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KET QUA PIEU TRI BUOC MQT AFATINIB KET HQP
GAMMA KNIFE TAI NAO TREN BENH NHAN UNG THU PHOI
KHONG TE BAO NHO DI CAN NAO, CO POT BIEN EGFR

Vi Ha Thanh'?, Nguyén Thi Thai Hoa?, Trwong Cong Minh?
TOM TAT
Muc tiéu: Banh gia ty 1€ dap ung (tong thé va ndi so), song thém khong tién trién ndi so va song

thém khong bénh tién trién chung.

Thiét ké: Nghién clru m6 ta hoi ctru trén bénh nhéan ung thu phoi khong té bao nho (UTPKTBN) di
can ndo, c6 dot bien EGFR, tai Bénh vién K tir 01/2018 dén 10/2024, di€u tri afatinib két hgp gamma
knife.

Két qua: 44 bénh nhan duoc tuyén chon. Ty 1& dap ng tong thé dat 72,7% trong d6 khong c6 dap
g hoan toan, 72,7% dap ung 1 phan. Ty 1¢ dap 1’Ing tai nao dat 72,7% trong do dap ung hoan toan dat
22,7% va dap ung 1 phan 1a 50%. Trung vi thoi gian séng thém khong bénh tién trién (PFS) dat 12,9
thang (10,2-19,2). Trung vi thoi gian song thém khong tién trién ndi so (iPFS) dat 28,2 thang (14,7-
NR). Bénh nhan mang dot bién thuong gap (Dell19/L858R) c6 iPFS trung vi cao hon dang ké so véi
nhom mang dot bién hiém (34,4 thang so v&i 17,0 thang; p = 0,019).

Két luan: Két hgp gamma knife va TKIs thé hé 2 (afatinib) cho hiéu qua diéu tri tot vé dap ung,
PES, iPFS trén bénh nhan UTPKTBN, di can ndo c6 dot bién EGFR.

Tir khéa: Ung thu phdi khong té bao nho; dot bién EGFR; afatinib; di cin ndo; gamma knife.

FIRST-LINE AFATINIB COMBINED WITH GAMMA KNIFE FOR
BRAIN METASTASES IN EGFR-MUTANT NON-SMALL CELL
LUNG CANCER PATIENTS: TREATMENT OUTCOME

Objective: To evaluate the response rate (overall and intracranial), intracranial progression-free
survival (iPFS), and overall progression-free survival (PFS).

"Trworng Pai hoc Y Ha Noi

?Bénh vién K

*Chiju trach nhiém chinh: Vi Ha Thanh
Email: hathanhbvk@gmail.com

Ngay nhan bai: 31/7/2025

Ngay phan bién khoa hoc: 10/8/2025
Ngay chap nhan dang: 15/8/2025
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Methods: This retrospective descriptive study included patients diagnosed with EGFR-mutant non-
small cell lung cancer (NSCLC) with brain metastases, who received treatment with afatinib in com-
bination with gamma knife radiosurgery at the National Cancer Hospital between January 2018 and
October 2024.

Results: A total of 44 patients were included. The overall response rate (ORR) was 72.7%, with
no complete responses and 72.7% partial responses. The intracranial response rate (iORR) was also
72.7%, including 22.7% complete responses and 50% partial responses. The median PFS was 12.9
months (95% CI, 10.2-19.2), and the median iPFS was 28.2 months (95% CI, 14.7-not reached).
Patients with common EGFR mutations (Del19/L858R) had a significantly longer median iPFS com-

pared to those with uncommon mutations (34.4 vs. 17.0 months; p = 0.019).

Conclusion: The combination of gamma knife radiosurgery and second-generation TKIs (afatinib)
demonstrated favorable efficacy in terms of response rate, PFS, and iPFS in patients with EGFR-mu-

tant NSCLC and brain metastases.

Key words: non - small cell lung cancer, EGFR mutations, afatinib, brain metastases, gamma knife

1. DAT VAN BE

Ung thu phoi khong té bao nho (UTPKTBN)
di cin ndo dugc danh gia 13 c6 tién lugng xau
hon so v&i cac vi tri di can khac [1]. Diéu tri bénh
nhan di cin ndo gap nhiéu kho khin do cac thude
hoa tri thong thuong kho xuyén qua hodc xuyén
qua hang rao mau nao vdi ty 1¢ thap, do d6 dap
ung tai ndo thuong kém.

