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KET QUA PIEU TRI UNG THU PHOI KHONG TE BAO NHO
GIAI bOAN TIEN XA BANG ERLOTINIB (TARCEVA)
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TOM TAT

bt vdn dé: Erlotinib gitip kéo dai hon thoi gian song thém & bn ung thw phdi khong té'bao nhé giai dogn
tién xa.

Muc tiéu: Nghién cieu hidu qud va an toan erlotinib trén cic bénh nhan Vigt Nam mdc ung thw phdi khong
té’bao nho giai doan tién xa.

Phuong phdp va doi tugng: Cic bénh nhin ung thw phoi khong té¢’bao nhé giai doan tién xa (IIIB va IV)
duwoc diéu tri bang erlotinib tai khoa Phdi Bv Cho rdy tir 12/2007 déin 9/2011 nhw la mét diéu tri (1) bwdc hai hodc
ba va (2) budc mdt chi khi bn khong thé’ diéu tri theo quy woc (hda tri).

Két qua: Ty 1¢ ddp teng cao, thoi gian song thém khong tién trién bénh kéo dai trén cd hai nhém bénh nhin
budc hailba va bude mt. Ngoai cic BN c6 gidi phiu bénh carcindm tuyén, cic BN t'bao gai van cd ddp teng véi
diéu tri. Tdc dung phy thieong gdp nhit la tiéu chay va mun; hiéin khi c6 tic dung phu nghiém trong.

Két ludn: Erlotinib hiéu qud cao va djc tinh thdp da gitip diéu tri nhiéu bénh nhin ung thw phoi khong té’
bao nho giai dogn tién xa hon véi mgt két qua tot hon.

Tir khoa: Erlotinib, ung thw phoi khong té'bao nhé
ABSTRACT

RESULTS OF TREATING ADVANCED-STAGE NON SMALL CELL LUNG CANCER BY ERLOTINIB
(TARCEVA) AT THE PULMONARY MEDICINE DEPARTMENT,
CHO RAY HOSPITAL
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Introduction: Erlotinib helps to prolong overall survival in advanced stage non small cell lung cancer.
Objective: To study the safety and the effect of erlotinib in Vietnamese advanced-stage non small cell lung

cancer patients.

Material and Method: Advanced stage (IIIB and 1V) non small cell lung cancer patients used erlotinib as
second/third line treatment or as first line treatment only if they could not use standard, state of the art
chemotherapy.

Results: High overall response, prolonged progression free survival were seen in both groups using erlotinib
as second/third line therapy or first line therapy. Besides adenocarcinoma, squamous cell carcinoma showed good
response to the treatment. Common adverse events were acne and diarrhea, severe adverse event was rare.

Conclusion: Erlotinib with high efficacy and low toxicity helps broadening the number of non small cell
lung cancer patients able to be treated with a better result.
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DAT VAN DE

Ung thu phoi (UTP) la ung thu thuwong gép
nhat trén thé gidi voi tan sudt maoi méc 1a 1,6
triéu ca mdi ndm®. Bénh ciing la nguyén nhan
hang dau gay t& vong do ung thu véi t& xuat
1a 1,378 triéu ca mdi n3m®. Cling theo bdo cdo
nay, UTP ¢ Viét nam chi déng hang tht hai
sau ung thrr gan vé tan sudt méi mac va tu
suat. Tk suat UTP cao mot phan la do hau hét
(80%) bénh nhan (BN) dén tré trong giai doan
tién xa (IIIB va IV)1). Trong hai thap ky 80-90,
hoa tri la phuong tién diéu tri ung thu duy
nhat cho nhitng BN ¢ giai doan tién xa®. Cac
phac d6 hoa tri tuy co6 cai thién trung vi thoi
gian song thém nhung thoi gian nay cting chi
gidi han trong khoang 8-10 thang®®. Cac bién
phép diéu tri nham triing dich nhu liéu phap
chong sinh mach véi bevacizumab va tGc ché
thu thé hormone tang truong trén té bao biéu
md bang cac chat tic ché thu thé tyrosine
kinase (erlotinib, gefitinib) gitup gia tdng trung
vi thoi gian song thém 1én trén 1 ndm vi vay
dugc st dung ngay cang rong rai trén thé gisi
va ca ¢ Viét Nam©®.

