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TOM TAT

Co s6: Ung thur phoi khong t€'bao nhé giai doan tién xa la mgt bénh 1y c6 tién liong xdu nhung tiv khi co
héa tri thoi gian song con da duoc kéo dai ding k& Cdc ligu phdp nhiam tring dich st dung bevacizumab va
erlotinib gitip kéo dai hon nita thoi gian song thém va vi vdy moi didy dwoc cong nhin trong diéu tri cic bénh
nhan giai doan nay.

Muc tiéu: Nghién ciru tinh kha thi, hiéu qua va an toan cua bevacizumab va erlotinib trén cic bénh nhin
ung thw phoi khong té'bao nho giai doan tién xa

Phuong phdp va déi twong: Tai mot khoa Phoi, BV da khoa tuyén cudi; 1 ung thw phdi khong té'bao nhé
giai dogn tiéh xa da dwoc diéu tri budc ddu bang bevacizumab + carboplatin + paciltaxel; 5 bénh nhin ung thiw
phdi khong té'bao nhé giai dogn tiéh xa tieng héa tri tie 1 déin 2 dong duwoc diéu tri buc 2 hodc 3 bang erlotinib.

Két qua: Ty 1¢ dip 1tng tot hon hodc tuong diong v6i y vin ¢ cd hai nhém bénh nhin. 3 triong hop dip
1ng kha ngoan muc duwoc bao cdo. Khong tic dung phu nghiém trong. Tai chinh la nhin t6'quan trong trong khoi
diu va tiép tuc diéu tri.

Két ludn: Liéu phdp nhim triing dich khd thi, khd hiéu qud va tuong doi an toan. Liéu phdp nay c6 thé' mo
ra m@t vién canh twoi sang hon cho bénh nhin ung thw phdi khong té'bao nhd giai doan tiéh xa.
ABSTRACT

PRELIMINARY RESULTS OF TREATING ADVANCED-STAGE NON SMALL CELL
LUNG CANCER BY TARGETED THERAPY
AT THE PULMONARY MEDICINE DEPARTMENT, CHO RAY HOSPITAL

Le Thuong Vu * Y Hoc TP. Ho Chi Minh * Vol. 13 - Supplement of No 1 - 2009: 98 - 107

Background: Non small cell lung cancer is a poor prognosis disease that survival was increased
significantly by chemotherapy. But this was further increased markedly by targeted therapy which is recently
approved for this type of patients.

Objective: To study the feasibility, the safety and the effect of targeted therapy in Vietnamese advanced-stage
non small cell lung cancer patients.

Material and Method: At a Pulmonary Department of a tertiary multi-specialty hospital, 1 advanced stage
small cell lung cancer patients were treated first line by chemotherapy with bevacizumab+ carboplatin +
paclitaxel; 5 others were treated second line or third line by erlotinib.

Results: Overall response was either better or comparable to literature data in both groups. 3 cases of partial
response were reported. No severe adverse reaction noted. Financial problems was an important factor in the start
and continuation of this kind of treatment.

Conclusion: Targeted therapy is feasible, rather safe and of good efficacy. It might provide a better
perspective for patients with advanced stage non small cell lung cancer.

* B mén Noi PHYD, Khoa H6 Hip BV Chy Riy



DAT VAN DE

Ung thu phoi la nguyén nhan t& vong do
ung thw hang dau ¢ nam va nt trén thé gidi
gay ra khoang 1,2 triéu ca tit vong hang nam®.
O Viét nam, bénh c6 sudt do chuan theo tudi
cao nhat tai Ha ndi, nhung lai ding hang thu
hai sau ung thw gan tai TP H6 Chi Minh™#®), Tt
vong cao do ung thu phoi mot phan do bénh
nhan thuong dén tré: c6 dén khoang 80% bénh
nhan ung thu phoi duogc phat hién bénh ¢ giai
doan tién xa (IIIB va IV)@19. Trong hai thap ky
80-90, hda tri la phuong tién tri liéu chinh duy
nhat gitip xoa diu cho nhitng bénh nhéan ¢ giai
doan tré nhu vay 24. Héa tri gitip kéo dai thoi
gian song thém tir khoang 6 thang 1én dén 8
thang va tang ty 1€ bénh nhan séng sau mot
ndm lén gan gap 2 lan so khong diéu tri 6 nhém
bénh nhan nay. Méc dau da c6 nhiéu nd lyc tim
kiém cac hda tri méi nhung trong hon 20 ndm
qua khong cé su cai thién két qua diéu tri
ngoan muc nao dugc ghi nhan19). Chi moéi vai
nam gan day, cac liéu phap ngam trung dich da
mang lai lan gi6 mdi trong viéc tri liéu ung thu
phoi khong té bao nhoto.

