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Piéu tri ung thw biéu md tuyén ciia phoi giai doan tién xa
dot bién gen EGFR dwong tinh bang gefitinib

Treatment for advanced stage pulmonary adenocarcinoma EGFR

mutations positive by gefitinib

Pham Vin Luén, Nguyén Pinh Tién, Nguyén Minh Hai, Bénh vién Trung wong Qudn doi 108
Thi Thi Duyén, Bui Thi Thanh

Tém tat

Muc tiéu: Danh gia két qua diéu tri & bénh nhan ung thu biéu mé tuyén cla phéi giai doan tién xa
c6 doét bién gen EGFR bang gefitinib. D67 tuong va phuong phdp: Nghién clu tién ctu, theo déi doc 118
bénh nhan ung thu biéu mé tuyén ctia phéi giai doan ti€n xa, c6 dot bién gen EGFR dugc diéu tri bang
thudc dich gefitinib, theo déi va danh gia dap ting méi 3 thang hodc khi ¢6 triéu ching cta bénh tién
trién. Tiéu chudn danh gia chinh la thai gian séng thém bénh khéng tién trién, ty lé dap (ing toan bo.
Tiéu chudn phu la thai gian séng thém toan bo, ty 1é kiém soat bénh, ty 1é séng con tai cac thai diém 12,
24, 36, 48, 60 thang sau diéu tri va tac dung khéng mong mudn cla thudc. Két qud: Thai gian theo doi
trung binh 1a 19,42 thang, tai thoi diém 6 thang, ty l1é dap tng hoan toan la 16,1%, dap tng mot phan
63,6%, bénh 6n dinh 6,8%, bénh tién trién 13,5%, ty |é dap Ung toan bd 1a 79,7%, ty Ié kiém soat bénh
86,5%. Trung vi thai gian séng thém bénh khéng tién trién |a 15 + 0,75 thang, trung vi thai gian séng
thém toan bo 1a 32 + 1,39 thang. Ty lé s6ng thém tai thai diém 12 thang la 83,9%, 24 thang la 35,6%, 36
thang 1a 11%, 48 thang la 3,4%, 60 thang la 1,7%. Tac dung khbng mong mudn gap & 62,7% bénh nhan,
trong do ty |& bénh nhan c6 n6i man chiém 51,7%, nhung hau hét la do 1 va dé 2. Két luan: Gefitinib la
thudc Uc ché tyrosin kinase thé hé 1 c6 hiéu qua tét & bénh nhan ung thu bi€éu mé tuyén cla phdi giai
doan tién xa c6 dot bién gen EGFR.

TUr khéa: Ung thu bi€éu mé tuyén chia phéi, dot bién gen EGFR, gefitinib.

Summary

Objective: To evaluate the result of treatment for advanced stage pulmonary adenocarcinoma
patients who have EGFR mutations by gefitinib. Subject and method: A prospective study and follow up,
118 advanced stage pulmonary adenocarcinoma patients with EGFR mutations were treated by
gefitinib, they were followed and evaluated each 3 months or when they have symptoms of progressive
disease. The main criterias response were progressive free disease and the overall response rate. The
second criterias response were overall survival, disease control rate, the ratio of survival after 12 months,
24 months, 36 months, 48 months, 60 months of treatment and the toxicity. Result: The mean of tracking
time was 19.42 months, at 6 months after treatment, the percentage of complete response was 16.1%,
partial response 63.6%, stable disease 6.8%, progressive disease 13.5%, the overall response rate was
79.7% and the disease control rate was 86.5%. The median PFS was 15 £ 0.75 months and the median OS
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was 32 + 1.39 months. The ratio of OS after 12 months was 83.9%, 24 months 35.6%, 36 months 11%, 48
months 3.4%, as for 60 months was 1.7%. The adverse events met in 62.7% of patients, in which, 51.7%
of patients was rash and acne, but most of all was level 1 and 2. Conclusion: Gefitinib was the first
generation TKI that has good effective in advanced stage pulmonary adenocarcinoma patients with

EGFR mutations.

