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DAT VAN DE

Ung thu phoi (UTP) 1a loai ung thu ¢6 ty 1é mac va tir vong dimg hang dau
trong cac bénh ung thu thudng gip nhat. Theo GLOBOCAN 2012, udc tinh co
khoang 1,8 tri¢u ca UTP ma&i méc, chiém 12,9% trong téng sb tat ca cac bénh
ung thu va chiém gan 27% trong tong sd ca tr vong do ung thu ndi chung.
Phan 16n bénh nhan UTP duoc phat hién ¢ giai doan mudn, két qua diéu tri han
ché. Trong nhitng nim gan day, nhing tién bo trong diéu tri dva trén sinh hoc
phan tor d3 md& ra nhitng trién vong cai thién két qua diéu tri UTP giai doan
mudn. Céc thudc diéu tri nhim vao dich phan tr cua té bao cho hiéu qua cao
nho tinh chon loc trén ting ca thé va han ché doc tinh trén tuy xuong so voi
thudc gay doc té bao. Trong d6, yéu td phat trién biéu moé (EGFR) 1a dich dugc
biét dén nhiéu nhat nhd hiéu qua ciia thude e ché EGFR.

Erlotinib (Tarceva) 1a thubc dau tién trong nhém dugce ching minh dem
lai loi ich sdng con va cai thién chét luong séng cho bénh nhan UTPKTBN giai
doan mudn, ngay ca véi nhirng doi tuong that bai v6i hoa tri. Ty 1€ BN phai
ding hay bo diéu tri rat thap (1%-6%). Nho hiéu qua va do an toan da dugc
chirng minh, cho t&1 nay erlotinib da dugc chi dinh diéu tri UTPKTBN giai
doan muén, c6 dot bién EGFR nhay cam thudc tai nhiéu nudc trén thé gioi. o)
Viét Nam, erlotinib (Tarceva) dd dugc bat dau sir dung tir nim 2009 trong diéu
trt UTPKTBN giai doan mudn sau khi that bai v4i hoa chat va nam 2011 su
dung cho diéu tri budc 1. Tuy nhién, nhiéu BN c6 d6t bién EGFR nhung khong
dugc diéu tri ngay tir ddu vi 1y do kinh té, thiéu xét nghiém, chinh sach
BHYT... chi diéu tri & budc tiép sau. Hién nay, chua c6 nghién ctru danh gia
hiéu qua cua thudc trén d6i trong nay. Vi vdy, ching toi tién hanh nghién ctru
dé tai: “Panh gia hiéu qua thubc erlotinib trong diéu tri ung thu phdi biéu mo
tuyén giai doan mudn”, nham hai muc tiéu:

Muc tiéu nghién ciru:

1. Ddnh gid két qua diéu tri ciia thuéc erlotinib (Tarceva) trong ung thuw
phoi biéu mé tuyén giai doan muén da thit bai véi hod tri.

2. Danh gia mot s6 tdc dung phu cua thuéc.



Pong gop mai cia luan an:

+ Pay 1a nghién ctru dau tién tai Viét Nam nghién ctru vé hiéu qua diéu tri
cta thudc erlotinib trén bénh nhan UTPKTBN c6 d6t bién EGFR sau thit bai
vO1 hoa tri.

+ Vi¢c danh gia cai thién triéu chung dugc lugng hod. Cac triéu chung chu
quan ctia bénh nhan dugc khai thac trén bo cau hoi, danh gia bang cac thong tin
mot: thot gian Xuat hién dap ung trung binh (2,340,7 tuén), ty 1€ cai thién tri¢u
chirng va trung vi thoi gian duy tri dap img (ho: 8,4 thang; dau nguc: 7,8 thang;
kho thd: 7,3 thang).

+ Ty 1& dap ung khach quan va ty 1é kiém soat bénh (36,7%-70,9%) cao hon
han hoa tri budc 2 va cao hon nhém BN UTPKTBN khong c6 dot bién diéu tri
erlotinib trong cac nghién ctru va phan tich gdp truéc day. Dac bict, dap tng
trén ton thuong nao rat cao (57,1%), khac biét so voi diéu tri hoa chat kinh dién
+ Thot gian STKTT va STTB (8,3 thang, 12 thang), la nhitng bt pha so vl
két qua tir diéu tri hoa tri budc 2, 3. Pem lai nhitng loi thé cho viéc diéu tri
nhirg budc tiép sau cho BN UTPKTBN c6 dot bién EGFR.

+ Tac dung khong mong mudn khi diéu tri voi thube rat it gip, giai quyét
duoc nhitng ton tai ma diéu tri hod trj giai doan mudn vap phai.

Cau tric ciia luin an

Luan an dai 128 trang, gdm cac phan: Pit van dé (2 trang), Chuong 1: Tong
quan (33 trang), Chuong 2: P6i twong va phuong phap nghién ctru (15 trang);
Chuong 3: Két qua nghién ctru (38 trang); Chuong 4: Ban luan (37 trang); Két
luan (2 trang); Kién nghi (1 trang). Trong luan an c6 62 bang, 27 biéu do va 3
hinh. Tai liéu tham khao c6 163 tai liéu ( 17 tai liéu tiéng Viét va 146 tai licu
tiéng Anbh). Phan phu luc bao gém danh sach bénh nhan, hinh danh minh hoa,
mot sb chi tiéu, tiéu chuan trong nghién ciru, mau bénh an nghién cuu, bd cau

hoi danh gia, thu va phiéu tu nguyén tham gia nghién ciru.
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CHUONG 1: TONG QUAN

1.1. Chan do4n ung thu phoi khong té bao nhé

- Chan doan xé4c dinh: Triéu ching 1am sang va chan doan cén lam sang

- Chén doan giai doan theo h¢ théng phan loai TNM cua AJCC 2010

- Chan doan mé bénh hoc va dot bién gen EGFR

Ap dung phéan loai MBH theo WHO 2014. Phan loai biéu mé tuyén co
nhiéu thay doi v6i 5 thtr typ co ban cung véi su twong déng véi dic diém boc
16 dau 4n phan tir (EGFR va KRAS) khac nhau. Hoa md mién dich gitip phan
loai MBH cho nhiing manh sinh thiét nho, hinh thai khong dac hiéu. Xeét
nghiém phat hién dot bién gen giup du bao dap ung cac thudc diéu tri nham
trung dich phan tur.
1.2. Piéu tri UTPKTBN
1.2.1. Cac phwong phap
- Phau thuat: giai doan sém I, 11, ITIIA
- Tia xa: triét cdn giai doan sém, tri¢u chirng giai doan muon.
- Ho4 tri, diéu tri nhim trung dich phan tor va mién dich dwoc chi dinh giai
doan muon.
* Piéu tri nhim tring dich phin tir va mién dich: 1a tién bo trong diéu tri
UTPKTBN
1.2.2. Piéu tri UTPKTBN giai doan mudn ( giai doan III, IV, tii phat di
can)
- Piéu trj bude 1:
* Truong hop khong co dot bién: Hod tri.
* Truwong hop c¢é dét bién: diéu tri nham trang dich phan tr néu c6 dot bién gen

ddc hiéu.
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Bing 1.1. Mét sé thuéc diéu tri nhim triing dich phén tir twong irng véi dit bién

Pt bién gen Cac thuoc diéu tri

Cac xét nghi¢m phan tur uu tién: Dot bién da c6 thudce dich duoc cong nhan

cho liéu phap diéu tri nham trang dich phan tir trong UTPKTBN

EGFR dot bién erlotinib, gefitinib, afatinib
EML4-ALK chuyén doan crizotinib, ceritinib

ROS1 két hop gen crizotinib

Céc xét nghiém can nhic cho cac dot bién hoat dong khac
ERBB 2 (Her2) dot bién trastuzumab, afatinib
BRAF d6t bién vemurafenib, dabrafenib
MET khuyéch dai crizotinib

RET két hop gen cabozatinib

Piéu trj nhim trang dich mién dich: Pembroliumab la thudc uc ché PD-L1
duoc chép thuén cho diéu tri budc 1 UTPKTBN tién xa, c6 PD-L1 duong tinh.

* Piéu tri triéu chung tuy theo vi tri di can
- Piéu tri UTPKTBN giai doan mudn that bai véi hoa tri

Bénh nhan UTPKPTBN giai doan I1Ib-IV hodc tai phat di can, tién trién
sau diéu tri bude 1 s& duge diéu tri budc 2 (budce 3). Muc tiéu cua diéu trj 13 cai
thién chat lugng séng va kéo dai thoi gian song thém cho bénh nhan UTP. Diéu
tr1 phu thude vao diéu tri trung dich trudc do, loai dot bién gen, thé mo hoc th
typ, tricu chirng bénh c6 hay khong....
* BN ¢6 dot bién da duoc diéu trj v6i thude nham trang dich phan tu:

- BN tién trién khong co triéu ching: diéu tri tiép voi cac thube diéu tri
nham tring dich dang sir dung, thé két hop véi diéu tri tai chd.

- BN bénh tién trién sau diéu tr1 vo1 TKIs lan 2 hoac di can nhiéu Vi tri, co
triéu chimg: chuyén hod tri pemetrexed/cisplatin hay gemcitabin/cisplatin tuy
loai biéu mo tuyén hay vay, phdi hop voi bevacizumab trong UTBM khong

phai vay. Afatinib, osimetinib dugc chi dinh trong truong hop bénh tién trién
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sau diéu tri nhim trung dich vdi erlotinib trén BN c6 dot bién EGFR. Ceritinib
dugc chi djnh cho BN ¢ dot bién ALK tién trién sau diéu trj véi crizotinib. Ut
ché PD-L1 chi dinh tiép sau cac diéu tri dich khac néu PD-L1 dwong tinh.

* Truong hop khong c6 dot bién, diéu tri hoa tri budc 1, bénh tién trién: ho4 tri
docetaxel (don thuan hay két hop ramicirumb), pemetrexed, gemcitabine néu
PS 0-1. Erlotinib chi dinh cho ca PS 2-3.

* Erlotinib va afatinib dugc chi dinh nhu diéu trj budc tiép sau diéu trj bude 1
& BN c6 dot bién EGFR nhay cam thudc.

