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MOI TUONG QUAN GIUA BIfU HIEN PROTEIN HER2
VA CAC PAC DIEM GIAI PHAU BENH TRONG UNG THU DA DAY

Phan Ddng Anh Thy', Ly Thanh Thién’, Ddng Hoang Minh’, Nguyén Vii Thién’, Hita Thi Ngoc Ha',
Dodn Thi Phuong Thao’, Nguyén Sao Trung'

TOM TAT

bt vin deé: Ung thw da day 1o ung thw thuong gdp thit ndm va gdy tik vong ditng hang thiv 3 trén thé giéi
6 cd hai gidi, va tién lwong diéu tri nhitng truong hop ung thw dién tién xa it khd quan. Viéc diéu tri nhiam tring
dich trén thu thé’ HER2, thanh vién ciia gia dinh thu thé ting trudng biéu md, 6 thé cai thign phdn nao tién
lwgng song. Sw biéu hién qud mikc protein HER2 la tiéu chudn ddu tién giiip ddnh gid biéu hi¢n Her2 trong ung
thw da day va goi y diéu tri voi Trastuzumab.

Muc tiéu: Dénh gid biéu hién qud mirc Protein HER2 bang phweong phdp héa md mién dich va moi tuong
quan vdi cdc dic diém gidi phau bénh.

Déi tuong va phuong phdp nghién citu: M6 td, cit ngang, tién cieu. Dénh gid biéu hign protein Her2 bang
phuwong phdp héa moé mién dich trén 208 truwong hop bénh phidm mé UTDD tai B mén Gidi phdu bénh, Dai hoc
Y Dwgc TP.HCM.

Két qua va Két ludn: Ti I¢ Her2 duong tinh la 24,5% (dwong tinh 3+ (13,4%), dwong tinh 2+ (11,1%), Ti
1¢ Her2 dm tinh la 75,5%. Biéu hién Her2 lién quan co y nghia thong ké véi logi mé hoc dang rudt (theo phin logi
Lauren, p<0,05), va nhom u bi¢t hoa 16 - trung binh (p<0,05). Lién quan khong cé y nghia thong ké voi cic yéu to
tudi, gioi, dai thé, kich thuéc u, mikc d§ xim nhdp, tinh trang di can hach. Da s6 cic truong hop, HER2 biéu hién
khong dong nhat, voi biéu hién thay doi tiv 10% dén 80%, trong do ti 1¢ cdc truong hop dwong tinh cao (>50%) la
39 %, va hiu hét la dang rugt.

Tuwr khéa: Protein Her2, ung thw da day, héa mo mién dich
ABSTRACT

THE CORRELATION BETWEEN HER2 OVER-EXPRESSION AND PATHOLOGICAL
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Introduction: Gastric cancer is the fifth commonest cancer and the third leading cause of cancer- related
mortality, and current treatment outcomes for advanced disease remain poor. Molecular-targeted drugs, such as
trastuzumab, which prolong overall survival and progression-free survival in HER2-positive gastric cancer.
Human epidermal growth factor receptor 2 (Her2) overexpression is required for indication of trastuzumab
therapy.

Aims: To study the prevalence rate of HER2/overexpression in a local population, and determine the
concordance between HER2 overexpression and various clinicopathological parameters.

Material and Methods: 208 gastric cancer samples were analysed by immunohistochemistry (IHC). The
relation between HER2 overexpression and various clinicopathological parameters were also analysed.

Results and Conclusions: 13.4% of gastric carcinomas showed HER2 overexpession, 11.1% of cancers
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displayed equivocal, 75,5% of gastric carcinomas was negative with HER2 testing. Her2 expression is
significantly higher in intestinal histology than in diffuse type (Lauren classification) (p<0.05). Her2
overexpression is also significantly higher in well and moderate differentiated carcinomas than in poorly
differentiated type (p<0.05). Protein Her2 expression in gastric cancer is heterogenous; the percentage of positive
cells ranges from 10% to 80% in which 39% of cases with high percentage of positive cells (>50% positive cells)

and predominantly intestinal histology were found.

