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Nghién ciru s bc 16 dau an ER, PR, HER2, Ki67 trong
type phan tir ung thu biéu mo tuyén via xam nhap

Studying the expression of ER, PR, HER2, Ki67 markers in molecular
subtypes of invasive breast carcinoma

Lé Thi Trang, Trinh Tuén Diing, Bénh vién Trung wong Qudn doi 108
Nguyén Vin Phi Thing, Pinh Hiru Tam

Tém tat

Muc tiéu: Xac dinh ty |& cac type phan tlr ung thu vd. Khao sét su boc 16 cac dau an ER, PR, HER2,
Ki67 trong cac type phan tlr ung thu va. B4i tuong va phuong phdp: 142 bénh nhan dugc chidn doan
ung thu v xam nhap qua sinh thiét kim hoac dugc phau thuat cat tuyén va tai Bénh vién Trung uong
Quan doi 108. Khéi u nguyén phat chua diéu tri hoa chat trudc mé. Bénh phdm dugc nhuém da 04
marker héa mo6 mién dich ER, PR, HER2, Ki67. Két qua: Ty 1& boc 16 cac type lan luot la type LUMA chiém
ty |& cao nhat 28,9%, HER2 (17,6%), LUMB (15,5%), TNP (14,8%), LAHH (16,2%), LBHH (7,0%). Ty I& béc 16
dau an ER cao hon PR (65,5% va 37,3%). VGi dau an HER2, ty |&é HER2 duang tinh thuc su (3+) chiém
47,6%. Chi s6 Ki67 & cac type c6 tién lugng tot nhu LUMA va LUMB cé xu huéng giam dan tir muc Ki67
thap dén Ki67 cao. Type TNP c6 chi s6 Ki67 tang dan tur muc Ki67 thap dén Ki67 cao. Két ludn: Su boc 16
cUa cac dau an ER, PR, HER2 & cac muc d6 khac nhau cé y nghia trong viéc phan type phan t& ung thu
vU. Su béc 16 ddu an Ki67 theo tiing type cho thay muc dé tién lugng giam dan theo thi tu: Type LUMA,
LUMB, LAHH, HER2, LBHH, TNP.

Tu khod: Type phan tf ung thu va xam nhap.

Summary

Objective: To determine the ratio of molecular types to breast cancer. To study the expression of ER,
PR, HER2, Ki67 markers in breast cancer molecular types. Subject and method: 142 patients were
diagnosed with breast cancer through needle biopsy or surgery at 108 Military Central Hospital. Primary
tumor had not treated preoperative chemicals. The specimen was stained with 04 markers ER, PR, HER2,
Ki67. Result: Type LUMA was the highest (28.9%), HER2 (17.6%), LUMB (15.5%), TNP (14.8%), and LAHH
(16.2%), LBHH (7.0%). The radio positive of ER marker was higher than PR marker (65.5% and 37.3%).
With HER2 marker, the actual positive HER2 ratio (3+) accounted for 47.6%. Ki67 index in types with
good prognosis such as LUMA and LUMB tended to decrease from low Ki67 to high Ki67. Type TNP has
Ki67 index increasing from low Ki67 to high Ki67. Conclusion: The expression of ER, PR, HER2 markers at
different levels is meaningful in the molecular classification of breast cancer. The Ki67 index according to
each type shows that the prognosis level decreases gradually in the order: LUMA, LUMB, LAHH, HER2,
LBHH, TNP.

Keywords: Molecular subtypes of invasive breast carcinoma.
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Ung thu vu 1a loai ung thu phé bién nhat & phu
n{r Viét Nam cling nhu & hau hét cac nudc trén thé
gidi, chiém khoadng 1/3 cac ung thu méi dugc chan
doan. Chan doan giadi phau bénh theo kinh dién
dugc cho la tiéu chuan vang dé phan type mo bénh
hoc (MBH) va chia d6 mé hoc (BMH) nham chan
doan chinh xéac vé hinh thai hoc khéi u, dé cung cap
nhiing théng tin quan trong cho diéu tri va tién
lugng bénh. Nam 2012, WHO da c6ng b6 bang phan
loai ung thu v méi nhat véi mét s6 stra ddi b sung
quan trong [6].

