EGFR VA HER2/NEU TRONG UNG THU DA DAY
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Toém tat

Trong nhitng ndm gan ddy, mic du c6 nhiéu tién bd trong chan doan va diéu tri, nhung tién luong ung
thu da day tién trién van con x4u. Nhidu nghién ctru cho thdy mot s6 yéu t6 phan tir nhu cac yéu td chiu
su diéu hoa ciia cac thanh vién ho thu thé yéu td ting truong thuong bi (EGFR va HER2/neu), c6 lién
quan véi qua trinh phat sinh va tién trién cta ung thu da day. Két qua budc dau cho thdy cac dau an phan
tir nay c6 gia tri trong tién lugng va dy doan dap Gng diéu tri ddi v6i hoa tri liéu, dic biét 1a diéu tri dich.
Chon lwa bénh nhan bang cac k¥ thuat héa mo mién dich va/hodc lai tai chd 1a can thiét dé tdi da hoa
loi ich @i véi diéu trj dich va co thé tranh dugc cac doc tinh ning. Tuy nhién, can phai dugc 1am sang
t6 thém vai tro thuc sy cia EGFR, HER2/neu trong chin doan va tién lugng UTDD vi van con mot $6
két qua trai ngugc.
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Despite many advances in diagnosis and treatments in recent years, prognosis of advanced gastric
cancer is still very poor. Early diagnosis and more effectively targetted therapy are important goals of
current researches in order to improve the prognosis of this disease. Many studies have demonstrated
that some molecular factors such as those regulated by human epidermal growth factor receptor family
members (EGFR and HER2/neu), are involved in the carcinogenesis and development of gastric
cancer. Prelimimary results showed that they have prognostic and therapeutic roles. Patient selection
by immunohistochemistry and/or in situ hybridization techniques is essential to maximize the benefit of
targeted agents and may be used to avoid significant toxicities. It is, however, necessary to clarify real
values of EGFR, HER2/neu in the diagnosis, treatment and prognosis of special and selected patients of
gastric cancer.
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1. DAN NHAP

Ung thu da day 1a mdt bénh ung thu thuong
gip, véi sb luong tir vong dung hang tht hai trén
thé gidi. Trong nhimg nam gin ddy, mic du da
¢6 nhiéu tién bg trong chan doan, diéu tri nhung
tién lvgong ung thu da day van con x4u, dic biét 1a
ung thu da day tién trién. Trong khoang hai thap
nién gan day, nguoi ta di xac dinh nhiéu yéu t6

phan tir rat lién quan voi qua trinh phat sinh va
tién trién ung thu da day, trong d6 c6 EGFR va
HER2/neu. Nhitng nghién ciru ban dau cho thiy
EGFR va/hoic HER2/neu dang mang lai nhiéu
gia tri trong diéu tri va tién lugng UTDD. Trong
bai tong quan nay ching t6i diém lai mot s dic
diém, k¥ thuat danh gia va nhitng Gng dung cua
EGFR, HER2/neu trong UTDD.

- Bia chi lién hé: Lé Viét Nho, email: levietnhodl@gmail.com
- Ngay nhdn bai: 01/4/2013 * Ngay dong y dang: 20/4/2013 * Ngay xuat ban: 17/5/2013

Tap chi Y Dugc hoc - Truwong Pai hoe Y Duge Hué - S6 15 9



2. MOT SO PAC PIEM CUA EGFR, HER2/neu

2.1. Pic diém sinh hoc

EGFR va/hoic HER2/neu 1a hai trong sb
bdn thanh vién trong ho HER gdm c6 4 thy thé
la EGFR (erbB1 hay HER1), HER2/neu (erbB2,
hodac HER2 con dugc goi la p185, neu), HER3
(erbB3) va HER4 (erbB4). Chung 1a cac thu thé
tyrosine kinase xuyén mang c6 lién quan chat ché
v6inhau [12].

Céu tric clia cac thanh vién ho HER rét gidng
nhau gdm mét ving ngoai bao dé gin véi phdi ti,
tiép d6 1a ving xuyén bao xoin dc va mot ving
ndi bao co6 hoat tinh men tyrosine kinase. Mdi mot
loai thy thé thuéc ho HER déu ton tai ¢ dang don
trang (monomer) khi bat hoat. Khi gin vdi cac
phéi tir, chiing chuyén thanh cac ddng nhj tring
(homodinomer, nhu HER1/HER 1) hodc di nhi trung
(heterodinomer, nhu HER1/HER2) ¢6 hoat tinh, va
tr d6 hoat hoa men tyrosine kinase. Men tyrosine
kinase 12 men xtic tac sy van chuyén phosphate tir
ATP d&n tyrosine trong cac polypeptide. D6 chinh
la qué trinh phosphoryl hoa. Chinh su phosphoryl
hoa 14 hoat dong sdng cua té bao.

Céc phdi tir khi gan vao cac thu thé thudc ho
HER sé& dan dén phosphoryl hoa va hoat ha mang
lu6i cac con duong dan truyén tin hiéu phirc tap
ndéi bao nham kiém soat gidi han cia cac qua
trinh té bao nhu qué trinh tang sinh, tan tao mach
mau, chu ky té bao, su song thém va qué trinh té
bao chét theo chuong trinh théng qua mdt s6 con
duong (Hinh 1) [12].