Keywords: Adenocarcinoma, EGFR mutations, gefitinib.

1. D&t van dé

Ung thu biéu mé tuyén la type méd bénh hoc
thudng gap nhat ca nhém ung thu phdi khéng té
bao nho, véi ty 1&é khoang 40 - 50% s6 bénh nhan [7].
Cac nghién ctu trén thé gidi cing nhu & Viét Nam
cho thdy, & bénh nhan ung thu biéu mé tuyén
thudng gap dot bién gen EGFR hon so véi cac typ
biéu mo khéac & phéi va c6 dap ung tét vai diéu tri
dich bai cac thudc khang tyrosin kinase (TKIs) [1], [2],
[5], [6]. Hién nay, c6 3 thé hé thudc TKIs gom
gefitinib va erlotinib & thé hé 1, afatinib va
dacomitinb & thé hé 2 va osimetinib & thé hé 3. Cac
thudc nay c6 hiéu qua tét & bénh nhan ung thu phéi
khéng té bao nho giai doan tién xa c6 dot bién gen
EGFR duong tinh, nhat la bénh nhan ung thu biéu
mo tuyén & phdi [4]. Mac du diéu tri bang osimetinib
dugc uu tién la lua chon budc 1 & cac nudc trén thé
gi¢i cho nhém bénh nhan nay béi hiéu qua vugt troi
hon so vGi cac TKls thé hé 1 va 2, tuy nhién, & diéu
kién nhu Viét Nam, khi ma gia thanh cda thuéc TKI
thé hé 3 con qua cao va chua dugc chi trd bdi bao
hiém y t&, thi cac TKls thé hé | va Il van la lua chon s6
1 dé diéu tri cho bénh nhan. Cho dén nay, da c6 mot
sO bao cdo & Viét Nam vé hiéu qua cua TKI cho doi
tugng bénh nhan la ngudi Viét Nam, nhung s6
lugng c& mau con han ché va hau hét la diéu tri
bang erlotinib. Ching téi thuc hién nghién cdu nay
nham muc tiéu: Panh gid két qua diéu tri dich ¢
bénh nhan ung thu biéu mé tuyén giai doan tién xa
ctia phdi cé dot bién gen EGFR bang gefitinib.

2. D6i tugng va phuong phap
2.1. Béi tugng

GOm 118 bénh nhan ung thu biéu mé tuyén giai
doan tién xa clia phdi dugc diéu tri dich bang thuéc
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gefitinib tai Khoa N6i H6 hap - Bénh vién Trung
uong Quan déi 108 tur thang 9 nam 2014 dén thang
9 nam 2019, trong d6 75 bénh nhan dugc diéu tri
buéc 1 va 43 bénh nhan diéu tri budc 2.

Tiéu chuén lua chon

Ung thu biéu mé tuyén cda phéi giai doan 1B
va V.

Bénh nhan trén 18 tudi.

Chua dugc diéu tri hoac da diéu tri héa chat
trugc do.

Thai gian diéu tri it nhat 3 thang tinh dén thoi
diém chét s6 liéu.

Co day du théng tin vé qua trinh diéu tri.

Bénh nhan déng y tham gia vao nghién ctu.

Tiéu chuén loai tror

Bénh nhan khéng phai ung thu biéu mé tuyén.

Ung thu biéu mé tuyén clia phéi giai doan | - llIA.

Bénh nhan khéng dong y tham gia vao nghién
cuu.

2.2. Phuong phédp

Thiét ké nghién cuu: Nghién clu tién ciu, theo
doidoc.

Theo déi va danh gid trong qua trinh diéu tri:

Thuoc diéu tri: IRESSA 250mg cla Hang Aztra
Zeneca, moi ngay udng 1 vién, c6 thé uéng nguyén
vién hodc dé vién thudc tu tan trong c6c nudc roi
uéng hodc bom qua sond da day.

