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ABSTRACT

Objectives: Todescribe the clinical and paraclinical characteristics and to evaluate the association
of these features with the response to Tyrosine Kinase Inhibitors (TKI) in non-small cell lung cancer
patients with EGFR gene mutation at 19-8 Hospital.

Patients and methods: A clinical intervention, cross-sectional descriptive study, combining
retrospective and prospective analysis without a control group, was conducted on 30 patients with
stage IV EGFR-mutant non-small cell lung cancer receiving first-line TKI therapy from January 2022
to November 2024.

Results: The mean age was 62.2 + 13.3 years; the male-to-female ratio was 2:1. Patients with an
ECOG performance status of 0-1 accounted for the vast majority (96.6%), with no recorded cases
of ECOG = 3. Single-site/organ metastasis was the most common presentation (46.7%), while
EGFR gene mutation on exon 19 were more frequent (63.3%). Although no statistically significant
difference was found between treatment response rates and clinical, paraclinical factors, or TKI
types (p > 0.05), Osimertinib showed the best response (100%), and exon 19 mutations responded
better than exon 21 mutations (84.2% vs. 54.5%).

Conclusion: The study found no statistically significant correlation between clinical or paraclinical
factors and TKl treatment response in patients with stage IV EGFR-mutant non-small cell lung cancer.
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TOM TAT
Muc tiéu: M6 ta mot s déc diém lAm sang, can lam sang va danh gia mai lién quan cua cac dac
diém nay vdi dap ¢ng diéu tri bAng thuéc tc ché Tyrosine Kinase (TKI) & bénh nhan ung thu phéi
khong té bao nho c6 dot bién gen EGFR tai Bénh vién 19-8.

Phuwong phap nghién ctru: Nghién ctu can thiép, mo ta cat ngang, hoi citu két hgp tién ctu, khéng
c6 nhém chitng trén 30 bénh nhan ung thu phdi khdng té bao nho giai doan IV cé dét bién gen EGFR
dugc diéu tri budc moét bang thudc TKI tai B&nh vién 19-8 tirthang 1/2022 dén thang 11/2024.

K&t qua: Tudi trung binh 13 62,2 + 13,3; ty l&é nam/n{ & 2/1. S8 bénh nhan c6 chi s6 toan trang theo
ECOG = 0-1 la cao nhéat (96,6%), khong co trudng hgp nao ECOG = 3. Thudng gap di can 1 vi tri/1
€O quan vdi ty |& 46,7%. Dot bién gen EGFR trén exon 19 hay géap hon (63,3%). Khéng ghi nhan sy
khéc biét c6 y nghia théng ké gilra ty & dap (rng diéu tri vdi cac yéu t6 lam sang, can lam sang va
loai TKI (p > 0,05), mac du Osimertinib dugc ghi nhan cé dap irng t6t nhat trong nghién cltu nay vdi
ty & 100% va dét bién gen EGFR trén exon 19 dap Ung tét hon so vdi dot bién trén exon 21 vdi ti 1&
an lwot la 84,2% va 54,5%.

K&t luan: Hién tai, nghién cltu chua ghi nhan maéi lién quan cé y nghia théng ké gilta cdc yéu té [dm
sang, can lam sang vGi dap ung diéu tri TKI & b&nh nhan ung thu phéi khéng té bao nho giai doan IV
c6 dot bién gen EGFR.

Tir khéa: TKI, dot bién gen EGFR, ung thu phdi khong té bao nhd, exon 19, exon 21.

1. DAT VAN BPE

Theo GLOBOCAN 2022, toan cau ghi nhan 2,4 triéu
trudng hop méc mdi ung thu phdi, chiém khoang 12,4%
téng s6 ca ung thu. Tai Viét Nam, ung thu phéi la mét
trong nhitng nguyén nhan gay tr vong hang dau trong
nhém bénh ung thu, chi sau ung thu gan, vdi 24.426
trudng hgp mac mdiva 22.597 trudng hgp tirvong do ung
thu [1]. Su phat trién ctia ung thu phdi khdng té bao nhé
c6 lién quan dén cac doét bién gen, dac biét la dot bién
gen EGFR (Epidermal Growth Factor Receptor - thu thé
y8u t8 tang trudng biéu bi), phd bién nhat 14 mat doan
exon 19 (EGFR Del19) va d6t bién diém L858R tai exon 21
(EGFR L858R) [2]. C4c thé dot bién gen EGFR chiém ty (&
cao tai cac nudc chau A, véi dac trung lam sang thuong
gap & nir gidi, khéng hat thudc va cé mod bénh hoc la ung
thu biéu mé tuyén [3].