- EGFR 1a thu thé dau tién trong ho HER dugc
phat hién vao nam 1978. Trong nhiéu truong hop,
hoat héa EGFR sai I¢ch, qua trung gian nhiing
thay doi trong khuéch dai gen va kich thich ty tiét,
¢6 18 1a mot yéu t6 quan trong cta qua trinh phat
sinh ung thu, ciing nhu 13 yéu t6 dan duong thiét
yéu cho sy ting trudng ac tinh cia cac té bao ung
thu [12]. Su kich hoat cac tién gen ung thu ma
hoa EGFR, c6 thé gop phin vao su chuyén dang
kiéu hinh té bao, lam cho cac té bao u ting truong
thuc sy, tao thudn 1gi cho qua trinh séng thém cua
té bao ung thu. Vi vay, ting biéu 16 EGFR c6 thé
1a chi diém tién lugng quan trong trong nhiéu loai
ung thu, ké ca UTDD [10].

- HER2/neu la thu thé tht hai trong ho HER
dugc phat hién vao nam 1984. HER2/neu ma hoa
mot thu thé tyrosine kinase xuyén mang, tuong
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Hinh 1. Cac con duong d5n truyén tin hiéu
Nguon: Scaltriti M., et al (2006), Clin Cancer Res,
12 (18): 5268-5272. [12]

ddng voi EGFR. Cho dén hién nay, HER2/neu
1a thanh vién duy nhat thugc ho HER ma khong
¢6 phdi tr nao trong ho nay c6 thé hoat hoa sy
ddng nhi tring héa cta nd. Thay vao dé, duong
nhu HER2/neu giit chirc ning dau tién nhu I3
mot doi téc di nhi tring héa ddi véi cac thanh
vién khac trong ho HER nhu EGFR, HER3, hoic
HER4 [12]. HER2/neu thuong qué biéu 16 trong
ung thu v, budng trimg, phdi va da day [10]. Do
vay, HER2/neu la mét tmg vién ly tudng dugc
dung 1am chi s6 tién lugng ciing voi EGFR trong
nhiéu loai ung thu [10].

Trén co s& hiéu biét vé cac con dudng dan truyén
tin hi¢u nay va vai tro cta cac thu thé trong ho HER
trong qua trinh ung thw, nguoi ta da phat trién nhiéu
loai thudc theo hudng tic ché mot hodc nhiéu trong
s6 cac con dudng nay voi hy vong c6 thé ngin chin
qua trinh phat trién cta té bao ung thu.

2.2. Cac ky thuat danh gia tinh trang EGFR
va HER2/neu trong UTDD

C6 kha nhiéu k¥ thuat dé danh gi4 tinh trang
EGFR, HER2/neu trong UTDD, nhu k¥ thuat lai
tai chd (In Situ Hybridization — ISH), k¥ thuat
ddng vi phong xa 1125, ky thuat Western blotting,
Southern blotting, phan {mg chudi polymerase
(Polymerase Chain Reaction: PCR) va ky thuat
héa mé mién dich (HMMD).

2.2.1. HMMD

HMMD la k¥ thuat xac dinh sy hién dién va
vi tri ctia khang nguyén trong cac thanh phéan ciia
té bao nhu bao twong, mang té bao, nhan bang
cac phan tmg mién dich va héa hoc thong qua

10 Tap chi Y Dugc hoc - Truwong Pai hoc Y Duge Hué - S6 15



viéc xac dinh sy hién dién cua phtrc hop khang
nguyén - khang thé nho sir dung mot khéng thé
dic hiéu dé nhan biét khang nguyén dic hiéu
c6 trong mod. Sau d6, nhd hé thong khuéch dai
bang chét phat huynh quang (mién dich huynh
quang) hodc mot loai men (mién dich men) dé
phéng dai hé thdng nhan biét, lam ting do nhay
va d6 chinh xé4c cua phuong phap. Trong cac k¥
thuat trén, phuong phéap sir dung cau ndi phtrc
hop Biotin - Avidin (Biotin -Avidin Complex:
ABC) la phuong phap thuong dugc su dung
nhét vi c6 do nhay va d¢ dac hiéu cao hon so
v6i nhiéu phuwong phap khac. Avidine c6 ai luc
manh v&i biotin va men peroxydase, lam ciu
ndi cho men gin vao biotin (trén khang thé thir
hai). Mot phéan tir avidin c¢6 4 vi tri gin men
peroxydase nén hé théng nhan biét duoc phong
dai 1én gap 4 lan.

HMMD la mot k¥ thuat nhanh va khong dit,
véi ty 1€ nhudom thanh cong cao hon mot ) k¥
thuat khac nhu k¥ thuat lai tai chd. Két qua nhudm
dugc doc dudi kinh hién vi théng thuong. Cac lam
nhuém HMMD khong bi thodi gidng nén cé thé
duoc luu trit trong thoi gian dai.

