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So sanh hiéu qua diéu tri bwéc mot ciaa afatinib va gefitinib &
bénh nhin ung thw phéi khong té bao nhé giai dean tién xa c6
dot bién gen EGFR thwong gap: Dir liéu doi thuc vé PFS

Compare the effectiveness of afatinib and gefitinib as first-line treatment in

patients with advanced stage non-small cell lung cancer haboring common
EGFR mutations: Real-world data on PFS

Pham Viin Lu@nl'*l, Nguyén Dinh Tﬁngz,l 'Bénh vién Trung wong Qudn dgi 108,
Nguyén Minh Hai" va Nguyén Dao Tién 2Vién Khoa hoc Sirc khée, Pai hoc VinUni
Tom tat

Muc tiéu: So sanh hiéu qua diéu tri budc 1 cla afatinib va gefitinib & BN UTPKTBN giai doan tién xa
c6 dot bién gen EGFR thudng gap. D4i tuong va phuong phdp: Nghién ctu hoi clu, cac BN UTPKTBN giai
doan tién xa c6 dét bién gen EGFR loai x6a doan exon 19 va dot bién diém L858R trén exon 21 dugc diéu
tri budc 1 bang afatinib va gefitinib tir 01/2019 dén 12/2023. BN dugc theo doi va danh gia dap ting moi
3 thang hoac khi c6 triéu chiing clia bénh tién trién. Tiéu chudn chinh 13 thai gian séng thém bénh
khong tién trién (PFS), ti 1& dap tng khach quan (ORR), tiéu chudn phu la ti 1é kiém soat bénh (DCR), tac
dung khéng mong muén. Phan tang theo loai dét bién gen EGFR va di can nao. Két qua: C6 137 BN tham
gia nghién cuu, trong dé 65 BN diéu tri afatinib va 72 BN diéu tri gefitinib. Tudi trung binh ctia BN nhém
afatinib va gefitinib 1an luot |a 60,2 tudi va 65,5 tudi (p=0,04). S6 BN di can nio dugc diéu tri afatinib 1a 24
BN va gefitinib la 16 BN. ORR la 90,7% & nhom afatinib va 81,9% & nhdm gefitinib véi p=0,46. DCR bang
nhau gitia 2 nhém. Trung vi PFS & nhém afatinib la 15,8 thang va nhom gefitinib la 14,4 thang, p=0,55.
Trung vi PFS cia BN di can nao la tuong duong véi 13 thang 8 nhom afatinib va 12 thang & nhom
gefitinib (p=0,51). BN mang d6t bién L858R diéu tri afatinib c6 trung vi PFS 17,6 thang dai hon nhém
gefitinib véi 14 thang, nguoc lai, BN mang dot bién xéa doan exon 19 diéu tri gefitinib va afatinib dat
trung vi PFS lan lugt 1a 17,1 thang so vaéi 14,5 thang (p=0,68). Tac dung khéng mong muén gap & 73,8%
BN diéu tri afatinib, cao hon so v&i nhom diéu tri gefitinib 44,4%. C6 1 BN ndi ban va 1 BN tiéu chay doé 3
do afatinib, c6 3 BN tang men gan d6 3 do gefitinib. Két ludn: Afatinib va gefitinib déu c6 hiéu qua tot vé
ti 1&é dap Ung va PFS & BN UTPKTBN giai doan tién xa c6 dét bién gen EGFR thudng gap, ké ca BN c¢o di
can nao. Tuy nhién, ti & tac dung khong mong muén gap & nhém afatinib cao hon so véi nhom
gefitinib.

Turkhéa: Ung thu phéi khéng té bao nho, dot bién gen EGFR thudng gap, afatinib, gefitinib.