*Tac gia lien hé

Hién nay, cac thudc (c ché Tyrosine Kinase (Tyrosine
Kinase Inhibitors - TKI) da trd thanh tiéu chuan diéu tri
budc mét, gilp kéo dai dang ké thoi gian séng thém
khéng tién trién va cai thién chat lugng séng so véi héa
tri truyén théng [4]. Tai Trung tdm Ung budu, Bénh vién
19-8, viéc diéu tri bAng cac nhém thudc TKI da dugc ing
dung thudng quy mang lai nhiéu lgi ich séng con, song
van chua c6 nhiéu nghién cltu danh gia vé maéi lién quan
gitta dac diém (Am sang, can lam sang véi dap ung diéu
tri TKI trén bénh nhan ung thu phéi khong t& bao nhd cé
dot bién EGFR dé gop phan phan nhém tién lugng va cé
thé hoa diéu tri. Xuat phat ti thuc tién do, chung téi tién
hanh nghién ctru tim hiéu méi lién quan gitra dac diém
lam sang, can ldm sang véi dap ing diéu tri TKI & bénh
nhan ung thu phdi khong t& bao nhd c6 dot bién EGFR tai
Bénh vién 19-8.
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2. pOI TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. D3i tugng nghién cliru

Mau nghién ctru bao gom 30 trudng hop dugc chan doan
mac ung thu phdi khong té bao nho giai doan tién xa
(giai doan IV), mang dot bién gen EGFR va dugc chi dinh
khdi tri bAng nhém thudc TKI tai Bénh vién 19-8. Trong 30
truong hgp nay, di¥ liéu dugc hinh thanh tir 15 ho so thu
thap theo phuong phap tién clru (t6i thang 11/2024) va 15
ca trich xuat dir liéu hdi ctitu (b4t dau tir thang 1/2022).

- Tiéu chuén lwa chon: bénh nhan dugc khéng dinh bang
md bénh hoc/té bao hoc la ung thu phéi khéng t& bao nho
giai doan IV theo phan loai AJCC (2017); c6 dot bién gen
EGFR tai exon 19 (Del19) hoac exon 21 (L858R), loai trir
céc ca co6 dot bién kép di kém; thai gian diéu tri budc mot
bang thuéc TKI thé hé 1, 2, 3 it nhat 6 thang tinh dén thai
diém k&t thuc nghién cliu; chi s6 toan trang trudc diéu tri
theo thang diém ECOG dat tir 0 dén 3; c6 tén thuong dich
dé danh gia dap rng theo tiéu chudn RECIST 1.1; céc chi
s0 can ldm sang danh gia chic nang tly xuong, gan, than
trong gidi han cho phép (s 28 ngay trudc diéu tri).

- Tiéu chuén loai trtr: phat hién mac dong thai ung thu
khéac phdi hop da dugc chan doan xac dinh; bénh nhan cé
bénhly gan, than (suy gan Child 2-3, suy than); bénh nhan
c6 bénh ly tim mach, hé hdp nang; bénh nhan khéng cé
day dd thong tin can thiét trong hd sg bénh an.

2.2. Phwong phap nghién ctru

- Thiét k& nghién clru: nghién ctru mo ta hoi ctru két hgp
tién clru.

- Xr ly s6 liéu bang phan mém SPSS 20.0; tinh ty & %, gia
tri min-max; tinh tri s trung binh va dé l&éch chuén ()_( *
SD) clia mau nghién cltu; so sanh 2 ty 1&, kiém dinh tinh
déc lap hay phu thudc bang test x2, Fisher’ Exact test. Su
khéac biét cé y nghia thong ké vdi p < 0,05.