Bénh nhan dugc theo doi va danh gia moi 3
thang diéu tri hoac khi co triéu chiing clia bénh tién
trién bang kham lam sang, chup cat 16p vi tinh nguc
- bung, MRI so ndo, xa hinh xuong.
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Danh gia dap ung vdi diéu tri theo tiéu chuan
RECIST 1.1 (Response Evaluation Criteria in Solid
Tumors).

Dénh gia vé tac dung khong mong mudn theo
tiéu chuan cua Vién Ung thu Quéc gia My (National
Cancer Institute Common Terminology Criteria for
Adverse Events - CTCAE) phién ban 4.03 - 2010.

Dung diéu tri dich khi bénh tién trién hoac tac
dung khéng mong muén muc do6 3 trG 1én, da diéu
chinh va diéu tri két hgp van khong gidm cac triéu
ching hodc bénh nhan khéng muén tiép tuc diéu tri.

3. Két qua

3.1. Béc diém cua nhém bénh nhan nghién ciu

Tiéu chuan danh gid dap ung diéu tri:

Tiéu chudn chinh: Thai gian séng thém bénh
khéng tién trién, ty |&é dap Ung toan bo.

Tiéu chuan phu: Thai gian séng thém toan bo,
ty 1& kiém soat bénh, ty lé séng thém tai cac thoi
diém 12 thang, 24 thang, 36 thang, 48 thang, 60
théng sau diéu tri va tdc dung khéng mong muén.

2.3. Xt ly s6 ligu
SU dung phan mém SPSS 22.0. Thai gian séng

thém dugc tinh toan dua vao phuong phap Kaplan-
Meier. Su khac biét c6 y nghia théng ké véi p<0,05.

Bang 1. Dic diém chung ctia nhém bénh nhan nghién ctu

Pic diém S8 lugng (n=118) Ty lé %

Tudi trung binh (nam) 64,50+ 11,9 (31-94)

> 60 71 60,2

<60 47 39,8
Gi6i

Nam 69 58,5

N 49 41,5
Hut thudc

co 63 53,4

Khéng 55 46,6

Bao - nam 23,60 +5,30

Nhdén xét: Tubi trung binh ctia bénh nhan 1a 64,50 + 11,9 tudi, cao nhat la 94 tudi, thap nhat la 31 tudi, da
s6 bénh nhan trén 60 tudi chiém 60,2%. Bénh nhan nam chiém da s6 58,5%. Hau hét bénh nhan ¢o6 tién s
hut thu6c chiém 53,4% véi trung binh 23,60 + 5,30 bao - nam.

Bang 2. Pic diém vé vi tri dot bién gen EGFR va di cdn ndo

Pic diém S8 lugng (n = 118) Ty lé %
Vi tri dot bién gen
Exon 19 83 70,3
Exon 21 35 29,7
Di can nao
co 28 23,7
Khéng 90 76,3
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Nhén xét: Trong s6 118 bénh nhan diéu tri dich c6 83 bénh nhan cé dét bién gen EGFR & exon 19, con
dot bién gen & exon 21 cé 35 bénh nhan. 28 bénh nhan trong nghién cttu ¢6 di can nao, chiém ty 1& 23,7%.
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Biéu dé 1. Mai lién quan gilia vi tri dot bién gen EGFR va tinh trang di can ndo
Nhén xét: Bénh nhan di can ndo gap nhiéu hon & nhom dot bién gen EGFR xay ra tai exon 19 so véi
nhom doét bién gen EGFR & exon 21, tuy nhién su khac biét khong cé y nghia théng ké véi p>0,05.