Summary

Objective: To compare the effectiveness of afatinib and gefitinib as first-line treatment in patients
with advanced stage non-small cell lung cancer (NSCLC) with common EGFR mutations. Subject and
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method: This is a retrospective study, patients with advanced stage NSCLC harboring EGFR mutation
deletion of exon 19 and L858R point mutation on exon 21 treated as a first line with afatinib or gefitinib
from January 2019 to December 2023. Patients were flow-up and assessed for response every 3 months
or when they had symptoms of progression. The primary endpoints were progression-free survival (PFS),
objective response rate (ORR), secondary endpoints were disease control rate (DCR), and adverse events.
Stratified by EGFR mutations, and brain metastasis. Result: There were 137 patients participating, afatinib
65 patients and gefitinib 72 patients. The average age of patients in the afatinib and gefitinib groups was
60.2 years and 65.5 years old, respectively (p=0.04). The number of patients with brain metastasis treated by
afatinib was 24 patients and gefitinib was 16 patients. ORR was 90.7% in the afatinib group and 81.9% in the
gefitinib group with p=0.46. DCR was equal between the 2 groups. Median PFS in the afatinib group was
15.8 months and the gefitinib group was 14.4 months, p=0.55. The median PFS of patients with brain
metastasis was equivalent to 13 months in the afatinib group and 12 months in the gefitinib group (p=0.51).
Patients with the L858R mutation treated by afatinib had a median PFS of 17.6 months longer than the
gefitinib group with 14 months, on the contrary, patients with the exon 19 deletion mutation treated by
gefitinib and afatinib achieved a median PFS of 17.1 months versus 14.5 months, respectively (p=0.68). Side
effects occurred in 73.8% of patients treated with afatinib higher than the group treated with gefitinib at
44.4%. There was 1 patient with rash and 1 patient with diarrhea at grade 3 due to afatinib, and 3 patients
had grade 3 of increasing liver enzyme due to gefitinib. Conclusion: Afatinib and gefitinib have good effects
in advanced stage NSCLC patients with common EGFR mutations. However, the percentage of adverse
events in the afatinib arm was higher than in gefitinib arm.
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1. DAT VAN DE

Bénh nhan (BN) ung thu phdi khéng té bao nho
(UTPKTBN) giai doan tién trién tai ché va di can xa c6
dot bién gen EGFR, diéu tri dich bang cac thudc
khang tyrosine kinase (TKI) la vu tién lya chon hang
dau va dugc ap dung trong thuc hanh lam sang'.
Trong dé, osimertinib cho thdy hiéu qua vuct troi
hon so véi TKI thé hé 1 bao gom gefitinib va
erlotinib ké ca vé thoi gian séng thém bénh khéng
tién trién (Progression-Free Survival - PFS) va thoi
gian séng thém toan bo (Overall Survival - OS)* >,
Nghién ctu LUX-LUNG 7 la thit nghiém lam sang
pha llb, so sanh hiéu qua diéu tri buéc 1 ctia 1 TKI
thé hé 2 la afatinib va 1 TKI thé hé 1 gefitinib & BN
UTPKTBN giai doan tién xa c6 dot bién gen EGFR*.
Két qua clia nghién ctiu nay cho thay, afatinib dat
trung vi PFS la 11 thang cao hon so véi trung vi PFS
cla gefitinib 1a 10,9 thang, su khac biét cé y nghia
thong ké vai p=0,017, tuy nhién su khac biét nay la
khéng dang ké cling nhu khéng cé su khac biét co y
nghia thong ké vé OS vdéi trung vi OS la 27,9 thang
cla nhém afatinib va nhom gefitinib la 24,5 thang,
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p=0,258°. TU sau nghién ctu nay, mét loat cac
nghién ctu doi thuc da dugc tién hanh trén Thé gidi
bao gém ca nghién clru tién clu va héi ciu dé so
sanh gilta hiéu qud clta afatinib véi gefitinib va
erlotinib. Nghién ctu dgi thuc cdia Kim Y va céng su
tai Han Quoc vai 165 BN diéu tri bang afatinib, 230
BN diéu tri bang gefitinib va 72 BN diéu tri erlotinib®.
K&t qua cta nghién ctu cho thdy, trung vi PFS cla
BN diéu tri afatinib la 19,1 thang, dai hon c6 y nghia
thong ké so véi nhom diéu tri gefitinib (13,7 thang)
va erlotinib (14 thang), véi p=0,001. Tuy nhién, trong
mot phan tich gop, Yang Z. va cdng su két luan rang,
khong c6 bang chiing chac chén cho thay afatinib
hiéu qua hon gefitinib’. Cac nghién ctru nay cho
thay su chua dong nhat vé két qua, vi vay, nhiing
nghién cuu ti€p theo dé so sanh hiéu qua cla cac
TKI nay la can thiét. Tai Viét Nam, osimertinib c6 gia
thanh con cao va chua dugc chi trd bgi bao hiém y
té, do do, afatinib, gefitinib va erlotinib van la cac
thudc cha yéu dugc stir dung trong diéu tri budc 1 &
BN UTPKTBN c6 dét bién gen EGFR va c6 mot s6
nghién ctu danh gia hiéu qua cla tung thudc riéng
I&é ma chua c6 nghién citu nao so sanh hiéu qua gilia
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cac TKI*®. Do d6, muc tiéu ctia nghién ctu nay la so
sdnh hiéu qua diéu tri budc 1 cua afatinib va gefitinib &
bénh nhan ung thu phéi khéng té bao nhé giai doan
tién xa cé dét bién gen EGFR thudng gdp.