Lan dau tién sau hon 20 nam nguoi ta mai
phat hién dwgc mot phuong tién tri liéu lam gia
tang c6 y nghia thoi gian sdng thém ctia bénh
nhéan ung thu phoi giai doan tién xa tr 8 thang
len dén 10 thang la
Bevacizumab 1a khang thé don dong gan vao
VEGEF (vascular endothelial growth factor: yéu to
tang trudng ndi mac mach mau) ngdn can sy
hoat hda cac thu thé tyrosine kinase thong qua
VEGF thiét yéu cho qua trinh tan tao mach
mau®. Tuy chi c6 mot hoat tinh han ché khi st
dung don trj liéu, nhung phdi hop véi héa tri
thu6c dem lai hiéu qua 1am sang quan trong®.
Co s0 cua thanh tuu nay la su qué thé hién yéu
t0 téng trudng ndi mac mach mau (VEGF) va cac
thu thé ctia n6 VEGFRI va 2 trong ung thu phoi
khong t& bao nho. Bén canh d6, mét dich khac
ma viéc tng dung da duoc chitng minh c¢6 hiéu
qua lam sang 1a thu thé yéu td tang treong biéu
mo (EGFR: epidermal growth factor receptor)®.

bevacizumab®.

Trong mot s6 budu dac nhw ¢ phdi, EGER clng
6 thé qua thé hién va/hodc dot bién®. Erlotinib,
mot tiéu phan tir e ché thu thé EGFR gay tic ché
canh tranh gén két v6i ATP gitip kéo dai thoi
gian song thém khoang 2 thang & nhiing bénh
nhén da that bai hoa tri. Chung toc A chau (gobm
ca Viét Nam) lai nhiéu kha nang dap tng thudc
hon so vdi cac chung tdc khac”. Bevacizumab
(biét dwoc Avastin) va erlotinib (thudc khang thu
thé tang treong biéu mod biét duoc Tarceva) chi
vira moi hién dién & Viét Nam.

Tai hoi thao Ung thu chau A Thai binh
duong 2008 tai Tp H6 Chi Minh, Vi Vian Vii
da trinh bay mot truong hop st dung
bevacizumab v6i két qua bénh 6n dinh. Chua
cO bdo cdo viét nao tai Viét Nam vé cac
phuong tién moi nay. Chang toi bao cdo kinh
nghiém budc dau st dung thanh cong tri liéu
nham tring dich tai khoa Phéi lau 8B1P Bv
Cho Ray nham danh gia vé tinh kha thi, tinh
an toan, hiéu qua cua phuong phap diéu tri
vita méi dueoce ap dung tai khoa.

PHUONG PHAP NGHIEN CUU

Can thiép, tién ctu, mo thyc hién trén cac
bénh nhan ung thw phoi khong t€ bao nho giai
doan tién xa (IIB va IV) duwoc diéu tri bang
bevacizumab hodc erlotinib tai khoa Phoi Bv
Cho ray tir 12/2007 dén 9/2008.

TAt ca bénh nhan trén 18 tudi va dudi 75 tudi
tu nguyén tham gia nghién cttu, dwoc chan doan
xac dinh véi két qua giai phau bénh ung thu
phoi khong t€ bao nho; giai doan IIIB hodc IV
theo phan loai TNM cta WHO 1997 (danh gia
mtic d6 lan rdng u bang X quang nguc, CT scan
nguc, noi soi phé quan, siéu am bung, CT scan
so va xa hinh xuong) khong co suy gan, suy than
ndng, suy ho hap tién trién, nhiém trung chua
kiém sdat, co thai®”.

Riéng véi bevacizumab chung toi khong lua
chon céc bénh nhan ¢ GPB la carcindm té€ bao
gai, 6 ho ra mau (>2,5ml mau), chi s6 hoat dong
co thé WHO tir 2 tro 1én, dang dung khang dong
hogc aspirin, méi vira phau thuat, thoi gian song



thém du tru < 3 thang, da ting hda xa tri,
neutrophil < 1500/mm?, Hb < 9 g/dL, tiéu cau <
100,000/mm?, bilirubin> 2.0 mg/dL, AST hodc
ALT >5 Ian so vdi gidi han trén cta binh thuong
O nguoi ¢o di can gan va 2,5 lan so véi gidi han
trén cta binh thuong ¢ ngwoi khong di can;
creatinine huyét thanh >1.8 mg/dL, vét thuwong
chura lanh, phau thuat 1én trong vong 4 tuan,
sinh thiét dudi 1 tuan, tién st chan thuong, du
tri sap phau thuat, léet DDTT, gay xuong, bénh
tim mach ndng (tang huyét 4p khong kiém sdat,
nh6i mau co tim trong vong 6 thang, dau that
nguc khong on dinh, suy tim NYHA > 2, loan
nhip tim nang) bénh mach mau ngoai bién nang,
di cdn nao, cé kem ung thw khac.