Keyword: Protein Her2, gastric cancer, immunohistochemistry

DAT VAN DE

Theo s6 liéu thong ké cila GLOBOCAN nam
2012, ung thu da day la ung thu thuong gap tha
nam trén toan thé gidi chi sau ung thu phdi, v,
dai tryc trang va tuyén tién liét, va la nguyén
nhan gay t vong do ung thu ding hang tht 3
trén thé gidi o ca hai gidi (723.000 nguoi ti vong,
chiém 8,8% tong s tx vong do ung thw)?. O Viét
Nam, theo thong ké cua bénh vién Ung budu TP.
HCM nam 2004, carcindm da day ding hang
tht ba trong cac loai ung thw ¢ nam gidi véi xuat
d6 chuén tuodi la 12,3/100.000 dan, dtng thit nam
trong cac loai ung thw & ni gidi véi xuat do
chuan tudi la 5,3/100.000 dan®. UTDD thuong
duoc phat hién ¢ giai doan mudn véi diéu tri
chinh Ia phﬁu thuat va hda tri vdi tién luong
song thap. Tién luong song thém 5 nam cuaa giai
doan I1a 95%, trong khi giai doan IV chi c6 4%®.
Hién nay liéu phap trting dich phan tir c6 thé ap
dung trén UTDD giai doan tién xa, va ngay cang
trd thanh mdi quan tam va chon lya cho nhiéu
bac si ngoai khoa va bac si ung thu trong qua
trinh diéu tri UTDD.

HER?2 hay CerbB-2 la mot thanh vién cta gia
dinh thu thé tang treong biéu moé gdom 4 thanh
vien EGFR, erbB-2, erbB-3 va erbB-4, mot gen
tién ung thu nam trén nhanh dai nhiém sic thé
17, bang 21 (17q21), ma hoéa mot protein thu thé
xuyén mang thuéc nhom thu thé men tyrosine-
kinase. Biéu hién HER2 duoc ghi nhan trong rat
nhiéu ung thu nhw ung thw va va UTDD.

Theo cac nghién ctu trén thé gidi, Her2
biéu hién trong UTDD dao dong tir 10-
38%©1019), Tai Viét Nam, nghién ctru biéu hién
HER2 trén UTDD ctia L. V. Nho va cong su
(cs.)®, N.V Thanh va cs.19 ghi nhan ti 1é biéu

hién quad mutc protein Her2 la 22,5% va
13,24%. Hién nay hoéa tri liéu két hop vdi
thudc khang HER2, trastuzumab (Herceptin)
cé hiéu qua trong viéc cai thién tién luwong
song ctia bénh nhan kha t6t va da dwgc FDA
chap nhan diéu tri cho ung thu vu (2007) va
UTDD (2010). Nam 2010, nghién cttu ToGA
mot nghién cttu 16n hang loat ca véi muc dich
so sanh hoa tri liéu don thuan va hoda tri liéu
két hop Herceptin trén bénh nhan UTDD ghi
nhan vai tro tich cuc ctia Herceptin trong viéc
kéo dai tién luwong song cua bénh nhan kha tot,
co thé tang thoi gian song con tir 11,4 dén 16
thang®.

Véi ti 1€ UTDD kha cao, thuong dén voi giai
doan tré, trong khi ti 1& biéu hiéen HER2 chi
khoang 10-38%©1019), viéc chudn hda ky thuat
nham gitip chan doan dung hét stic quan trong.
Hién nay, yéu cdu cho mau xét nghiém Her2
trén UTDD 1a mau m§, do tinh biéu hién khong
thuan nhat caa yéu t6 nay trong UTDD kha cao.
Ti 1& biéu hién khong cao trén UTDD c6 thé do
anh huong cua nhiéu yéu td khac nhu thoi diém
8 dinh ngay, thoi gian ¢ dinh khat khe, quy
trinh nhuém héa mo6 mién dich ciing nhu qua
trinh danh gia két qua. Vi vay can chuan héa ky
thuét va quy trinh ngay tir dau sé lam tang do
chinh xac ctia két qua xét nghiém HER?2.