Hién nay cac phuong phap diéu tri méi nhu 1a
cac thudc nham dich phan tir nho da lam thay do6i
dang ké tién luong cua nhiéu loai ung thu, trong
d6 c6 UTPKTBN di cin ndo. Mot trong sd do
1a cac tac nhén e ché tyrosine kinase (TKI) tac
d6ng vao thy thé yéu t6 phat trlen bleu bi (EGFR).
Cac thu6c nay cho két qua vé song khong tién
trién bénh cao hon mét cach c6 ¥ nghia théng ké
so voi hoa tri ligu qua cac thir nghiém 1am sang
[2, 3]. V6i trong luong va kich thudc phan tir nho,
cac thude Tkis da duge chimg minh c6 thé tiép
can t6i cac khdi ton thwong trong ndo qua mot
s6 thir nghiém lam sang 16n nhu Optimal, Eurtac,
Luxlung, Flaura...[2] [4, 5].

Xa tri toan ndo dugc chi dinh cho mdt vai
truong hqp dac bi¢t dé giam tri¢u ching tuy nhién
lai ¢6 nhi€u tac dung phu. Xa phau tai ndo voi

dao gamma la phuong tién diéu tri sir dung birc
xa gamma tap trung, hoi tu chinh xac chum tia
gamma nang luong cao dé tiéu diét khdi u tai ndo.
Ky thuét nay tap trung luong phong xa ¢ mure do
cao bé gay truc tlep lién két DNA cua té bao u,
tiéu huy khdi u bang tia gamma ma khong can mo
hop so hay st dung cac k¥ thuat xdm lan khéc.
Ngoai ra tia gamma tac dung gian tiép 1én phan tir
nude H,O trong u, tao ra cac phén tir oxy hoa tu
do, céc goc oxy hoa nay sé tiéu diét té bao u con
lai va khong 1am hai mé lanh [6, 7]. Viéc két hop
Gamma knife va diéu tri dich trong UTPKTBN
di cin ndo duoc khuyén cao ap dung trong cic
huéng dan diéu tri trong va ngoai nude. Tuy vay
can thuc hién cac nghién curu khoa hoc dé téng
hop thong tin vé hidu qua cua viéc két hop didu
tri nay cho cac nha lam sang. Do d6, nhom nghién
ctru thyc hién d@ tai véi hai muc tiéu:

1. Banh gia dap tng tong thé va dap mg noi
so cua bénh nhén ung thu phoi khong té bao nho
giai doan tién xa, di can ndo, diéu trj budc 1 voi
xa phau tai nio Két hop thude afatinib.

2. Panh gia thoi gian song thém khong tién
trién ndi so va thoi gian song thém khong bénh
tién trien chung cua nhom nghién curu.
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2. OI TWONG VA PHUONG PHAP
2.1. Béi twong nghién clru

44 bénh nhan duge chan doan UTPKTBN, di
can ndo, md bénh hoc la ung thu biéu mod tuyén
(UTBM tuyén), c6 dot bién nhay cam thudc
cua gen EGFR, dugc diéu tri béng thude e ché
tyrosine kinase (TKI) thé hé 2 (afatinib) tai Bénh
vién K tir 01/2018 dén thang 10/2024.

2.1.1. Tiéu chuén Iwa chon

Bénh nhér} duoc Ché.I‘l doan xac dinh ung thu
phoi khong té bao nho bang mo bénh hoc.

Bénh nhan dugc xac dinh c6 dot bién gen
EGFR ngoai trir dot bién T790M va INS20 don
ddc nguyén phat.

Xac dinh di can ndo c6 thé do ludng duoc trén
MRI/CT s0 ndo.

Diéu tri Gamma knife ton thuong di cin nio
trudce khi tién trién.

bicu tri triéu chung tai viung (ngoai ndo) hoac
cham so6c giam nhe ndi khoa dugc chap nhan.