1. D61 TUGNG VA PHUGNG PHAP
2.1.Déi tuong

Cac BN UTPKTBN giai doan tién xa c6 dét bién
gen EGFR thudng gap dugc diéu tri budc 1 bang
afatinib va gefitinib.

Nghién ctu dugc tién hanh tai Khoa Noi H6 hap
- Bénh vién Trung uong Quan doi 108.

Thai gian thu thap sé liéu tir thang 01 ndam 2019
dén thang 12 ném 2023.

Thai gian phan tich s6 liéu thang 4 nam 2024.

2.2. Phuong phdp

Thiét ké nghién ctru: Nghién ctu héi cdu.

Phuong phap chon mau: Bénh nhan dugc chon
thuan tién theo ho so bénh an diéu tri, sao cho dam
bao tiéu chuin chon va loai trir nhu sau:

Tiéu chudn lua chon: (1) UTPKTBN giai doan lIB,
NIC khéng c6 chi dinh héa xa tri dong thai va giai
doan IV theo phan loai giai doan phién ban 8 cla
AJCC. (2) BN c6 dot bién gen EGFR loai x6a doan trén
exon 19 va dot bién diém L858R trén exon 21. (3) BN
trén 18 tudi. (4) Chua dugc diéu tri hoa chat trudc
do. (5) Cé it nhat mot lan dugc danh gia dap ung
diéu tri. (6) C6 day du thong tin vé qua trinh diéu tri
dén khi chét s6 liéu.

Tiéu chudn loai trr: (1) UTPKTBN giai doan | - lIA.
(2) BN c6 dét bién gen EGFR khéng thudng gap. (3)
BN c6 bat cit bang chiing nao vé di iing nang vai
thuoc afatinib hoac gefitinib. (4) BN ¢6 dot hoat
dong cua virus viém gan B, C. (5) BN khong day du
théng tin hé so.

Phan tang theo loai dot bién gen EGFR, di can nao.

Theo déi va ddnh gid trong qud trinh diéu tri:

Thuoc diéu tri: Afatinib (Giotrif) liéu khai dau
40mg, 30mg hodac 20mg, méi ngay udng 1 vién.
Geftinib (IRESSA) liéu diéu tri 250mg/ngay, udng
moi ngay 1 vién.

BN dugc theo doi va danh gia moi 12 tuan diéu
tri hodc khi cé triéu ching clia bénh tién trién bang
kham lam sang, chup cat I6p vi tinh nguc - bung,
MRI so nao, xa hinh xuong.