Ngay nay, véi su tién bd cla khoa hoc, cac
nghién clu vé su bdc 16 gen va méi lién quan cla
ching véi cac dac diém da dang vé ki€u hinh lam
thay ddi cach phan loai & muiic d6 phan ti ung thu
vU, cling nhu cac bénh ung thu khac. Cac type phan
tir ung thu va khac nhau rd rét vé chlng tdc, sac toc,
yéu t6 nguy co, tién luogng, dap tng diéu tri, két qua
lam sang, thoi gian s6ng thém toan bo va thai gian
song thém khéng bénh. Nhiéu nghién ctru cling chi
ra rang ung thu vu c6 thé dugc phan type phan ti
bang nhuém HMMD tuong tu nhu phan tich gen [4].

Trong thuc té hang ngay doi véi cac nha giai
phdu bénh ngoai viéc phan type MBH ung thu vu,
chung ta can nhuém HMMD véi cac dau an sinh hoc
ER, PR, HER2, Ki67 dé phan type phan t&r ung thu vu
nham xac dinh chinh xac cdc nhém bénh nhan can
dugc diéu tri bé trg va cung cdp cac théng tin du
bao tién lugng bénh chinh xac. M6i dau an HMMD
¢6 su boc 10 khac nhau trong cac type ung thu vu,
chinh vi vay cac nha nghién ctu da dua vao su béc
16 nay dua ra cac bang phan loai typ phan ti ung
thu vu. Vi vay, ching t6i chon dé tai: “Nghién cdu sy
béc 16 cla cac dau an ER, PR, HER2, Ki67 trong phan
type phan tl&r ung thu bi€u mé tuyén v xam nhap”
véi cac muc tiéu: Xdc dinh ty Ié cdc typ phan tu ung
thu biéu mé tuyén vi xam nhap. Khdo sat su béc 16
cdc ddu an ER, PR, HER2, Ki67 trong cdc type phan tu
ung thu' va.

2. D6i tugng va phuong phap
2.1. Béi tugng

D6i tuong nghién clu cla chdng téi la 142
bénh nhan ung thu va xam nhap dugc sinh thiét
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hoac phau thuat cat vu tai Bénh vién Trung uong
Quan doéi 108 tir 01/2015 dén thang 03/2019.

2.1.1. Tiéu chudn lua chon

Cac trudng hgp dugc lua chon vao nghién cdu
phai c6 cac tiéu chuén sau:

C6 ghi nhan day du cac di kién: Ho tén, tudi, vi
tri khéi u.

Pugc sinh thiét kim va/hodc phau thuat cat
tuyén va.

Khoi u nguyén phat va chua dugc diéu tri hoa
chéat trudc mé.

C6 chan doan mé bénh hoc la ung thu biéu mé
tuyén va xam nhap.

Co khéi nén du tiéu chudn va dugc nhudm
HMMD.

2.1.2. Tidu chudn loai trur

Cac trudng hgp bi loai khdi nghién ctu:

Khéng dap tng dugc cac tiéu chudn chon trén.

Ung thu biéu mé tuyén v tai ché.

Ung thu vd tai phat hoac ung thu co quan khac
di can tdi va.

Ung thu v nam gidi.

2.2. Phuong phap

2.2.1. Nghién cdu héa mé mién dich

142 ca ung thu v dugc nhuém: ER, PR, HER2, Ki67.

2.2.2. Banh gid két qua HMMD

ER, PR

DPanh gia két qua theo tiéu chuan cua Allred va
nha san xuat dua vao ty |é cac té bao duong tinh va
cudng do bat mau clia té bao u:

Tinh diém dua vao phuong phap H-score cai

bién = TL (%) x CD (tir 0 dén 300 diém). Phan tng
duang tinh khi téng diém > 10.

HER2

DPanh gia két qua: Theo tiéu chuan cla nha san
xuat, dugc chia tur 0 dén 3+.

0: Hoan toan khong bat mau.

1+: Khéng nhin thdy hodc nhuém mang bao
tuong dudi 10% té bao u.
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2+: Mang bao tuong bat mau tir yéu dén trung
binh & > 10% té bao u.
3+: Mang bao tuong bat mau toan bo véi cudng
dd manh dugc quan sat thay trén10% cac té bao u.

Chi 3+ méi dugc coi la duong tinh.

Ki-67

Ki-67 duong tinh khi ¢ bat ki nhan té bao u bat
mau. Theo héi nghi dong thuan tai Saint Gallen nam
2011, chi s6 Ki67 dugc chia thanh 3 muic d6 [5]:

Thap: < 15%.

Trung binh: 16 - 30%.

Cao: > 30%.