Phéc d6 stt dung™: Bénh nhan duoc dung 6
chu ky carboplatin/paclitaxel. Paclitaxel (175
mg/m) dugc truyén trong 3 gid mdi 3 tuan.
Carboplatin tinh theo AUC5 vdi cong thirc ctua
Calvert. D6 loc cau than (GFR) wdc tinh bi“mg
cong thirc cta Crockoft. Giam liéu néu giam
neutrophil kem s6t hodc neutrophil < 1000/mm?
trong 5 ngay, chay mau nghiém trong > d¢ 2,
ndén va budn nén do 3 khong kiém sdat dugc
béng chdng ndn, bang ching ctia doc tinh trén
gan (AST> 5 gidi han trén ctua binh thuong
(GHTBT), hoac bilirubin> 3 GHTBT), tim mach
(loan nhip c6 triéu chitng, dau thit nguc, tut
huyét ap <90/60mmHg hodc phai bu dich), than
kinh d0 2 trd 1én hodc cac ddc tinh do 3 hoac 4
khéac. Bevacizumab dugc truyén dau tién 1a 90
phat, néu dung nap t6t nhiing lan sau cd thé
truyén 30 dén 60 phat. Bénh nhan khong tién
trién sé duoc dung bevacizumab tiép cho dén
chu ky 18.

Hoéa tri duoc thuc hién noi tri, trong mot
khu cach ly riéng. Gitta cac lan v6 thudc trong
cung mot dot hoa tri, cdc bénh nhan c6 thé duoc
diéu tri ngoai tru. Trong qua trinh diéu tri, cac
bénh nhan duoc khdm va danh gia trudc modi [an
hoa tri bao gdm: tong trang chung, tinh trang
nhiém trung, tinh trang cac bién chiing néu 6,
cong thttc mdau, chitc nang gan than (tinh
clearance creatinine theo Crockoft), X quang

phdi. Hoa tri sé dugc ngung lai néu c6 bang
chiing bénh tién trién r6 rang. Luong gia két qua
diéu tri dwoc thuc hién sau mdi 3 chu ky véi CT
scan l6ng nguc va/hodc CT s, siéu am bung.
Céc thay doi sau hoa tri duoc lugng gid theo
WHO: dap tng hoan toan, dap ting mot phan,
bénh khong d6i/6n dinh va tién trién. Sau moi
lan lwgng gia, bénh nhan sé dwoc xem xét lai
hiéu qua diéu tri va quyét dinh hoa tri ti€p hay
thay do6i phuong thic diéu tri phu thudc vao
bénh canh cy thé. Sau mdi [an hod tri, bénh nhan
dwoc theo doi sat cong thirc mau N 10 va N 15.
Két qua duoc bao cho bac si diéu tri va tuy két
qua ma bénh nhan dwgc chi dinh theo doi sat
nhiét do tai nha hay nhap vién trong trueong hop
o tiét lap bach cau kem s6t hay giam tiéu cau
nghiém trong (dudi 20 000/mm? hay giam TC co6
keém xuat huyét). Cac truong hop tiét lap bach
cau duwgc diéu tri khang sinh toan than, phoi
hop, ph6 rong, tinh mach liéu cao bang
imipenem/cilastatin (TIENAM) 0,5g 1 lo x 4 TM;
ciprofloxacine 0,2g 100ml 2 1o x 3 TTM.

Riéng vdi erlotinib ching tdi ¢6 thé lya chon
cac bénh nhan ¢ chi sd hoat dong co th¢ WHO
0-3, da hoa tri 1-2 dong va nghi hoa tri it nhat 21
ngay, khong c6 di can ndo chua kiém sodat,
khong ¢ ung thu khac, khong bénh tim mach
nang trong vong 1 nam qua, khong lgan nhip
ndng dang phai dung thudc, khong bénh duong
tiéu héa hodc mat nghiém trong. Thudc dung
duong udng, cach xa bira &n, vién
150mg/ngay®@). Cac bénh nhan duoc theo doi
ngoai tri. Thudc duwoc stt dung dén khi cé bang
chiing bénh tién trién trén 1am sang.

Céac bénh nhan dwoc diéu tri nang do theo
chuan thong thuwong nhu truyén mau, tiéu cau,
chdng 6i. Chung t6i khong stt dung thudc GM-
CSF thuong quy cho cac treong hop giam bach
cau sau hoa trj khong kem sdt ma thong
thwong c6 kha nang tu hoi phuc. Theo doi va
phan dd nang cac tdc dung phu theo CTCAE
v3.0 (common terminology criteria for adverse
event V.3.0).



KET QUA
Bevacizumab phéi hgp véi carboplatin va
paclitaxel trong hoa tri budc mot