DPanh gia dap ung véi diéu tri theo tiéu chuan
RECIST 1.1 (Response Evaluation Criteria in Solid
Tumors)'. Cac BN khang thudc afatinib va gefitinib
dugc xét nghiém xac dinh cac dot bién khang thuoc.
Sau d06, BN sé dugc diéu tri bang thuéc TKI thé hé 3
néu cé T790M duong tinh, diéu tri bang cac thuéc
khang ALK hodc ROS 1 néu xuat hién 2 loai dét bién
nay. Cac BN khéng c6 dot bién khang thudc sé nhan
dugc diéu tri hda chat don thuan hodc hda chat két
hgp mién dich néu toan trang tét.

DPanh gia vé tac dung khong mong muén theo
tiéu chuan cla Vién Ung thu Qudc gia My National
Cancer Institute Common Terminology Criteria for
Adverse Events - CTCAE) phién ban 5.0 - 2017"".

BN c6 di cédn ndo dugc diéu tri bang xa phau, xa
toan nao hoac khong diéu tri tai chd can ci vao triéu
ching 1am sang ca BN, s6 lugng, kich thudc ton
thuong, tinh trang phu nao trén MRI so ndo. Bénh
nhan di can xuong dugc xa giam dau néu dau nhiéu
va tén thuang khu tra hodc truyén thuéc chéng hay
xuong bang acid zoledronic.

Toan trang ctia BN dugc danh gid theo thang
diém ECOG va dugc chia thanh 2 nhém: Nhém 0 dén
1 diém va nhom 2-4 diém' 2,

Tiéu chudn ddnh gid ddp ung diéu tri:

Tiéu chuan chinh: Thoi gian s6ng thém bénh
khéng tién trién (Progression- Free Survival - PFS), ti [&
dap ung khach quan (Objective Response Rate - ORR).

Tiéu chudn phu: Ti 1& kiém soat bénh (Disease
Control Rate), va tac dung khdng mong muén.

2.3. Dao dirc nghién citu

Nghién ctu da dugc chap thuan béi Hoi dong
y dic Bénh vién Trung uong Quan do6i 108 tai Giay
ching nhan s6 490/GCN-BV, ngay 17 thang 01
nam 2024.

XU ly s6 liéu: SO dung phan mém SPSS 22.0. Thoi
gian séng thém tinh toan dua vao phuong phap
Kaplan-Meier. Su khac biét cé y nghia thong ké véi
p<0,05.
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Ill. KET QUA

Cé6 137 BN tham gia nghién ciu dugc chia thanh
2 nhom, nhém diéu tri afatinib c6 65 BN va nhém
diéu tri gefitinib c6 72 BN. D6 tudi trung binh ctia BN
diéu tri bang gefitinib cao hon cé y nghia thong ké

p=0,004. Khong thay su khac biét c6 y nghia thong

so v6i BN nhém afatinib, 1an lugt 13 65,5 va 60,2 tudi,

Bang 1. Pac diém chung ctia bénh nhan nghién ciu

ké gitta 2 nhom BN vé gidi han tudi, gidi tinh, tién su
hut thuéc, loai dot bién gen EGFR, tinh trang di can
nao, toan trang ctia BN va giai doan bénh. Két qua
dugc biéu thi theo Bang 1.

