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Muc tiéu ctia nghién ctru la danh gia két qué diéu tri budc 1 & bénh nhan ung thuw phéi khéng té bao nhd
(UTPKTBN) giai doan tién xa cé dét bién gen EGFR dwong tinh béng Gefitinib. Pay la nghién ctru tién ctru,
theo déi doc & 120 bénh nhan UTPKTBN giai doan tién xa, dét bién gen EGFR duong tinh diéu tri buéc 1
bang thuéc Gefitinib, theo déi va danh gia déap ting mdi 3 thang hodc khi cé triéu ching cia bénh tién trién.
Két qua, tai 3 thang, t7 16 dap g toan bé 59,2%, ti 1é kiém soat bénh 95,8%. Trung vi thoi gian séng thém
bénh khéng tién trién 14,5 thang, trung vi thdi gian séng thém toan bo 33 thang. Thoi gian séng thém toan
bd dai hon c6 y nghia théng ké & bénh nhan nir, bénh nhan khéng hat thuéc va bénh nhéan c6 toan trang
tét. Ti 16 séng thém tai thoi diém 12 thang la 63,3%, 24 thdng 25%, 36 théng 5,8%, 48 thang 2,5%, 60 thang
0,8%. Tac dung khéng mong mudn gdp & 59,2% bénh nhan, Tém lai, Gefitinib Ia lwa chon hiéu qué dé chi
dinh diéu tri buéc 1 & bénh nhan UTPKTBN giai doan tién xa cé dét bién gen EGFR dwong tinh, dic biét,
n6é mang lai lgi ich vé séng thém toan bé & nhéom bénh nhan ni gidi va nhom bénh nhéan khéng hat thuéc.

T khoa: ung thw phéi khéng té bao nhd, dét bién gen EGFR, Gefitinib bwé'c mot.

I. DAT VAN BE

Dot bién gen EGFR 14 loai dot bién gen
thworng gép & bénh nhan ngwdi chau A méc
ung thw phdi khong té bao nhd (UTPKTBN) voi
ti 1& 40 — 50%, trong khi d6, bénh nhan khong
phai nguén gbc chau A, ti 1& cta dot bién gen
nay chi khoang 10 — 15%." Céac nghién ctru tht
nghiém |am sang pha lll, da trung tam trén Thé
gi¢i cho thay, bénh nhan UTPKTBN giai doan
tién xa cé dot bién gen EGFR dwong tinh dap
&ng tét v&i cac thube (e ché Tyrosin Kinase
(TKIs), trong d6 TKI thé hé 3 Osimetinib ¢ hiéu
qua vuot trdi hon so véi TKis thé hé 1 (Gefitinib
va Erlotinib) trong diéu tri bwéc 1 & nhém bénh
nhan nay.2%4
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Cac TKIs thé hé 2 bao gébm Afatinib va
Dacomitinib cling c6 hiéu qua 6t hon so Vo
héa tri khi c6 dot bién gen EGFR dwong tinh
& bénh nhan UTPKTBNS. O Viét Nam, cac
TKls da dwoc st dung trong diéu tri cho bénh
nhan UTPKTBN giai doan tién xa cé do6t bién
gen EGFR dwong tinh. Tuy nhién, trong khi
Osimetinib con st dung han ché do gia thanh
dat va chwa duwoc chi trd béi bao hiém y té, thi
cac TKls thé hé 1 va 2 van la lwa chon dwoc wu
tién hon ca. Khi do, cac nghién ctru danh gia
hiéu qua cta cac TKIs trén bénh nhan nguoi
Viét Nam la rat quan trong. Hién nay da cé
mot sd nghién clru vé hiéu qua cua Erlotinib,
Gefitinib va Afatinib trong diéu tri bénh nhan
UTPKTBN giai doan tién xa & mét sb trung tam
y t& I&n trong nwéc, tuy nhién sb lwong nghién

clru chwa nhiéu va sb lwgng bénh nhan con
it.6'7'8’9
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Muc tiéu ctia nghién ctru nay |a danh gia két
qua diéu tri buéc 1 & bénh nhan ung thu phdi
khong té bao nhé giai doan tién xa c6 dot bién
gen EGFR dwong tinh bang Gefitinib.