Tuy nhién, danh gia két qua nhuom HMMD c6
su thay d6i giira cic ngudi quan sat khac nhau.
Bén canh d6, c¢6 nhiéu yéu t6 trong qua trinh thuc
hién ky thuat nhuém HMMD anh huéng 1én két
qua nhuém HMMD. Vi vay, k¥ thudt nhudm
HMMD can phai dugc chuin hoa va kiém dinh dé
dat két qua thong nhat giita cac phong xét nghiém
giai phau bénh.

Trong nhitng nim gan day, HMMD duoc st
dung kha rong rai trong cac phong xét nghiém giai
phiu bénh nhu 1a mot phuwong phap nhudém dic
biét giup chin doan phan biét cac khdi u, xac dinh
kiéu hinh cac loai ung thu thong qua viéc danh gia
su biéu 10 cac dau 4n phan tir, trong d6 c6 EGFR,
HER2/neu.

Tai Viét Nam, HMMD chua duoc trién khai
rong rii. Hién nay, chi c6 mét sb trung tim y té
16n tai Ha Noi, Thanh phd H6 Chi Minh, Hué
tmg dung k¥ thuat nay trong chan doan va diéu tri
mot s6 loai ung thu. Két qua bude dau cho thay
HMMD mang lai nhiéu loi ich déng ké, gop phan
cai thién duoc chit lugong chan doan va diéu tri cac
nhom bénh ung thu nay tai Viét Nam.

2.2.2. Cdc ky thudt lai tai ché

Cac k¥ thuat lai tai chd 1a nhiing k¥ thuat co
dd chinh xac cao trong danh gid tinh trang EGFR
va HER2/neu trong UTDD. C6 nhiéu loai k§ thuat
lai tai cho:

- Lai tai ché huynh quang (Fluorescence In
Situ Hybridization — FISH)

FISH la mdt phuong phap nhay cam va dac
hiéu, xac dinh s ban sao gen HER2/neu thuong
gan két s6 ban sao trung doan trén nhiém sic thé
17 (CEP17). Ky thuat nay st dung md vui nén,
duoc ¢b dinh béng formol va lat cit 4 dén 5 um
tiéu chuan.

Céch tinh diém ciia FISH mang tinh chat khach
quan va dinh tinh hon HMMD maic du két qua xét
nghi¢m phu thudc vao do day cua lat cat, kha nang
din giai va xac nhan cac thanh phan khong xam
lan cuia ngudi doc. DNA bén vimg hon protein nén
cac yéu to trudc xét nghiém it anh huong 1én két
qua xét nghiém so véi HMMD.

Nhin chung, FISH 14 k§ thuat tén nhiéu thoi
gian va dat tién. Ngoai ra, FISH doi hoi phai co
kinh hién vi huynh quang va cac ky thuat vién phai
dugc huin luyén. Hon nita, cac tin hiéu huynh
quang do FISH tao ra it 6n dinh theo thoi gian. Su
phan hay céc tin hiéu nay c6 thé xay ra trong vai
tuan. Vi vay, két qua FISH phai duoc chyp lai va
luu trit trong khoang thoi gian nay.

- Lai tai ché nhuém mau (Chromogenic In Situ
Hybridization — CISH)

CISH 14 ky thuat cai tién ctia phuong phap
FISH dé phat hién khuéch dai gen HER2/neu. C6
2 loai thu nghi¢m CISH:

+ CISH tiéu chuan: chi dung mot moi HER2/neu.

+ CISH mau kép (dual-color CISH: dc-CISH),
sir dung mot mdi HER2/neu va mot mdi CEP17.
Thém mdi CEP17 cho phép tinh duoc ty 18 HER2/
CEP17. Tir d6, c6 thé loai trir cac truong hop da
boi nhiém séc the 17.

- Lai tai ché tang cwong mau bac (Silver
Enhanced In Situ Hybridization - SISH)

bay la k¥ thuat duogc thuc hién trén hé théng
tu dong hoan toan dé phat hién cac tin hiéu nhuom
mau. Do ty dong hoan toan nén ky thuat nay it co
nguy co sai sot. Cach danh gia cia SISH gidng
nhu k¥ thuat CISH, nhung c6 thé st dung dudi
kinh hién vi 4nh sang thuong nén phu hop trong ap
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dung thuong quy tai hau hét cac phong xét nghiém
gidi phau bénh.

2.2.3.Tinh twong hop giira ky thugt HMMD
va cdc ky thudt lai tai ché

Nho tinh don gian va do tin cdy twong ddi cao
nén HMMD la mét trong nhiing ky thuat dugc ting
dung rong rai trong danh gia tinh trang EGFR hoac
HER2/neu trong ung thu n6i chung va UTDD néi
riéng. Su biéu 16 EGFR va HER2/neu c6 lién quan
v6i tinh trang khuéch dai gen EGFR va HER2/neu
dugc phat hién bang ky thuat FISH. Tuy nhién,
mdi lién quan giita sy biéu 16 va tinh trang khuéch
dai cua hai yéu t6 hoan toan khong gidng nhau.