1.3. VAI TRO CUA CON PUONG TiIN HIEU EGFR TRONG CO CHE
BENH SINH VA PIEU TRI UTPKTBN

1.3.1. Thu thé yéu té phat trién biéu mdé (EGFR)

EGFR 12 m6t nhom protein ¢6 chirc ning thu thé mang c6 chirc ning truyén
thong tin, diéu hoa qué trinh sinh trudng, phat trién, trao d6i chét va sinh 1y cua té
bao. Khi c6 tdc nhan kich thich, din téi nhi trung hai nhanh receptor gy ra
hién tuong phosphorin hod chudi kinase trong té bao, khdi phat dong tin hiéu
qua nhiéu con duong, trong d6 c6 hai con dudng chinh 1a con dudng din
truyén tin hiéu RAF-MEK-MAPK va PI3K-AKT-mTOR tao ra nhiing thay d6i
co ban trong té bao: kich hoat su tang sinh mach mau, di can, uc ché chét theo
chuong trinh, kich thich phan bao. Hoat dong bat thuong cua EGFR (boc 16
qua murc cua thu thé, khuéch dai gen hay dot bién gen) giy ra phosphorin hoa
dai dang, s& dan t6i sy ting sinh bat thuong hay ac tinh ho4 té bao.

1.3.2. Co ché tiac dung ciia thuéc EGFR TKIs

Cac EGFR TKIs tranh chép vi tri gin ATP vao ving tyrosin kinase dan t&i
ngan sy phosphoryl hoa dai dang gy trc ché din truyén ndi bao lam giam ting
sinh, giam bam dinh, xAm 14n va di can, ting qua trinh t& bao chét theo chu trinh.
1.3.3. Dot bién EGFR va cac TKIs

Pot bién gen EGFR trong UTPKTBN chiém 50% & BN chau A. Tai Viét
Nam ty 1& nay cao nhit chiém 64,2%. Ty 1& gip cao hon & bénh nhan Chau A,
khong hut thuc va UTBM tuyén. Gen EGFR dugc coi la mét tién gen sinh u
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(proto-oncogen). Tat ca cac dot bién gy hoat hoa EGFR déu gip ¢ ving gin
ATP (adenosine triphosphate) ctia thu thé tyrosin, twong tng véi ving ma hoa
bdi 4 exon tir 18 dén 21, gom 3 nhom:

Nhom I: thudng gip nhat (khoang 45%), gom cac dot bién trén exon 19,
méat doan tir acid amin vi tri 747-leucine t&i acid amin vi tri 749-acid glutamic
(dot bién LREA). Nhom II gém cac dot bién diém trén exon 18 va 21. Dot bién
diém thuong gip nhat dot bién trén exon 21, thay arginine bang leucine tai
codon 858 (d6t bién L858R- khoang 40-45%). Nhom III gom céac dot bién lip
doan, thém doan va dot bién diém tai exon 20. Trén exon 20 chtra hau hét cac
cac dot bién diém gay khang voi thudbc EGFR TKIs nhu T790M, V769L,
S7681. Cac dot bién nhay cam thudc EGFR TKIs chu yéu 6 nhom I va I1, trong
d6 dot bién mat doan trén exon 19 va dot bién diém L858R trén exon 21 chiém
dén 90% cac dot bién. Xét nghiém tim ddt bién EGFR co gia tri dy bao déap
ung vo1 cac thuéc EGFR TKIs. Mtc d6 nhay cam thudc & mdi loai dot bién
cling khac nhau: dot bién trén exon 19 dugc cho 1a dap tmg thude tot hon dot

bién trén exon 21.

CHUONG 2: POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
Gom 79 bénh nhan dugc chan doan ung thu biéu moé tuyén phoi giai doan

mudn, c6 dot bién gen EGFR, that bai v6i it nhat mot phac dd hoa trj trude do,
duoc diéu tri bang erlotinib dudong udng tir 1/2009 dén 10/2015 tai Bénh vién
K, Bénh vién Ung budu Ha Noi va Trung tdm YHHN va diéu tri ung budu
Bénh vién Bach Mai.
* Tiéu chuén lwa chon

- Chan doan xac dinh 1a UTPKTBN giai doan IIIB-IV (theo tiéu chuan cua
AJCC 2010) hay tai phat, di can.

- Chén doan mé bénh hoc 1a UTBM tuyén

- C6 dot bién gen EGFR tai cac exon 19 va 21



- Tudi > 18

- ba duoc diéu tri it nhdt mot phac dod hoa chat trude d6

- Chén doan tién trién, tai phat hodc di can sau diéu tri hoa chat budc 1 br:fmg té
bdo, mod bénh hoc, chan doan hinh anh hay khong dung nap hoa chét

- Puoc diéu tri bang erlotinib don thuan it nhat 2 thang tinh dén thoi diém két
thac nghién ctru

- C6 ton thuong dich dé danh gia dap ung theo tiéu chuan RECIST 1.1

- Chap nhan tham gia nghién ctru

- Co6 thong tin dﬁy du (Vé hanh chinh, tién cin, bénh sir, kham 1am sang,
cac thong s6 can 1am sang va chan doan hinh anh) cho dén khi két thuc nghién
ciru qua ho so bénh éan, thu tr, goi dién thoai cho BN va gia dinh BN.
* Tiéu chuan loai trir

- Dot bién gen EGFR trén exon 18 va 20 hoic khong rd tinh trang gen EGFR

- Pugc diéu trj erlotinib (Tarceva) két hop voi hoa chat

- Suy gan, suy than ndng

- Mic ung thu thir 2

- Bénh nhan di img véi thube

- BN b6 dé diéu tri khong vi 1y do chuyén mén (khi bénh chua tién trién va
khong c6 tac dung phu tram trong) hay tir chdi hop tac, khong theo ddi duoc.
2.2. Phuwong phap va ngi dung nghién ciru
2.2.1. Phwong phdp nghién ciru: Nghién ctru can thiép 1am sang khéng ddi chimg.
2.2.2. C& mdu nghién ciru: Cong thirc tinh c& mau:
p-(d-p)

(pe)’

Ap dung cong thire trén, ¢ mau tinh toan duoc 1a 62.

2
n= Z(l—a/Z)

Trong nghién ctru nay ching t61 ¢c6 79 bénh nhan.



2.2.3. Céc budc tién hanh

- Thong tin chan doan va diéu tri trugce: chan doan giai doan, mo6 bé¢nh
hoc, dot bién EGFR, cac phuong phap diéu tri trude, diéu tri hoa tri trude:
phéc dd, s6 chu ki, dap tng va thoi gian duy tri dap Gmg.

- Cac thong tin trude diéu tri: dic diém chung (tudi, gidi, tinh trang hat
thudc), dac diém 1am sang, can 1am sang trude diéu tri.

- Piéu tri : Thubc ding trong nghién ciru 13 Tarceva, ham lugng 150mg
ctia nha san xuat Hoffmann-La Roche (Thuy Si).

Liéu luong: 150mg/ ngdy dung duong udng, udng lién tuc ngay 1 lan,
(1 vién 150mg) cho dén khi tién trién rd rét trén 1lam sang va chan doan hinh
anh hay c6 tac dung phu nang, uéng 1 tiéng trude an hoac sau an 2 tiéng.

- Xur 1y tac dung phu va diéu tri phdi hop
2.2.4. Dinh gid két qua diéu tri va tdc dung phu:

- Pap ung chua quan: lugng gid qua by cau hoi EORTC QOL-C30 va
EORTC QOL-LC 30. Panh gia mtc do, thoi gian xuat hién va thoi gian on
dinh dap img chu quan.

- Pap tng khach quan: ty 1& dap ung, ty 18 kiém soat bénh, lién quan dap
g v6i mot sd yéu t6. Panh gia theo tiéu chuan RECIST 1.1.

- Thoi gian song thém khong tién trién, thoi gian song thém toan bo.

- Phan tich don bién, da bién dé tim ra cac yéu td lién quan anh hudng
dén séng thém.

- Mot s tac dung phu theo tiéu chuin danh gia doc tinh cua NCI phién
ban 2.0
2.3. Xir 1y s liéu

Céc thong tin dugc thu thap qua bénh an nghién ctru, bd cau hoi da thiét
ké sin. Phuong phap thu thip thong tin: Thim kham 1am sang, can 1am sang;
viét thu tim hiéu két qua diéu tri; goi dién. Céc sb liu duoc ma hoa va xu 1y
bang phan mén thdng ké y hoc SPSS 16.0 vdi cac thuat toan théng ké. Tinh
cac gia tri song thém theo phuong phap Kaplan-Meier. Phan tich don bién: St
dung test Log-rank khi so sanh dudng cong séng thém giita cdc nhém. Phan
tich da bién: Stir dung mé hinh héi qui Cox véi d6 tin cay 95% (p=0,05).
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CHUONG 3: KET QUA NGHIEN CUU

3.2. KET QUA PIEU TRI
3.2.1. Dap uwng chu quan
* Thoi gian ghi nhdn xudt hién ddp g

51,7%
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Biéu do 3.1. Thoi gian ghi nhin xudt hién ddp vrng
Nhin xét: Thoi gian ghi nhan xuat hién dap (mg voi erlotinib trung binh:
2,3 + 0,7 tudn, sém nhat 1a 1 tudn, mudn nhét 13 7 tudn. Thoi gian ghi nhan dép
g tlr 2-4 tudn chiém ty 1¢ cao nhat 51,7%.

* Cai thién triéu chung sau 2 thang:
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Biéu db 3.2. Cii thién triéu chirng co nang, lwong hoa biing bo cau hoi
EORTC QOL — C30, sau 2 thing ding thudc erlotinib
Nhdn xét: Sau 2 thang diéu tri erlotinib, diém s trung binh danh gia céc triéu
chig kho thd, dau nguc, ho déu cai thién so véi trude diéu tri. Trong do triéu

chtmg dau nguc duoc cai thién cao nhat
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* Cdi thién triéu chitng trong cd qud trinh diéu tri

Badng 3.1. Danh gia cadi thién triéu chirng

Triéu chirng Cai thién On dinh Xau di

n % n % n %
“Pau nguc (n=63) 49 | 77,8 7 11,1 7 11,1
*Ho (n=53) 36 | 679 | 11 | 208 6 11,3
*Khé thé (n=40) 26 65 8 20 6 15

Nhin xét: Cai thién hau hét cac triéu chimg (dau nguc 77,8%; ho 67,9% va
kho tho 65%).
* Thoi gian duy tri dap ung co nang

Bang 3.2. Thoi gian duy tri dap vrng co nang

Thoi gian duy tri dap ing co nang

Tri¢u chirng Trung vi Trung binh Min Max
(thang) (thang) (thang) (thang)

Dau nguc 7.8 12,6£1,5 2,0 65,0

Ho 8,4 10,7+1,4 2,4 65,0

Kho thé 7,3 11,5+1,4 2,0 65,0

Nhdn xét: Thoi gian 6n dinh triéu ching co ning trung vi: dau nguc 7,8 thang;
ho 8,4 thang; kho thd 7,3 thang.
3.1.2. Pap ung khach quan:

Bang 3.3. Dap wng khdach quan

Pap tng S6 bénh nhan (n=79) | Ty 1¢ (%)
bép Uimg hoan toan 1 1,3
Pap tmg mot phan 28 35,4
Bénh gilt nguyén 27 34,2
Bénh tién trién 23 29,1

Tong 79 100
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Nhan xét: 1 bénh nhan dap tng hoan toan, 35,4% bénh nhan dat dap img mot

phan, ty 1& dap g 36,7%. 23/79 bénh nhan tién trién (29,1%). Ty 1é kiém soat

bénh (dap ng hoan toan, dap ing mot phan va bénh giit nguyén) dat 70,9%.
Bing 3.4. Pdp irng tén thwong néio

Ton thwong nio (n = 14) S6 bénh nhan Ty 1€ %
Pap trng ton thwong nio
Co6 dap tng 8 57,1
Gilt nguyén 2 14,3
Tién trien 4 28,6
Tong 14 100

Nhin xét: Ty 1é dap tmg ton thuong trén ndo cao hon u nguyén phat (chiém
57,1%).