Il. DOI TUONG VA PHUONG PHAP
1.D6i twong

120 bénh nhan ung thw phdi khéng t& bao
nhd giai doan tién xa dwoc diéu tri dich budc
1 bang thubc Gefitinib tai Khoa Néi H6 hap —
Bénh vién Trung wong Quan déi 108 twr thang 1
nam 2016 dén hét thang 1 nam 2020.

- Tiéu chuan lwa chon:

+ Ung thw phéi khong té bao nhé giai doan
B, NlIC va IV theo phan loai giai doan phién
bén 8 clia AJCC.

+ Bénh nhan trén 18 tudi

+ Chwa dwoc diéu tri hoa chét trwdc do

+ Thoi gian diéu tri it nhat 3 thang tinh dén
thoi diém chét s6 liéu

+ Bénh nhan ddng y tham gia vao nghién
clru

- Tiéu chuan loai trir:

+ Ung thw phéi khong té bao nhé giai doan
I —1A

+ Bénh nhan cé bat cr bang chirng nao vé
di ’ng néng véi thudc Gefitinib

+ Bénh nhan khéng déng y tham gia vao
nghién ctru.

2. Phwong phap

Thiét ké nghién ctru: nghién ctru tién ciru

Phuwong phép 14y méu: 1y mau thuan tién.

Céc budc tién hanh:

- Bénh nhan dwoc kham I&m sang, lam cac
xét nghiém can lam sang, sinh thiét khdi u hodc
choc dich mang phéi dé c6 chan doan xac dinh.

- Céc loai bénh phdm dwoc s dung dé
lam xét nghiém dot bién gen EGFR: manh sinh
thiét, khdi u sau phau thuat, khdi té bao dich
mang phdi.

- Phéi hop véi Khoa Gidi phau bénh khoanh
vuing c6 té bao ung thu.

TAP CHi NGHIEN CUPU Y HOC

- Glri mau bénh pham d3 doc giai phau bénh
lam xét nghiém dét bién gen EGFR.

- Xét nghiém doét bién gen EGFR duoc thuc
hién bang phwong phap Realtime PCR c6 kep
peptide, phan tich trén hé thong ABI 7500 Fast
- tai Khoa Sinh hoc phan t&r - Bénh vién TWQD
108. Bay la phwong phap xét nghiém da dwoc
ngoai kiém.

- Diéu tri Gefitinib bwéc 1 cho bénh nhan
UTPKTBN giai doan tién xa cé dot bién gen
EGFR dwong tinh.

Theo déi va danh gia trong qué trinh diéu tri:

- Thuéc diéu tri: IRESSA 250mg cla Hang
Aztra Zeneca, méi ngay udng 1 vién, cé thé
udng nguyén vién hodc dé vién thudc ty tan
trong cbéc nuwéc réi ubng hodc bom qua Sond
da day.

- Bénh nhan dwoc theo ddi va danh gia méi
3 thang diéu tri hodc khi co triu chirng cla
bénh tién trién bang kham lam sang, chup cat
I&p vi tinh ngyc - bung, MRI s¢ ndo, xa hinh
xwong.

- Panh gia dap &ng véi didu tri theo tiéu
chudn RECIST 1.1 (Response Evaluation
Criteria in Solid Tumors). Cac bénh nhan khang
thubc Gefitinib dwgc xét nghiém giai trinh tw
gen thé hé méi (NGS) dé xac dinh cac dot
bién khang thudc. Sau dé, bénh nhan sé dwoc
diéu tri bang thudc TKI thé hé 3 néu c6 T790M
dwong tinh, diéu tri bang cac thubc khang ALK
hodc ROS 1 néu xuét hién 2 loai dot bién nay.
Céc bénh nhan khong c6 dot bién khang thubc
sé nhan dwoc diéu tri hoa chat néu thé trang
cho phép.

- Banh gia vé tac dung khéng mong muén
theo tiéu chuan cta Vién ung thw qubc gia My
National Cancer Institute Common Terminology
Criteria for Adverse Events — CTCAE) phién
ban 4.03 — 2010.

- Dirng diéu tri dich khi bénh tién trién ho&c
tac dung khéng mong mubn mdc dd nang, da
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didu chinh va diéu tri két hop van khong gidm
céc triéu chirng hodc bénh nhan khéng muén
tiép tuc diéu tri.