2.3. Pao dirc trong nghién ctru

Pic diém Sé lwong (n) | Ty L& (%)
R ECOG=0 16 53,3
Chi sé toan trang
trudc diéu tri ECOG=1 13 43,3
(ECOG)

ECOG =2 1 3,3

1vitri/1 co quan 14 46,7

56 ‘”‘-j’?g (.:d Nhiéu vi tri/1 cd quan 9 30,0
quandican

>2cdquan 7 23,3

Loa|d6t blé’n Exon 19 19 63,3

EGFR Exon 21 11 36,7

Do tudi trung binh la 62,2 = 13,3 tudi, tudi trung vi la 66
tudi, tudi thadp nhat la 24 va cao nhat 81, do tudi thudng
gap tlr 51-69 tudi (43,3%), nhdm tudi < 50 tubi chiém ty &
thap nhat (20%). C6 20 nam (66,7%) va 10 nif (33,3%), ty
& nam/n(r la 2/1. Hau h&ét bénh nhan lua chon vao nghién
clfu c6 chi s6 toan trang ECOG = 0 va ECOG =1, chiém ty
L& 96,6%; chi c6 3,3% bénh nhan cé ECOG = 2; khéng cé
truong hgp nao ECOG = 3. Thuong gap di can 1 vi tri/1 co
quan vdity lé 46,7%; dican=2 co quan it gap (23,3%). Dot
bién exon 19 hay gép hon, chiém ty (& 63,3%.
Bang 2. Ty l&é bénh nhan theo mirc do dap ng khach
guan sau 6 thang diéu tri (n = 30)

Phan loai dap orng Sé lwgng (n) Ty lé (%)
Pap trng hoan toan 1 3,3
Dép tng mot phan 21 70,0
Bénh git nguyén 4 13,3
Bénh tién trién 4 13,3

Phan l&n truong hop dat dugc dap ing mot phan sau diéu
tri, chiém ty & 70%. Ghi nhan moét s6 truong hgp sau 6
thang diéu tri dat dap ng hoan toan (3,3%). C6 13,3%
bénh nhan tién trién. Téng ty L& ghi nhan c6 dap ¢ng diédu
tri vai TKI la 73,3%.

Bang 3. Lién quan gilra dap &rng diéu tri vad mét sé yéu t6

Nghién cttu dugce sy chap thuén cua ldnh dao Bénh vién lam sang
19-8; moi thong tin bénh an clia bénh nhan dugec dam bao -
e A A A o . L e a P Khéng |[Tong9n
gilr bi mat; bénh nhan dugc diéu tri theo phac dé. Nghién Lo Pap ing dap tng | = 30)
ctu chi nhdm muc dich nang cao chat lwgng chan doén Yéuto P
va diéu tri bénh, khong phuc vu muc dich nao khac. n|%|n|%|n|%
. , . . Nam (n=20)| 15 |75,0| 5 |25,0| 20 |66,7
3. KET QUA NGHIEN CUU Gidi 0,548
) e N . ~ R TR R N& (n=10 7 70,0/, 3 (30,0 10 [33,3
Bang 1. M6t s6 dac diém lam sang, can ldm sang (n = 30) ( )
< 50 tudi
Pic diém S8 lwgng (n) | Ty L& (%) n=6) | ° 8>3 1 [167] 6 |200
XS (dh 6222133 Nhém tusi 52;]651“3‘)0' 10 76,9] 3 |23,1| 13 |43,3(0,631
Trung vi (tudi) 66
Min-max (tui) 24-81 2(:9 2“1‘;' 7 |63,6| 4 |36,4] 11 |36,7
Tudi -
<50 tudi 6 20,0
- Teoauan |44 1786l 3 |21,4| 14 |46,7
51-69 tubi 13 43,3 (n=14)
=70 tudi 11 36,7 S6cdquan| 2coquan | o 1ge ol 3 333l 9 30,0(0,813
dican (n=9) ’ ’ i e
Nam 20 66,7 P
Gidi tinh coquan
NG 10 33,3 (n=7) 5 (71,4 2 (28,6] 7 [23,3
3% Crossrefd 105
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. Khéng | Tong9n
Papung| .. . _
Yéu s déping| =30) | |
n % n % n %
ECOG=0 | 15 1g15| 3 [18,8] 16 53,3
(n=16)
Tinhtrang | ECOG =1
woamtran | =13 | 8 |615] 5 [38.5| 13 |43,3]0.406
ECOG=2 1 4 1400l 0 [0 | 1 |33
(n=1)
Erlotinib | g g5 71 1 |14,3] 7 |23,3
(n=7)
Gef_'t'{;)'b 7 [70,0] 3 30,0 10 [33,3
LoaiTKls | (0=10)
diéu tri - 0,199
© | Afatinib 5000 4 |50,0] 8 |26,7
(n=8)
Osimertinib | o 1165 o | 0 | 5 [16,7
(n=25)
Exon 19
Tinhtrang | (n=19) 16 84,2 3 |15,8| 19 (63,3
dot bién 0,091
gen EGFR 521”121; 6 |54,5 5 [45,5] 11 [36,7