Nhém diéu tri afatinib

Nhém diéu tri gefitinib

Dac diém (n=65) (n=72) p
n Ty lé % n Tylé %

D6 tudi trung binh 60,2+10,9 655+10,6 0,004
R < 65 tudi 40 61,5 34 47,2

Phan loai tuoi ~ 0,09
> 65 tuoi 25 38,5 38 52,8
Nam 45 69,2 45 62,5

Gidi 04

NG 20 30,8 27 37,5
. ’ co 43 66,2 44 61,1

Tién st hut thuéc 0,54
Khéng 22 33,8 28 38,9
’ exon 19 43 66,2 41 56,9

Loai d6t bién gen 0,27
L858R 22 33,8 31 43,1
Cco 24 36,9 16 22,2

Di can nao 0,06
Khéng 41 63,1 56 77,8
. 0-1 41 61,1 41 56,9

Toan trang 0,46
2-4 24 36,9 31 43,1
B, C 6 9,2 10 13,9

Giai doan bénh 0,4

v 59 90,8 62 86,1

Trung vi thai gian theo déi la 17,8 thang cho ca 2 nhom. Ti |é BN dat dap ing hoan toan va dap ung 1
phan ctia nhom afatinib la 13,8% va 76,9% theo lan luot, xu hudng cao hon so véi cac ti 1é nay & BN diéu tri
bang gefitinib tuong tng la 11,1% va 70,8%. ORR clia nhém afatinib 90,7% va gefitinib 81,9%. Su khac biét
khéng c6 y nghia thdng ké véi p=0,46. Ti 1& kiém soat bénh 2 nhém khéng khac biét (Bang 2).

Bang 2. Dap (ing diéu tri ca bénh nhan nghién ciru

. Afatinib Gefitinib
Pap ung diéu tri p
n Ty 1é % Ty 1é %

Déap ung hoan toan 9 13,8 8 11,1

Dép ting mét phan 50 76,9 51 70,8 046
Bénh én dinh 5 7,7 12 16,7 '
Bénh tién trién 1 1,5 1 1,4

Ti Ié dap ung khach quan 59 90,7 59 81,9 0,46
Ti I& kiém soat bénh 64 98,5 71 98,6 0,46
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Biéu dé 1. Dap ung khach quan cla bénh nhan diéu tri bang afatinib
va gefitinib theo loai dét bién gen EGFR.

ORR clia BN diéu tri afatinib mang dot bién xéa doan exon 19 13 90,7%, ctia BN mang dét bién diém
L858R la 90,9%, xu hudng cao han so véi ORR cta BN diéu tri gefitinib mang dét bién xéa doan exon 19 va
L858R lan luot la 82,9% va 80,6%, p>0,05.
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Bi€u d6 2. Thdi gian s6ng thém bénh khéng tién trién
clia 2 nhém bénh nhan diéu tri bang afatinib va gefitinib

Trung vi PFS cia BN diéu tri bang afatinib la 15,8 thang (Cl 95%: 11,9-19,7). Trung vi PFS cta BN diéu tri

bang gefitinib la 14,4 thang (Cl 95%: 11,1-17,8), p=0,55. Ti [& PFS 1 nam va 2 nam clia nhém afatinib la 70,2%
va 33,9%, ctia nhom gefitinib 1a 64,9% va 28,2% theo lan lugt.
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A B

Bi€u d6 3. Thdi gian s6ng thém bénh khoéng tién trién
cla bénh nhan diéu tri bang afatinib va gefitinib theo di can nao (A) va khéng di can néo (B).
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BN ¢6 di can nao, trung vi PFS ciia nhém afatinib la 13 thang (Cl 95%: 9,9-16,0 thang), trung vi PFS cla
nhém gefitinib la 12 thang (Cl 95%: 11,8-12,2), p=0,51.
BN khéng di can nao, trung vi PFS cia nhom afatinib la 16 thang (Cl 95%: 11,4-20,6 thang) va nhém
gefitinib la 17,2 thang (13,1-21,4 thang), p=0,51.

dét bién x6a doan exon 19 dét bien diem LBSBR
5 Afatinib hodc 1.0 Afatinib hodc
e Gefitinib Gefitinib
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Bi€u dé 4. Thai gian s6ng thém bénh khoéng tién trién clia bénh nhan diéu tri
bang afatinib va gefitinib theo dot bién x6a doan trén exon 19 (A) va dét bién diém L858R (B).

BN mang dét bién xéa doan exon 19, trung vi PFS clia nhom afatinib 14,5 thang (Cl 95%: 11,3-17,8
thang), nhém gefitinib 17,2 thang (Cl 95%: 12,8-21,7 thang), p=0,68. BN mang dét bién diém L858R, trung vi
PFS nhém afatinib la 17,6 thang (Cl 95%: 6,7-28,5 thang), trung vi PFS clla nhém gefitinib la 14 thang (Cl
95%: 11,5 - 16,5 thang), p=0,68.