- Toan trang cua bénh nhan dwoc danh gia
theo thang diém ECOG: 0 dén 2 diém dwoc coi
la toan trang tét, 3 — 4 diém duwoc coi la toan
trang kém.

- Thoi gian phan tich két qua: thang 05 nam
2020.

Tiéu chuén danh gié dap (g diéu tri:

- Tiéu chuan chinh: thei gian séng thém bénh
khong tién trién (Progressive Free Survival -
PFS), ti 16 dap trng toan bd (Overall Response
Rate - ORR).

- Tiéu chuan phu: Thoi gian sbng thém
toan bod (Overall Survival), ti 1& kiém soat bénh
(Control Disease Rate), i 1& séng thém tai cac

ll. KET QUA

1. Pic diém cta nhém bénh nhan nghién ctru
Bang 1. Dac diém chung cia nhém bénh nhan nghién ciru

diém 12 thang, 24 thang, 36 thang, 48 thang,
60 thang sau diéu tri va tac dung khéng mong
muén.

3. Xt ly sé liéu

S& dung phadn mém SPSS 22.0. Thoi gian
sbng thém tinh toan dwa vao phwong phap
Kaplan-Meier. Su khac biét cé y nghia thdng ké
voi p <0,05.

4. Pao dirc nghién ctru

- Céac ndi dung cla ban thdo chwa dwoc
dang tai & cac tap chi khac.

- Ban thdo chwa duwgc glri xem xét phé duyét
& moét tap chi khac.

- TAt ca cac tac gid déu cé dong gop mot
cach dang ké vao qua trinh nghién ctru hodc
chuén bi bén thao va cung chiu trach nhiém vé
cac ndi dung cla ban thao.

Céc dic diém Sé Iwong (n = 120) Ty 1é (%)
Tudi trung binh 66,11 £11,72 (29 - 88)
260 85 70,8
<60 35 29,2
Gidi
Nam 58 48,3
N 62 51,7
Huat thudc
Cé 54 45
Khéng 66 55

Tudi trung binh ctia bénh nhan 14 66,11+11,72 tudi, cao nhat |a 88 tudi, thap nhat 1a 29 tubi, da sb
bénh nhan trén 60 tudi chiém 70,8%. Bénh nhan ni¥ va khong hut thubc 14 chiém ti 1é cao hon, 1an

lwot 1a 51,7% va 55%.

Typ ung thw biéu md tuyén chiém da sé v&i 93,3%, con ti 1& bénh nhan UTPKTBN chwa phan typ
la 6,7%. Khéng c6 bénh nhan ung thw biéu mé vay, ung thw biéu mé té bao Ién va ung thw biéu mod
tuyén — vay trong nhém bénh nhan nghién ciru. Trong s6 120 bénh nhan diéu tri dich cé 81 bénh
nhan c6 dot bién gen EGFR & exon 19, con doét bién gen & exon 21 c6 39 bénh nhan.
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Bang 2. Pic diém vé két qua mé bénh hoc va vi tri dot bién gen EGFR

Céc dic diém Sé Iwong (n = 120) Ty 1é (%)
M6 bénh hoc
Ung thw biéu mé tuyén 112 93,3
Ung thw biéu mé vay 0 0
Ung thw biéu mé té bao 16n 0 0
Ung thw biéu mé tuyén-vay 0 0
UTPKTBN chuwa phan typ 8 6,7
Vi tri dot bién gen
Exon 19 81 67,5
Exon 21(L858R) 39 32,5
2. Két qua diéu tri dich bang thudc Gefitinib
Bang 3. Th&i gian theo doi va ti 1€ dap trng sau 3 thang
Thei gian theo ddi trung binh 16,44 £10,7 (3 — 63 thang)
Mirc do dap &ng Sé lwong (n=120) Tile %
Dap wng hoan toan 3 2,5
Dap rng mot phan 68 56,7
Bénh &n dinh 44 36,6
Bénh tién trién 5 4,2
Ti & kiém soat bénh 95,8
Tilé dap trng toan bo 59,2

Thoi gian theo ddi trung binh la 16,44 thang, ngén nhét 3 thang, dai nhat 63 thang. Tai thoi diém
3 thang, ti & dap (rng hoan toan 2,5%, dap &ng 1 phan 56,7%, bénh 6n dinh 36,6%, bénh tién trién
4,2%, ti 1& kiém soat bénh la 95,8%, ti 1& dap (rng toan bd la 59,2%.
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Biéu dd 1. Thoi gian séng thém bénh khéng tién trién
Trung vi PFS 1a 14,5 + 0,86 thang (Cl 95%: 12,8 —16,1)
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Biéu do 2. Thoi gian séng thém toan bo
Trung vi thoi gian séng thém toan bo: 33 thang (Cl 95%: NR — NR)