Nghién cfu chua ghi nhén sy’ lién quan gilra mot s6 yéu to
nhu tuéi, gidi tinh, s co quan di cén, tinh trang toan than,
loai TKI diéu tri, tinh trang dot bién gen EGFR vd&i sy déap
ing diéu tri TKI.

4. BAN LUAN

Trong nghién ctru clia chung t6i, dd tudi trung binh cla
bénh nhan 14 62,2 + 13,3 tudi, trung vi la 66 tudi, nhom 51-
69 tudi thudng gap nhat (43,3%). K&t qua nay tuong déng
v@i nhiéu nghién clru trong nudc vé ung thu phéi khdng
t€ bao nho. Nghién clru ctia Pham Van Luén va cong sy
(2024) trén 137 bénh nhan ung thu phdi khdng t& bao nho
c6 dot bi€n EGFR ghi nhan tudi trung binh la 60,2 [5]. So
sanh véi cac nghién clru quéc té, tudi trung vi trong nghién
clru clia chung téi cao hon so véi cac nghién cltu trén
quan thé chau A nhu OPTIMAL (57 tudi) [6], nhung lai thap
hon nghién ctru EURTAC trén quan thé chau Au (65 tudi)
[7]. Su khéc biét nay c6 thé dugc ly giai bdi sy chénh léch
vé tudi tho trung binh gilta cac khu vuc. Danh gia méi lién
quan gilta dap &ng diéu tri va tudi, chidng tdi nhan thay
ty l& dap Ung gidm dan tir 83,3% & nhém < 50 tudi xudng
63,6% & nhom = 70 tudi, tuy nhién sy khac biét khéng
cé y nghia thong ké (p = 0,631). K&t qua nay tuong dong
véi cac phan tich dudi nhém trong thr nghiém FLAURA,
trong dé hiéu qua cua Osimertinib dugc duy tri nhat quan
gilta cdc nhdm tudi (< 65 tudi va = 65 tudi), vdi ty & dap
rng khach quan (ORR) dao déng khoang 75-80% & ca hai
nhém va khong ghi nhén sy khac biét cé y nghia thong ke,
cho thay tudi khdong gay tac déng dang ké dén hiéu qua
diéu trj [8]. V& gidi tinh, ty & nam/n{r trong nghién cliu la
2/1. M&c du bénh nhan nam van chiém da s8, nhung ty
(& nay thap han r6 rét so vai ty lé mac chung cua ung thu
phéi (thudng dao déng tir 2,5-4/1). Su thay d6i ty trong gidi
tinh nay hoan toan phu hgp véi dac tinh sinh hoc phan tlr
dot bién gen EGFR thudng xuat hién véi tan suat cao hon
& nit gigi. Didu nay tat y8u dan dén viéc nit gidi c6 ty &
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dugc chi dinh digu tri bang thudc TKI cao hon. K&t qua nay
cling dugc ghi nhan trong nghién cltu ctia Nghiém Tran
Vugng (2020) véi ty lé nam/n(r la 1,3/1 [9], cling nhu trong
céc th nghiém quéc té€ nhu OPTIMAL (ty & nir chiém
59%) [6]. Ty & dap &’ng & nam la 75% so v6i 70% & nlt (p