3.2. Két qua diéu tri

Bang 3. Thai gian theo ddi va ty |é dap Gng sau 3 va 6 thang

Thai gian theo doéi 19,42 £ 11,57 (4 - 64 thang)
trung binh 3 thang 6 thang

Mtc do dap tng S6 luong Ty lé % S6 luogng Ty 1é %
Dap Ung hoan toan 7 59 19 16,1
Dép ting mot phan 76 64,4 75 63,6
Bénh 8n dinh 32 27,1 8 6,8
Bénh tién trién 3 2,5 16 13,5
Ty 1& kiém soat bénh 97,5 86,5

Ty lé dap ung toan bd 70,4 79,7

Nhén xét: Thoi gian theo ddi trung binh la 19,42 thang, ngan nhat 4 thang, dai nhat 64 thang. Tai thoi
diém 3 thang, ty 1é dap (ng hoan toan 5,9%, dap ing 1 phan 64,4%, bénh én dinh 27,1%, bénh tién trién
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2,5%, ty 1é kiém soat bénh 1a 97,5%, ty 1& dap ung toan bé la 70,4%. Tai thai diém 6 thang, cac ty & dap ung
lan lugt 1a 16,1%, 63,6%, 6,8%,13,5%, ty |& kiém soat bénh la 86,5%, ty |1é dap Ung toan bd la 79,7%.

Survival Function

Survival Functions
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Biéu d@4 2. Thai gian séng thém bénh khong tién trién

Nhén xét: Trung vi PFS chung la 15 + 0,74 thang (Cl 95%: 13,53 - 16,46). Trung vi PFS clia bénh nhan diéu
tri budc 2: 15 + 0,79 thang (Cl 95%: 13,43 - 16,56), trung vi PFS cia bénh nhan diéu tri budc 1: 16 + 1,29
thang (C1 95%: 13,47 - 18,52). Su khac biét khong cé y nghia théng ké vai p>0,05.
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Bi€u d6 3. Thai gian séng thém toan bd

Nhén xét: Trung vi thai gian s6ng thém toan bo: 32 + 1,39 (Cl 95%: 29,26 - 34,73).

Thai gian 12 thang 24 thang 36 thang 48 thang 60 thang
! S6 lugng 99 42 13 4 2
Ty |é séng thém
Ty 186% 83,9 35,6 11 34 1,7

Nhan xét: Ty |& s6ng thém & thai di€ém 12 thang la 83,9%, thai diém 24 thang 35,6%, 36 thang 11%, 48
thang 3,4% va 60 thang 1,7%.
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B C6 tac dung khdng mong mudn

m Khong c6 tac dung khéng mong mudn

mDbo5
Do 4
BN Do 3
X Do 2
NOi Viém Tiéu Tang Chan X
ban k& chdy men &n ' Do 1
méng gan

Bi€u d6 4 - 5. Tac dung khéng mong muén

Nhén xét: Ty 1é tac dung khong mong muén
gap & 62,7% s6 bénh nhan, trong d6 nhiéu nhat la
ndi ban chiém 51,7%, tuy nhién ch( yéu la do 1 va
dé 2. Tiép theo la viém ké méng, chan an, tiéu chay.
Khong gédp truong hop nao cé anh hudng dén tay
xuong lam gidm héng cau, bach cau, tiéu cau.
Khéng co s6 liéu vé ton thuang phdi ké do thudc
gefitinib.