Bang 3. Tac dung khéng mong muén lién quan dén diéu tri

Diéu tri bang afatinib hay gefitinib
Tac dung khéng mong muén Afatinib (n = 65) Gefitinib (n =72)
n Tylé% n Tylé %
Chung 48 73,8 32 444
Tatca 45 69,2 27 37,5
bo 1 36 55,4 21 29,2
NGi ban b6 2 8 12,3 6 83
P63 1 1,5 0 0
b6 4-5 0 0 0 0
Tatca 20 30,8 5 7,0
Do 1 17 26,2 4 5,6
Tiéu chay D62 2 3.1 1 1,4
P63 1 1,5 0 0
b6 4-5 0 0 0 0
Tatca 13 20,0 2 2,8
Viém ké méng D? 1 8 123 1 14
b6 2 5 7,7 1 1,4
>do3 0 0 0 0

60



TAP CHI Y DUOC LAM SANG 108

Tap 19 - S6 5/2024

DOI: https://doi.org/10.52389/yd|s.v19i5.2265

Diéu tri bang afatinib hay gefitinib
Tac dung khéng mong muén Afatinib (n = 65) Gefitinib (n =72)
n Tylé % n Tylé %

Tatca 9 23,7 19 25,7
Chan 3n bo 1 4 6,3 6 83
D62 5 7,7 4 56

>d63 0 0 0 0
Tatca 0 0 5 7,0
Do 1 0 0 1 14
Tang men gan P62 0 0 1 1,4
P63 0 0 3 42

b6 4-5 0 0 0 0

Tac dung khéng mong muén gap & 73,8% BN
diéu tri afatinib va 44,4% BN diéu tri gefitinib, cha
yéu & do 1, do 2. Ti I& ndi ban, tiéu chdy, viéem ké
mong cling gap & BN diéu tri afatinib nhiéu hon
nhém gefitinib, trong d6 c6 1 BN ndi ban d6 3 va 1
BN tiéu chdy d6 3 do afatinib. Ti Ié chdn an tuong
duong gilta 2 nhom. Khéng c6 BN nao diéu tri bang
afatinib c6 tang men gan, trong khi d6, c6 3 BN diéu
tri gefitinib gap tang men gan véi 3 BN tang men
gan dé 3 chiém 4,2%.

IV. BAN LUAN

Trong nghién ctu clia ching t6i, d6 tudi ctia BN
trong nhom diéu tri bang gefitinib cao hon cé y
nghia thong ké so véi nhém diéu tri bang afatinib.
DPay la xu hudng hay gap trong cac nghién ctu doi
thuc vé hiéu qua cua 2 loai thudc EGFR-TKI nay. Mét
s6 nghién ctu da cho thay gefitinib la uu tién lua
chon cho BN cao tuéi do tinh an toan ctia thudc nay
s0 vGi cac TKI khac nhu afatinib hay erlotinib® '*. Bén
canh do6, chiing téi cling ghi nhan thay rang, ti |é dot
bién gen EGFR loai x6a doan exon 19 chiém ti |é cao
hon so véi dot bién diém L858R & ca 2 nhém, tuong
tu nhu nghién clu Lux-Lung 7*°, hay nghién cdu
cta Kim Y va cong su®. Tuy nhién, mot s6 nghién cuiu
ddi thuc & Dai Loan lai ¢6 ti 1é dot bién xéa doan trén
exon 19 cao hon & nhém diéu tri afatinib, con trong
nhom diéu tri gefitinib, ti &6 BN mang dot bién L858R
cao hon' ",

