh nhan c6 két
qua giai phau bénh ung thu biéu mo tuyén®.
Nghién ctru cua Xu Q va cs (2019) tai Trung
Quéc trén 206 bénh nhan UTP khéng té bao
nho khang EGFR-TKIs ghi nhan tudi trung
binh mac bénh [a 58 tudi, dao dong tir 28 dén
83 tudi.

Két qua phan tich dét bién EGFR
bang sinh thiét long

Ti 1é dot bién EGFR trong mau huyét
tuong trong nghién ctru la 43,8%. Ty 1€ nay
twong duong vai nghién ciru cua Phan Thanh
Thing va cs (2017) ghi nhan ti & dot bién
EGFR trong mau huyét twong 1a 40,5%’.
Theo nghién ctru cuia Pham Cim Phuong va
cs (2019) phan tich d6t bién gen EGFR huyét
twong cho thay 56/136 (41,2%) bénh nhan c6
dot bién8. Ty Ié dot bién xoa doan trén exon
19 va dot bién L858R trén exon 21 chiém da
s6 tuong tu nhu cac nghién ctru khac. Ty 1é
dot bién thir phat T790M chang téi ghi nhan
twong ddi thip (10,3%) so véi nghién ciu
ctia nghién ctu cia Pham Cam Phuong va cs

(2019) ghi nhan ty Ié¢ dot bién T790M chiém
24,0%8. Sy xuét hién ty 18 thip cua dot bién
khang thudc T790M c6 thé duoc ly giai bang
viée trong dbi twgng nghién ciu cua ching
t6i cO it bénh nhan da duoc diéu tri bang
TKIs truée do, dan dén ty Ié khang thudc tha
phat khdng cao.

So sanh két qua xét nghiém EGFR
trén miu mo va huyét twong

Vé két qua danh gia mirc do twong dong
ctia Xét nghiém EGFR trén mau md va huyét
tuong thi trong nghién ctru cua ching toi ghi
nhan két qua hé s6 Cohen’s Kappa bang 0,9
va hé sé tuong dong cao (95%). Theo nghién
cru cua tac gia Adam Szpechcinski va cs
(2021) di ghi nhan két qua mirc do tuong
ddng cua xét nghiém EGFR trén mau mo va
huyét twong bang kit cobas EGFR Mutation
Test trén mau mo va huyét tuong co két qua
hé sb Cohen’s Kappa biang 0,8 va hé sb
twong dong cao (90%)3. Nghién ctru ching
tdi ghi nhan cé sy khac biét vé mirc do tuong
ddng so vai nghién ciru trude dé do sé luong
mAau cua ching t6i nhé hon (20 mau so V4i
30 mau). Tuy nhién ca 2 nghién ciru déu cho
thay xét nghiém EGFR trén mau mo va huyét
twong c6 muc do twong dong két qua cao.

V. KET LUAN

Nghién ctru trén 96 bénh nhan duoc thyc
hién xét nghiém dot bién EGFR trén mau
huyét turong, chung toi ghi nhan ti 1¢ dot bién
EGFR trong mau huyét tuong 1a 43,8% va
xét nghiém EGFR trén mau md va huyét
twong c6 muc do twong ddng két qua cao.
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