- EGFR

Vé6i EGFR, nguoi ta biét rang, ting biéu 16
EGFR c¢6 thé xay ra do khuéch dai gen hodc do
phién mi gen. Gen EGFR nam trén nhanh ngan
cia nhidém sic thé sb 7 cta nguoi. HMMD la
phuong phap phu hop trong thuc hanh 1am sang
dé danh gi4 tinh trang EGFR. Panh gia mirc do
biéu 16 protein chinh 1a gian tiép phat hién nhiing
hau qua cua su khuéch dai gen hodc sy phién
ma gen. Tuy nhién, chua c6 nhiéu nghién ciru vé
mdi twong quan giita ky thuat FISH va ky thuat
HMMD.

Takehana (2003) nghién ciru trén mau mo phiu
thudt UTDD cua 413 bénh nhan bang ky thuat
nhuém HMMD va FISH, nhén thiy cdc miu mo
c¢6 trén 10 phién ban gen déu thudc ca 5 truong
hop ung thu nhuém EGFR 3+ va 2 trong 4 mau
méd nhudm EGFR 2+. Diéu d6 c6 nghia la nhudém
EGFR duong tinh chi xay ra doc quyén & céc
truong hop c6 khuéch dai gen EGFR [13]. Tac gia
Wang nhan thay sy biéu 1o EGFR khong c6 kém
theo khuéch dai gen EGFR xay ra thuong hon so
v6i HER2/neu. Nhiing truong hop EGFR 2+, 3+
¢6 muc khuéch dai cao hon nhung truong hop
EGFR 1+ (p <0,05) [14].

Nhu vdy, mic du EGFR xay ra do khuéch
dai gen hoac do phién ma gen EGFR, song chua
thé xac dinh muc do lién quan giita xét nghiém
HMMD va céc k¥ thuat lai tai chd trong danh gia
tinh trang EGFR trong UTDD. Vai tr6 cia EGFR
trong tién luong va du doan dap tmg diu tri ciing
can phai duoc lam sang t6 thém.

- HER2/neu

Khong giéng EGFR, cac nha khoa hoc da xéac

dinh nhiing bénh nhan véi UTBMT da day co
khuéch dai HER2/neu la cac mg vién tiém ning
cho diéu tri dich st dung khang thé don dong
hudng dich HER2/neu transtuzumab [1].

Co ché su biéu 10 HER2/neu va khuéch dai
muc cao HER2/neu trong UTBMT da day duong
nhu twong ty ung thu va. Su biéu 10 HER2/neu
phan anh su khuéch dai HER2/neu. Két qua cua
nhidu nghién ctru cho thdy c6 su dong nhat kha
cao gilia sy biéu 10 HER2/neu trén xét nghiém
HMMD véi su khuéch dai gen trén xét nghiém
FISH hodc CISH, SISH, didc bi¢t nhiing truong
hop co Kkét qua nhudém HMMD 3(+). Trong da )
nghién cuu, ty 1€ tuong hop gilra hai ky thuat nay
déu dat trén 85%. Theo nghién ctru cia Hofmann,
su twong hop nay ddi voi cac truong hop HER2/
neu 3+ 1én dén 93,5% [7]. Su khong tuong hop
chu yéu xdy ra véi cac truong hop HER2/neu 1+
hodc 2+ voi nhiéu loai khang thé khau nhau [3].
Do cac k¥ thuat lai tai ché nhu FISH, CISH chi
¢6 thé thuc hién & cac trung tam I6n, trong khi xét
nghiém HMMD la mét xét nghiém don gian, co
thé thuc hién & nhiéu phong xét nghiém giai phau
bénh cuing véi tinh twong hop cao giita sy khuéch
dai gen HER2/neu véi sy biéu 16 HER2/neu biang
ky thuat HMMD trong UTDD nén xét nghiém
HMMD da duoc chép nhéan lam xét nghiém dau
tién dé Iwya chon bénh nhan UTDD vao diéu tri
dich véi transtuzumab. Cac bénh nhan nhudm
HMMD HER2/neu 3+ dugc lya chon ngay vao
diéu tri, con dbi voi cac truong hop HER2/neu 2+
can duoc kiém tra lai béng ky thuat FISH [3].

2.3. Sw biéu 10 EGFR va HER2/neu trong
UTDD

2.3.1. Sw biéu 1) EGFR

Trén thé gidi, co kha nhiéu nghién ctru dénh gia
su biéu 16 EGFR, HER2/neu trén mau moé UTDD.
Ty 18 biéu 16 EGFR trong UTDD c¢6 su khac nhau
giita cac nghién ctru thay doi tir 27,9% dén 44%
[4], [15]. ]

2.3.2. Sw biéu lp HER2/neu

Su biéu 16 HER2/neu trong UTDD bang ky
thuat HMMD duogc phat hién dau tién nam 1986.
Tir d6, dén nay co6 kha nhiéu nghién ctru sy biéu
160 HER2/neu trong UTDD trén céc quan thé khac
nhau. Két qua ctia nhitng nghién ctru ban dau cho
thiy ty 1¢ biéu 10 HER2/neu dao dong rat 16n. Dicu
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nay goi y rang c6 kha ning co rat nhiéu yéu té anh
hudng 1én két qua nghién ciru. Khang thé duoc sir
dung, cach danh gia va tinh diém 1a nhimg yéu t&
c¢6 anh huong rat 16n dén két qua nghién ciu.