Bénh nhan Nguyén van L. Nam 74 tu6i. Da
ngung hut thudc. Karnofsky PS 90. Bénh canh
lam sang ho, khong kem ho mau. X quang phoi
U dinh phoi trai (T3). N6i soi c6 khoi sti thuy
trén phé quan T, két qua sinh thiét phat hién
carcindm phé quan t€ bao tuyén. CT scan hach
ron phdi do6i bén (N3). N6t phoi phai nghi do di
can thuy gitta phoi P va xa hinh xwong nghi di
can xuong swon 1 cung trude P (M1). Khong di
can ndo. Khoi dau diéu tri thang 4/2008 dén
9/2008 gom du 6 chu ky. Danh gia sau hda tri 3
thang bang CT scan nguc, bung va so nao; xa
hinh xwong, ndi soi phé quan sinh thiét: dap tng
mot phan. Danh gia sau hoa tri 6 thang bang CT
scan ngwc, bung va so ndo; xa hinh xwong, noi
soi phé€ quan sinh thiét: dap tng mot phan (mat
thuong ton xwong suwon, kich thude u phdi trén
CT scan giam > 50% duwong kinh). Bénh nhan
dang tiép tuc diéu tri theo phac d6 véi
bevacizumab mdi 3 tuan. Tac dung phu: chay
mau mi (d9 2), giam bach cau (d6 3), buén noén
nhe (d¢ 1), ti€u nhiéu (d6 1), rung toc (do 1).
Bénh nhan c6 s6t 1 lan lién quan nhiém triung
tiéu trén trén co dia soi than, khong kem giam
bach cau.

Hinh 1: Buou nguyén phdt khi chiea diéu tri, sau 3
thang va sau 6 thing.

Hinh 2: N6t nho di can thity giiea P chwa diéu tri va
sau 3 thing.



Erlotinib don tri liéu dong 2 hodc 3 trong
diéu tri bénh nhéin ung thw phdi giai doan
tién xa.

Bang1: Dic diém ldm sang cic bénh nhin sir dung
erlotinib

Hova jilgisi| U IT(N| ™ GPB |KPS
tén thuoc
NTH | 54 | N | Khong T3N3 Gan, xuong|C2CIOM| 50
tuyén
VN | 53 [Nam| Tumg [T2lng|, Poidol Carcinomi g,
bén, xwong | tbgai
CXC| 66 |Nam| Nhidu [Tang|, Phoidol (Carcinom g,
bén, xwong | tuyén
TTD | 52 [Nam| Titng [TAN2|  Xuong C"’t‘{)cg‘;i’m 80
PVB | 68 [Nam| Nhidu T2z, Phoidol [Carcinomi g,
bén, xwong | tbgai

C6 5 bénh nhan phu hgp chuan duoc chon
loc (it nhat da 1 lan hoa tri) vao nghién ctru
(bang 1 va 2). Cac dit liéu co ban duoc trinh bay
trong bang 1 va cac diéu tri bénh nhan da tiing
trai qua trong bang 2.

Precorerye

Hinh 3: Bénh nhian PVB véi dip 1tng mgt phin

Bénh nhan NTH khi chadn ddan ¢ giai doan
IIIB, hod tri 3 chu ky carboplatin + vinorelbine
bénh tién trién voi di can xwong. Bénh nhan
duoc diéu tri tiép bang erlotinib trong 3 théng,
ghi nhan bénh tién trién. Bénh nhan dugc ngung
thudc diéu tri triéu chiing va tit vong sau 5 thang
theo doi.

Bénh nhan VVN da phgu thuat, xa tri kém
hoéa tri hau phau. Bénh tai phat di can xwong sau
ngung hoéa tri 3 thang. Diéu trj dong 2 bang
docetaxel bénh 6n dinh nhung bénh nhan bi tac
dung phu di tng thudc nang phai ngung phac
do6 diéu tri. Bénh nhéan tién hanh diéu tri dong 3
vdi erlotinib véi ton thuong di can phdi 2 bén va
di can xwong. Qua 8 thang diéu tri erlotinib,
bénh giam ho, mat hoan toan thwong ton chu
md phdi hai bén, ton thwong di can xuong
(unmeasurable lesion) 6n dinh duoc phan loai
bénh dap ting méot phan.

Bénh nhan PVB chan ddan ban dau carcindm
t€ bao gai giai doan IV di cin phdi doi bén, hda
tri 6 chu ky bénh khong ddi (no change or stable
disease). Sau 3 thang, bénh tién trién trd lai, bénh
nhéan duwgc diéu tri 3 chu ky docetaxel dong 2,
bénh dugc luong gia la tién trién véi di can ndo
moi xuat hién. Xa tri toan bo nao giap kiém soat
thuwong ton di can. Bénh nhan dung erlotinib
duoc 4 thang. Sau 1 thang mat toan bd di can
phoi, giam > 50% tich cac duong kinh cua u
nguyén phat. Két qua dap ing méot phan duoc
xac nhén & thang thi 2. O thang thit 3, xa hinh
xuwong phat hién sy rd hoéa cac thuong ton di can



xuong.

Bénh nhan TTD da phéu thuat va hoa tri hau
phau 2 Ian (co so khéc). Bénh tai phéat sau 1 ndm
diéu tri, bénh nhan dung erlotinib dwgc 2 thang
thi 1am sang cam thdy ho mdu ¢ tan s6 nhiéu
hon trudc tuy van luong it, giam toc do sut can,
bot nhe ho va kho tho. Méc dau trén hinh anh
hoc bénh khong ddi (no change or stable disease)
nhung do ho mau lam bénh nhan lo lang nhiéy,
bénh nhan lai cam thdy mét moi (fatigue) va tai
chinh khoéng cho phép bénh nhan xin ding
thudc, rat lui khoi nghién ctru. Cac truong hop
bénh nghi ngo tién trién trén lam sang nhung
hinh anh hoc bénh 6n dinh thuong doi hoi kiém

tra hinh &nh hoc nhiéu [an sau dé d€ xac nhan sw
tién trién néu co trén 1am sang. Bénh nhan nay
hién da duoc chuyén sang mot budc diéu tri
khac nén khong danh gia dwoc.