Chi dinh xa tr1 (bao goém heu xa, sO lugng ton
thuong va thé tich tén thwong tbi da tai ndo) dugc
quyét dinh boi nha xa tri.

2.1.2. Tiéu chuén loai tree
Mic 2 ung thu tro 1én.
Phu nir c6 thai/cho con b.

Bénh nhan suy gan nang, suy thdn nang hoéc
cac bénh ly nang khac khong c6 kha ning diéu tri
TKI.

Chuyén d('*)i’céc TKIs khac trong qua trinh diéu
tri khong do tién trién hodc ddc tinh.

2.2. Phwong phap nghién ciru
- Thiét ké nghién ciru: M6 ta hoi ciru, theo doi
doc. Chon mau: Thuan tién.
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- C& mau: cong thire wde tinh ¢& mau theo uée
tinh song con:

V4

1%
2
Trong do6:
n: ¢& mau;
Z . gia tri tir phan bd chuan, duoc tinh dya
2
trén xac suat sai lam loai 1;
7z A o Aeoo: 1A - 118 <o
( o= 1,96 néu xac xuat sai lam loai 1 1a 5%);

Z, la gia tri duoc tinh dya trén lyc théng ké;
( =0,842 néu luc thong ké 1a 80%);
In(p,)
In(p,)

trén ty so song sot ky vong ¢ nhom thuc nghi¢m
va ty s6 sdng sét dugc rit ra tir cac nghién ciu
trudc do6. (Trong nghién clru cia Kim va cs, tai
thoi diém 12 thang, ty 18 tién trién tai ndo la
10,1%, ching t6i ky vong hiéu qua tuong duong
0 nhom can thi¢p so voi nghién ciru trude do) [8].

HR =

1a ty s6 nguy hai dugc tinh dya

Ap dung cong thirc c6 duoc ¢d miu woc tinh:

(0,4887+1)2(1,96+0,842)
(0,4887-1)° (2-0,101-0,0505)

- Céc budc tién hanh: Bénh nhan dugc tham
kham 1am sang ghi nhan cac thong tin vé tudi,
gio1, vi tri u, kich thude u, hach; vi tri, kich thude,
s6 luong t6n thuong di can.

- Dot bién EGFR dugc phat hién bang phuong
phap phan tmg chudi (Polemerase Chain Reac-
tion - PCR) hodc giai trinh tu thé hé méi (Next
Generation Sequencing - NGS) trong mau sinh
thiét truée diéu tri hodc sinh thiét 1ong.

- Diéu tri afatinib (3040 mg), udng lién tuc
ngay 1 vién.
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- Piéu tri giam nhe triéu chung bi“lng noi khoa
va/hoac xa tri triéu chirng tai vung (ngoai nao)
dugc phép két hop khi can thiét theo chi dinh cia
béc si 1am sang. Diéu chinh liéu theo huéng din
st dung da dugc Cuc Quan ly Dugc Viét Nam
phé duyét [9]. Liéu dung nap 14 liéu ma bénh nhan
c6 thé str dung hang ngay ma khong gip phai bat
ky tac dung phu ngiém trong nao can phai can
thiép diéu tri. Thoi gian theo ddi tbi thiéu la it
nhit dat dén lan danh gia dau tién, thoi gian theo
dai t6i da 1a dén thoi diém phén tich (30/6/2025).

- Banh gia dap ung toan than dugc ghi nhan
tai lan dau tién sau 3 thang + mot thang, bao gom
cong thirc mau, sinh héa mau, chup CTScanner.

- Danh gia dap ung tai ‘gén thuong ndo dugce
ghi nhén theo lan danh gia dau tién, t6i thiéu sau 3
thang + mot thang, danh gia bang CT/MRI so nao.

2.3. Cac bién s6 va chi s6

Dic diém cua dbi teong nghién ciru: Cong cu
khao sat: b cau hoi. Phuong phéap thu thap: khai
thac bénh an/héi bénh nhan.

+ Tudi: Tinh theo nim, khao sat tudi trung
binh va do¢ léch chuan.

+ Thé trang (PS): Tinh ty 1& phan trim thé
trang chung theo cac muc d¢ cua ECOG [10].