Bang 4. Ti Ié séng thém toan bo tai cac thei diém khac nhau

Thei gian 12 thang 24 thang 36 thang 48 thang 60 thang
Tileséng SO lwong 76 30 3 2
thém Ti 6% 63,3 25 2,5 17

Ti lé sbng thém & thoi diém 12 thang 1a 63,3%, thoi diém 24 thang 25%, 36 thang 5,8%, 48 thang

2,5% va 60 thang 1,7%
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Biéu doé 3. Méi lién quan giira thoi gian song thém toan b va giéi tinh
Trung vi OS & ni¥ gi¢i dai hon nam gidi, sy khac biét ¢ y nghia théng ké véi p=0,049.
Trung vi PFS toan trang tét: 15 + 1,35
Trung vi PFS toan trang kém: 14 + 1,06

p =0,48
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Survival Functions
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Biéu doé 4. Méi lién quan gitra thoi gian sdng thém toan bé véi tién s hat thudc
Trung vi OS & bénh nhan khéng hut thubc 14 dai hon bénh nhan hut thuéc, sw khac biét cd y
nghia théng ké v&i p=0,025.
Trung vi OS toan trang tét: NR
Trung vi OS toan trang kém: NR

p =0,02
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Biéu d6 5. Méi lién quan giira thoi gian s6ng thém va toan trang cta bénh nhan
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Thoi gian séng thém bénh khong tién trién khéng cé sw khac biét gitka nhém bénh nhan cé toan
trang tot (ECOG 0 — 2 diém) v&i bénh nhan co toan trang kém (ECOG 3 — 4 diém) (p > 0,05). Thoi
gian séng thém toan bd & bénh nhan c6 toan trang tét kéo dai hon nhém cé thang diém toan trang

kém, su khac biét cé y nghia théng ké vé&i p < 0,05.

O co tac dung phu

I khéng co tac dung phu

A
B 50
40
30 =
20
o %_%
o =
ndibanviém k& tiéu
maéng

#doés
rdg4
iy mdaz
tang chanan Tdgl
men
gan

Biéu dé 6. Tac dung khong mong muén

Ti & tac dung khéng mong mudn gap & 59,2% s6 bénh nhan, trong d6 nhiéu nhét 1a néi ban chiém
41,7%, chi yéu 1a dd 1 va do 2. Tiép theo la viém k& mong, chan &n, tiéu chay, tding men gan. Dac
biét c6 2 bénh nhan cé tdng men gan dd 3, chiém 1,7%. Khong gap truérng hop nao cé anh hudng
dén tay xwong lam gidm héng cau, bach cau, tiéu cau. Khéng cé sé liéu vé ton thwong phdi ké do

thudc Gefitinib.
IV. BAN LUAN

Céc nghién ctu trong nwéc va trén Thé gidi
cho théy, tudi cao 1a mét trong nhirng yéu té
nguy co mac ung thw phéi, tudi cang cao, nguy
co nay cang cao. Trong nghién clru cla ching
t6i, tudi trung binh ctia bénh nhan la 66,11 tudi,
cao nhét 1a 88 tudi, thip nhét 1a 29 tudi, da sb
bénh nhan trén 60 tudi chiém 70,8%. Tuy nhién,