= 0,548), chua ghi nhan su khac biét cé y nghia thong ké.
K&t qua nay tuong dong vdi thir nghiém FLAURA, ty & dép
rng cua Osimertinib dat khoang 80% & ca hai gigi [8].
Nhu véy, két qua cua ching t6i cing c6 nhan dinh: gidi
tinh khéng phai la yéu to tién lugng doc lap. Trong nghién
cltu clia chung téi, phan lén cac bénh nhan dugc chon cé
chi s6 toan trang trudc diéu tri theo ECOG la ECOG =0 va
ECOG = 1 (chiém 96,6%). Theo Nghiém Tran Vuong, ty &
ECOG=0,11290,1%, chicd 9,9% bénh nhan c6 ECOG =2
[9]. M6t vai nghién ctru khac clng cho thay két qua tuong
tu. Piéu nay c6 thé dudc giai thich 1a cac bénh nhan diéu
tri hda chat budc 1 hodc cac budc sau thitoan trang trudc
diéu tri phai tét mdi c6 dd kha nang chiu dugc céac doc
tinh ctia qua trinh diéu tri. Con diéu tri bang TKI thudng
it tdc dung khéng mong mudn nén nhirng bénh nhan cé
chi s6 toan trang kém van cé thé st dung dugc. V& muc
dd lan tran clia bénh, dac diém di can cha yéu la di cén 1
vi tri/1 co quan (46,7%) hoac di can nhiéu vi tri trong cung
moét co quan (30%). Do 100% bénh nhan trong nghién ctru
nay déu & giai doan IV, sy phén bd di can nay phan anh
dung dién tién tu nhién ctia bénh: t& bao ung thu khéng
con khu tri ma da di can xa qua dudng mau va bach huyét
tdi nhiéu co quan. Dai vdi s6 ca quan di can, nghién clru
clia chung t6i ghi nhan ty lé dép &ng gidm tir 78,6% (1 co
quan) xuéng 66,7% (2 cd quan) va 71,4% (> 2 co quan)
(p = 0,813). Cac bénh nhan dugc lam dot bién gen cho
ra két qua dot bién exon 19 (Del 19) va dot bién exon 21
(L858R) gap ty L& lan lugt la 63,3% va 36,7%. K&t qua nay
tuong dong véi két qua vé dot bién gen EGFR & trong va
ngoai nudc. Trong nghién ciru EURTAC & cac nudc chau
Au, ty & nay la 66% so vdi 34% trudng hop cé dot bién &
exon 21 [7]. D6i vdi tinh trang dét bién EGFR, nhom exon
19 trong nghién ctu clia chung toi cé ty & dap Ung 84,2%,
cao hon so v8i nhom exon 21 (54,5%) (p = 0,091). Trong
FLAURA, ORR v&i Osimertinib dat khoang 80%, trong dé
nhom exon 19 cé xu huéng dap &ng cao hon so vdi nhdm
L858R [8]. Cac phan tich gop cling cho thay nguy ca tién
trién hoac t&r vong giam khoang 20-30% & nhom exon 19
so v6i L858R. Bigu nay khang dinh vai trd quyét dinh cla
loai dot bién gen EGFR trong hiéu qua diéu tri TKI.