Bang 3.5. Lién quan dap wng khdach quan voi tac dung phu thuéc

Tinh trang dap Gng DPap ing Khong dap ing| Tong P

Yéu to lién quan

n | % n % n | %
Tac dung phu Co 21 37,0/ 35 63,0 | 56 [100| 0,042
trén da — noi ban Khong 8 (34,0 15 66,0 |23 100

Nhan xét: Ty 1&€ dap ung ctia nhém c6 tac dung phu trén da — ndi ban cao hon
nhom khéng co tac dung phu. Su khac biét co ¥ nghia thong ké véi p=0,042.
Bing 3.6. Lién quan ddp irng khdch quan véi ddp veng héa chit truée

Tinh trang dap ung

Pap ing | Khong dap ung Tong| P

Yeéu to lién quan n | % | n %

Dép tmg Codapung | 24 [40,7] 35 | 593 | 59

0,014

hoa chat trudc | Khong dapimg | 5 |25,0| 15 | 750 | 20

Nhin xét: Ty 1& dap Gng cua nhoém cd dap tng v6i hoéa chét trude cao hon
nhom khéng dap tng. Su khac biét co y nghia thong ké voi p=0,014.
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3.1.3. Thoi gian song thém khéng tién trién (STKTT)

o 2 = L
= o & o
| 1 1 |

T 1¢ song thém khong tién trién
o
i
i

=
o
1

| | | |
0 18 36 54 72

Théi gian séng thém khong tién trién (thang)

Biéu do 3.3. Thoi gian séng thém khéng tién trién
Bing 3.7. Song thém khéng tién trién

Song thém khong tién trién
Trung vi Min Max 3 thang 6 thang 1 nam
(thang) | (thang) | (thing) (“0) (%) (Y0)
8,3 2,0 65,0 82,1 68,6 32,0

Nhdn xét: Thoi gian STKTT trung binh 1a: 13,4 + 1,7 (thadng), trung vi la: 8,3
(thang) (ngin nhat 2,0; dai nhat: 65,0). STKTT 3 thang 1a: 82,1%:; 6 thang:
68,6%; 1 nam: 32%.

* Thoi gian song thém khéng tién trién theo chi sé toan trang

{rm;
=]
1

PS tiwdce diéu tri
_MPS<2
0.5 TIPS 22

ﬁ —+PS < 2-censored

—+PS = 2-censored

Ty 1¢ séng thém khong tién trién

I 1 | |
0 18 36 54 72

Thivi gian séng thém khéng tién trién (thang)
Biéu do 3.4. Thoi gian séng thém khong tién trién theo chi soé toan trang
Nhdn xét: O nhom PS <2: trung vi STKTT 1 9,8 thang, cao hon c6 y nghia so
véi 6,6 thang; & nhom PS > 2 (p=0,001).
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Thoi gian séng thém khong tién trién theo logi exon dot bién EGFR

o 2 o B
= =y @ =3
| 1 | |

T¥ 1¢ séng thém Khéng tién tritn
2
1

o
=3
1

—+ 19-censored
—+21-censored

EGFR

~Exon 19
I 1Exon 21

0

T T
18 36

T
72

Thii gian séng thém khéng tién trién (thang)

Biéu do 3.5. Thoi gian séng thém khéong tién trién theo loai exon ciia EGFR

dét bién

Nhdn xét: Thoi gian STKTT ¢ nhém ¢ dot bién exon 19 cao hon nhém c6 dot bién

exon 21 (9,5 thang va 8.7 thang). Su khac biét c6 ¥ nghia thong ké véi p <0,05.
Bing 3.8. Phan tich da bién cdc yéu t6 lién quan STKTT

PR p don Ty suat nguy | Khoang tin ciy »
Yeéu to o p da bién
bién co (HR) (95% CI)
Tubi (<65, >65) 0,43 0,650 0,379- 1,115 0,154
Gio1 0,582 0,737 0,398- 1,355 0,323
Hut thudc 0,019 0,741 0,392- 1,401 0,698
Chi sb toan trang
0,001 2,211 1,551 - 3,152 0,002
(PS<2,PS>2)
Dot bién EGFR
0,011 1,799 1,188-2,718 0,032
(exon 19, exon 21)
Pap tmg hoa chat trudc | 0,008 1,308 1,097- 3,004 0,049
Sb phac dd hoa chat 0,922 0,517 0,468 — 1,397 0,447
Tac dung phu trén da 0,049 0,455 0,303 -0,917 0,037

Nhdn xét: Chi s6 toan trang trudc diéu tri, dap tmg phac d6 hoa chat trudc, loai

dot bién va tac dung phu trén da (ndi ban) 1a yéu td tién luong doc 1ap anh
huong dén STKTT ctia BN khi phan tich da bién (p<0,05).
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3.1.4. Song thém toan bé

=1 Survival Function

1.0+ —t— censor red

a 2 o
'S o &%
| | I

T§ 1¢ song thém toan b

a2
.
|

=t
(=3
|

T T T T T T T
4] 12 24 36 48 60 72
Théi gian song thém toan b (thang)

Biéu do 3.6. Thoi gian séng thém toan b
Bing 3.9. Séng thém toan b

Song thém toan b
Trung vi Min Max 6 thang 1 nam 2 nam
(thang) | (thang) | (thing) (“o) (“o) (“o)
12,0 2,5 65,0 74,1 52,3 19,0

Nhan xét: Thoi gian STTB trung binh la: 15,4+1,8 (thdng), trung vi la: 12,0
(thang) (ngan nhat: 2,5; dai nhat: 65,0). STKTT: 6 thang: 74,1%; 1 nam:
52,3% va 2 nam: 19,0%

* Thoi gian song thém toan b theo chi sé toan trang

1.0
PS trudc dieu tri
-MP5<«2

<2 0.8

E M PS =2

g —+PS < 2-censored

g 067 —+PS = 2-censored

R

LS

=1 1]

E 0.4

(2-

ol

= 0.2

0.0

| ! | |
0 18 36 54 2

Théi gian séng thém toan b (thang)

Biéu dé 3.7. Thoi gian song thém toan bé theo chi sé toan trang
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Nhdn xét: Trung vi STTB & nhém BN c6 PS <2 1a 13,0 thang, PS> 2 1a 7,0
thang. Su khac biét co y nghia théng ké (p<0,001)
Thoi gian séng thém toan b theo dot bién EGFR

1.0

T§ 1¢ séng thém toan b
o f=3 (=1
i N

o
2
1

o
o
1

EGFR

= Exon 19
= 1Exon 21

—+19-censored
—+21-censored

Théi gian séng thém toan bé (thang)

|
24 36 48

I |
60 72

Biéu db 3.8. Thoi gian song thém toan bé theo djt bién EGFR
Nhén xét: Trung vi STTB ¢ nhom BN c6 dot bién ¢ exon 19 1a 13,4 thang, cao
hon nhom c6 dot bién trén exon 21 (11,2 thang). Sy khéc biét 1a ¢6 ¥ nghia thong

ké v6i p=0,031.

Bing 3.9. Phdn tich da bién cdc yéu to lién quan STTB

Lz . Ty suat nguy Khodng tin ciy p
Yeéu to p don bién p da bién
co (HR) (95% CI)

Tubi (<65, >65) 0,786 0,706 0,407- 1,224 0,214
G161 0,344 0,724 0,382- 1,369 0,280
Hut thudc 0,001 0,917 0,489- 1,721 0,789
Chi s6 toan trang

0,031 2,198 1,542 - 3,113 0,002
(PS<2,PS>2)
Dot bién EGFR

0,023 1,231 1,106- 1,671 0,034
(Exon 19, Exon 21)
Dép tng hoa chét trude 0,011 1,848 0,916- 3,728 0,087
S6 phac dd hoa chat 0,015 0,851 0,468-1,550 0,599
Tac dung phu trén da 0,873 0,458 0,241 -0,812 0,030
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Nhdn xét: Chi s6 toan trang trudc diéu tri, loai dot bién EGFR va tac dung phu
trén da (ndi ban) 13 yéu t6 tién luong doc 1ap anh huéng dén STTB ctia BN khi
phan tich da bién (p<0,05).
3.2. POC TINH
3.2.1. Poc tinh trén da

Bang 3.10. Dgc tinh trén da

Poc tinh Do 0 bo 1 bo 11 Do 111 bo 1V
(n=79) n % n % n % n | % | n | %
Noi ban 23 1 29,1 |38 481 |12 | 152 | 6 |75 0 | O
Kho da 551696 [ 151190 | 9 | 114 | 0 | O | O | O
Viemké mong | 73 | 924 | 6 7,5 0 0 O 00O

Nhdn xét: Doc tinh noi ban trén da hay gip véi ty 18 70,9%. Chu yéu mirc do 1

va Il (chiém 63,3%). Doc tinh do III gap 6/79 bénh nhan, chiém 7,5%. Khong

¢4 bénh nhan nao ndi ban do IV. Kho da gap 31,4%, viém ké méng gap 7,5%

cac truong hop. Khong gap doc tinh khé da va viém k€ mong do III va IV.
Bing 3.11. Diic diém néi ban trén da

Thoi gian tir khi diéu tri dén khi noi ban (ngay) 10,8 + 5,7

Thoi gian kéo dai trung binh ddc tinh ndi ban (tuan) 14,4 +4,7

Nhin xét: 100% BN nbi ban xuat hién trong vong 2 tuan tinh tir lic bat dau
diéu tri, trung binh 1a 10,8 ngay. Thoi gian kéo dai ndi ban trung binh 13 14,4
tuan.