két qua nay cling phan anh tinh trang tré hoa
vé do tudi clia bénh nhan ung thw phéi khi cé
bénh nhan dwai 30 tudi. Sw tré hda nay dugc
giai thich do tinh trang hat thubc 14 & nguoi tré
tudi ngay cang cao. Theo théng k&, c6 dén 85 —
90% bénh nhan mé&c ung thw phdi ¢ lién quan
dén tién st hut thubc. Ngoai ra, 6 nhiém méi
trwong béi khéi bui, hoa chét cling la mét trong
cac yéu td lam t&ng nguy co ung thw phdis.
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Bénh nhan nir trong nghién ctvu nay chiém ti 1&
cao nam gi¢i v&i 51,7%, bén canh dé ti I1é€ bénh
nhan khéng hat thudc 1a cling chiém ti & cao
hon v&i 55%. Cac nghién ciru vé ung thw phéi
nhin chung déu cho thay nam gi&i va ngudi hat
thubc 1a hay méac ung thuw phéi hon ni gidi va
bénh nhan khéng hut thuéc 1a. Nghién ciru nay,
ching t6i danh gia két qua diéu tri UTPKTBN
giai doan tién xa c6 dot bién gen EGFR dwong
tinh bang thuéc diéu tri dich. Do do, két qua cta
chuang t6i la phu hgp véi cac nghién ctru trén
thé gidi khi dot bién gen EGFR thwdng gép hon
& bénh nhan ni gi¢i va khéng hat thudc!.

Vé két qua mé bénh hoc, trong nghién ctwu
nay chung téi gdp chd yéu bénh nhan typ ung
thw biéu mo tuyén véi 93,3%, con ti 1& bénh
nhan UTPKTBN chwa phan typ la 6,7%. Khéng
c6 bénh nhan ung thw biéu mé vay, ung thw
biéu md té bao I&n va ung thw biéu mé tuyén —
vay trong nhém bénh nhan dwoc diéu tri budc
1 & nghién ctru nay. Két qua ctia chung ti phu
hop v&i cac nghién clru trong nwéc va trén thé
giti, khi dot bién gen EGFR thwdng gap & bénh
nhan ung thw biéu mé tuyén hon céac typ biéu
mo khac."5 Chung tdi cling danh gia vé vi tri dot
bién gen EGFR & 120 bénh nhan duoc diéu
tri dich thi thay 81 bénh nhan c6 dot bién gen
EGFR & exon 19, con dét bién gen & exon 21
(L858R) c6 39 bénh nhan. Két qua nay twong
tw v&i cac nghién clru trén thé gidi khi dot bién
gen EGFR & vi tri exon 19 chiém ti 1& cao hon
exon 21234,

Van dé hiéu qua cta cac thubc diéu tri trc ché
Tyrosine Kinase da dwoc khéng dinh b&i cac
nghién ctu thir nghiém |am sang trén thé gidi
va dwoc dwa vao cac Hwéng dan thwe hanh
diéu tri ung thw phdi khéng té bao nhd.2345 Tai
Viét Nam, cac thubc diéu tri dich bao gébm ca
thé hé 1, 2 va 3 da duwoc ap dung diéu tri cho
bénh nhan UTPKTBN giai doan tién xa, trong
do6 TKI thé hé 1 (Gefitinib va Erlotinib) dwoc st

TAP CHi NGHIEN CUPU Y HOC

dung nhiéu hon c&%7°. Trong nghién ctru nay,
chang téi danh gia hiéu qua diéu tri buéc 1 cla
Gefitinib & 120 bénh nhan UTPKTBN giai doan
tién xa v&i thoi gian theo déi trung binh 1a 16,44
thang, ngan nhat 3 thang, dai nhat 63 thang. Vé
dap tng diéu tri tai thoi diém 3 thang, ti 1é dap
&ng hoan toan 2,5%, dap rng 1 phan 56,7%,
bénh 6n dinh 36,6%, bénh tién trién 4,2%, ti
I& kiém soat bénh 1a 95,8%, ti 1& dap ng toan
bd la 59,2%. Trong nghién cru IPASS, & bénh
nhan cé doét bién gen EGFR duwong tinh, ti 1é
dap (ng toan bd 1a 71,2% déi véi nhom diéu tri
dich cao hon hén so véi nhom diéu tri héa chét
v&i 47,3%2, con trong nghién ctru NEJOO2 ti 1€
dap &ng toan bod 1a 73,7%3. Cac két qua nay
cao hon nghién ctru cta chung toi.