Vi trung vi thdi gian theo dbi la 17,8 thang cho
cd 2 nhém, chung t6i ghi nhan ti 1é BN dat dap ung
hoan toan va dap tng 1 phan ctia nhém afatinib cao
hon mot chut so véi 2 loai ti 1é nay & BN diéu tri
bang geftinib. ORR clla nhém afatinib 90,7% va
gefitinib 81,9%. Tuy nhién, su khac biét khong co y
nghia théng ké véi p=0,46. Bén canh dé, ti lé kiém
soat bénh 2 nhém la bang nhau. Xu huéng nay cling
dugc thay & nghién ctiu Lux-Lung 7 vdi ti & ORR cla
nhém afatinib la 73%, cao hon so v&i nhom gefitinib
la 56%*, tuy nhién ti I& dap Ung trong nghién cdu
cla chung tbi cao han so vd&i nghién cdu nay. Khi so
sanh ti [é dap Ung gilta 2 nhom theo vi tri dét bién
gen EGFR chuing t6i thay rang afatinib cho ti & dap
Ung cao hon so vdi gefitinib & ca dot bién xda doan
exon 19 va L858R, mac du vay, su khac biét khéng co
y nghia théng ké. Nghién ciu Lux-Lung 7 cho thay,
ORR trén BN mang dét bién x6a doan exon 19 cla
afatinib 1a 75% cao hon so véi BN diéu tri bang
gefitinib la 66%, su khac biét khong c6 y nghia
thong ké véi p=0,15. Tuy nhién, BN mang dét bién
L858R, ORR clia BN diéu tri bang afatinib cao hon
27% so vGi BN diéu tri gefitinib véi ti 1& lan lugt la
69% va 42%, p=0,003".

Danh gia vé thai gian song thém, Park K va cong
su ghi nhan BN dugc diéu tri bang afatinib dat trung
vi PFS dai hon so y nghia théng ké so véi BN diéu tri
bang gefitinib la 11 thing so véi 10,9 théang,
p=0,017". Tuy nhién, su khac biét nay la khéng dang
ké dac biét trén thuc hanh lam sang. Trong moét
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nghién ctiu dGi thuc, Kim Y va cdng su thay, trung vi
PFS cta BN diéu tri bang afatinib, gefitinib va
erlotinib lan lugt la 19,1 thang, 13,7 thang va 14
thang, p<0,001°. K&t qua nghién ctiu clia ching toéi
cling ¢6 chung xu hudng véi trung vi PFS cta BN
diéu tri bang afatinib dai hon trung vi PFS cta BN
diéu tri bang gefitinib lan lugt la 15,8 thang va 14,4,
nhung su khac biét khong cé y nghia thong ké véi
p=0,55. Trong mét phan tich gép tu 8 thir nghiém
lam sang vé hiéu qua diéu tri budc 1 clia cadc EGFR-
TKI, Haaland B va cdng su thdy rang, so sanh vé PFS
gilta afatinib va gefitinib khéng c6 su khac biét véi
HR (Hazard Ratio) la 1,01".

Phan tich su khac biét vé PFS theo loai dét bién
gen EGFR, chiing t6i thdy rang, déi véi BN mang dot
bién xd6a doan exon 19, mac du su khac biét khéng
c¢é y nghia théng k&, nhung trung vi PFS nhéom
afatinib thap hon so véi trung vi PFS cla nhom
gefitinib va nguoc lai, véi BN mang dét bién diém
L858R, trung vi PFS nhém afatinib dai hon trung vi
PFS ctia nhom gefitinib. Két qua nay khac so véi mét
s6 nghién ctu khac khi thay rang, BN mang dét bién
x0a doan exon 19 diéu tri afatinib cé trung vi PFS dai
hon BN mang dét bién L858R cling nhu dai hon
trung vi PFS cta BN mang loai dét bién gen nay
dugc diéu tri bang gefitinib* °. Tuy nhién, trong
nghién ctu cta Kim Y va cdng sy, tac gid cling ghi
nhan thay rang khong cé su khac biét vé PFS gilia
afatinib va gefitinib trén BN mang dét bién diém
L858R°. Nghién clu cia Tu CY va coéng su hay
nghién ctu clia Su PL va céng su cling thay khéng
c6 su khac biét vé PFS gilta BN diéu tri bang afatinib,
gefitinib va erlotinib trén ca dét bién x6a doan exon
19 va dét bién diém L858R'™* "3,