Bing 3.12. Vi tri néi ban

Vi tri n6i ban S6 bénh nhin (n=56) Ty 1€ (%)
Mat 35 62,5
Than minh 16 28,6
Mat va than minh 5 8,9

Nhan xét: No6i ban vung mat hay gap nhat, chiém 62,5%, 8,9% bénh nhan xuét

hién ban ca & mat va lung.
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3.2.2. Pgc tinh trén hé tiéu hoa

Bang 3.13. Dgc tinh trén hé tiéu hoa

Poc tinh Do 0 bol Do 11 boIll | D1V
(n=79) n % n| % | n| % | n| % | n | %
Ti€u chay 48 | 60,7 | 18 | 22,810 |12,7| 3 |38 | O
Non, budn ndn 76 1962 | 2 |26 |1 [ 13101 0] O
Viém miéng 68 | 86,1 | 9 | 114 2 |25 0 ] 0| O | O
Viém da day-
) 77 1 97,5 | 2 | 2,6 | O 0 O] 000
thuc quan

Nhin xét: Tiéu chay gip 39,3% cac truong hop, do III chiém 3,8%. Viém

miéng gip 13,9% cac truong hop, khong gip doc tinh do IIT va IV. Non, budn

non va viem da day thuc quan it gap (<5%), chi gdp ddc tinh do I va Il. Khong

gdp truong hop nao doc tinh do IV trén h¢ ti€u hoa.

3.2.3. Phan bd va mirc d9 doc tinh

80%

70%

Nhdn xét:

EPpoIvall mPolllvalVv

4.6% 1.0
s /0 0
[3.6% [ | 0.6%
HaBC HaHST HaTC Tang men Tang Néiban  Tiéu chay

gan Creatinin

Biéu do6 3.9. Phén bé va mirc dp doc tinh

— Déc tinh ndi ban va tiéu chay 1a hay gap nhat, chiém ty 1€ lan luot 13 70,9%
va 44,3%, chii yéu @6 1, 114

— Ha HST gap 26,6%, khong gap doc tinh ha HST d¢ III va IV.

— Cac doc tinh khac 1a it gap, khong gap doc tinh do 111 va I'V.
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3.2.4. Ly do giam liéu hoic gian doan diéu tri

Bing 3.13. Ly do giam liéu va giin doan diéu tri

Giam liéu diéu tri Gian doan diéu tri
S6 BN Ty 18 % S6 BN Ty 18 %
Noi ban 3 3,8 1 1,3
Tiéu chay 1 1,3 0 0
Tong 4 5,1 1 1,3

Nhin xét: Khong c6 BN nao phai bo diéu tri do tac dung phu cta thude. Ty 16
bénh nhan phai giam lidu va gian doan diéu tri rat thép, chi chiém 5,1% va

1,3%, trong d6 tac dung phu trén da 1a nguyén nhan gap nhiéu nhét.

CHUONG 4: BAN LUAN

4.1. KET QUA PIEU TRI

4.1.1. Pap ng diéu tri

4.1.1.1. Dap wng chi quan: Nghién ctu cua ching t61 st dung bang cau hoi
danh gia chét luong cudc séng EORTC Q30-LC13 dé luong hoa dap tmg co
ning cha quan cua bénh nhan. Céc triéu chimg hé hip dugc chon dé danh gia
gém: ho, kho th¢, dau nguc. K ét qua tai thot diém sau 2 thang diéu tri, cac triéu
chiing co nang: ho, dau nguc, kho tho déu duoc cai thién. Tinh trén toan bd
thot gian theo doi diéu tri, ty 1€ bénh nhan dugc danh gia cai thién cac tri¢u
chirng dau nguc, ho, kho thé lan luot 1a: 77,8%; 67,9%; 65%. Ty 1€ dat cai
thién cac trieu chirng da khao sat cao hon trong nghién ctru BR21: ho (67,9%
so v&i1 44%); kho thd (65% so véi 34%) va dau (77,8% so voi1 42%). Thoi gian
duy tri dap ung trung binh va trung vi thoi gian duy tri vo1 ho 1a 10,7 £ 1,4 va
8,4 thang; dau 1a 12,6 = 1,5 thang va 7,8 thang, kho tho la 11,5 £ 1,4 va 7,3
thang. So v&i nghién ciru BR21, sir dung cung bd cau hoi danh gia trén 3 tri¢u
chtng chinh ctia phoi cho thay: trung vi thoi gian duy tri dap tng hon thap hon
nghién ctru cua chung t6i: ho (4,7 so vo1 8,4 thang), kho thd (4,7 so voi 7,3
thang), dau nguc (2,8 so véi 7,3 thang). Su khéc biét nay co 1€ do trong nghién
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ctru BR 21 rét it BN ¢6 dot bién EGFR, vi thé dap tng u ciing kém hon (8,9%
50 Vi 36,7%), trung vi thoi gian STKTT thap hon (2,2 thang so véi 8,3 thang),
tat nhién cai thién triéu ching ciing it hon do khdi u thuyén giam it hon va tién
trién trd lai nhanh hon. Cai thién triéu ching xudt hién rat sém: trung binh 1a
2,3 £ 0,7 tuan, sém nhat sau 5 ngay, mudn nhat 1a sau 7 tuan diéu tri. Thoi gian
ghi nhan dap Ung tur 2-4 tuan chiém ty 1€ cao nhat 51,7%. Triéu ching dau
thuong cai thién sém hon ca. Phan dong cac triéu chimg bat dau cai thién rd
trong khoang tur 2 dén 4 tuan (chiém ty 1€ 51,7%). Nhiéu BN giam dugc lidu
thude giam dau (chiém 79,7%), mot s6 BN c6 thé durng han (chiém 62,5%)
4.1.1.2. Pap tng khach quan: Ty 1¢ ddp ung va ty 1& kiém soat bénh trong
nghién clru cua toi1 duge danh gia dya trén ti€u chuan RECIST 1.1 14 36,7% va
70,9%. Két qua dap mg nay cao hon da sé cac phac d6 hoa chat khac (dao
dong tor 6%-26,8%) mac du thé trang bénh nhan kém hon nhiéu. So sanh véi
mot s6 nghién ctru khac diéu tri TKIs budc 2, ty 1& dap ung dao dong tir 8%-
17%) thi két qua nghién ctru ciia chung t6i cao hon nhiéu. Piéu nay giai thich
1a do ty 1& bénh nhan dot bién EGFR trong nghién ctru cta ching toi 1a 100%
trong khi cac nghién ctru khac ty 1¢ dot bién thép hoac khong xac dinh.

Ty 1¢ dap tng trén ndo cao hon so v&i dép tng chung (57,1% so voi
36,7%), ty 1€ kiém so4t bénh 1a 73,4%. Phan tich gop trén 16 thr nghiém l1am
sang voi 464 BN UTPKTBN c6 di cin ndo cling cho két qua dap ung ton
thuong ndo va ty 16 kiém soat bénh twong duong véi nghién ctru cia ching toi
(51,8% va 75,7%), trén BN ¢6 dot bién EGFR dap tng rat cao (60 - 80%), cao
hon nhoém khong c6 dot bién va cao hon dap tng ton thuong ngoai nio. Qua
phan tich, chung t6i thay: Tinh trang noi ban trén da, dap tng véi hoa tri trude
d6 va chi s toan trang 1a nhitng yéu t6 c6 lién quan dén dép Gng khach quan
ctia thude.
4.1.1.3. Thoi gian song thém
* S6ng thém khéng tién trién

Thoi gian STKTT trung binh 1a 13,4 + 2,7 thang; trung vi 8,3 thang (t6i
thiéu: 2 thang, toi da: 65 thang) ty 16 STKTT 3 thang, 6 thang va 1 nam 1a
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82,1%: 68,6% va 32%. Két qua tuong ty trong phan tich gop tir 21 thir nghiém
lam sang véi erlotinib: bénh nhan c6 dot bién EGFR ¢ moi budc diéu tri,
STKTT trung binh khi diéu tri erlotinib 1 13,2 thang (dao dong tir 8,6 dén 15,8
thang), cao hon so voi diéu tri hoa tri 1a 5,9 thang, tinh trung binh ddi voi tat

cac phac do..

L Ty 1€ STKTT
Nghién ciru oz o,
dot bien (%) trung vi (thang)
BR-21 (2005) [10] 12,0 2,2
Sheikh N (2013) [132] 8,9 1,7
DELTA (2014) [130] 15,3 2,0
HORG (2013) [131] 36,7 3,6
TAILOR (2013) [143] 0,0 2,4
OPTIMAL (2011) [99] B1, 100% 13,1
EURTAC (2012) [97] B1,100% 9,7
WIJOG 5108L (2016) [11] B2, bB: 71,7% 7,5
Nguyén Tuyét Mai (2013) [100] | n =36, budc 2, 16,67% 8,15
n=98, budc 2 va 3, dot
Lé Thuong Vi (2013) [101] y A 8,0
bién EGFR khong bdo cao

Lé Thu Ha B2, 100% 8,3

So sanh két qua STKTT & cac nghién ctru bude 2 diéu tri erlotinib
(Tarceva) (dao dong tir 1,5 dén 3.7 thang) thi két qua cta chung t6i cao hon
nhiéu. Phan tich dudi nhom trén nhitng BN c6 dot bién, thoi gian STKTT cao
hon han nhom bénh nhan khong cé dot bién. Nhu vay, dot bién mai chinh 1a yéu
t6 quan trong, c6 tinh tién luong vé loi ich diéu trj TKIs. Diéu tri TKIs cho BN
c6 dot bién nhay cam thudc dem lai thoi gian STKTT vuot troi so voi hoa tri.

* S6ng thém toan bd

Tinh dén thoi diém dimg nghién ciru, ¢6 21/79 BN con sdng. STTB trung

binh trong nghién ctru nay la 15,4 £+ 1,8 thang, trung vi STTB 1a 12 thang,
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STTB 6 thang, 1 nam, 2 ndm twong ung la: 74,1%; 52,3%; 19%. Két qua STTB
trong nghién ciru ciia chiing t6i 13 cao hon han so véi diéu tri hoa chat budc 2.
So véi cac nghién ctu diéu tri bude 2 véi erlotinib thi STTB trong nghién ciru
ctia chiing t0i cao hon nhiéu. Su khéc biét nay c6 18 1a do BN trong nghién ctru
cua chung t61 1a nhiing BN c6 dot bién nhay cam thudc, dan téi loi ich STTB
cao hon han. Nghién ctru cta tac gia Mok T (2013) va phén tich gop cia tac
gia Zhang Y (2013) déu chi ra rang, dbi véi cac bénh nhan c6 dot bién EGFR,
viéc diéu tri TKIs trude hay sau hoa tri thi két qua cudi cung 1a sbng thém toan
bo ciia ca 2 nhom ciing 1 nhu nhau va cao hon so véi khong diéu tri TKIs.
Nhu vay, véi BN UTPKTBN c6 dot bién EGFR nhay cam thudc ludn ¢o loi ich
STTB khi diéu trj TKIs ¢ moi budc diéu tri va diéu tri phdi hop tuan ty hoa tri
va TKIs la lya chon hi¢u qua hon ca.