+ Cac bién khac nhu gidi, tinh trang hut thudc,
tinh trang di can nao tai thoi diém chan doan va
cac loai dot bien EGFR: Tinh ty I¢ phan tram.

Péap tng: Theo tiéu chuin Recist 1.1. [11]
Cong cu: bd cau hdi. Phuong phap thu thap: Tra
ctru thong tin trén hd so bénh an, do dac trén
chan doan hinh anh. Thoi gian séng thém khong
bénh tién trién (Progression Free Survival - PFS):
danh gia sau moi 3 thang = mot thang hoic tai
thoi diém bénh nhan c6 triéu chimg 1am sang nghi
ngd tién trién theo tiéu chudn RECISTI.1 [11].
St dung phuong phap Kaplan - Meier dé wéc tinh
thoi gian séng thém va test Log Rank dé so sanh.

Céch tinh: PFS (thang) = (ngay tién trién/tir
vong/dung do doc tiqh, tuy theo su kién nao xay
ra trudc) - ngay bat dau diéu tri)/30,45.

- Thoi gian sdng thém khong tién trién nodi so
(théang): Thoi gian tir luc diéu tri dén luc bénh tién
trién tai ndo theo RECIST 1.1/tir vong/dimg do
ddc tinh, tuy theo su kién nao xay ra trudce.

2.4. Xtv Iy sb liéu

S liéu duoc nhap va xu ly bang phan mém
SPSS 20.0 va phan mém R Software for Windows
phién ban 4.3.3.

2.5. Dao dirc nghién ciru

Day 1a phac dd diéu trj di duoc dua vao huéng
dan diéu tri UTPKTBN giai doan IV ctia By Y té.
Nghién ctru ndy nam trong khudn khé cia dé tai
nghién ctru da dugc phé duyét hoi dong dao duc
50 905/GCN-HPDDNCY SH-DHYHN.

Thong tin cia bénh nhan 1a bdo mat va chi
duogc su dung trong nghién ctru. Viéc tham gia
nghién ctru 1a hoan toan ty nguyén va chung toi
ton trong tat ca cac quyét dinh ctia bénh nhan.

3. KET QUA
3.1. Bic diém chung ctia nhém nghién ctru

Bang 1. P&c diém chung ctia nhém nghién ctu

Characteristic ‘ N=44
Gioi

Nam 27 (61,4%)
NG 17 (38,6%)
Tubi

Tudi < 65 32(72,7%)
Tubi = 65 12 (27,3%)
Chi s6 toan trang

PSO 16 (36,4%)
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Characteristic N =44 Characteristic N =44
PS 1 22 (50,0%) 30 mg 35 (79,5%)
PS 2-3 6 (13,6%) 40 mg 8 (18,2%)
Hut thuoc

b3 bd/Khoéng hut

25 (56,8%)

Pang hut thubc 14 - thudc lao

19 (43,2%)

Phan loai dot bién

Chra do6t bién thwdng gap
(Del19/L858R)

25 (56,8%)

Dot bién khong thudng gap

19 (43,2%)

Liéu khéi tri

30 mg

34 (77,3%)

40 mg

10 (22,7%)

Liéu dung nap

20 mg

1(2,3%)

PS: performance status (chi sé toan trang)

Trong sb 44 bénh nhan duoc tuyén chon, nam
gidi chiém 61,4%, 72,7% bénh nhan dudi 65 tudi.
36,4% bénh nhan ¢c6 ECOG 0, 50% c¢6 ECOG 1 va
13,6% c6 ECOG tir 2 dén 3. C6 56,8% bénh nhan
d3 bo hoic khong hut thude. Phan tich dic diém
dot bién cho thdy 56,8% bénh nhan mang dot bién
thuong gap (Dell9 hoac L858R), con lai 43,2%
mang dot bién khong thuong gap. Phan 16n bénh
nhan duoc khai tri véi lidu 30 mg (77,3%), trong
khi 22,7% bat dau véi liéu 40 mg. Liéu dung nap
30mg duogc dung cho 79,5% bénh nhan, 18,2%
dung lidu 40 mg va chi ¢6 1 bénh nhén (2,3%)
dung liéu 20 mg.