Puoc Co quan Thudc va Thuc phdm Hoa
ky chap thudn vao ndm 2005, erlotinib
(Tarceva) 1a mot G ché thu thé tyrosine kinase
dau tién duoc BO Y t€ cho phép st dung tai
Viét Nam d€ dung diéu tri UTP khong t€ bao
nho®. Trong mot nghién ctu budc dau cta
chung t6i, thudc dwgc chiing minh la c6 hiéu
qua va an toan trén mot sd it BN Viét Nam
mac UTP khong t& bao nho giai doan tién xa,
nhung thoi gian theo ddi con ngan®. Cac két
qua nay trén s lwong BN 16n hon va voi thoi
gian theo doi lau hon chuwa dugc cap nhat.
Chting tdi tién hanh nghién cttu nay nham tim
hiéu tinh an toan, hiéu qua cua erlotinib cho
cac BN UTP khong t&€ bao nho giai doan tién
xa dugc diéu tri tai Khoa Phdi BV Cho ray.

PHUONG PHAP NGHIEN CUU

Can thiép, tién ctru, mo thuc hién trén cac
BN UTP khong t€ bao nho giai doan tién xa
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(IIB va IV) dugc diéu tri bang erlotinib tai
khoa Phéi Bv Cho ray tir 12/2007 dén 9/2011.

Chon bénh

Tat ca BN trén 18 tudi va dudi 85 tudi tu
nguyén tham gia nghién ctu, dugc chan doan
xac dinh véi két qua giai phau bénh UTP khong
t€ bao nho; giai doan IIIB (tran dich mang phoi)
hodc IV theo phan loai TNM cua WHO 1997 (giai
doan IV theo TNM VII 2007)?. Danh gid mutc do
lan rong u bang X quang nguc, CT scan nguc,
ndi soi phé quan, CT scan so, bung va xa hinh
xueong. Chung toi Iyra chon (1) cac BN da hoa tri
1-2 dong va nghi hoa tri it nhat 21 ngay, c6 chi sd
hoat dong co thé¢ WHO 0-3 va khong bat budc c6
xét nghiém do6t bién EGFR hodc giai phau bénh
t€ bao tuyén (2) cac BN chua diéu tri hoa chat cd
thé xem xét dung thudc néu BN khong thé diéu
tri theo quy wdc (hda tri) do tudi cao, bénh kem
theo va/hodc chi s6 hoat dong co thé khong du
diéu kién hda tri (WHO tir 2-3) véi diéu kién
theo gia dinh duoc giai thich rd vé nguy co, hiéu
qua va phi ton cta diéu tri; vu tién cac BN viét
nam, nit, khong hut thudc 14 va giai phau bénh
carcindm tuyén phé quan phoi.

Loai trir

Suy gan, suy than ndng, suy hd hédp tién
trién, nhiém trung chwa kiém sodat, co thai, di
can nao chwa kiém soat, c6 ung thu khac, loan
nhip nang dang phai dung thudc, bénh duong
tiéu héa hodc mat nghiém trong,.

Thudc erlotinib (Tarceva) dung duong
udng, cach xa blta dn, mot vién 150mg/ngay.
Cac BN duoc theo ddi ngoai tri. Mdi thang cac
BN dugc tham kham lam sang, chup X quang
long nguwc, the ALT, AST, Bilirubin, BUN,
Creat va/hoic do CEA. Chup cat 16p Ilong
nguc duoc thuc hién mbi 2 thang. Thude dugc
stt dung dén khi c6 bang chiing bénh tién trién
trén 1am sang (t6t nhat véi bang ching chup
cat 16p). Tiéu chudn danh gia dap tng/tién
trién la tiéu chuan RECIST®. Mot khi co tién
trién kem c6 triéu chiing BN duoc hoi chin va
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thay doi phac d6 diéu tri. Theo doéi va phan do
KET QUA
bic di€ém chung nhom BN nghién ctru

C6 98 BN giai doan IIIB va IV duoc chan
doan UTP va theo doi diéu tri trong do6 c6 31
(31,6%) BN tung duoc st dung erlotinib. Tuoi
trung binh cac BN c6 stt dung erlotinib 1a 64,2
(29,9) tudi; n&t 51,6%; khong hut thude 51%
(teng hut 16%; con dang hut nhiéu 32%);
carcindm tuyén 90,3%. Trung vi thoi gian st
dung erlotinib la 4 thang (trung binh 6,9
thang; t6i thiéu 2 thang; tdi da 30 thang).
51,6% BN hoi ca 4 dac diém nhiéu kha nang
dap ting véi erlotinib gom chung tdoc Pong A,
ntt, khong hut thudc va carcindm tuyén.
61,3% BN dwoc chi dinh erlotinib & budc hai
hodc ba (gom 38,7% buwdc hai va 22,6% budc
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nang cac tac dung phu theo CTCAEv3.0 .

ba) trong khi 38,7% budc mot. Cac phac do
hoéa tri budc mét phd bién la mot mudi platin
(cisplatin hodc carboplatin) véi paclitaxel,
gemcitabin. Docetaxel thwong duwoc dung &
buwdc hai.