Tuy nhién, v6i théng nhit vé quy trinh k¥
thuat, st dung cung loai khang thé d3 duoc chuan
hoa theo tiéu chuan cia FDA va cac danh gia va
tiéu chudn théng nhét, két qua biéu 16 HER2/
neu co thay ddi it tr 18,6-22,3%. Trén mau md
phau thuat, trong cac nghién ctru ctia Hofmann,
Zhang st dung cling mét by khang thé cta Dako,
ty 1¢ biéu 16 HER2/neu 1a 19% va 18,6% [7], [16].
Trong thir nghiém 1am sang quic té ToGA, tién
hanh & 130 trung tdm trén toan thé gidi, véi sb
lugng bénh nhan kha 1én o nhiéu chau luc, st
dung ti€u chuén tinh diém dac thu cua UTDD,
ngudi ta da xac dinh ty 16 khdi u da day c6 HER2/
neu duong tinh khoang 22,3% [8].

Nhu vay, mac du chi 1a mot ky thuét ban dinh
luong nhung dén nay HMMD van thuong dugc
khuyén céo st dung dé xac dinh tinh trang biéu
16 cta cac thu thé EGFR, HER2/neu trén cac té
bao ung thu, ké ca UTDD. Ty 1é twong hop cao
giita k§ thuat HMMD va cac k¥ thuat lai tai chd
trong danh gia HER2/neu con cho phép st dung
HMMD Ia xét nghiém dau tay dé chon lya bénh
nhan UTDD vao diéu tri dich bang trastuzumab.

3. NHUNG UNG DUNG PANH GIA EGFR,
HER2/neu TRONG UTDD

3.1. Vai tro cia EGFR va HER2/neu trong
tién lwong UTDD

3.1.1. Vai tro cua EGFR trong tién luong
UTDD

Céc nghién ciru vé vai tro cia EGFR trong
tién luong UTDD con chua c6 su théng nhét. Mot
s6 nghién ctru cho thiy su biéu 16 EGFR thuong
lién quan véi tién lugng xau nhu nghién ctru cia
Galizia (2007) [4], Garcia (2003) [5]. Theo doi
trén 66 bénh nhan UTDD, Galizia nhan théy s6
bénh nhan EGFR duwong tinh c6 ty 1¢ song thém
5 nam it hon dang ké so voi bénh nhan EGFR am
tinh (40% so voi 73%). Khi EGFR am tinh, nguy
co tir vong giam 65% so véi EGFR duong tinh
(Biéu o 1). Murc d6 biéu 160 EGFR ciing c6 lién
quan voi giai doan TNM ctia UTDD [4]. Két qua
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Biéu dd 1. Puong cong song thém
theo su biéu 10 EGFR
Nguon: Galizia (2007). World J Surg; 31:1458—1468 [4]

nay mot 1an nita goi y sy tién trién ciia UTDD c¢6
lién quan véi mirc do biéu 16 EGFR. Tuy nhién,
cling c6 mot so tac gia khac khong xac nhan mbi
lién quan nay, hoac dua ra mdt sb két qua ngugc
lai. Tong két 25 nghién ciru vé mdi lién quan giita
su biéu 160 EGFR voi thoi gian séng thém ¢ bénh
nhan UTDD, tac gia Nicholson ciing nhan thay c6
52% (13/25) nghién ctru cho thay su biéu 16 EGFR
lam giam thoi gian song thém [10].

3.1.2. Vai tro ciia HER2/neu trong tién lugng
UTDD

Khong hoan toan giéng EGFR, mic du ciing co
mot sd it tac gia chwa xac dinh méi lién quan giita
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Biéu d6 2. Puong cong song thém
theo su biéu 16 HER2/neu
Nguon: Zhang (2009). World J Surg; 33: 2112-2118 [16]

HER2/neu va tién lugng xau, nhung nhin chung,
da s6 tac gia déu ghi nhan su biéu 16 HER2/neu 1a
mot yéu t6 tién luong xau trong UTDD [10], [16].
DPén 80% nghién ciru cho thay c6 mbi lién quan
gilra sy biéu 16 HER2/neu va tinh trang séng thém
it hon trong nhiéu loai ung thu nhu ung thu buéng
trung, co tir cung, bang quang, dau va cd, dai truc
trang, ké ca UTDD [10]. Zhang (2009) khao sat
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tinh hinh séng thém & bénh nhan UTDD, phat
hién chi co6 61,7% (19/102) bénh nhan HER2/
neu duong tinh, trong khi c6 dén 71,2% HER2/
neu 4m tinh (83/102) séng thém qua mot nim. Sy
khac biét giita hai nhom 1a c6 y nghia thong ké
(p < 0,05). Thoi gian séng thém cua toan bd céac
bénh nhan HER2/neu dwong tinh ciing thap hon
dang ké so véi cac bénh nhan HER2/neu am tinh
(p = 0,046) (Biéu d6 2) [16].