4. Ban luan

Hat thudc 13, 6 nhiém moéi trudng dang tré
thanh van dé bao déng, lam tang nguy co mac cac
bénh ly hé hap trong d6 c6 ung thu phéi. Ty 1é bénh
nhan ung thu phéi & Viét Nam va trén Thé gidi ngay
cang gia tang & ca 2 gi6i vai cac dé tudi khac nhau.
Nhin chung, tudi cang cao, nguy cé mac ung thu
phdi cang cao [3], [4]. Trong nghién ctu cta ching
téi, tudi trung binh cda bénh nhan la 64,5 + 11,9
tudi, cao nhat la 94 tudi, thap nhat la 31 tudi, da s6
bénh nhan trén 60 tudi chiém 60,2%. Mac du dé tudi
trung binh trong nghién ctu nay tuong duong vdi
cac nghién cttu khac, tuy nhién cling thay su tré hoa
dé tudi cta bénh nhan mac ung thu phdi. Ty lé
nam/nr la gan tuong duong nhau, khoang 1,4/1.
Hau hét bénh nhan co6 tién st hut thudc chiém
53,4% véi trung binh 23,60 + 5,3 bao - nam. Theo
théng ké chung trén Thé gidi, 90% bénh nhan ung
thu phdi c6 lién quan dén tién st hat thudc [4].

Vé dot bién gen EGFR, trong s6 118 bénh nhan
diéu tri dich c6 83 bénh nhan dot bién gen EGFR &
exon 19, con dot bién gen & exon 21 la 35 bénh
nhan. Bén canh d6, 28 bénh nhan trong nghién cdu
c6 di can nao, chiém ty lé 23,7%. Chung téi clng
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danh gia mai lién quan gitra vi tri dét bién gen véi
tinh trang di can nao thi thay rang bénh nhan di can
ndo gap nhiéu hoan & nhom cé dot bién gen EGFR
xay ra tai exon 19 so vGi nhom c6 doét bién gen EGFR
g exon 21, tuy nhién sy khac biét khong c6 y nghia
théng ké véi p>0,05. Cac nghién ciu trén thé giéi
cho két qua ty lé di can ndo & bénh nhan ung thu
phéi khéng té€ bao nhdé (UTPKTBN) nhin chung
khoang 30 - 50% [8]. Pong thai van dé vé mai lién
quan gilta dot bién gen EGFR véi tinh trang di can
nao cling cho két qua khac nhau. Trong nghién ciu
ca minh, Tamura va cong sy khéng thay c6 mai lién
quan gitra doét bién gen EGFR vdi kha nang di can
nao & bénh nhan UTPKTBN [7]. Ngugc lai, Mitra va
cdng su bdo cao rang doét bién gen EGFR lam tang
nguy ca di can ndo 8 nhém bénh nhan UTPKTBN cua
tac gia [9].

Van dé hiéu qua diéu tri bang thudéc gefitinib &
bénh nhan UTPKTBN néi chung va ung thu biéu mé
tuyén noi riéng c6 dot bién gen EGFR duang tinh da
dugc chiing minh thong qua nhiéu nghién ctu tha
nghiém da trung tam trén Thé giGi nhu IPASS hay
NEJ002, tuy nhién cac nghién ctu nay khong bao
gém bénh nhan la ngudi Viét Nam va & Viét Nam
chiing t6i chua thay cé nhiéu bao cao danh gia hiéu
qua clia gefitinib cho d6i tugng bénh nhan la ching
tdc ngudi Viét Nam, chi c6 mot s6 nghién cliu vé
hiéu qua cua erlotinib [1], [2]. Nghién ctu nay, 118
bénh nhan clia ching t6i dugc theo doéi véi thai gian
trung binh 1a 19,42 thang, ngdn nhat 4 thang, dai
nhat 64 thang. Tai thai diém 3 thang, ty 1& dap ung
hoan toan 5,9%, dap ung 1 phan 64,4%, bénh én
dinh 27,1%, bénh tién trién 2,5%, ty |1& kiém soat
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bénh 1a 97,5%, ty |é dap ung toan b la 70,4%. Tai
thoi diém 6 thang, cac ty lé dap ung lan luot la
16,1%, 63,6%, 6,8%,13,5%, ty |& kiém soat bénh la
86,5%, ty |é dap ung toan b la 79,7%. Trong nghién
ctu IPASS, ty 1é dap Ung toan bd cao hon vugt troi
vGi 71,2% & nhom diéu tri dich so v6i nhom diéu tri
héa chat [5]. Két qua nay trong nghién citu NEJ0O02 la
73,7% [6].