V& van dé theo d&i va danh gia dap &ng cla
cac bénh nhan diéu tri dich, cac nghién ctu thiv
nghiém lam sang déi v&i thubc Gefitinib da thyc
hién trong khodng théi gian mdi 6 -8 tudnva dua
ra két qua vé thoi gian sbng thém bénh khéng
tién trién (PFS) & nhém diéu tri dich 1an lwot 1a
9,8 thang va 10,8 thang & nghién clru IPASS
va NEJ0022,3. Trong nghién ctru FLAURA, so
sanh hiéu qua gitra thubc Osimetinib v&i TKls
thé hé 1 & bénh nhan UTPKTBN giai doan tién
xa c6 dot bién gen EGFR dwong tinh, cac tac
gia Nhat Ban da cé moét phan tich riéng trén 120
bénh nhan ngwdi Nhat Ban vé hiéu qua cla
Gefitinib so v&i Osimetinib™. Két qua trung vi
PFS & nhém diéu tri Gefitinib & 13,8 thang, cao
hon so v@&i trong cac nghién clru thir nghiém
lam sang trwdc d6. Trong nghién clu cula
minh, ching téi danh gia thoi gian séng thém
cta bénh nhan, két qua la trung vi PFS |4 14,5
thang, con trung vi OS la 33 thang. Ti lé séng
thém & thoi diém 12 thang 1a 63,3%, thoi diém
24 thang 25%, 36 thang 5,8%, 48 thang 2,5%
va 60 thang 0,8%. Sw khac biét vé trung vi
PFS c6 thé giai thich do khodng cach thai gian
danh gia diéu tri trong nghién cru nay thuéng
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la cach nhau 3 thang hoac sém hon néu bénh
nhan cd triéu chirng clia bénh tién trién, do do6
c6 thé cé sw chénh léch vé thoi gian PFS thuc
té so v&i bang chirng tién trién trén cac bién
phap chan doan hinh anh. Tuy nhién, nhin vao
db thi Kaplan-Meier ciing thay rang, cé dén trén
40% bénh nhan trong nghién ctru clia ching
t6i c6 PFS la 15 thang, day ciing la mot yéu
t6 dan dén trung vi PFS cla ching téi dai hon
cac nghién ctru khac. Trong khi phan tich thoi
gian séng thém cuta 30 bénh nhan UTPKTBN
giai doan IV dwoc diéu tri bwdc 1 Gefitinib vi
thdi gian danh gia dap ng la méi 2 — 3 thang,
Nguyén V&n Cao va cs cho két qua trung vi
PFS trong nghién ctru clia tac gia la 10,8 thang
va chi c6 33,3% bénh nhan co6 trung vi PFS &
thoi diém 12 thang®. Két qua nay co thé do c&
mau cla tac gid con nhd, thdi gian ngén do
do két qua chwa phan anh ding vé thoi diém
bénh tién trién. Trong nghién ciru nay, ching
t6i cling di phan tich méi lién quan gitra PFS
va OS v&i mot sb yéu té 1am sang va can 1am
sang nhuw gidi tinh va tién st hut thubc thi thay,
& nhém bénh nhan n¥ va bénh nhan khéng hut
thudc 14, thoi gian séng thém toan bd kéo dai
hon cé y nghia théng ké so vé&i nhém nam gidi,
bénh nhan hut thudc véi p< 0,05. Két qua nay
cho thay, bénh nhan nir va khéng hat thube 14
khong chi cé loi thé vé ti 1& dot bién gen EGFR
cao hon, ma day con 1a 2 yéu té tién lwong tot
vé thoi gian séng thém toan bod néu dwoc diéu
tri dich. So sanh vé th&i gian séng thém bénh
khong tién trién va thoi gian sdng thém toan bo
gitra bénh nhan c6 thang diém toan trang tét
(ECOG 0 — 2 diém) va thang diém toan trang
kém (ECOG 3 — 4 diém) chang t6i thay rang,
khi diéu tri dich bang Gefitinib cho bénh nhan
UTPKTBN giai doan tién xa & bénh nhan c6
toan trang kém khéng c6 khac biét so v&i bénh
nhan c6 toan trang tét vé trung vi thoi gian séng
thém bénh khong tién tién trién. Trong khi do, &

nhém thé trang tét trung vi thoi gian séng thém
toan bd kéo dai hon cé y nghia théng ké so v&i
nhém bénh nhan cé toan trang kém (p<0,05).
Do dé, diéu tri dich bang Gefitinib la Iwa chon
hop ly cho bénh nhan UTPKTBN giai doan tién
xa c6 dot bién gen EGFR dwong tinh ngay ca
khi ¢ toan trang kém. Ching téi chwa thay
nhi*ng van dé nay dwoc dé cap dén trong cac
nghién ctu trwdc day.