Lién quan song thém va mjt so yéu to

Phén tich don bién cho thdy nhiing yéu t6 c6 lién quan dén STKTT va
STTB la: Chi sb toan trang PS, tinh trang hut thudc, tinh trang ndi ban, dap ung
hoa tri trudc d6 va dap tng thude.

Phén tich da bién bang mé hinh hdi quy Cox cho thay: Chi s toan trang,
tinh trang ndi ban trén da, dap ung hoa tri trudc do va loai dot bién EGFR la
cac yéu t6 tién luong doc 1ap anh huong dén STKTT. Chi s toan trang PS,
tinh trang ndi ban trén da, va loai dot bién EGFR 1a céc yéu tb tién lugng doc
lap anh huong dén STTB.

4.2. Pjc tinh ciia phic dé

Khac han v6i hoa tri, doc tinh thudng giap nhat khi diéu tri erlotinib 13 doc
tinh trén da, niém mac, duong tiéu hoa (di ngoai phan 1ong), cac ddc tinh khac
lén huyét hoc, dgc tinh lén chirc nang gan, than 1a it gap.

* Dgc tinh trén da

Poc tinh trén da 1a dic diém thuong gip khi ndi dén tac dung phu cua

thubc TKIs néi chung va erlotinib noi1 riéng. Poc tinh trén da kha da dang,

nhung thuong gap nhat 1a ban dang san mi, kho da, viém k& mong. ...
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Néi ban: thuong gap ¢ mat (62,5% bénh nhan xuAt hién ndi ban vung mat)
va than minh. Ty 1€ ddc tinh da, dang ban san chiém 70,9% trong do c6 6/79
BN ¢6 noi ban d¢ 111, IV, chiém 7,5%, con lai hau hét 1a d6 1, I1, chiem 63,3%.
Ty I¢ doc tinh trén da tuong duong vdi nghién ciru BR21 (76% moi muc do,
9% @0 III-1V) va phan tich gop trén hon 1000 BN dung erlotinib (d6 111, IV la
8,8%). Thoi gian trung binh tir luc diéu tri dén khi n6i ban 13 10,8 + 5,7 ngay, thoi
gian trung binh kéo dai ddc tinh trén da 13 14,4 £ 4,7 tuan. Két qua tuong dong
v6i nghién ctru cua tac gia Yamazaki (2016) hay Gemma (2014), cac tac gia déu
cho rang, thoi gian xuat hién tic dung phu trén da tir 9-11 ngay sau diéu tri voi
thot gian kéo dai 15,1-17,1 tudn. Poc tinh trén da chiém ty 1¢ cao, nhung d¢ III,
IV it gip va duoc cai thién v6i diéu tri, giam liéu va tam dung, khong phai
nging han diéu tri. Trong nghién ctu ciing khong c6 BN nao tir vong lién quan
dén tac dung phu trén da.

Viém ké mong: ty 18 nay 1a 7,5% (6/79 trudng hop), déu & do6 I tuong tur
nhu trong cac nghién ctru pha III véi erlotinib, viém k& moéng chiém ty 1é tir
4% dén 56,8%, thuong do 1, 11, rat it truong hop nang do -1V (0-11,4%). Cac
doc tinh trén da nay it anh hudng dén chat lugng cudc séng ctia bénh nhan, rat
hiém khi phai giam liéu hay dimg diéu tri.

Doc tinh trén hé tiéu hoa

Tiéu chay: tiéu chay 1a mot tac dung phu thuong gip khi diéu tri TKIs.
Trong nghién ciru, ty 18 tiéu chay gap 39,3% cac trudng hop, trong d6 chil yéu
1a d6 LII; do III chiém 3,8%, khong gap bénh nhan nao tiéu chay do IV. Tuong
t nhu vAy, ty 18 tiéu chay trong cac nghién ctru dao dong tir 25% dén 95%,
chu yéu dong 1, II, do III tr& 1én gap 1% dén 14%. C6 mot bénh nhan trong 3
truong hop d6 I1I phai giam liéu diéu tri do khong dap tGng véi diéu tri hd tro,
chiém 1,3%. Khong c6 truong hop nio phai tam dimg hoic bo diéu tri do tac
dung phu cta thudc.

Viém niém mac, viém miéng: chiém khoang 13 dén 73,2%, tuy theo céac

nghién ctru. Trong nghién ctru nay, ty 1¢ gip 1a 13,9%, chu yéu 1a nhe, thodng qua.



23

Déc tinh trén hé huyét hoc: rat thap (dudi 5 %) chi yéu do I, II. Khong
codoIV.

Doc tinh trén gan thdn: Ty 1€ tang men gan (GOT, GPT) la 1,2%; ting
creatinin 1a 0,6%. Khong c6 truong hop nao tdng men gan, tang creatinin do
111, IV. Truong hop ting men gan 1a trudng hop c6 nhiém HbsAg truéc d6 nén
chtrc ning gan phan nao chju anh hudng nhiéu hon. Truong hop ting men gan
cling nhe (d¢ I va II)

Két qua nghién ctru cho thay, doc tinh hay gip nhat khi diéu tri véi thude
12 ndi ban va tiéu chay. Pay chi la cac tac dung phu trén da va ni€ém mac, co
anh hudng it dén chat luong cudc sdng ciing nhu két qua diéu tri bénh. C6 gip
hau hét 1a doc tinh & mirc d6 nhe, doc tinh muc do 111 va IV 1a rat it gip. Ty 1&
giam liéu hodc tam thoi ngung diéu tri cling la rat thép (5,1% va 1,3%). Tom
lai, diéu tri bang erlotinib cho bénh nhan ung thu phdi khong té bao nho 1a an
toan, it doc tinh, rat phu hop cho viéc diéu tri bénh nhan ung thu phéi & giai

doan tién trién, da that bai véi nhi€u phac do hoéa tri trude do.

KET LUAN
Qua nghién ctru trén 79 bénh nhan ung thu phdi khong té bao nhé ¢ dot

bién gen EGFR, tht bai voi hoa tri, duge diéu tri bé'mg erlotinib, chung t61 rat
ra mot sb két luan sau:
1. Két qua diéu tri
Pap ng diéu tri
— Pap Umg chu quan:

+ Thoi gian xuat hién dap Gng trung binh 2,3 + 0,7 tuan.

+ Ty I¢ cai thién triéu chirng dau nguc 77,2%; ho 67,1% va kho thd 65,8%.

+ Trung vi thoi gian duy tri ddp ing co nang: dau nguc 7,8 thang; ho 8,4

thang; kho thé 7,3 thang.

— Pap Uimg khach quan

+ Ty I¢ dap ting toan bo 36,7%; ty 1€ kiém soét bénh 70,9%.
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+ Ty 18 dap tng ton thuong nio 57,1%.
+ Dap ting cao hon & nhoém c¢o6 tac dung phu trén da va c6 dap tng vé1 phac
d6 hoa chat trude do. Su khac biét 1a ¢6 ¥ nghia thong ké.
Thoi gian song thém

— Thoi gian STKTT trung binh la: 13,4 £ 1,7 (thang), trung vi la: 8,3
(thang) (tdi thiéu: 2,0; toi da: 65,0). Ty 16 STKTT 3 thang 1a: 82,1%; 6 thang:
68,6%; 1 nam: 32%.

— Thoi gian STTB trung binh la: 15,4 + 1,8 (thang), trung vi la: 12,0
(thang) (thdp nhat: 2,5; cao nhat: 65,0). Ty 18 STTB: 6 thang: 74,1%; 1 nim:
52,3% va 2 nam: 19,0%.

Cic yéu td anh hwong dén song thém

— Két qua phan tich da bién cho thay cac yéu t6 doc 1ap anh hudng tot dén
STKTT la chi s toan trang trudc diéu tri ECOG PS <2, d4p tng phac dd hoa
chét trudc, dot bién Exon 19 va tac dung phu trén da (néi ban).

— Céac yéu to doc lap anh huong tot dén sdng thém toan bo 1a chi s toan
trang trudc diéu trjf ECOG PS <2 , d6t bién exon 19 va tac dung phu trén da
(n6i ban).

2. Pgc tinh

— Thudc dung nap tot. Poc tinh cha yéu 13 ndi ban va tiéu chay, da sb 1a do
I va II, rat it gip doc tinh do I1I va IV. Ty 1é tam ngimg diéu trj va giam lidu do
doc tinh 1a rat thap 1an luot 13 1,3% va 5,1%. Khong c6 trudng hop nao bo dicu
tri do doc tinh.

KIEN NGHI

Erlotinib (Tarceva) nén dugc diéu tri cho bénh nhan ung thu phoi khong té
bao nhé giai doan mudn, c6 dot bién gen EGFR nhay cam thudc nham cai thién

triéu chimg co ning, kéo dai thoi gian séng thém véi doc tinh thap.



INTRODUCTION

Lung cancer (UTP) is the most common cancer in Vietnam and all over the
world. According to Organization for International Cancer Research IARC
(GLOBOCAN 2012), an estimated 1.8 million cases of lung cancer was
diagnosed, accounting for 12.9% of all cancers and accounts for nearly 27% of
the total number of deaths from all kind of cancer.

In recent years, advances in treatment based on molecular biology made a wide
progress of curing lung cancer, especially at advanced stage. These drugs target
to selective on the individual cancer cells so limitted bone marrow toxicity
compared with traditional chemotherapy.

Erlotinib (Tarceva) is a drug administered orally tyrosine kinase receptor
inhibitors (TKIs) of epithelial growth factor (EGFR) in the group's first proven
survival benefit for patients NSCL. Clinical trials show effects of erlotinib in
NSCL patients, even if pretreated chemotherapy. The role of erlotinib has been
confirmed to help improve the quality of life and prolonged overall survival
(OS) for the patient. The toxicity of drug is very low. Erlotinib has been
approved in treatment with EGFR mutations advanced stage NSLC in many
countries around the world.

In Vietnam, erlotinib (Tarceva) has been useds since 2009. However, many
patients with mutated EGFR did not be treated because of some reasons:
economy, health insurance policy or gene diagnosis....Therefore, we conducted
a study entitled "Efficacy of erlotinib (Tarceva) in previously treated
patients with advanced adenocarcinoma of the lung'.

Objectives:

Primary objective: To evaluate the efficacy of erlotinib (Tarceva) after failure
of chemotherapy with advanced adenocarcinoma of the lung.