Bénh nhan CXC ¢ giai doan IV da hoa tri 6
chu ky, bénh ddp tiing mot phan sau 3 chu ky
nhung chi dat 6n dinh 6 cu6i dot diéu tri. Bénh
tién trién sau 6 thang, bénh nhan duoc st dung
erlotinib 2, 5 thang thi hinh anh hoc bénh khong
ddi (no change or stable disease) nhung do tac
dung phu an kém, noi man da va niém mac
miéng dau rat 1am bénh nhan lo lang nhigu va
tai chinh khong cho phép bénh nhan xin ditng
thudc, rat lui khoi nghién ctiru.

Bang 2: Diéu tri va két qua diéu tri cic bénh nhin sir dung erlotinib

Ho va | Thoigian t tr Iic ch 4n déan R S Theoi gian dung P 2
#n | dénkhéidau erlotinib Hoatrj buéc 1 Hoatribwec2 | e ini Ketqua
NTH 4 thang Carboplatin + Vinorelbine 3cky 3 thang Bénh t\'/i?]g'en' w
VVN 18 thang Carboplatin + Paclitaxel 5cky | Docetaxel 3cky 8 thang Ber?]gtd Sﬁél:ng
CXC 12 thang Carboplatin + Gemcitabin 6 cky 2,5 thang Bénh 6n dinh
. . . . Carboplatin + . A A L2

TTD 24 thang Carboplatin + Paclitaxel 4cky Paclitaxel 4cky 2 thang Bénh tién trien
PVB 12 thang Carboplatin + Gemcitabin 6cky | Docetaxel 3cky 4 thang Ber?]gtd Sﬁéﬁng

Tém lai vé dap tng, c6 2 bénh nhan dap
tng kha ngoan muc véi viéc mat toan bd hinh
anh di can phoi dang nét day 2 phoi va VVN
va PVB, dap tng chung (ovrall response) dwoc
tinh la 2/5 treong hop. Ca hai treong hop nay
déu 1a t€ bao gai. Vé két qua song thém, hién
tai trung binh thoi gian séng thém 1a 5,4 thang.
Chi méi 1 bénh nhan t vong nén chua tinh
dwoc trung vi.

Vé tac dung phu cua thudc, noi ban da gép
trén tat ca bénh nhan, chi c6 bénh nhan CXC la
ndi ban da (rash, acne) d 2, con tat ca bénh
nhan khac d6 1. Bénh nhan CXC mo ta viém
niém mac miéng (mucositis/stomatitis) do I
(kham 1am sang) v6i hong ban miéng nhung vé
chtrc ndng d6 2 do c6 anh hwong &n udng. Bénh
nhan nay c6 thé duoc giam liéu va tiép tuc diéu
tri nhung nhu trén da trinh bay do van dé tai
chinh bénh nhan quyét dinh ngung tri.

C6 2 bénh nhan mo ta phi dai/stng hoa tai
khée moéng, man tinh, khong gay tac dong
nghiém trong dén strc khoe, khong bién ching
nhiém trung nhung la mot van dé phién toai
néu bénh nhan cao g, cd thé gay loét ri dich
(phan loai dermatology/other) d6 1 (nhe). San
soc tai chd 16et nay bang thudc sat khuan tai
chd kiém soat t6t van dé. Khong bénh nhan
nao ¢d phan tng tang men gan duwoc ké la
viém gan quan trong. Bénh nhan VVN c¢ tang
AST, ALT dang ké (d6 2) nhung khong kem
tang cac men khac nhu GGT, phosphates kiém,
bilirubine; qua qua trinh theo doéi do bénh
nhan ddp tng ngoan muc nén co sy gia tang
phong thich men do huy mo6 budu. Tiéu chay
gap trén 1 bénh nhac mttc d6 nhe, d6 I (PVB)
dap tng voi loperamide. C6é 2 bénh nhan mo
ta mét mai (fatigue) mot do 1 (CXC) va mot do
2 (TTD). Mot bénh nhan moé ta chan an
(anorexia) d¢ 2 (CXC).



BAN LUAN
Dan s6 nghién ctru

Bénh nhan Nguyén van L. 1a mot bénh nhan
thich ting hau hét nhiing tiéu chi lya chon khac
khe d€ dung bevacizumab. Mac dau la mot
phuong tién tri liéu that sy c6 hiéu qua, nhung
thudc cling c6 khong it tac dung phu gay tw
vong khién phai chon lwa bénh nhan ky cang
méi dam bao bao ton dugc hiéu qua diéu tri.
Bénh nhéan ching t6i c6 tudi 74, 1a mot chong chi
dinh twong d6i. Trong nhing phan tich dwéi
nhém 16n tudi, tham chi nguoi ta con thdy rang
bevacizumab khong mang lai nhiéu loi ich cho
nhom bénh nhan 16n tudi. Tuy vdy bénh nhan
ching t6i cho tdi nay, dap ung tot, tac dung phu
chap nhan duoc, mot phan do thé trang tot, KPS
cao twong ty nhitng nguoi dudi 70 tudi.