Trén BN c6 di can nao, ching t6i ghi nhan trung
vi PFS cla nhém afatinib cé xu huéng dai hon BN
dugc diéu tri bang gefitinib, tuy nhién, & nhém BN
khong cé di can nao, két qua clia ching toéi ghi nhan
rang, trung vi PFS & BN diéu tri bang gefitinib dai
hon mét chat so véi BN duoc diéu tri afatinib, mac
du, sy khac biét la khong c6 y nghia thong ké vai
p>0,05. Trong nghién ctu Lux-Lung 7, Park K va
cdng su cling thay rang khéng co6 su khac biét vé
PFS gitta nhom diéu tri afatinib va gefitinib & ca BN
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c6 di can nao hay khong cé di can néao véi p= 0,93"
Trong moét nghién cdu khac, Tu CY va cdng su khéng
thay c6 su khac biét vé PFS gilra afatinib, gefitinib va
erlotinib & BN di can ndo, nhung & BN khong ¢6 di
can nao, diéu tri afatinib mang lai hiéu qua vé PFS
han so véi BN diéu tri TKI thé hé 1 véi p=0,01". TU
két qua clia cac nghién cliu nay cé thé thay, gefitinib
clng c6 hiéu qua & BN UTPKTBN di cdn nao va
khéng khac biét véi afatinib & nhom BN nay, ddc
biét khi hién nay, cac phuong phép xa tri tén thuong
di can ndo nhu xa phau, xa toan ndo mang lai hiéu
qua rat tét trong viéc kiém soat ton thuong ndi so.

Qua phan tich chung t6i thay rang, cing nhu
cac nghién ctu khac nhu Lux-Lung 7 hay nghién ctu
cla Kim Y va cdng su™®, BN diéu tri bang afatinib c6
nhiéu tac dung phu hon so véi BN diéu tri bang
gefitinib tuong dng lan lugt véi 73,8% va 44,4%,
nhat la viém k& méng va tiéu chay. Day cling la mét
cG s& dé lua chon BN vao diéu tri afatinib hay
gefitinib, cac BN cao tudi, nhat la nhom trén 70 tudi
thudng lua chon gefitinib thay vi afatinib do nguy co
tiéu chdy nang. Bén canh do6, ching t6i chi gap mét
s tac dung khdng mong muén nhu ndi man, chan
an, tdng men gan, trong d6, da s6 la d6 1, d6 2. Tuy
nhién, trong khi BN diéu tri afatinib khéng gap
trudng hgp nao tang men gan thi nhom diéu tri
gefitinib c6 5 BN tang men gan, trong dé 3 BN tang
men gan d6 3 can phai thay déi thudc trong qua
trinh diéu tri. Mot s6 nghién ctu ciing cho thay thay
gefitinib thuong gdy tang men gan hon nhiéu hon
afatinib™”.

Han ché cla nghién ctru, day 1a nghién ciu hoi
cltu va chua phan nhém ngau nhién gitta 2 nhém
diéu tri afatinib va gefitinib.

V. KET LUAN

Afatinib va gefitinib c6 hiéu qua khong khac
biét vé ti 1é dap ung va PFS & BN UTPKTBN giai doan
tién xa c6 dot bién gen EGFR thudng gap, ké ca BN
c6 di can ndo. Tuy nhién, ti Ié tdc dung khong mong
muon gap & nhém afatinib cao hon so véi nhém
gefitinib. Nghién ctu tiép theo sé dugc tién hanh vai
c¢& mau Idn hon va thdi gian theo doéi dai hon dé
danh gia hiéu qua vé thai gian séng thém toan bd
cya 2 loai thudc nay.
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