Secondary objectives: To evaluate the tolerance and toxicity of erlotinib

(Tarceva).



New findings of the thesis:

1. This is the first study in Vietnam of efficacy of erlotinib (Tarceva) -
EGFR tyrosine kinase inhibitors in previously treated patients with EGFR
mutations after failure of chemotherapy.

2. Results from the study showed that:

- The assessment of symptomatic improvement was quantified. The subjective
symptoms of patients being exploited on the questionnaire of Quality of Life
EORTC-C30 LC-13 for lung cancer patients, assessed using the new criteria:
median time to response was 2.3 £ 0.7 weeks, the rate of symptomatic
improvement and median to deterioration (cough: 8.4 months; chest pain: 7.8
months; dyspnea: 7.3 months).

- Overall response rate and disease control rate was 36.7% and 70.9%, superior
to chemotherapy and higher than patients with EGFR wild-type.

- In particular, the response rate of brain metastasis is very high (57.1%),
different from the traditional chemotherapy.

- PFS and OS was 8.3 months and 12 months, higher than second-line or third-
line chemotherapy.

- Toxicity of drug is mild. No patient has discontinued erlotinib because of
toxic effects.

Structure of thesis

This thesis is composed of 128 pages (excluding appendices and
referrences): Introduction (2 pages), Chapter 1: Overview (33 pages), Chapter
2: Material and method (15 pages); Chapter 3: Results (38 page); Chapter 4:
Discussion (37 pages); Conclusions (2 pages); Recommendations (1 page).
There are 61 tables, 27 charts and 3 pictures. Referrences: 163 referrences (17
Vietnamese and 146 English documents). Appendices consists of patients list,

studying profile, letter.



CHAPTER 1: OVERVIEW

1.1. Diagnosis of non-small cell lung cancer
- Definitive diagnosis: Clinical and subclinical.
- Diagnosis stage TNM classification system: AJCC 2010
- Diagnostic histopathology and EGFR gene mutations

Apply histopathological classification according to the WHO 2014 classification has
changed with the five subtypes similarities with the characteristics reveal molecular
markers (EGFR and KRAS) are different. Immunohistochemistry help classified for small
pieces of biopsy, non-specific morphology. The test detects genetic mutations help predict
treatment response of target molecules on target.
1.2. Treatment NSCLC
- Surgery: early stage [, II, IIIA
- Radiation: radical early stage, late-stage symptoms.
- Chemotherapy, targeted therapy, and so targeted immune molecule designated advanced
stage.
* Treatments aimed on target molecules and immune: the advances in treatment
- The drugs:
+ Tyrosine kinase inhibitors of epithelial growth factor (EGFR TKIs) erlotinib, gefitinib
(generation 1), afatinib (2nd generation), osimertinib (3rd generation). Afatinib,
dacomitinib, neratinib was irreversible inhibitor of EGFR, HER-2 and HER-4.
+ ALK and MET inhibitors (crizotinib, ceritinib).
- The monoclonal antibody drugs:
+ Bevacizumab (Avastin) in combination with paclitaxel / carboplatin.
Cetuximab + collaboration with vinorebin / cisplatin.
- The new research direction:
MET inhibitor of MET amplification case, some other path: PI3K / mTOR, IGF1R, MEK,
targeted therapies are on target on DNA repair
- Immune therapy treatment is aimed on target on immune cells (nivolumab,
pembroliumab)
Treatment for advanced stage (stage Illb, IV, metastatic or relapsed):
- First-line:

* No mutation: Chemotherapy.
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* Mutation: the treatment target molecules on target if specific gene mutation.
The genetic mutation treatment

+ EGFR mutations: erlotinib, gefitinib, afatinib

+ EML4-ALK translocation: crizotinib, ceritinib

+ ROSI1 gene combinations: crizotinib
Immunotherapy: Pembroliumab as PD-L1 inhibitor approved for the treatment of far
UTPKTBN step 1, PD-L1-positive there.
* Treatment of symptomatic metastatic, depending on location
Treatment of pretreated patients with chemotherapy

Patients with stage IIIb-IV UTPKPTBN or metastatic recurrence, progression after
treatment will be treated. The goal of treatment is to improve the quality of life and
prolong survival for patients. Treatment depends on the type of genetic mutation,
histopathological type, symptomatic or not ....
* Patients with mutations will be treated with TKIs:
- Progressed patient without symptoms: continues TKIs, can be combined with other
specific treatments.
- Patients progressed after treatment with TKIs 2nd positions or metastatic, asymptomatic:
metabolic pemetrexed therapy / cisplatin or gemcitabine / cisplatin customization or
squamous type epithelium, in collaboration with bevacizumab in adenocarcinoma.
Afatinib, osimetinib is indicated in cases of progressive disease after treatment with
erlotinib aim on target in patients with EGFR mutations. Ceritinib is indicated for patients
with ALK mutations progressed after treatment with crizotinib. PD-L1 inhibitor
subsequent specify another destination if the treatment of PD-L1-positive.
* Where there is no mutation, chemotherapy step 1, the disease progresses: chemotherapy
docetaxel (alone or in combination ramicirumb), pemetrexed, gemcitabine if PS 0-1.
Erlotinib indicated for both PS 2-3.
* Erlotinib and afatinib treatment is indicated as the next step after first-line in the
treatment of patients with drug-sensitive EGFR mutations.
1.3. Role of the egfr signaling pathway in the pathology and treatment NSCLC
Mechanism
EGFR is a protein group, which have receptor membrane function, communication

function, regulate the growth, development, metabolism and physiology of the cell. When



there are stimuli, leading to two branches receptor dimers cause phosphorylation of kinase
sequences in the cell, signaling the onset of flow through many avenues, including two
major roads is the road signaling RAF-MEK-MAPK and PI3K-AKT-mTOR creates a
fundamental change in the cells: activation vascular proliferation, metastasis, inhibition of
apoptosis, stimulate cell division. Abnormal activity of the EGFR (revealed
overexpression of the receptor, gene amplification or gene mutation) causes
phosphorylation of persistent, would lead to the proliferation of abnormal or malignant
cell.
EGFR mutations and TKIs
EGFR gene mutations in 50% of lung cancer patients in Asia. In Vietnam, the proportion
accounted for 64,2%. The rate was higher in patients not smoking and adenocarcinoma.
EGFR gene is considered to be a proto-oncogene. All activating EGFR mutations were
found in receptor tyrosine, which corresponds to the region encoded by exon 4 from 18 to
21, including 3 groups:
Group I: The most common (about 45%), including mutations in exon 19 deletions from
the amino acid leucine to location 747-amino acid glutamic acid position 749-(mutations
LREA). Group II consists of point mutations on exon 18 and 21. The most common point
mutation in exon 21 mutations, instead arginine at codon 858 with leucine (mutations
L858R- 40-45%). Group III includes the loop mutations paragraph, line and exon 20 point
mutation in exon 20 contains On most point mutations causing drug resistance to EGFR
TKIs such as T790M, V769L, S7681. The mutant EGFR TKIs sensitive drugs mainly in
groups I and II, in which mutations in exon 19 deletions and L858R point mutation in
exon 21, which is 90% of mutations. Testing for EGFR mutations have predictive value in
response to EGFR TKIs drugs. Drug sensitivity in each type of mutation is also different:
mutations in exon 19 is said to better meet spikes in drug exon 21.

CHAPTER 2: MATERIAL AND METHOD
2.1. Patients: Seventy-nine pretreated advanced adenoma lung cancer patients with
EGFR mutations exon 19 or exon 21 entered the study.
Selection criteria
— Pretreated stage I1IB, stage IV or metastatic recurrent NSCLC patients from upper 18

years.



— Histologically or cytologically (fine needle aspiration is acceptable) proven
adenocarcinoma of the lung .

— EGFR mutations exon 19 or exon 21

— Treated with orally erlotinib (Tarceva) monotherapy for at least 2 months

— Presence of at least one measurable indicator lesion (RECIST criteria. V 1.1) which has
not been previously irradiated. Measurable lesions (measured in at least one dimension)
(longest diameter to be recorded) as > 20 mm with conventional techniques or as > 10
mm with spiral CT scan. Physical examination and ultrasound will not be considered as
objective tumor assessments.

— The patient must give written (personally signed and dated) informed consent before
completing any study-related procedure

Exlude criteria

— EGFR gene mutations in exons 18 and 20, or EGFR gene status unknown

— treatment erlotinib (Tarceva) in combination with chemotherapy

— Hepatic and renal failure

— Unfollowed patients

— Allergy to any component of tables

2.2. Method

2.2.1. Design of study: Uncontrolled clinical trial

2.2.2. Sample size: Formulation of uncontrolled clinical trial

Formulation:

2.2.3. Variables of study

2.2.3. Patient characteristics
- Previous treatment: method, previous chemotherapy regimens and PFS treated

chemotherapy
- Age, gender, smoking status, symptoms and imaging.
- Histopathological characteristics according to WHO 2014, EGFR gene mutation

2.2.4. Treatment

The schedule was oral erlotinib (Tarceva) 150mg once a day continuously until disease

progression with severe symptoms or development of unacceptable toxicity.

- Response rate, disease control rate: RECIST 1.1

- PFS and OS



- Univariable, multivariable analysis to find prognostic factors.
2.3. Data analysis

The information was collected through medical record, modified questionnaire QoL
C30-LC13:

- Data were input on a database and analysed by software SPSS (Statistical Package for the
Social Sciences), version 16.0

- Using i, test — student, log rank to evaluate differences between the groups.

- P - values of less than 0.05 were considered significant.

Survival time using Kaplan-Meier method. Univariate analysis: Use the Log-rank test to
compare survival curves between groups. Multivariate analysis: Using Cox regression
model with 95% confidence level (p = 0.05).- Study results are displayed in figues, charts,

percentage (%), medium =+ standard deviation.

CHAPTER 3: RESULT
3.1. EFFICACY
3.1.1. Symptoms response
* Time to response
60%

51.7%
50%
&
s 40%
w 30.6%
% 30%
=9
10%
0%
<2 week 2 -4 week >4 week

Figure 3.1. Time to respose
Comment: median time to response:2.3 £ (0.7 weeks, earliest in first week, no
later than 7 weeks. Time to response from 2-4 weeks to meet the highest
proportion of 51.7%.

* Symtoms response after 2 months treated:
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Figure 2: Improved symptoms after 2 months treated erlotinib, quantified by
the questionnaire EORTC QoL - C30

Comment: After 2 months of treatment erlotinib, median point assessing

symptoms of dyspnea, chest pain, cough were improved compared to before

treatment. In which chest pain symptoms improved the most.