Tat thay bénh nhan st dung erlotinib trong
nghién cru nay la nguoi Viét, chiing toc A chau.
Vi vay it nhat cac bénh nhan c6 1 yéu to tién
luong tot khi st dung erlotinib (1 yéu td tién
legng trén 3 bn, 2 trén 1 bénh nhan va 3 trén 1
bn). Nhiing yéu t6 tién luong dap tng tot khac
dugc nhidc dén trong y véan la nit, hoan toan
khong hut thude 14, carcindm tuyén. Chung toi
khong cé diéu kién xac dinh tinh trang thu thé
EGFR trén cac bénh nhan nghién ctu. Tudi
trung binh ctia 5 bénh nhan 54,8; nam 80%. Thoi
gian tir luc chan ddan dén khoi dau diéu tri
erlotinib 1a 14 thang. 100% bénh nhan ting st
dung nhém platin. 40% ting phau thuat, 40%
ttng xa tri, 60% da hoa tri 2 budc.

Tinh kha thi

Cling nhue mot nghién cttu bao cao tinh hinh
diéu tri ung thu phdi cta chung tdi cach day vai
nam, ty 1& bénh nhan dugc diéu tri hda tri trén
tong s6 bénh nhan c6 giai phau bénh ung thw c6
tang chiém khoang 50% (so vdi trude do la 38%).
Céc bénh nhan khong diéu tri hda tri la vi bénh
qua tién trién, khong cd bao hiém y té hoac ly do
tai chinh khac, khong tin twong hoa tri, s tac
dung phu hda tri, mudn diéu tri thudc Nam, chi
mong mudn diéu tri nang do...

Trong cung khoang thoi gian nghién cttu 9
thang, chung t6i c6 20 bénh nhan ung thu phoi
khong t&€ bao nhé giai doan tién xa tién hanh
diéu tri budc 1. S6 luong bénh nhan chdng chi
dinh st dung bevacizumab vi bénh thuyén tac
huyét khoi 1a 2, nhdi mau co tim phai dung
clopidrogel va aspirin lién tuc la 1, di can nao la
2, ho ra méu 1a 1, gidi phau bénh t& bao gai la 2.
Phan 16n (12/20) cac bénh nhan khong tham gia
diéu tri budc 1 véi bevacizumab la vi ly do tai
chinh hon la ly do y t€ Méi day chung t6i co
mét bénh nhan n& tham gia diéu tri
bevacizumab véi phac
7,5mg/kg + cisplatine + gemcitabin méi dwoc 2
chu ky. Chtng t6i xin phép dugc cap nhap két
qua trong cac bao cao sp t6i. O cac nghién ciru
ngoai nudc chi khoang 20% bénh nhan ung thw
phdi khong t&€ bao nho c6 thé diéu tri bang
bevacizumab.

dd bevacizumab

Géanh nang tai chinh cting la nguyén nhan
gbép phan dan dén ngung tri erlotinib & 2 bénh
nhan trong nghién cttu. Do thudc ¢ thé chi dinh
ca 0 nhiing bénh nhan ¢6 PS cia WHO tix 0 dén
3, cac bénh nhan bénh tién trién sau hoa tri
khong tham gia diéu tri erlotinib (7/12) déu vi ly
do tai chinh. Mot s6 lua chon docetaxel budc 2
(2/12 bn), mot s6 chi diéu tri nang do.

Cé thé ndi mac dau giup kéo dai thoi gian
song thém, cac thudc liéu phap nham tring dich
qué dat khong thé chi tra béi da s6 bénh nhan va
vi vay it kha thi.

Tinh hiéu qua

Veé ddp 1tng khich quan, bénh nhan Nguyén
van L c6 dap tng mot phan. Két qua nay hét
stec khich 1& & bénh nhan dau tién cta ching
toi. Ty 1€ dap ting chung (overall survival) trén
cic bénh nhan diéu tri bevacizumab +
carboplatin + paclitaxel la 35%. Ddp wng chu
quan rat tot voi bénh nhan Nguyén vén L. véi
khong con ho, dau nguc hodc kho tho. Trong
ECOG 4599, thoi gian song thém trung vi cua
nhom st dung bevacixumab + carboplatin +
paclitaxel la 12,3 thang
carboplatin + paclitaxel 1a 10,3 thang. Chung

so v6i nhdém



t6i sé ¢ gang béo cao két qua nay trong nhiing
nghién ctru sap téi. Cac két qua nay tuy tot
nhung con so khoi va rat kho so sanh véi nhiing
nghién cttu trong va ngoai nudc treede day. Hién
nhin chung c6 rat it bénh nhan dugc st dung
bevacizumab tai Tp HCM (1 ¢ Pham Ngoc
Thach, 2 & Cho réy va itnhat 1 tai Ung Budu).