Dénh gia két qua vé thai gian séng thém ching
toéi thdy trung vi PFS cla nhém bénh nhan nghién
ctu la 15 £ 0,74 thang, con trung vi OS la 32 + 1,39
thang. Ty & séng thém & thoi diém 12 thang la
83,9%, thai diém 24 thang 35,6%, 36 thang 11%, 48
thang 3,4% va 60 thang 1,7%. Két qua trung vi PFS
trong nghién ctiu clia ching t6i cao hon so véi cac
nghién ctu khac vé hiéu qua cda gefitinib. Su khac
biét vé trung vi PFS c6 thé giai thich do khoang cach
thai gian danh gia diéu tri trong nghién clu nay
thudng la cach nhau 3 thang hoac s6m hon néu
bénh nhan ¢ triéu chiing clia bénh tién trién, do do
c6 thé c6 su chénh léch vé thai gian PFS thuc té so
vGi bang ching tién trién trén cac bién phap chan
doan hinh anh. Cac nghién ctu thd nghiém lam
sang c6 khoang cach vé thai gian danh gia ngén
hon, thudng tu 1,5 - 2 thang [5], [6]. Mot ly do khac la
bénh nhan diéu tri dich trong nhém nghién ciu cla
ching t6i bao gobm ca diéu tri buéc 1 va diéu tri
budc 2. Tac dung nay thdy rd trén biéu d6 khi so
sanh PFS gilia cac budc diéu tri, cu thé, thai gian dau
c6 thé con hiéu qud cla cac phac dé diéu tri hda
chat trudc do, PFS ctia nhém bénh nhan budéc 2 t6t
hon so vGi nhom diéu tri dich budc 1, tuy nhién thoi
gian Vvé sau, diéu tri dich budc 1 c6 hiéu qua ré hon.
Két qua trung vi PFS clia bénh nhan budc 1 1a 16
thang, cao han trung vi PFS cia bénh nhan buéc 2 la
15 thang, su khac biét nay khéng c6 y nghia thong
ké. Tuy nhién, trén biéu dé PFS cling cho thdy rang,
c6 khodng 50% bénh nhan trong nghién clu cla
ching t6i c6 thai gian séng thém bénh khéng tién
trién tur 15 thang trd Ién. Day cing la mot yéu t6 dé
giai thich két qua trung vi PFS clia ching t6i. Nghién
ctu IPASS cho két qua trung vi PFS & bénh nhan
diéu tri bang gefitinib la 9,8 thang, trung vi OS
khéng c6 su khac biét gitta 2 nhém diéu tri dich va

diéu tri hoa chat [5]. Nghién ciru NEJ002, két qua
trung vi PFS la 10,8 thang & nhom diéu tri dich,
trung vi OS & nhém diéu tri dich la 30,6 thang [6].
Trong nghién ciiu FLAURA, cac tac gid Nhat Ban da
c6 mét nghién cu riéng trén bénh nhan ngudi Nhat
Ban vé hiéu qua cua gefitinib so vai osimetinib [10].
Két qua trung vi PFS & nhom diéu tri gefitinib la 13,8
thang, cling cao hon so véi trong cac nghién cdu
thir nghiém 1am sang truéc dé, diéu nay cho thay,
liéu c6 mai lién quan gitta tinh trang dap Ung thudc
véi chliing toc khac nhau hay khéng.