Hai nhom BN dung erlotinib budc mot
va budc hai hodc ba khic nhau & chd 1a nhém
stt dung budc mot ¢d tudi ¢ khuynh hudng
cao hon (69,3 so vdi 60,9; p=0,053); nit pho bién
hon (75% so véi 36,8%; p=0,038); nhiéu BN
khong hut thudc hon (75% so voi 36,8%;
p=0,038); carcindm tuyén uu thé hon (100% so
v6i 82,6%; p=0,142); nhiéu BN chi s6 hoat dong
co thé kém hon (33% & muc 2 so vdi 5,3%;
p=0,06; fisher exact test).

Hinh 1: Hi¢u qua diéu tri erlotinib trén mot BN nit, 82 tudi, khong hit thoc ld, carcindm tuyén: (a) lic
nhdp vién; (b) sau xo héa mang phdi va (c) sau diéu tri erlotinib.

Két qua diéu tri
Bang 1: Dadp 1ng tot nhat dwegc ghi nhin trén cic

BN
Nhém Dap ng | Bénh 6n | Tién trién
moét phan dinh
Erlotinib bwédc hai| 7 (36,8%) | 8 (42,1%) | 4 (22,1%)
hoac ba
Erlotinib budc mét| 4 (33,3%) | 6 (50,0%) | 2 (16,7%)
Chung 11 (35,5%) | 14 (45,2%) | 6 (19,4%)

Trén BN c6 dap ting, cai thién triéu ching
thuong dwoc ghi nhan ¢ ngay thang dau & 80%
BN. Mot s& (8%) BN ghi nhan cai thién triéu
chiing ngay trong tuan dau.Ty 1é dap ting khong
khac biét c6 y nghia gitta 2 nhém st dung

Chuyén Dé Noi Khoa I

erlotinib budc mot hay budc hai/ba. Hiéu qua
trén cac dudi nhom khac kho phan tich do s6
lugng BN con it. Tuy nhién trén 3 BN carciném t&
bao gai, 2 trong d6 da ngung thudc 14, ¢6 2/3 BN
cho dap tiing mot phan voi erlotinib.

Trung vi thoi gian dén tién trién bénh la 7
(+1,0) thang. Két qua nay véi nhém st dung
erlotinib budc hai hoac ba la 8 (1,5) thang va
budc mot la 4 (+1,1) thang. Phéan tich cac yéu to
anh hudng dén thoi gian song thém khong tién
trién bénh la chi s6 hoat dong co the¢ WHO.

Trung vi thoi gian song thém la 11 (+1,9)
thang. Két qua nay véi nhom st dung erlotinib
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budc hai hodc ba la 18 (+2,1) thang va budc mot
1a 8 (0,7) thang. Tan sudt BN song thém trén 1
nam la 50%.

Tac dung ngoai y

Tat ca BN da sit dung erlotinib it nhat la 2
thang, 50% BN dung dén 4 thang, c¢6 4 BN
(12,9%) st dung thudc trén 18 thang va BN dung
lau nhat 14 30 thang. 74,2% c6 ban da va 77,4% c6
tiéu chay 1a 2 tac dung phu thuong gap nhat. B
nang pho bién 1a d6 I va II (Ian luot la 51,6% va
16,1% cho ban da; 61,3 va 16,1% cho tiéu chay).
Khong c6 tiéu chay do III-V. Tiéu chay thuong
dap ung voéi loperamide; nhung can luu y ¢
mot s6 BN tiéu chay mire d6 néng hon do tir chdi
st dung loperamide do ngai tdc dung phu.
Khong BN nao xin thudc chdng 6i. C6 2 BN ¢6
ban da do III doi hoi giam liéu thudc va la
nguyén nhan gian tiép goép phan gay ngung
thudc sau nay (bén canh nguyén nhan tai chinh).
C6 3 BN (trong d6 ¢ 2 BN nay) can giam/ngung
tam thoi erlotinib (9,7%).