Nhu vay, trong da sd nghién ctru, cc tac gia
déu nhan thay sy biéu 16 HER2/neu duong nhu c6
lién quan véi ty 1¢ séng thém thap hon va thoi gian
song thém ngin hon.

3.1.3. Vai tro ciia dong biéu 1p EGFR va
HER2/neu trong tién lwgng UTDD

Trong mot nghién ctru tién ctru nam 2003 & 63
bénh nhan UTDD, danh gia tinh trang EGFR va
HER2/neu theo phuong phap dinh luong, Garcia
lai xac dinh c6 mbi lién quan tiém nang giita ham
luong EGFR va HER2/neu trong cac to chirc u va
ty 1& séng thém toan bo. Trong nghién ctru nay,
cac bénh nhan nay dugc chia lam hai nhom dua
vao gia tri trung binh muc protein nay trong cac
khdi u. Theo diém ngudng nay, ngudi ta thay mirc
EGFR va HER2/neu cao déu c6 lién quan rd rét
v6i ty 18 séng thém toan bo ngin hon (p 1an luot
14 0,03 va 0,02). Phan tich thong ké chi tiét thém
cho thdy phan nhom bénh nhan v6i mic EGFR va
HER2/neu déu thip c6 ty 16 séng thém toan bd cao
hon so véi 3 phan nhom c6 EGFR va/hoac HER2/
neu cao (p = 0,04) [5].

Nhu vy, ¢6 nhiéu bang ching cho thay su biéu
16 EGFR va/hoic HER2/neu 1a nhiing yéu t6 tién
lugng doc 1ap trong UTDD, véi ty 1é séng thém
toan bo thap hon va thoi gian séng thém ngén hon
do ty 1¢ tai phat va di can cao. Tuy nhién, cling c6
mot sb it nghién ctru dua ra nhitng két qua nguoc
lai. Nguoi ta cho ring c6 18 sy ting truong va
phat trién cac t& bao UTDD xay ra qua nhiéu
su kién di truyén, tao ra nhiing thay ddi co ban
trén cac con duong diéu hoa sy biét hoa, ting
sinh, sdng thém va chuyén dong té bao. Ngoai
ra, cac bién sd co gia tri tién lwong khac nhu thu
thé tang truong giéng insulin typ I (insulin-like
growth factor typ 1), hodc su biéu 1 cua histone
deacetylase nhom I, ciing co thé cé tac dong
gdy nhiéu 1én két qua nghién ciru. Ching ta ciing

thuong thdy EGFR va/hoic HER2/neu thudng
c6 dong biéu 16 véi nhidu ddu an phan tir khac
nhu ¢Cbl, Cblb, protein p53, Topoisomerase Ila,
VEGF hoic thy thé estrogen (Estrogen Receptor:
ER). Piéu d6 cho thiy c6 thé ton tai nhiéu con
duong khac nhau anh hudng 1én qua trinh phat
trién ctia UTDD.

3.2. Vai tro cia EGFR va HER2/neu trong
du doan dap ung diéu tri UTDD

Dua trén vai tro cia EGFR va HER2/neu
trong qué trinh sinh ung thu ciia cac khdi u dic
no6i chung va UTDD néi riéng, ddc biét qua cac
nghién ctru cho thdy sy biéu 16 EGFR va hodc
HER2/neu thudng c6 lién quan véi tién luong xau,
ngudi ta da st dung cac thube hudng dén cac dich
phan tr nay dé diéu tri UTDD. Bén canh do, ty 1€
EGFR, HER2/neu duong tinh twong dbi cao cua
céc khdi UTDD cho thdy mot s6 lwong kha 16n
bénh nhan c6 nhu cau dugc diéu tri bang cac liéu
phap diéu tri dich nay. Nguoi ta nhan thdy mirc
d6 dap ung d6i voi trastuzumab co lién quan véi
muc d6 khuéch dai HER2/neu [1]. Trong mot $6
nghién ciru, ngudi ta con nhan thdy cé su tuong
hop cao vé ty 18 biéu 10 HER2/neu giira khoi u tién
phat va cac vi tri di can [2]. Diéu ndy goi ¥ rang:
trong UTDD, tinh trang HER2/neu duogc duy tri ¢
tinh trang khong thay doi trong qua trinh di can.
Vi vay, diéu tri béng trastuzumab d6i véi UTDD
c6 HER2/neu duong tinh, ké ca cac truong hop
di cén sau khi khéi u da dugc cit bo 1a mot chién
lwgc phu hop.

Hién nay, da va dang c6 kha nhiéu nghién ciru
sir dung cac ddu 4n phan tt EGFR, HER2/neu nhu
12 mot ddu 4n du doan hodc theo doi dap ung diéu
tri dé lya chon bénh nhan vao cac liéu phap hoa tri,
dic biét la diéu tri dich, ap dung cac thude khang
EGFR, HER2/neu hodc phdi hop khing ca hai
dich trong diéu tri UTDD.