3.2. Ty lé dap rng

Bang 2. Ty Ié dép tng téng thé va dap (g ndi so

Mcrc do dap rng

Pap rng téng thé

Pap rng tai ndo

n (%) n (%)
Hoan toan 0 (0,0%) 10 (22,7%)
Mbt phan 32 (72,7%) 22 (50,0%)
On dinh 9 (20,5%) 11 (25,0%)
Tién trién 3 (6,8%) 1(2,3%)

Pap ng khach quan

32 (72,7%)

32 (72,7%)

Kiém soat bénh

41 (93,1%)

43 (97,7%)

Téng

44 (100%)

44 (100%)

Ty 1& dap tng tong thé dat 72,7% trong do6
khong c6 dap mg hoan toan, 72,7% dap img mot
phan. Ty I¢ kiém soat bénh chung dat 93,1%.

Ty 1€ dap ung tai ndo dat 72,7% trong d6 dap
tmg hoan toan dat 22,7% va dap ang mét phén la
50%. Ty I¢ kiém soat bénh tai ndo dat 97,7%.
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3.3. Th&i gian song thém khéng tién
trién noéi so (intracranial Progression -
free survival - iPFS)

3.3.1. Thoi gian song thém khong tién
trién néi so
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PFS ndi so

25%

0% 1

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48
Months

AtRisk 44 43 37 34 282522191610 7 5 3 1 1 1 1
Events 0 1 7 9 1113 16 17 17 18 20 20 21 22 22 22 22

Thoi gian (thang)
Biéu d6 1. Biéu db Kaplan-Meier wéc tinh thoi
gian séng thém khéng tién trién néi so
Trung vi thoi gian séng thém khong tién trién
ndi so dat 28,2 thang (14,7-NR) vdi trung vi thoi
gian theo doi 1a 26,1 thang (23,4-33,2).

3.3.2. Thoi gian song thém khéng tién
trién ndi so va cac yeéu to lién quan

Bang 3. Thoi gian séng thém khéng tién trién ndi

so va céc yéu to lién quan

Yéu té Median iPFS p-value
(95% Cl)

Chi sé toan trang 0,797

PS 2 28,2 (NR- NR)

PS 0-1 29,0 (17,0 - NR)

Phan loai dot bién 0,019

Chwra dét bién
thwdng gap (Del19/
L858R)

34,4 (24,5 - NR)

Dot bién hiém gap | 17,0 (11,4 - NR)

Yéu té Median iPFS prvalus
(95% ClI)

S6 co quan di can 0,866
>2 co quan di can 17,4 (11,4 - NR)
<2coquandican | 28,2 (17,0 - NR)

Liéu khéi tri 0,764
40 mg 31,5 (11,4 -NR)

<40 mg 28,2 (17,0 - NR)

Liéu dung nap 0,836
40 mg 18,6 (11,4 - NR)

<40 mg 28,2 (17,0 - NR)

- chua dat 50% bién ¢d

Bang 3 trinh bay trung vi thoi gian song thém
khong tién trién noi so theo cac dac diém 1am
sang va diéu tri. Trong s cac yéu t6 dugc phan
tich, chi c6 phéan loai dot bién EGFR cho théy su
khac biét c6 ¥ nghia thong ké vé thoi gian song
thém khéng tién trién nodi so (iPFS), bénh nhan
mang dot bién thuong gip (Dell9/L858R) co
iPFS trung vi cao hon dang ké so véi nhém mang
dot bién hiém (34,4 thang so v6i 17,0 thang;
p=0,019).

Cac yéu td con lai bao gém chi sb toan trang,
s6 co quan di can, liéu khoi tri va lidu dung nap
déu khong cho thay su khac biét co y nghia théng
ké ddi vai trung vi iPES (p > 0,05).

NR: not reach

3.4. Thoi gian séng thém khéng bénh
tién trién (Progression - free survival -
PFS)
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Biéu d6 2. Biéu d6 Kaplan-Meier wéc tinh thoi
gian sbng thém khéng bénh tién trién

Trung vi thoi gian song thém khong bénh tién
trién cua nghién curu dat 12,9 thang (10,2-19,2) voi
trung vi thoi gian theo doi 1a 23,8 thang (23,1-NR).