Bén canh d6, c¢6 13% BN viém can moéng
(periungual inflammation) nhe (6,5% do 1;
6,5% d6 2). 5 BN chan an (16,1%). 4 BN viém
niém mac (3 viém niém mac miéng va 1 viém
niém mac am ho/am dao) chiém 12,9%. Co6 3
BN mo ta mét moi nhe (9,7%). Rung toc cling
duoc ghi nhan & mot so it BN va duoc phan
loai mirc 0 nhe.

Khong c6 tac dung phu ¢ bat ky hé co quan
nao c6 murc d6 nang do IV va V duoc ghi nhan.
Mot BN than nhin mo nhung bac si kham mat
khong xac nhan ¢ ton thuong giac mac/két mac
lién quan. Nhiéu BN than kho thd trong qua
trinh diéu tri nhung X quang khong goi y viém
phoi (pneumonitis) hoac bénh ly md ké do
erlotinib va nguyén nhan duoc xac nhan la lién
quan dén bénh goc.

BANLUAN
Dén s6 nghién ctru
So véi nhom BN trong nghién citu da

trung tam st dung erlotinib trén cac BN that
bai héa tri/xa tri hodc khong thé diéu tri bang
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nhing diéu tri nay (TRUST)®), nhém nghién
ctru 6 ty 18 BN toan thudc chung toc Dong A
(dan toc Kinh), ty 1é nit, khong hat thude va
carcindm tuyén dac biét cao. Nhom nghién
cttu bao gom nhiéu BN c6 nhiéu yéu t6 tién
leong lam sang dap tng voi erlotinib®. Can
lam sang giup tién lwong dap Gng voi
erlotinib 1a dot bién gen ma héa EGFR chua
xac dinh duoc trén cac BN nghién cttu trong
thoi gian nay. Dan toc Kinh (nguoi Viét) duoc
biét la mot trong nhitng dan toc co ty 16 EGFR
cao nhat trong cac chung toc Dong A17. Vi
vay, nhom BN nghién cttu c6 thé co ty 1€ dot
bién EGFR cao.

Ty 1é carcindm tuyén cao da tung dwgc
bdo cdo ¢ nhiéu nghién ctru trong nudc gan
day” 111419, Vi vay, tudi cao va ty 1& carcindm
tuyén cao 1a nhing dic diém thong nhat voi
cac nghién ctru trén cac BN UTP khong t€ bao
nho giai doan tién xa dwgc bao cdo trong
nudc?). Nguoc lai, nhom BN nay ¢ mét sd dac
diém nhan chung hoc rat khéac biét 1a ty 1é BN
nit cao, tan suat khong hut thudc 14 cao.

Tinh hiéu qua

Tan suidt BN dat bénh duoc kiém soat
trong nghién cttu la 80,7% cao hon so nghién
cttu TRUST® (69%) thuc hién cha yéu trén
BN da trang nhung twong tu Mok® trén céc
BN A/Pong A. Trong d6, ty 1& dap ting khéch
quan (35,5%) la cao hon TRUST® (13%) cd y
nghia va cao hon Mok © (27%) khong co y
nghia. Nhu vay su khac biét phan 1on do
chang toc, nhung cling khong loai trit anh
hwong cta tan sudt cao carcindm tuyén va dot
bién EGFR ¢ nguoi Kinh.

Thoi gian khong tién trién bénh cta chung
toi la 7 thang gan voi két qua Mok® trén
chiing toc Pong A 1a 5,8 thang va cao hon c6 y
nghia so cac chung toc khac 2,9 thang. Két qua
nay ciing 1dp lai v6i thoi gian s6ng thém toan
bd 11 thang so véi Mok®1a 14,7 thang va khac
biét c6 y nghia vdi cac chung toc khac 6,8
thang. Ty 1é BN song trén 1 ndm cua ching toi
la 50% tuwong tw Mok 58% nhung t6t hon cac
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chung toc khac 32,7%. Nhu vay, erlotinib cho
ty 1é dap tng cao va dong thoi c6 y nghia kéo
dai thoi gian song thém khong tién trién bénh,
thoi gian song thém toan bo déc biét BN chau
A©19, Liu y rang nhitng két qua nay ding cho
cac BN budc hai la chinh vi TRUST va cac
nghién cttu con®*23thye hién chinh yéu trén
cac BN budc hai.