- Di v6i EGFR, céc tac gia nhu Han, Moehler
va Pinto da thyc hi€n cac nghién ctru xem xét
mdi lién quan gitra sy biéu 16 EGFR bang nhudém
HMMD véi loi ich diéu tri bﬁmg cetuximab, mot
thudc diéu tri dich huéng EGFR [6], [9], [11].

Trong mét phan tich da bién, Han va cong su
da béo cdo su biéu 16 EGFR lai c6 lién quan co y
nghia véi thoi gian tién trién dai hon (p < 0,004).
Diéu 1y thu 1a tat ca 7 bénh nhan c6 biéu 16 EGFR
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cung v6i mirc huyét thanh cua ca EGF va TGF-a
thép cho thdy c6 ty 1¢ dap tmg 100%, trong khi ty
1€ dap ung ctia nhém 27 bénh nhén con lai chi c6
37% (p <0,001) [6]. Trong mot nghién curu khac,
Moehler ciing nhan thiy nhitng bénh nhan c6 khdi
u EGFR duong tinh thudng c6 dap tng tdt hon véi
liéu phap irinotecan, folinic acid va 5-fluorouracil
s0 v6i nhirg bénh nhan EGFR 4m tinh. Su biéu 16
EGFR cang manh thi ty 1¢ dap Grng cang cao [9].

Tuy nhién, tir két qua nghién ciru FOLCETUX,
Pinto cho rang muc d6 biéu 16 EGFR khong lién
quan v&i mic d6 dap trng hoa tri liu [11].

Nhu vay, cho dén nay, vai tro thuc sy cua
EGFR trong du doan dap tmg véi diéu tri dich van
chua dugc lam sang to.

- Nguoc voi EGFR, vai trdo cia HER2/neu
trong dy doan dap tng diéu tri dang mang lai
nhitng két qua dang khich 1é. Két qua tich cuc
nhat trong ung dung HER2/neu trong diéu tri
dich UTDD c¢ 1€ 1a nghién cttu ToGA. Nghién
ciu nay st dung nhuom HMMD danh gia su
biéu 10 HER2/neu phdi hop voi ky thuét lai tai
chd FISH danh gia sy khuéch dai HER2/neu
dé lya chon nhiing bénh nhan UTDD tién trién
vao st dung trastuzumab, mot khang thé dich
HER2/neu, phdi hop véi hoa tri. Két qua nghién
ctru cho thay trastuzumab 1am giam nguy co tir
vong 26%, kéo dai thoi gian séng thém gan 3
thang & bénh nhan UTDD tién trién HER2/neu
duong tinh (13,8 thang & bénh nhan diéu tri
thém trastuzumab so voi 11 thang ¢ nhiing bénh
nhan chi diéu trj v6i hoa tri liéu mot minh). Piéu
quan trong 1a nhirng bénh nhan c¢6 khuéch dai
HER2/neu 3+ c6 thoi gian séng thém 1a 16,0
thang dai hon dang ké so véi bénh nhan HER2/
neu 2+ va HER2/neu am tinh [1]. Theo d6, xét
nghiém HMMD duoc chép nhan la ky thuét
dau tién trong danh gia tinh trang HER2/neu
& bénh nhan UTDD tién trién dé chi dinh diéu
tri trastuzumab [1]. Tuy nhié€n, nghién ctu cia
Bang cho thay khong phai tat ca cac bénh nhan

UTDD c6 biéu 16 HER2/neu duong tinh déu dap
ung voi trastuzumab [1]. Vi vay, hién nay, nguoi
ta dang tién hanh 2 nghién ciru pha III danh gia
hiéu qua lam sang va d¢ an toan cua hoa tri li¢u
phdi hop véi lapatinib 1a nghién ctru TYTAN va
LOGIC. Trong cé hai nghién ctru nay, tinh trang
HER2/neu phai dugc danh gia trudc khi chon
bénh. Cac nghién ciru nay s& gop phan lam sang
té thém vai tro cua HER2/neu trong dy doan dap
g diéu tri.

4. KET LUAN

Nghién ctru sy biéu 16 EGFR, HER2/neu va cac
ung dung lién quan dang la mot hudng nghién ctru
hép dan, nham cai thién dy hdu UTDD. Diéu trj dich
bang cac thude khang EGFR va/hoic HER2/neu véi
huéng dan bang két qua nhuém HMMD va/hodc
khuéch dai gen EGFR va/hoic HER2/neu dang
mé ra nhiéu hy vong méi cho bénh nhan UTDD.
Tuy nhién, vai tro thuc su cua EGFR va HER2/neu
trong tién lugng va du doan kha niang dap tmg diéu
tri van can duoc 1am sang t6 thém. Panh gia su biéu
10 EGFR va/hoac HER2/neu hoan toan chua phai
1a cach chic chin dé Iya chon bénh nhan vao cac
chién Iuge diéu tri dich hay hoa tri vi khong phai
bénh nhan EGFR va/hodc HER2/neu duong tinh
nao ciing déu dap ng véi diéu tri khang EGFR va/
hodc HER2/neu. Mot s tac gia cho rang bén canh
su biéu 10 HER/neu, c6 1& con nhiéu yéu td sinh
hoc, phan tir, di truyén khac cling ¢6 anh hudng
1én két qua diéu tri. C6 thé cac dic tinh sinh hoc
nay ciing cd tac dong Ién qua trinh sinh ung thu,
qué trinh tién trién cua UTDD ciing nhu sy dap
g ctia chung doi véi cac liéu phap didu tri. Can
tiép tuc c6 nhitng nghién ciru danh gia su biéu 16
EGFR va/hoic HER2/neu ciing nhu méi lién quan
ctia chung véi cac dic diém khac cua khdi u dé co
thé 1am tang sy hiéu biét vé cac dic tinh sinh hoc
ctia khdi u, 1am co s& dé thuc hién céc nghién clru
sau hon, gop phan cai thién két qua diéu tri dich
trong UTDD.