4. BAN LUAN

Dot bién gen EGFR 1a dot bién hay gip nhat
trén bénh nhan UTPKTBN, chiém 40-50% & cac
bénh nhdn chau A, v6i nguy co tién trién di cin
nao khoang 50+70% [12]. Hién nay, diéu trj tiéu
chuén cho nhom bénh nhan UTPKTBN giai doan
di can ndi chung va di can ndo ndéi riéng, cd dot
bién gen EGFR, cic nhém thudc tic ché tyrosin
kinase EGFR (EGFR-TKI) véi 3 thé hé khac
nhau dang 14 diéu tri chuan. Trong d6, osimertinib
(thubc EGFR-TKI thé hé thr ba) da cho thiy PFS
va OS dai hon dang ké so voi TKI thé hé dau tién
[2]. Vi kha nang tham nhap tot vao hé than kinh
trung wong, osimertinib con lam giam dang ké
tién trién hé than kinh trung wong [2]. Tuy nhién,
gia thanh osimertinib tai Viét Nam hién nay con
kha cao, khong dugc Bao hiém y té chi tra. Do do,
bén canh thudc thé hé 1 thi thudc TKIs thé hé 2
(afatinib) van 1a chi dinh dau tay cua cac nha lam
sang nudc ta. Hiéu qua cua viéc két hop xa phau
tai ndo bang dao Gamma cung véi afatinib khi
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khong thé sir dung osimertinib 1a muc tiéu thyc
hién nghién ctru nay.

Dell9 va L858R dugc bao céo trong cac
nghién ctru toan cau 1a cac dot bién phd bién nhat
cua gen EGFR, chiém khoang 85+90%, cac dot
bién khéc chi chiém khoang 10+15% [13]. Tuy
nhién, trong nghién clru cua ching to1 ty 1¢ dot
bién hiém cao hon dang ké (43,1%), c6 thé do xu
hudng uu tién chon afatinib ctia cac nha lam sang
cho nhom dot bién hiém dua trén céac thong tin
trude do trong cac nghién ciru vé wu thé dic biét
cua afatinib trén nhém nay so véi cac TKIs khac
[14]. Diéu nay phan anh dic diém thyc té ciia mot
nghién ctru hoi ctru.

Sau phan tich, ching t6i dat dwoc két qua cho
nhom bénh nhén da di can ndo ngay tai thoi dlem
chan doan rat dang khich 18 véi ty 1& dap ung tong
thé (Overall response rate - ORR) dat 72,7%; dap
ung ndi so (intracranial ORR - i1ORR) dat 72,7%.
Két qua cia chung toi (midc du tién hanh trén
nhoém di can ndo-vi tri di can co tién luong x4u
nhat) nhung nhin chung khong hé thua kém so voi
céc sb liéu duoc bo céo trén nhom bénh nhan giai
doan tién xa noi chung trong cac thir nghiém 1am
sang. ORR trong nhém c6 di can ndo dat 72,9%
trong phan tich LUX-Lung 3 & 6 va 72,9% trong
dit liéu thue té khéc tai chau A [3]. Trong nghién
ctu FLAURA, b¢nh nhan dung osimertinib co
ORR va ORR tai ndo (intracranial ORR - iORR)
lan luot 1a 80% va 91%, cao hon TKI thé hé 1
(76% va 68%) [2]. Két qua ciia chung toi cho thay
viée sir dung thude TKI thé hé 2 két hop véi didu
tri tai ndo bé‘mg Gamma knife dem lai két cuc tt
vé dap tng tong thé va dap ung ndi so, ¢ thé
chap nhan dugc trong bdi canh khong thé chi dinh
osimertinib.

iPFS va PFS trung vi ctia nghién ciru 1an luot 14
28,2 thang va 12,9 thang. Mac du nghién curu tap
trung vao nhom c6 tién lugng xau (di cin ndo), két
qua nay tuong duong véi dir licu tr LUX-Lung va
cac nghién ctru thyc té tai chau A. LUX-Lung 3 &
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6 cho théy afatinib vuot trdi hon hoa tri (iPFS: 8,2
vs 5,4 thang; p = 0,0297) [3]. M0t nghién ctru tai
Han Qudc ciing ghi nhan afatinib cai thién iPFS
so voi gefitinib/erlotinib (23,3 vs 12,4 hoac 17,3
thang; p < 0,001) [15]. Trong bdi canh khé tiép
can voi TKI thé hé 3, viée diéu tri afatinib va can
nhic phdi hop diéu tri tai ving v6i dao Gamma
giup dem lai hi¢u qua kha quan.