Mot van dé dang quan tdm khac khi diéu
tri dich cho bénh nhan dé la tac dung khéng
mong mudn. Céc tac dung khéng mong muédn
hay gap & bénh nhan UTPKTBN dwoc diéu tri
bang céc thudc TKis 1a nbi ban va mun, viém ké
moéng, chan an, tdng men gan, tiéu chay, viém
phdi ké do thubc, gidm bach cau...tuy thé hé
cac TKls khac nhau ma cac nghién ctru da dua
ra ti 1& ctia méi loai tac dung khéng mong muén
khac nhau. Trong nghién ctru cda chung toi, ti
Ié tac dung khdéng mong muén gap & 59,2%
s& bénh nhan, trong d6 nhiéu nhét 13 ndi ban
chiém 41,7%, chd yéu 1a d6 1 va d6 2. Tiép theo
la viém ké mong 21,7%, chan an 15,0%, tiéu
chay 9,2% va tang men gan 3,3%. Trong d6 cé
2 bénh nhan co tang men gan dé 3, phai ding
diéu tri bang Gefitinib va chuyén diéu tri bang
thudc dich khac. Tat ca cac trwdng hop con lai
déu l1a d6 1 va do 2, cac trwdng hop nay déu
tw hét hodc sau diéu tri ndi khoa. Khdng gap
trwdng hop nao cé gidm hong cau, bach cau,
tiéu cau. Chang toi cling khéng cé sé liéu vé
tén thwong phdi ké do thubc Gefitinib. Két qua
nay twong tw két qua cla cac nghién clu & Viét
Nam cling nhw trén Thé giéi vé ti 1& tac dung
khéng mong mudn va mirc do cta chang khi
diéu tri dich bang thubc Gefitinib2346,

V. KET LUAN

Qua nghién ctru 120 bénh nhan ung thw
phdi khéng té bao nhé giai doan tién xa duoc
diéu tri bwdc 1 bang thubc Gefitinib (IRESSA),
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chung t6i thay: Ti 1& kiém soat bénh 12 95,8%, ti
I& dap rng toan bd 1a 59,2%. Trung vi thoi gian
séng thém bénh khong tién trién 13 14,5 thang,
trung vi thoi gian séng thém toan bod 1a 33
thang. Thoi gian sbng thém toan bd dai hon ¢
y nghia théng ké & nhém bénh nhan nir, nhém
khong hut thubc va nhém toan trang tét. Khong
c6 su khac biét vé thoi gian sbng thém bénh
khong tién trién gitka nhom cé toan trang kém
va toan trang tbt. Ti 1& séng thém & thoi diém
12 thang 1a 63,3%, thdi diém 24 thang 25%, 36
thang 5,8%, 48 thang 2,5% va 60 thang 0,8%.
Tac dung khéng mong muébn gdp & 59,2%
bénh nhan, trong d6 ti 1& bénh nhan c6 ndi man
chiém 41,7%, nhung hau hét 1a d6 1 va do 2.
C6 2 bénh nhan viém gan dé 3 phai dirng diéu
tri bang Gefitinib.
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Summary
GEFITINIB FIRST LINE IN ADVANCED STAGE NON-SMALL
CELL LUNG CANCER PATIENTS EGFR MUTATIONS POSITIVE

The purpose was to evaluate the result of first line therapy in advanced stage non-small cell lung
cancer patients who have EGFR mutations positive. This is a prospective study 120 advanced stage
non-small cell lung cancer patients with EGFR mutations positive were treated by Gefitinib as the
first line treatment, they were followed and evaluated every 3 months or when they have symptoms
of progressive disease. The results show ed, at 3 months after treatment, the overall response rate
was 59.2% and the disease control rate was 95.8%. The median progressive free disease was
14.5 months and the median overall survival (OS) was 33 months. The longer OS was statistically
significant in female group, non smoker group and patients have good performance status. The
ratio of OS after 12 months was 63.3%, 24 months 25%, 36 months 5.8%, 48 months 2.5%, as for
60 months was 0.8%. The adverse events met in 59.2% of patients. Conclusion:, Gefitinib was a
effective option to treatment first line in advanced stage non-small cell lung cancer patients with
EGFR mutations positive. Especially, targeted therapy provides the effect of OS for female patients
and non smoker patients.

Key word: non-small cell lung cancer, EGFR mutations, Gefitinib first line
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