Muc ti€u cta nghién ctru nay la: Banh gia
biéu hién protein HER2 trong UTDD cung véi
moi tuong quan vdi cac yéu t& mo bénh hoc.
POITUONG-PHUONG PHAPNGHIEN CUU

Nghién ctru tién ctru trén 208 truong hop
mau UTDD duoc phéu thuat tai bénh vién Dai
hoc Y Duoc TP. HCM va cdc bénh vién khac guri
mau dén bd mon Giai Phau Bénh tir ndm 2012
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dén 2015. Cac mau nghién cttu la bénh pham da
day ¢6 ung thu dugc ¢d dinh tice thi trong dung
dich Formol dém trung tinh 10%, t6i da 30 phut
sau khi 1ay u ra khoi co thé bénh nhéan, va c6
dinh trong khoang 8-48 gio.

Mb u duoc khao sat dai thé, va cit loc tir 2-3
mAu & cac vi tri khac nhau, va ghi nhan s6 hach
béc tach duoc tir cdc nhdm hach ¢ bo cong 16n,
bo cong nho, mac noi. Mau mé u sé duwoc xur ly,
dtc khéi paraffin, cat mong 5um, sau d6 khao
sat mo bénh hoc trén tiéu ban nhudém H&E va
biéu hién qua muc protein Her2 trén tiéu ban
nhudm héa mo6 mién dich béng may nhudm ty
dong ctia hang Ventana, Benchmark XT (khang
thé 4B5 Ventana Confirm). Ghi nhan day du
thong tin 1am sang, tudi, gidi, dai thé, kich thudc
u, mO bénh hoc (theo phan loai Lauren), d¢ biét
hoa, giai doan bénh, mirc d6 xam nhdp ctia ung
thu, tinh trang di can hach, biéu hién Her2.

Biéu hién HER2 duwgc danh gia theo tiéu
chudn ctia ASCO nhu sau: duong tinh 3+ (bat
mau trén mang bao tuong > 10% t& bao u, bat
mau dam, hoan toan), duong tinh 2+ (bat mau
mang bao tuwong >10% t&€ bao u, hoan toan,
cuong dd nhe- trung binh); duong tinh 1+ (bat
mau mang bao tuong >10% t€ bao u, khong
hoan toan, nhat); am tinh (khong bat mau).
Trong xét nghiém Her2 bing hdéa md mién
dich, dwong tinh 1+ va am tinh dwoc xem la
am tinh; dwong tinh 2+ va dwong tinh 3+ dwoc
xem la duong tinh®.

S6 lieu dugc nhap va xit Iy bang phan mém
Excel 2007 va SPSS 15. Panh gia sy twong quan
gitta biéu hién Her2 va cac ddc diém lam sang,
giai phau bénh bang phép kiém x2.

KET QUA NGHIEN CUU
Dic diém ctia mau nghién ctru

Nghién ctru 208 treong hop UTDD cho thay
tu6i mac bénh thap nhat 30 tudi, cao nhat 82 tudi,
tudi trung binh 58,2 + 0,8. Ti 1é nam: nir mac
bénh 1a 2: 1. Kich thudc u trung binh 3,8 + 1,8 cm.
Hinh théi dai thé thuong gdp la dang loét 83,2%
ké dén 1a dang tham nhiém cting 8,7%, va thap
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nhat la dang polip 0,5%. Hinh thai vi thé caa
UTDD la carcindm tuyén, duoc xép phan loai
mo hoc theo Lauren nhu sau: dang rudt 37,5%,
dang lan toa 52,4%, (trong d6 carcindbm dang t€
bao nhan 8,7%, carcindm dang nhay 2,4%), dang
hén hop 10,1%. Hau hét cac truong hop u da
xam nhap thanh mac 72,1%, k& dén xam nhap
vao 16p co 17,3%. Da so cac treong hop biét hda
kém va khong biét hoa 63%, va u biét hoa vdi ti
1¢ it hon 37%. Trong 16 nghién cttu 58,2% trueong