* Symtoms response during treatment

Table 3.1. Improved symptoms

Symptoms Improved Stable Deteriorated
n ) % n %
*Chest pain (n=63) 49 77,8 7 11,1 7 11,1
*Cough (n=53) 36 67,9 11 20,8 6 11,3
*Dyspnea (n=40) 26 65 8 20 6 15

Comment: Improve all accessed symptoms (chest pain 77.8%, or 67.9%, and

dyspnea 65%).

* Time to symptom deterioration

Table 3.2. Time to symptom deterioration

Time to symptom deterioration

Symptoms

Mode
(months)

Median
(months)

(months)

Min Max

(months)
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Chest pain 7,8 12,6+1,5 2,0 65,0
Cough 8,4 10,7+1,4 2.4 65,0
Dyspnea 7,3 11,5£1,4 2,0 65,0

Comment: Median time to symptom deterioration: chest pain 7,8 months;
cough 8,4 months; dypnea 7,3 months.

3.1.2. Tumor response

Table 3.3. Tumor response

Response Patients (n=79) %
Complete response 1 1,3
Partial response 28 35,4
Stable disease 27 34,2
Progressed disease 23 29,1

Total 79 100

Comments: 1 patient achieved complete response, 35.4% of patients achieved
partial response, overall response rate was 36,7%. 23 of 79 patients progressed
(29.1%). Disease control rate (complete response, partial response and disease
kept) reached 70.9%.

Table 3.4. Brain lesions response

Brain lesions response Patient(n = 14) Ty 1€ %
Response 8 57,1
Stable 2 14,3
Progress 4 28,6

Total 14 100

Comment: The response rate of brain lesions was higher than primary tumor

(57.1%).

Table 3.5. Correlation between the response to side effects

Factor

Response

Response

Not

Total

n

Y% Y

n | % | 0,042
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100
100

35
15

56
23

Yes
No

21 63,0
8 66,0

Comment: The response rate of the group has skin - rash higher group without side

37,0
34,0

Skin rash

effects. The difference was statistically significant with p = 0.042.

Table 3.6. Correlation between the response to previous chemotherapy

Response Yes No Total| P
Factor n | % | n )
Previous Response 24 40,7 | 35 59,3 59
chemotherapy None 5 [250/ 15| 750 | 20 0.014

Comment: The response rate of the group has responsed previous chemotherapy
higher than the group has not. The difference was statistically significant with p =
0.014.

3.1.3. Progression free survival

1.0

0.8

0.6

04—

Rate

0.2

0.0

I I T
0 18 36

SLt 72
Progression free survival (months)
Figure 3.3. Progression free survival time

Table 3.7. Progression free survival rate

Song thém khong tién trién
Mode Min Max 3 months | 6 months 1 year
(months) | (months) | (months) (%) (%) (%)
8,3 2,0 65,0 82,1 68,6 32,0
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Comment: Median PFS time: 13.4 £ 1.7 (months), mode: 8.3 (months) (min 2.0;
max: 65.0). PFS rate at 3 month: 82.1%; 6 month: 68.6%; 1 year: 32%.

* Progression free survival time arcording to personal status

1.0
PS
TIPS <2
0.5 TIPS 22
\ —+PS < 2-censored
—+PS = 2-censored

|
0 18 36 54 72

Progression free survival (months)
Figure 3.4. Progression free survival time arcording to personal status
Comment: In the group PS <2: median PFS was 9.8 months, was significantly
higher than group PS > 2 (6.6 months) woth p =0.001.

Progression free survival time arcording to EGFR mutation

1.0
EGFR
0.8 —Exon 19
) = Exon 21
0.6
—+ 19.-censored
0.4 —+21-censored

Rate

0.2

0.0

I T T T T
0 18 36 54 72

Progression free survival (months)
Figure 3.5. Progression free survival time arcording to EGFR mutation
Comment: PFS time of EGFR mutation in exon 19 group was higher than exon 21

mutation groups (9.5 months vs 8.7 months). The difference was statistically
significant with p <0.05.
Figure 3.8. Multivariable analysis of PFS

P (Cox-

Factor P  Hazard ratio 95% CI .
regression)
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Age (<65, >65) 0,43 0,650 0,379- 1,115 0,154
Sex 0,582 0,737 0,398- 1,355 0,323
Smoking status 0,019 0,741 0,392- 1,401 0,698
Personal status ECOG

0,001 2,211 1,551 - 3,152 0,002
(PS<2,PS>2)
EGFR mutation

0,011 1,799 1,188-2,718 0,032
(exon 19, exon 21)
Previous chemotherapy 0,008 1,308 1,097- 3,004 0,049
Number of

0,922 0,517 0,468 — 1,397 0,447
chemotherapy
Skin rash 0,049 0,455 0,303 -0,917 0,037

Comment: The personal status before treatment, previous chemotherapy
response, type of EGFR mutation and skin rash are independent factors to time
PFS (p <0.05).

3.1.4. Overall survival

E ]0.6_
Over;ll sur-vival (mo_nths)
Figure 3.6. Overall survival time
Table 3.9. Overall survival
Overall survival
Mode Min Max 6 month 1 year 2 year

(month) (month) (month) (%) (%) (%)
12,0 2,5 65,0 74,1 52,3 19,0
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Comment: Median time OS was 15.4 £ 1.8 (months), mode: 12.0 month
(minimum: 2.5; maximum: 65.0). OS rate: 6 months: 74.1%; 1 year: 52.3% and
two years: 19.0%

* Overall survival time arcording to personal status

1.0
PS

LIPS &3
MPsS=2
—+PS < 2.censored

0.6 —+PS = 2-censored

Rate

0.4

0.2+

0.0

| ! | | |
0 18 36 54 kol

Overall survival (months)

Figure 3.7. Overall survival time arcording to personal status
Comment: Median time of OS among patients with PS <2 was 13.0 months, the
group with PS > 2 was 7.0 months. The difference was statistically significant (p
<0.001)

Overall survival time arcording to EGFR mutation

1.0

EGFR

0.8 = Exon 19
= 1Exon 21

—+19-censored
—+21-censored

Rate

Overall survival (months)
Figure 3.8. Overall survival time arcording to EGFR mutation
Comment: Median time of OS among patients with mutations in exon 19 was
13.4 months, higher than the group on exon 21 mutations (11.2 months). The

difference was statistically significant with p = 0.031.
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Table 3.9. Multivariable analysis of OS

P (Cox-
Factor P Hazard ratio, 95% CI .
regression)

Age (<65, >65) 0,786 0,706 0,407- 1,224 0,214
Sex 0,344 0,724 0,382- 1,369 0,280
Smoking status 0,001 0,917 0,489- 1,721 0,789
Personal status ECOG

0,031 2,198 1,542 - 3,113 0,002
(PS<2,PS>2)
EGFR mutation

0,023 1,231 1,106- 1,671 0,034
(exon 19, exon 21)
Previous chemotherapy 0,011 1,848 0,916- 3,728 0,087
Number of

0,015 0,851 0,468-1,550 0,599
chemotherapy

. 0,241 —
Skin rash 0,873 0,458 0,030
0,812

Comment: The personal status, mutation of EGFR and skin adverse events

(rash) 1s an independent factors effect on OS with multivariate analysis (p

<0.05) .
3.2. SIDE EFFECTS
3.2.1. Skin toxicity

Table 3.10. Skin toxicity

Grade Grade
Skin toxicity Grade 0 Grade I Grade 11
111 v
(n=79)
n % n 0/0 n % 0/0 %
Skin rash 23 | 29,1 | 38 | 48,1 | 12 | 15,2 7.5 0
Dry skin 551 69,6 | 15| 19,0 9 11,4 0
Interstitial
) _ 73 | 92,4 6 7,5 0 0 0 0 0
inflammation
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nails

Comments: Skin rash was common with the rate was 70.9%. Mainly grade I
and II (representing 63.3%). 6/79 grade III toxicities encountered patients,
accounting for 7.5%. No patients has grade IV.

31.4% patient has the dry skin, nail interstitial inflammation was 7.5% of

cases.
Table 3.11. Characteristics of skin rash

The time from treatment until rash (days) 10,8 5,7

The average time prolonged toxicity rash (week) 14,4+ 4,7

Comment: 100% of patients with skin rash appeared within 2 weeks from
the start of treatment, the average was 10.8 days. The prolonged duration of
rash average 14.4 weeks.

Table 3.12. Site of skin rash

Site Patient (n=56) %
Face 35 62,5
Body 16 28,6
Face and body 5 8,9

Comment: facial rash is most common, accounting for 62.5%. 8.9% of patients
appearance in both face and body.
3.2.2. Gastrointestial toxicity

Table 3.13. Gastrointestial toxicity

Grade Grade
Poc tinh Grade 0 Gradel | Grade Il
111 v
(n=79)

n % n % n % n %  n | %

Diarhea 48 | 60,7 | 18 22,810 (12,7 3 [3,8| O 0
Vomitting 76 | 96,2 2 |26 1 1,3 0 0 0 0
Somatotitis 68 | 86,1 9 114 2 | 25 0 0 0 0
Mucotitis 77 | 97,5 2 12610 0 0 0 0 0
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Comment: Diarrhea was 39.3% of the cases, 3.8% grade III. 13.9% patients
has stomatitis, none of patient have grade Il and IV toxicities.

Nausea, vomiting and mucotitis was uncommon (<5%). No case has grade IV
toxicity on the digestive system.

3.2.3. Distribution and severity

80%

m Grade I and II 7.5%

70% |
0

m Grade III and IV
60%
50%

3.8%
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Figure 3.9. Distribution and severity
Nhdn xét:
— Skin rash and diarrhea are the most common toxicity, accounting for 70.9%

respectively and 44.3%.
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— Lower haemoglobin was 26.6%, no patients has grade III and IV.
— The other toxicity is rare and mild.
3.2.4. Ly do giam liéu hodc gian doan diéu tri

Table 3.13. Temporary dose reduction or discontinuation of treatment

Dose reduction Discontinuation

Patient % Patient %

Skin rash 3 3,8 1 1,3
Diarrhea | 1,3 0 0

Total 4 5.1 1 1,3

Comment: No patient discontinued treatment due to side effects of the drug.