V& ddp 1rng khich quan, ty 1€ dap ing chung
trén nhom erlotinib chung t6i 1a 40%. Ty 1é dap
tng trén cac nghién ciru ¢ mau 16n khéc 1a 9-
12%. Chura ¢ nghién cttu nao thuec hién chi trén
nhém bénh nhan chau A. Ty 1é dap tng & dudi
nhém chau A duoc bao céo la 18,9-27%. Nhu
vay ty 1& dap tng chiing toi hoi t6t hon cac tac
gia khac o 1é do tudi thap hon, thoi gian tir chan
ddan dén luc diéu tri erlotinib sém hon. Dip itng
chit quan rat tot & nhom erlotinib (2/5 bn) véi sy
giam ho (1/5), giam kho tho (1/5), giam dau (1/5).
Céac bénh nhan khac mo ta sy on dinh triéu
chiing va trén 1/5 bénh nhan (NTH) tién trién
xau cua triéu ching chu quan. Thoi gian song
thém trung vi & nhom cd diéu tri erlotinib la 6,7
thang so v6i 4,7 thang & nhoém khong diéu tri
(BR21). Chuing t6i chwa c6 két qua trung vi thoi
gian song thém ¢ nhom erlotinib. Cho tdi nay,
thoi gian song thém trung binh 1a 5,4 thang, vdi
1 bénh nhan ti vong. Mot diém kha thu vi la hai
bénh nhan dap ting mét phan cuia chiing t6i déu
la t€ bao gai va da hoda tri voi docetaxel. Mot
bénh nhan c¢6 bénh tién trién voi docetaxel, mot
bénh nhan bénh 6n dinh vdi docetaxel sau dé
tién trién lai.

Docetaxel tiing duoc coi la diéu tri budc 2
chuan, duy nhét cho cac bénh nhan hoéa tri bude
1 that bai dac biét khi da dung cac dan chat
platin®. Docetaxel la thudc dau tién so sanh véi
diéu tri nang do tdi vu kéo dai duwoc thoi gian
song thém (tir 4,6 thanh 7 thang), nhung lai
khong chiing minh duoc hiéu qua nay khi so véi
vinorelbine hodc ifosfamide®. Pemetrexed la
thudc thit hai chinh thic chiing minh dwgc hiéu
qua kéo dai song thém khi diéu tri budc 2 va cb
tinh an toan t6t hon docetaxel nhung chua c6 &
Viét Nam(®?. Gefitinib tredc day ting dwoc coi la

mot chon lwa, nhung cudi cung da bi loai khoi
danh sach nhiing thudc duwoc chap thuan diéu tri
bude 2. Erlotinib hién la thudc méi nhat mang lai
hiéu qua song thém trén nhém bénh nhan nay.
D6i voi cac nghién ctru da chung toc, hiéu qua
dac biét cua erlotinib trén cac bénh nhan chua
ttng hat thude, ching toc A chAu, ni¥, carcindm
tuyén 1a co so giup lua chon bénh nhan st dung
erlotinib®. Khi ap dung trén cac bénh nhan Viét
Nam, da s chi c6 1 yéu t0 tién luwong tot la
ching tdc chau A, ching t6i van c6 nhitng két
qua ngoan muc. Diéu nay khuyén khich viéc mé
rong nghién ctru nay trén nhitng bénh nhan Viét
nam ndi riéng va chau A néi chung®. Nhiing
két qua kha quan khi st dung bevacizumab phdi
hop véi 1 trong 3 tac nhan dugc chap thuan ké
trén dem lai nhiéu hy vong cho bénh nhan ung
thu phdi khong t€ bao nho giai doan lan tran.
Tinh an toan

Pa sd cac tdc dung phu déu dung nap
duwoc. Chi mot bénh nhan phai ngung tri do
tac dung phu ctia thu6c. Tuy nhién nhu trén
da trinh bay, khong c6 tac dung phu muc 3-4
nao duoc ghi nhan. Tac dung phu cong thém
yéu t6 tai chinh méi la nguyén nhan ngung
thuSc ctia bénh nhan nay.

Bénh nhan diéu tri bevacizumab cua ching
toi nhu trén da mo ta thé hién bién ching xuat
huyét (6 duwong hd hap trén) kinh dién cua
nhomthudc tac dong trén thu thé VEGF. Xuat
huyét tiéu hda, ho mau 1a chong chi dinh tuyét
déi cho viéc tiép tuc thudc. Bénh nhan dang
dugc diéu tri bang thudc huyét 4p va khong c6
tac dung phu tang huyét ap thém dwoc ghi
nhan. Cac tadc dung phu khac déu chdp nhan
duoc. Ty 1€ cac bién chiing d6 3-4 hodc hon dwgc
md ta trong y van la giam bach cau trung tinh
25%, giam bach cau kem so6t 5,2%, xudt huyét
nao 0,7%, chdy mau mii 0,7%, ho mau 1,9%, 6i
mau 0,5%, tiéu phan den 0,9%, giam tiéu cau
1,6%, tang huyét ap 5,6%, dam niéu 4,2%, mét
moi 5,1%, kho thd 5,6%. Tt vong do gidm bach
cau kem sot 1,2%, do ho mau 1,2% va éi mau
0,5%. Mac dau cac bién ching trong nhém



nghién citu ECOG 4599 thuong gap nhat trong 3
chu ky dau nhung 6 bénh nhan ching t6i, xuat
huyét miii xay ra sau chu ky thit 609.