hop 6 di can hach (Bing 1).
Bdng 1: Dic diéim ciia mau nghién civu
“ i S6 trwdng hop
Pac diém %)
. Nam 139 (66,8)
Gioi NG 69 (33,2)
Tudi trung binh 58,16 +11,5
Tam vi 3(1.4)
Vitriu Than vi 19 (9,2)
Hang mon vi 186 (89,4)
Loai md hoc th Dang rudt 78 (37,5)
oaImoNICHES | pang lan toa 109 (52,4)
auren c
Dang hon hop 21(10,1)
Biét hoa (db 1,2) 77 (37)
D6 mé hoc Khong biét héa (dd 131 (63)
34)
T1 12 (5,8)
A i T2 36 (17,3)
Do xam lan (T) T3 10 (4.8)
T4 150 (72,1)
. NO 87 (41,8)
Di can hach (N) N1,2,3 121 (58,2)

Bi€u hién protein HER2 trén UTDD va méi
twong quan véi cac dic diém giai phau bénh
Trong 208 truong hgp UTDD, ti 1€ biéu hién
protein HER2 nhu sau: duwong tinh 24,5%
(51/208) (trong d6 duong tinh 3+ 134% (28/208),
duong tinh 2+ 11,1% (23/208)), am tinh (0 va 1+)
75,5% (157/208)) (Bing 2) (Hinh 1).
Bang 2: Biéu hién protein Her2 trong UTDD

Bi€u hién Her2 | S6 truvong hop |Ti I (%) | Tong cong
0 148 71,2
1+ 9 4,3 75,5%
2+ 23 111
. 24,5%
3+ 28 134 27
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2+ D. Her2 3+

Biéu hién duong tinh v6i Her2 trén cac loai
md hoc nhu sau: Dang rudt 34 truong hop
(66,7%), dang lan toa 12 truong hop (23,5%)
(trong d6 dang t&'bao nhan duong tinh 2 trieong
hop (3,9%); dang nhay duong tinh 2 truong hop
(3,9%)), dang hon hop 5 treong hop (9,8%, trong
dé chi ¢6 thanh phan dang ru¢t duwong tinh véi
Her?2) (Hinh 2).

Biéu hién HER2 duong tinh trén ung thw
dang rudt nhiéu hon dang lan toa lién quan c6 y
nghia thong ké (phép kiém x2 p < 0,05). HER2
duong tinh trén nhom ung thu biét hoa vira va
rd nhiéu hon nhém ung thw biét hoa kém, lién
quan c6 y nghia thong ké (phép kiém x? p<0,05).
Biéu hién HER2 lién quan khong c6 y nghia
thong ké voi tudi, gidi, mic do xam nhap, kich
thudc u, va kiéu dai thé, tinh trang di can hach
(Bang 3).

Nghién cttu Y hoc

Bang 3: Moi lién quan gitea biéu hién Her2 va cic dic
diém ctia 16 nghién ciru

Biéu hién protein HER2
9 | Tite %)
hop
Gidi: Nam 37 17,8
NG 14 67 | P7005
Tubi: >60 29 13,9
<60 22 106 | P~005
Kich thuwéc u:
>5cm 9 4,3
<5cm 42 202 | P7005
Phan loai m6é hoc Lauren
Dang ru6t 34 16,3
Dang lan téa 12 58 P
D0 biét héa
Viravard 34 16,3
Kém 17 g2 | P<00°
Xam nhap
T1-2 13 6,3
T3-4 38 183 | P~005
Di can hach
NO 21 10,1
N1-3 30 144 | P7005
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Hinh 2: Biéu hién protein HER2 trén cic loai md hoc A. Dang rudt; B. Dang lan toa; C. Dang nhidy; D. Dang té”