The proportion of patients had dose reductions and treatment interruptions are

very low, accounting for only 5.1% and 1.3% because of skin rash and diarrhea
CHAPTER 4: DISCUSSION

4.1. RESULTS OF TREATMENT

4.1.1. EFFICACY

4.1.1.1. Improved symptoms: Our study used a questionnaire assessing the
quality of life EORTC-LC13 Q30 to quantify subjective response of the patient
about improved symptoms. The respiratory symptoms were selected for
evaluation include: cough, shortness of breath, chest pain. The result at the
time after 2 months of treatment, the functional symptoms: cough, chest pain,
difficulty breathing improved. Calculated over the entire follow-up period of
treatment, the proportion of patients being evaluated to improve the symptoms
of chest pain, cough, dyspnea, respectively: 77.8%; 67.9%; 65%. The rate
improvement of symptoms was higher in survey research BR21: cough (67.9%
versus 44%); dyspnea (65% versus 34%) and pain (77.8% versus 42%).
Maintain response time average and median duration of 10.7 £ 1.4 with cough
and 8.4 months; 12.6 + 1.5 months of pain and 7.8 months, 11.5 + 1.4 dyspnea
and 7.3 months. Compared to the study BR21, using the same set of questions
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to assess on 3 main symptoms of lung showed median response duration lower
than our study: cough (4.7 versus 8.4 months), dyspnea (4.7 versus 7.3
months), chest pain (2.8 versus 7.3 months). This difference is probably due to
the very little research BR 21 patients with EGFR mutations, thus also less
tumor response (8.9% versus 36.7%), the median time lower STKTT (2.2
months versus 8.3 months), of course, also improve the symptoms less tumor
remission due to fewer and quicker progress back. Improve symptoms appear
very early: 2.3 £ 0.7 average week, the earliest after 5 days, at the latest after 7
weeks of treatment. Record time from 2-4 weeks to meet the highest proportion
of 51.7%. Symptoms usually improve more soon. Most symptoms begin to
improve clearly in the range of 2 to 4 weeks (percentage of 51.7%). Many
patients reduced doses of analgesics (accounting for 79.7%), some patients
may stop (62.5%)

4.1.1.2. Response: Response rate and disease control rate in my research is
evaluated based on the RECIST criteria was 36.7% and 70.9 1.1%. The result
is higher meet the majority of other chemical regimens (range from 6% -
26.8%) despite the poor state of much more patient. Compared to some other
studies of treatment TKIs step 2, the response rates ranging from 8% -17%),
the results of our study are much higher. This is explained by the proportion of
patients with EGFR mutations in our study was 100% while other studies
mutation rates low or unknown.

The response rate in the brain is higher than the overall response (57.1%
versus 36.7%), the rate 1s 73.4% disease control. Meta-analysis of 16 clinical
trials with 464 patients with brain metastases also result in brain damage
response and disease control rate comparable to our study (51.8% and 75.7% ),
in patients with EGFR mutations respond very high (60-80%), higher than the
group without mutations and a higher response outside the brain injury.
Through analysis, we find: a rash on the skin condition, response to previous
chemotherapy and full-status indicators are relevant factors to meet the

objective of the drug.
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4.1.1.3. Survival
* Progression free survival

The median time of PFS was 13.4 + 2.7 months; mode: 8.3 months
(minimum: 2 months, maximum: 65 months). The rate of PFS at 3 month, 6
month and 1 year is 82.1%; 68.6% and 32%. Similar results in the meta-
analysis of 21 clinical trials with erlotinib: patients with EGFR mutations at
any line of treatment, the PFS median time of erlotinib therapy was 13.2
months (range from 8.6 to 15 , 8§ months), compared with chemotherapy was

5.9 months, on average for all regimens .

Study Rate of EGFR Mode of PFS
mutation(%o) time (month)
BR-21 (2005) [10] 12,0 2,2
Sheikh N (2013) [132] 8,9 1,7
DELTA (2014) [130] 15,3 2,0
HORG (2013) [131] 36,7 3,6
TAILOR (2013) [143] 0,0 2,4
OPTIMAL (2011) [99] B1, 100% 13,1
EURTAC (2012) [97] B1,100% 9,7
WIJOG 5108L (2016) [11] B2, BB: 71,7% 7,5
Neuydn Tuyét Mai @013y [100] | ~0» Second-line. 8,15
16,67%
n=98, second-line and
L& Thuong Vi (2013) [101] third-line, no report of 8,0
EGFR mutation rate
This study Second-line, 100% 8,3

Comparing the results of the median PFS time of treatment erlotinib
(Tarceva) of other studies (ranging from 1.5 to 3.7 months), the result of our

study is higher. Subgroup analysis on these patients have mutations, while much
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higher PFS patients without the mutation. Thus, the mutation is an important
factor, taking the prognosis of therapeutic benefits TKIs. TKIs treatment for
patients with drug-sensitive mutation giving time to survive than chemotherapy.
* Overall survival

By the time of stopping the study, 21/79 patients alive. Median time overall
survival in this study was 15.4 £ 1.8 months, overall survival rate at 12 month,
1 year, 2 years, respectively: 74.1%; 52.3%; 19%. OS results in our study is
significantly higher than chemotherapy. Compared with study treatment with
erlotinib, median time overall survival in our study is higher. This difference is
probably due to patients in our study were patients with drug-sensitive
mutation. Research by the author Mok T (2013) and the pooled analysis of the
author Zhang Y (2013) showed that, patients with EGFR mutations, treatment
TKIs before or after chemotherapy, the outcome along the whole survival of
the 2 groups are the same, and also higher than the untreated TKIs. Thus,
patients with EGFR mutations NSCL are treated TKIs have benefits at all time,
higher than chemotherapy.

Correlation between survival to some factor

Univariate analysis showed that factors related to PFS and OS is: Personal
status, smoking status, skin-rash, previous chemotherapy response.
Multivariate analysis using Cox regression model showed that PS, a rash on the
skin condition, previous chemotherapy response and EGFR mutations are
independent prognostic factors affect PFS.

Personal status before treatment, skin-rash, and EGFR mutations are
independent prognostic factors affect OS.

4.2. Side effects

Unlike chemotherapy, the most common toxicity erlotinib therapy is skin rash
and diarrhea, the others on hematological toxicity, hepatic and renal toxicity is
less common.

* Dermatological toxicity
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Skin toxicity is a common side effects of TKIs in general and in erlotinib
particular. Skin toxicity is quite diverse, but the most common is the original
form of purulent papules, dry skin, nail.

Rash: Common in the face (62.5% of patients with facial rash appears). The
rate of skin toxicity, accounting for 70.9% papular eruption forms including
rashes 6/79 patients with grade III, IV, accounting for 7.5%. Mostly patients
has grade I, 11, accounting for 63.3% . The rate of skin toxicity equivalent study
BR21 (76% every level, 9% grade III-IV) and meta-analysis (n = 1.000
patients) using erlotinib, the grade III and IV of skin rash was 8.8%. The
median time from treatment was 10.8 = 5.7 days, the median time duration of
skin toxicity lasted 14.4 + 4.7 weeks. Results similar to the author's research
Yamazaki (2016) and Gemma (2014), the authors have said that the time to
appear on the skin side effects from 9-11 days after treatment with 15-time , 1
to 17.1 weeks. Skin toxicity is common, but the grade III, IV is uncommon and
improved with treatment. In the study, patients did not have any deaths related
to adverse effects on the skin.

Interstitial inflammation nails: the rate was 7.5% (6/79 cases), are similar in
grade I of the Phase III studies with erlotinib, interstitial inflammation nails
proportion from 4% to 56.8% , usually grade 1, 11, very few cases of grade III-
IV heavy (0 to 11.4%). The less skin toxicity affecting the quality of life of
patients rarely to reduce the dose or stop treatment.

Gatrointestial toxicity

Diarrhea: Diarrhea 1s a common side effect during treatment TKIs in general.
In the study, the rate of 39.3% experiencing diarrhea cases, which mostly grade
I, IT; III of 3.8%, none of the patient are grade IV. Similarly, the incidence of
diarrhea in the study ranged from 25% to 95%, mainly of grade 1, 1I. Grade III
or IV is 1% to 14%. One patient in 3 cases to reduce the dose level III
treatment by not responding to treatment support, accounting for 1.3%. No case

to halt or abandon treatment due to side effects of the drug.
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Mucositis, stomatitis: about 13 to 73.2%, depending on the study. In this study,
13.9% patients have mucotitis, mostly mild and transient.
Haematological toxicity system: very low (under 5%) mainly grade I, II. No
patients has grade IV.
Hepatorenal toxicity: Percentage of elevated liver enzymes (GOT, GPT) was
1.2%; creatinine increase of 0.6%. No cases of grade III, IV. One patient has
levated liver enzymes is the case with previous HBV infections.
The study results showed that the most common toxicities when treated with
drugs are rash and diarrhea. The side effects mainly on the skin and mucous
membranes, with less effect on the quality of life and treatment outcomes.
Most cases are mild toxicity, higher grade are very rare. Percentage temporary
dose reduction or discontinuation of treatment is also very low (5.1% and
1.3%). In conclusion, treatment with erlotinib for lung cancer patients with
non-small cell is a safe, low toxicity, very suitable for the treatment of lung
cancer patients in advanced stage.
CONCLUSION
1. Efficacy of erlotinib (Tarceva)
Symptoms improvement
— The earliest and best responses were achieved in tumors at median intervals
of 2.3 £ 0.7 weeks.
— The ratio improved symptoms: Chest pain 77.2%; cought 67.1% and dyspnea
65.8%.
— The median time to deterioration of chest pain was 7.8 months; cough was
8.4 months and dyspnea was 7.3 months.
Response
— Overal response rate was 36.7%; disease control rate was 70.9%.
— Response rate of brain lessions was 57.1%
— The response rate was higher in the group has skin rash and effective

previous chemotherapy regimens. The difference was statistically significant.
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Survival

— PFS average was: 13.4 + 1.7 (months), the median is: 8.3 months (Minimum:
2.0; Maximum: 65.0). The PFS rate at 3 months: 82.1%; 6 months: 68.6%; 1
year: 32%.

— OS average was 15.4 = 1.8 (months), median: 12.0 (months) (lowest: 2.5;
highest: 65.0). OS rate at 6 months: 74.1%; 1 year: 52.3% and two years:
19.0%.

Factors corrected survival

— Results of the multivariate analysis showed that independent factors affecting
good to the whole state STKTT index pretreatment ECOG PS <2, meets the
chemical therapy before, Exon 19 mutations and adverse effects on the skin
(rash).

— The independent factors affecting good to live throughout the entire index
before treatment status ECOG PS <2, exon 19 mutations and adverse effects
on the skin (rash).

2. Toxicity

The drug is well tolerated. The most common side effects was skin-rash and

diarrhea, mostly grade I and II, grade III and IV was very rare. Percentage

suspend treatment and dose reduction due to toxicity is very low, respectively

1.3% and 5.1%. No case discontinued treatment due to toxicity.

RECOMMENDATION

Our study supports the option of using erlotinib (Tarcevar) to treat
pretreated metastatic or recurrent adenocarcinoma lung cancer patients with
EGFR-mutated. Drug improved disease symptoms prolonged PFS and OS with

convenience of oral formulation.