So vdi y van, tac dung phu trén nhém bénh
nhan st dung erlotinib ching t6i la twong tu.
N6i ban da 76%, chdn &n 69%, bubn ndn 40%, 6i
25%, viem miéng 19%, tiéu chay 55%, mat nudc
7%, mat 28%, mét moi 79%, nhiém trung 3%, xo
phoi 3%, viem phoi 3%. Do s6 lwong bénh nhan
va thoi gian theo doi con it khong cé bénh nhan
nao ¢ viém phdi (pneumonitis) hodc doc tinh
phoi duoc bao cao nhu cac nghién ctu ngoai
nudc. Cac tac dung trén phoi nay thuong dugc
phat hién trén cac bénh nhan Nhat. Tac dung
phu ctia erlotinib vi vay la khac biét véi cac hda
tri khac chi dinh diéu tri 6 dong 2, ddc biét
khong anh hwong huyét hoc vi du giam bach
cau. Day 1a mot trong nhiing co so lua chon
erlotinib d€ diéu tri dong 2.

Co ché tac dong

Khac voi hoa tri ngan chdn sy phat trién caa
t¢ bao ung thu bang cach tac dong khong dic
hiéu chu yéu vao qua trinh phan chia t€ bao, cac
liéu phap nham tring dich thuong lua chon mot
sO dich ddc hiéu ma hau hét lién quan dén cac
men tyrosine kynase. Cac men tyrosine kinase
chuyén phosphat tir ATP téi cac goc tyrosine
trong cac polypeptide. C6 trén 90 gen ma hda
tyrosine kynase gitip thiec hién nhitng chitc nang
diéu hoa quan trong cua t&€ bao nhu tang trudng,
song con, biét hoa, thuc hién chiic ndng va di
chuyén. Céc tyrosine kynase duoc hoat hda boi
cac thu thé bé madt t€ bao. Mot trong nhiing
nhom thu thé bé mat t& bao kiém soéat qua trinh
tang trueong, chét duoc lap trinh, tan tao mach
mau, dinh va di chuyén la nhiing thu thé yéu to
tang treong biéu mod 1 (EGFR epidermal growth
factor receptor con duoc goi la HER-1) va nhiing
thu thé yéu t6 tang trudng biéu mo 2 (EGFR-2
con dwoc goi la HER-2). C6 sy hoat hda bat
theong cac tyrosine kynase trong ung thw theo
nhiéu co ché khéac nhau nhu ty dong phosphoryl
héa do tyrosine kynase bi hoa 1an vao mot
protein doi tac (bach cau man dong tuy), mat

diéu hoa tyrosin kynase do dot bién thu thé ctia
tyrosine kynase (bach cau cdp dong tuy) hoac
thu thé EGFR, qua biéu hién thu thé HER-2 (ung
thu va). Chinh vi vay, viéc tic ché cac thy thé
nay, ngan chan hoat hda bat thuong cac tyrosine
kinase 0 cac t€ bao budu la co sd cho liéu phap
diéu tri méi nay.
Gidi han cta nghién cttu

Nghién ctru chi thé hién kinh nghién diéu trj
budc dau véi sd luong bénh nhan con han ché.
KET LUAN

Ung thu phdi khong t€ bao nhd giai doan
tién xa la mot bénh ly ¢6 tién luong xdu nhung
tte khi ¢6 hoa tri thoi gian sdng con da duoc kéo
dai déng ké. Viéc tng dung liéu phap nham
trang dich da mang lai nhiing thay d6i lon trong
diéu tri: kéo dai hon nira thoigian song thém véi
muc tac dung phu chdp nhan duoc. Két qua nay
chi dat dwoc véi viéc chon lira bénh nhan that ki
cang vi thudc cling c6 thé gdy nhing tac dung
phu nghiém trong c6 thé dan dén t& vong vi du
nhu khi stt dung bevacizumab. Tac dung phu it
va kiéu tac dung phu khac biét véi cac hoa tri
giup erlotinib c6 thé mé rong chi dinh diéu tri
cho ngay ca nhitng bénh nhan c6 chi sd hoat
dong thap (WHO 0-3). Van dé tai chinh van la
rao can rat 16n cho qua trinh diéu tri bat ké da c6
hd tro tir phia bao hiém y t&. Chinh vi vay, c6 thé
néi liéu phédp nham tring dich da mé ra mot
vién canh tuoi sang hon cho bénh nhan ung thuw
phoi khong té bao nho giai doan tién xa.
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