TAI LIEU THAM KHAO

1. Bang Y.J., Van Cutsem E., Feyereislova A., et
al. (2010). Trastuzumab in combination with
chemotherapy versus chemotherapy alone for
treatment of HER2-positive advanced gastric or

gastro-oesophageal junction cancer (ToGA): a
phase 3, open-label, randomised controlled trial.
Lancet; 376: 687-697.

2. Bozzetti C., Negri F.V., Lagrasta C.A., etal. (2011).

Tap chi Y Dugc hoc - Truwong Pai hoe Y Duge Hué - S6 15 15



16

Comparison of HER2 status in primary and paired
metastatic sites of gastric carcinoma. Br J Cancer;
104: 1372-1376.

Cho E.Y., Srivastava A., Park K., et al. (2012).
Comparison of four immunohistochemical tests
and FISH for measuring Her2 expression in gastric
carcinomas. Pathology; 44(3): 216-220.

Galizia G., Lieto E., Orditura M., et al. (2007).
(EGFR)
Expression is Associated with a Worse Prognosis

Epidermal Growth Factor Receptor

in Gastric Cancer Patients Undergoing Curative
Surgery. World J Surg; 31: 1458-1468.

Garcia 1., Vizoso F., Martin A., Sanz L., Abdel-Lah
0., Raigoso P., Garcia-Muiiiz J.L., (2003). Clinical
significance of the epidermal growth factor
receptor and HER?2 receptor in resectable gastric
cancer. Ann Surg Oncol; 10(3): 234-241.

Han S.W., et al. (2009). Phase II study and
biomarker analysis of cetuximab in combination
with modified FOLFOX6 in advanced gastric
cancer. Br J Cancer; 100: 298-304.

Hofmann M., Stoss O., Shi D., et al. (2008).
Assessment of a HER2 scoring system for
gastric cancer: results from a validation study.
Histopathology; 52: 797-805.

Lordick F., Bang Y.J., Kang Y.K., et al. (2007).
HER2-positive advanced gastric cancer: similar
HER2-positivity levels to breast cancer. Eur J
Cancer; 5(4): 271. (Abstr 3541).

Moehler M., (2011). Cetuximab with
irinotecan, folinic acid and 5.fluorouracil as first-line

et al.

treatment in advanced gastroesophageal cancer: a
prospective multi-center biomarker-oriented phase

10.

11.

12.

13.

14.

15.

16.

II study. Ann Oncol; 22(6): 1358-1366.

Nicholson R.I., Gee J.M.W., Harper M.E., (2001).
EGFR and cancer prognosis. Eur J Cancer; 37: S9-
S15.

Pinto C., DiFabio F., Siena S., et al. (2007). Phase 1T
study of cetuximab in combination with FOLFIRI
in patients with untreated advanced gastric or
gastroesophageal  junction adenocarcinoma
(FOLCETUX study). Ann Oncol; 18(3): 510-517.
Scaltriti M., Baselga J., (2006). The epidermal
growth factor receptor pathway: A model for targeted
therapy. Clin Cancer Res; 12(18): 5268-5272.
Takehana T., Kunitomo K., Kono K., Kitahara
F., Lizuka H., Matsumoto Y., Fujino M.A.,
Ooi A., (2002). Status of HER2/neu in gastric
adenocarcinoma: a

comparative  study of

immunohistochemistry, fluorescence in situ
hybridization and enzyme - linked immunosorbennt
assay. Int J Cancer; 98: 833-837.

Wang Y.K., Gao C.F, Yun T, et al. (2011).
of ERBB2 and EGFR gene
amplification and protein expression in gastric
by
fluorescence in situ hybridization. Molecular
Cytogenetics; 4(1): 14-19.

Yasui W., Sumiyoshi H., et al. (1988). Expression
of epidermal growth factor receptor in human

Assessment

carcinoma immunohistochemistry  and

gastric and colonic carcinomas. Cancer Res; 48:
137-141.

Zhang X.L., Yang Y.S., Xu D.P, et al. (2009).
Comparative study on overexpression of HER2/
neu and HER3 in gastric cancer. World J Surg; 33:
2112-2118.

Tap chi Y Dugc hoc - Truwong Pai hoc Y Duge Hué - S6 15