bao nhan

Céc dac diém biéu hién protein HER2 trong
UTDD: Biéu hién protein HER2 trong ung thuw
da day khong dong nhat, ti 1& % t€' bao u biéu
hién HER?2 thay d6i tit 10% dén 80%. Trong do
da s6 cac treong hop c6 ti 1€ t€'bao u duong tinh
thap (<50% t& bao) 61% (25 trwong hop), cac
truong hop o ti 1é t& bao u duong tinh cao (>
50% t€ bao) chiém 39% (16 truong hop), va hau
hét nhiing truong hop nay déu c6 dang rudt.
BAN LUAN

Nghién ciru ctia chung t6i vdi ti 1& 24,5%
trong do ti 1é duong tinh 3+ 1a 13,4%, duong tinh
2+1a 11,1%. Ti lé nay phtt hop véi mot s6 nghién
ctru trong nude nhu N. V. Thanh(617), B.C. Viét®),
va cua cac nghién ciu nudc ngoai nhw
Hoffman®, Zang®), Ismail .

Céc nghién cttru trén thé gidi ghi nhan ti 1&
HER2 dwong tinh trén UTDD dao dong trong
khoang 8,2-34%(2142), trong d6 ti 1é teong hop
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gitta lai tai chd gan huynh quang va héa mé
mién dich 1a 95%), cho thay su tuwong hop kha
cao gitra biéu hién protein HER2 va tinh trang
khuéch dai gen HER2.

Trong nghién cttu nay, biéu hién HER2
duwong tinh lién quan cé y nghia thong ké voi
loai m6 hoc dang rudt (theo phan loai mo6 hoc
ctia Lauren) va do biét hoa. Két qua nay clng
phu hop véi cdc nghién citu cia Yan®),
Moelans®, Kim®, Nghién citu ToGA®. Diéu
nay cho thdy HER2 thuong biéu hién trén
carcindm tuyén da day biét hoa rd va trung binh
nhung khong cd y nghia trong giai doan u.

Nghién cttu cling ghi nhan biéu hién HER2
trong UTDD khong dong nhat, ti 1& % t€ bao u
biéu hién HER2 thay ddi tir 10% dén 80%, két
qua nay phu hop véi cac nghién cttu khac®?.
Trong d6 da s6 cac truong hop ¢d ti 1& t&€ bao u
duwong tinh thap (<50% t& bao) 61% (25 truong
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hop), cac truong hop ¢ ti 1€ t€ bao u duong tinh
cao (>50% t€bao) chiém 39% (16 truong hop), va
hau hét nhing truong hop nay déu cd dang
ruft. Chinh vi tinh khong dong nhat nay cua
UTDD nén thuc hién xét nghiém HER2 trén
nhiéu mau sinh thiét da day (it nhat 8 mau) va
nhiéu mau md u 16n &€ cho dd chinh xac cao va
tranh tinh trang am tinh gia.

KET LUAN

Trong nghién ctu nay, biéu hién HER2
duong tinh 24,5%. Biéu hién HER2 duwong tinh
lién quan cé y nghia thong ké véi loai md hoc
dang rudt (theo phan loai m6 hoc Lauren), va do
biét hoa, khong c6 y nghia thong ké véi cac yéu
t0 khac nhu tudi, gidi, dai thé, kich thudc u, do
xam nhap va tinh trang di can hach. Pa s6 cac
truong hop, HER2 biéu hién khong dong nhat,
v6i biéu hién thay ddi ttr 10% dén 80%, trong dd
ti 16 cac truong hop duong tinh cao (>50%) la
39%, va hau hét 1a dang rudt.
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