Vé phuong phap diéu tri: hién nay, c6 3 thé hé thudc TKI
déu da dugc chédp nhan cho diéu tri budc mét ung thu
phdi khéng t& bao nho giai doan tai phat di can co dét
bi€n EGFR. Tai Viét Nam c6 2 thu6c thé hé 1 La Erlotinib
va Gefitinib; 1 thudc thé hé 2 (Afatinib); 1 thudc thé hé 3
(Osimertinib). Tai Trung tdm Ung budu, Bénh vién 19-8,
phac d6 sir dung céc thudc TKI nay trong diéu tri ung thu
ph6i khéng t& bao nho giai doan tai phat dican c6 dot bién
EGFR budc 1 da va dang dugc ap dung thudng quy. Vé
hiéu qua diéu tri chia TKI, cac nghién cltu L&n trén thé gidi
déu chira la TKI thé& hé 1, 2 tuong duong vé hiéu qua diéu
tri nhu trong nghién ctu LUX-Lung 7 ty l&é dap (ng toan
b0 clia Afatinib cao hon so vdi Gefitinib (70% so véGi 56%),
tuy nhién trung binh PFS va OS & ca hai nhém thi sy khac
biét khéng cé y nghia théng ké [10]. Con véi TKI thé hé 3,
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Osimertinib da duogc khang dinh cho hiéu qua diéu tri cao
hon so véi 2 thé hé TKI trude qua nghién ctiru FLAURA [8].
Tuy nhién, tai Viét Nam, thudc chua dugdc bao hiém y té&
thanh toan nén viéc ap dung vao thuc té diéu tri con nhiéu
kho khan. Lién quan dén loai TKI, nghién ctru ctia ching toi
ghi nhan ty l& dap Ung cao nhat & nhém Erlotinib (85,7%)
va Osimertinib (100%), so vd&i Gefitinib (70%) va Afatinib
(50%) (p = 0,199). K&t qua nay phu hgp vdi cac thir nghiém
l&n: trong LUX-Lung 7, Afatinib dat ORR khoang 70%, cao
hon so véi Gefitinib (~ 56%) [10], cho thay uu thé ctia TKls
thé hé 2 so vdi thé hé 1; trong FLAURA, Osimertinib dat
ORR khoang 80% [8]. Do d6, xu hudng uu thé ctia TKI thé
hé 3 trong nghién clru clia chiing t6i la hoan toan phu hop
véi bang ching hién tai.

Mac du chua ghi nhan sy khac biét co y nghia théng ké
& nhiéu yéu t6 dugc dua ra, nhung cac xu hudng trong
nghién cu clia ching t6i da phan phu hop vdi cac thir
nghiém lam sang l&n. Hiéu qua diéu tri TKI phu thudc chu
yéu vao loai dot bién gen EGFR va thé hé thudc. Cac yéu
t6 ld&m sang nhu ECOG va sé cd quan di can cé vai tro tién
luong bé sung, trong khi tudi va gidi tinh chua cho thay
c6 &nh hudng déc lap ro rét. Tuy nhién, chung t6i ky vong
rdng su lién quan nay sé dugc minh chirng mot cach rd
rang hon & cac nghién citu c6 quy mé c& mau lén hon
hoac qua cac danh giad phan tich cong gép trong tuong lai.

5. KET LUAN

Qua qua trinh phan tich d liéu tur 30 truong hop ung thu
phdi khéng té bao nho giai doan IV mang dét bién gen
EGFR dugc diéu tri budc mot bang céc TKI, chung toi rat
ra mot s6 két luan sau:

- Mau nghién clitu c6 d6 tudi trung binh & 62,2 = 13,3 tudi,
trung vi & 66 tudi. Phan b6 bénh nhan thudng gap tir 51-
69 tudi (43,3%), nhom tudi < 50 tubi chiém ty & thap nhat
(20%); ty lé nam/n(r la 2/1.

- Gan nhu céc doi tugng dugc lwa chon vao nghién clru
c6 chi s6 toan trang ECOG = 0 va ECOG = 1, chiém ty &
96,6%; chi c6 3,3% bénh nhan cé ECOG = 2; khéng c6
trudng hop nao ECOG = 3.

- Hinh thai tén thuong di cadn don déc tai 1 ¢ quan la phé
bién nhat (46,7%); di cdn=2 co quan it gap vdi ty 1& 23,3%.

- Trén t8ng s6 30 bé&nh nhan dugc lam xét nghiém dét bién
gen EGFR, dot bién exon 19 hay gép han, chiém ty 1& 63,3%.

- M@i lién hé tuong quan gitra cac yéu t6 lam sang, can
ldm sang vdi diéu tri TKI: chwa ghi nhan cé sy lién quan
gira mot s6 yéu t6 nhu tudi, gidi tinh, s6 co quan di cén,
tinh trang toan than, loai TKI diéu tri, tinh trang dot bién
gen EGFR v&i su dép tng digu tri TKI.
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