So sanh iPFS ¢ cac dudi nhém lién quan dén
lam sang va dic diém vé lidu diéu tri cho thay
cac bénh nhan mang dot bién thuong gap (Del19/
L858R) co tién lugng t6t hon vé thoi gian song
thém khong tién trién ndi so so véi thé dot bién
khac ctia gen EGFR véi p <0,05. Két qua nay hoan
toan phu hop véi cac nghién ciru tién 1am sang
cho théy kha nang nhay cam thudc TKIs cao hon
dan den ty 18 dap ung t6t hon va thoi gian song
thém tt hon cua cac dot bién thuong gip. Cac té
bao chira Del19 hoac L858R ¢6 ai luc cao hon véi
EGFR-TKI, dan dén dap tmg t6t hon va thoi gian
kiém soat kéo dai hon so véi cac dot bién hiém
[15]. Thuc té, cac thir nghiém 1am sang trén thude
TKIs thé hé 2 hodc 3 cling déu cho thfiy két cuc t6t
& cac bénh nhan mang dot bién thudng gap so voi
nhitng nguoi mang dot bién hiém gap [17].

Liéu diéu tri tiéu chudn dugc khuyén cdo cua
afatinib 1a 40 mg tuy nhién 77,3% céc bénh nhan
trong nghién ctru ctia ching t6i déu duoc khoi tri
v6i liéu 30 mg (thdp hon so véi lidu tiéu chuan).
Tai Viét Nam, cac bac si thuong wa thich lya
chon lidu khoi tri 30 mg/ngay dé giam doc tinh
cho bénh nhan. Trong nghién ctru LUXLung 6,
cac bénh nhan dugc khai tri voi liéu 40mg nhung
53% bénh nhan da phai giam liéu trong 6 thang
dau do ddc tinh, twong ty trong LUXlung 2, 3 ty
1¢ nay gap lan lugt 1a 57% va 52% [18]. Két qua
nay tro thanh tién dé cho nhiéu nghién ctru doi
thuc sau do6 tién hanh véi lidu khéi tri thip hon
lidu tiéu chuan va diéu chinh liéu theo dung nap
thudc. Pa phan déu cho thay diéu tri liéu khéi dau
afatinib 30 mg c6 ORR va mPFS tuong ty nhu
lidu 40 mg. Tai trung tdm cua ching t6i, cac bac

sT 1am sang thudng bt ddu véi liéu thip hon liéu
chuin dé thim do kha ning dung nap cia bénh
nhan. Sau khi theo ddi trong mot thang, néu bénh
nhan dung nap t6t, liéu luong afatinib co thé dugc
duy tri hodc ting thém 10 mg mot lan mdi ngay
cho phu hop. Két qua cua chung toi khong tim
thdy su khéac biét dang ké vé PFS va iPFS cua cac
phan nhom liéu théng qua phan tich.

Han ché chinh ctia nghién ctru 14 tinh chét hdi
ctru, dan dén c6 thé c6 nhiéu yéu té anh huong dén
nghién ciru. Ty 18 cao dot bién khong thuong gip
- du phan anh thyc hanh 1am sang tai Vi¢t Nam
- ciing c6 thé anh huong dén két qua. Tuy vay,
ORR, iPFS va PFS dat dugc la dang khich 1€, cho
thdy vai tro tiém nang cta su két hop afatinib va
gamma knife trong kiém soat di can ndo.

5. KET LUAN

Két hop gamma knife va EGFR- TKIs thé hé 2
(afatinib) cho hi¢u qua dicu tri tot trén bénh nhan
UTPKTBN, di can ndo ¢6 dot bien EGFR.
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