Vé van dé tac dung khéng mong muén, ching
t6i gap 62,7% s6 bénh nhan c6 biéu hién cda tac
dung khéng mong muén khi diéu tri gefitinib, trong
dé nhiéu nhat la néi ban chiém 51,7%, nhung chi
yéu la d6 1 va do 2. Tiép theo la viém ké mdng, chan
an, tiéu chay. Cac truong hgp nay déu tu hét hodc
sau diéu tri noi khoa, khong cé ca nao phai dung
diéu tri lién quan dén tac dung khdng mong muén
cla thuéc dich. Khéng gap trudng hgp nao cé anh
hudng dén tliy xuong lam gidam héng cau, bach cau,
tiéu cau. Chung téi cing khéng cé s6 liéu vé tén
thuong phéi ké do thuéc gefitinib. K&t qua cda
chung t6i tuong tu cac nghién ctu khac & Viét Nam
cing nhu trén thé gidi vé ty lé tac dung khéng
mong mudn va muc dé cta chung khi diéu tri dich
(1], [2], [5], [6].

5. K&t luan

Qua nghién ctru 118 bénh nhan ung thu biéu
mo tuyén giai doan tién xa cla phdi dugc diéu tri
dich bang thuéc gefitinib (IRESSA), ching toi thay:

Thai gian theo déi diéu tri trung binh la 19,42
(4 - 64 thang). Tai thoi diém 6 thang ty lé kiém soat
bénh la 86,5%, ty 1é dap Uing toan bé la 79,7%.

Trung vi thai gian séng thém bénh khong tién
trién 13 15 £ 0,74 thang, trung vi thoi gian séng thém
toan bo la 32 + 1,39 thang. Ty 1é s6ng thém & thoi
diém 12 thang la 83,9%, thdi diém 24 thang la
35,6%, 36 thang 1a 11% va 60 thang 1,7%.

Tac dung khéng mong muén gap & 62,7%
bénh nhan, trong do6, ndi ban va mun chiém ty lé
cao nhat 51,7%, nhung hau hét la d6 1 va dé 2.

36



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY

Vol.15 - N°4/2020

Tai liéu tham khao

1. Lé Thuong VG, Tran Van Ngoc (2013) Két qua diéu
tri ung thu phdéi khéng té bao nhé giai doan tién
xa bdng erlotinib (Tarceva) tai khoa Phdi BV Cho
R4y. Tap chi Y hoc Thanh phé H6 chi Minh, s6

17(1), tr. 105-110.

2. Nguyén Minh Ha, Tran Huy Thinh, Tran Van Khanh
(2014) Erlotinid budc mét trén bénh nhan ung thu
phdi khéng té bao nhé giai doan mudn cé dot
bién gen EGFR. Tap chi Nghién ctu Y hoc, phu

chuong 91(5), tr. 6-12.
3. WHO (2018) GLOBOCAN 2018 - Lung cancer.

NCCN Guideline Insights, Non - Small Cell Lung
Cancer, version 1.2020, feature updates to the

NCCN Guidelines.

5. Mok TS, Wu YL, Thongprasert S et al (2009)
Gefitinib or carboplatin-paclitaxel in pulmonary

adenocarcinoma. N Eng J Med 361(10): 947-958.

37

10.

Maemondo M, Inoue A, Kobayashi K et al (2010)
Gefitinib or chemotherapy for non-small-cell
lung cancer with mutated EGFR. N Engl J Med
362:2380-2388.

Tomohiro T, Koichi K, Kensuke N et al (2015)
Speccific organ metastase and survival in
metastatic non-small cell lung cancer. Molecular
and clinical oncology 3: 217-221.

Wenting N, Wenxing C, Yin L (2018) Emerging
finding into molecular mechanism of brain
metastase. Cancer Medicine 7: 3820-3833.

Devarati M, Yu-Hui C, Richard L et al (2019) EGFR
mutant locally advanced non-small cell lung
cancer is at increased risk of brain metastasis.
Clinical and Translational Radiation Oncology 18:
32-38.

Yuichiro O, Fumio |, Kazuhiko N et al (2019)
Osimetinib versus standard-of- care EGFR-TKI as
first-line treatment for EGFRm advanced NSCLC:
FLAURA Japanese subset. Japanese journal of
clinical oncology 49(1): 29-36.