Trong IPASS trén cac BN chau A, trén cac
BN ma tinh trang dot bién EGFR khong duoc
biét, hoa tri va erlotinib khong khac biét dang ké
vé thoi gian song thém khong tién trién bénh(0.
Nguoc lai, trén cac BN EGFR duong, erlotinib cai
thién dang ké thoi gian song thém khong tién
trién bénh0. Liéu diéu nay c6 nghia néu khong
biét tinh trang dot bién EGFR thi khong duoc
dung erlotinib? Nghién cttu ctia Lee trén hon 600
BN da trang ghi nhan erlotinib birdc mét kéo dai
thoi gian song thém khong tién trién bénh néu
lya chon cac BN ¢6 ban da som trong thang dau
tién diéu tri®. Fiala ghi nhan trong mot nghién
ctu tién ctu ban da gitup tién lwgng hiéu qua
erlotinib®. Ban da cang nang két qua diéu tri
thuong cang tot ™. Trén cac BN 16n tudi,
erlotinib bat ké tinh trang dot bién EGFR tt hon
vinorelbine don tri liéu®. Dau sao nghién cttu ay
6 s6 lugng BN con nho. Chinh vi vay, cho dén
hién tai ASCO van hwéng dan cho erlotinib hodc
gefitinib budc 1 chi trén nhiing BN ¢6 dot bién
EGFR®. Trong twong lai, viéc c6 thé st dung ban
da nhu mét hudng dan lya chon diéu tri khong
6 1é can nghién ctru thém.

Chung t6i ¢6 ¢6 2/3 BN UTP té& bao gai cho
dap ung tot (mot phan) vdi erlotinib. Nghién
cttu BR21 cho thay erlotinib ¢6 hiéu qua cho
cac dudi nhém gom ca t€ bao gai. Y van
khuyén cao tién hanh thtr dot bién EGFR trén
cac BN carcindm tuyén vi hiém c6 dot bién
EGFR trén cac BN UTP t&€ bao gai. Trong
nghién cttu TRUST, chung tdc A chau anh
huéng quan trong hon giai phiu bénh t& bao
gai trén két cuc®. Vi vay liéu cac BN té bao
gai chau A c6 thé trong doi mot két qua khac
véi nhitng BN da trang? Chiang khao sat 55
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BN UTP t€ bao gai nguoi Taiwan thdy ty 1é
dap ung la 16,2%, ty 1é bénh kiém soat la
51,4%, thoi gian s6ng thém khong tién trién la
2 thang va thoi gian song thém toan bd 1a 10,4
thang®. Cac BN t€ bao gai khong hut thudc
dap ung tot hon cac BN ting hat®. Co thé ndi,
v6i cac BN UTP t€ bao gai nén tuan tht hudng
dan ASCO® diéu tri bang héa tri nhung & cac
BN budc hai hodc cac BN budc mot khong thé
dung nap hoda tri thi cling cé thé€ xem xét
erlotinib nhu 1a cttu canh cudi cung,.

Trong TRUST®), cac yéu td anh huong tién
lwgng ngoai chi s6 hoat dong co thé va chung
toc nhw da phan tich nhw cta chiang t6i con
giai doan bénh, tinh trang hut thudc, tudi va
giai phau bénh. Sy khac biét nay do & mau
chuang t6i con nho nén khong phat hién duoc
nhiéu mdi twong quan.

Tinh an toan

Khéng cd cac tac dung phu bat thuong
hoac mdi nao dwoc bdo cdo. Cac tac dung
ngoai y cta erlotinib thwong la tac dung phu
cua nhom tee ché tyrosin kynase (TKI: tyrosine
kynase inhibitor)!4. Hai tac dung phu thwong
gép nhat 1a tiéu chay va ban da thi may man la
hau hét déu nhe. S BN phai giam liéu 1a 9,7%
gan tuwong tu 14% ctia Mok ©va 17% TRUST(9.
Tinh ap dung

So véi nhitng nghién cttu truede day, ty 1€
BN dwgc diéu tri ddc hiéu ung thu trén tong
s0 BN theo doi diéu tri gia tang so trudc?.
biéu nay c6 thé nho sy gbp phan cua nhiéu
yéu td: doi song kinh t€ xa hoi cai thién trong
giai doan nay, chinh sach bao hiém y t& ho tro
va erlotinib ¢6 hiéu qua cao va tadc dung phu it
khién c6 thé str dung trén nhiéu BN hon.
Han ché nghién ctru

Mot s6 dang ké BN UTP khong té€ bao nho
giai doan tién xa duoc theo doi diéu tri tai
khoa ma khong du dit liéu nghién citu da
khong duwgc bao cdo, vi vay cac két qua vé
hiéu qua diéu tri cd thé sé bi anh hudng.
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