2.2.3. Phan type phan ta ung thuthu vu

Ung thu vi dugc phan type phan ti dua theo
tiéu chudn dugc dé cap clta Bhargava va céng su

(2010) [3]:

Phan loai phan ta Phan loai phan t " 2 2
(B gen '.'ngi sinh™ theo .HISIMD Tiéu chuan chan doan
Long 6ng A Long 6ng A (LUMA) Diém ER > 200, HER2-
Long 6ng B Long 6ng B (LUMB) Diém ER: 11 - 199 hoac diém PR > 10, HER2-
. Dang day - b6 ba am tinh Diém ER va PR < 10, HER2-, CK5+: Dang day,
Dang day - - — . .
Khéng dang day - bo ba am tinh (TNP) | CK5-: Khéng dang day
HER2 HER2 PiémHER2+ |ER [va | PR [ <10,
Long 6ng C Long 6ng A lai HER2 (LAHH) Diém ER > 200, HER2+
Long 6ng C Long 6ng B lai HER2 (LBHH) Diém ER: 11 - 199 hoac diém PR > 10, HER2+
3. Két qua

3.1. Ty Ié céc type phén td ung thu vd

Bang 1. Phan bé cac type phan ti

n Tylé %

Type long 6ng A (LUMA) 41 28,9
Type long 6ng B (LUMB) 22 15,5
B6 3 am tinh (TNP) 21 14,8
Type HER2 25 17,6
Type LAHH 23 16,2
Type LBHH 10 7,0

Téng 142 100

Nhén xét: Type long 6ng A chiém ty |é cao nhat 28,9%, ti€p dén la type HER2 (17,6%). Chiém ty lé thap
nhat la type LBHH (7,0%).

3.2. Ty Ié boc 16 cdc ddu én: ER, PR, HER2, Ki67 theo type phan tu

Bang 2. Su boc 16 ER theo cac type phan ti

ER <10 11-199 > 200 Téng
n Ty l1é % n Ty lé % n Ty 1é % n Ty lé %
LUMA 0 0,0 0 0,0 41 100,0 41 28,9
LUMB 1 4,5 21 95,5 0 0,0 22 15,5
TNP 21 100,0 0 0,0 0 0,0 21 14,8
HER2 25 100,0 0 0,0 0 0,0 25 17,6
LAHH 0 0,0 0 0,0 23 100,0 23 16,2
LBHH 2 25,0 8 75,0 0 0,0 10 7,0
Téng 49 34,5 29 204 64 45,1 142
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Nhén xét. Trong nghién ctu cla ching t6i thdy rang: ER(+) chiém 65,5%, trong d6 45,1% ER > 200 diém

va 20,4% ER tU 11 - 199 diém.

Bang 3. Su bdc 16 PR theo cac type phan tu

ER <10 11-199 >200 Téng
n Tylé % n Ty lé % n Tylé % n Ty lé %

LUMA 18 43,9 9 22,0 14 34,1 41 28,9
LUMB 7 31,8 13 59,1 1 9,1 22 15,5
TNP 21 100,0 0 0,0 0 0,0 21 14,8
HER2 25 100,0 0 0,0 0 0,0 25 17,6
LAHH 12 52,2 3 13,0 8 34,8 23 16,2
LBHH 5 50,0 5 50,0 0 0,0 10 7,0

Téng 88 62,7 30 21,1 23 16,2 142

Nhén xét. Trong nghién ctiu ctia chiing t6i PR (+) chiém 37,3%. Cac type long 6ng A va B déu co ty lé PR
duong tinh cao, cht yéu nam trong khoang diém tur 11 - 199. Vi PR 200 type long 6ng A va LAHH chiém ty

|& cao nhat lan luot la 34,1% va 34,8%.

Bang 4. Su boc 16 HER2 theo cac typ phan ti

HER2 Am tinh 1+ 2+ 3+ Téng
n Tylé % n Tylé % n Tylé % n Tylé % n
LUMA 12 29,3 8 19,5 21 51,2 0 0,0 41
LUMB 2 9,1 2 9,1 18 81,8 0 0,0 22
TNP 11 52,4 2 9,5 8 38,1 0 0,0 21
HER2 0 0,0 0 0,0 0 0,0 25 100,0 25
LAHH 0 0,0 0 0,0 0 0,0 23 100,0 23
LBHH 0 0,0 0 0,0 0 0,0 10 100,0 10
Téng 25 17,6 12 1,7 47 33,1 58 47,6 142

Nhén xét. HER2 (3+4) chiém 47,6%, ty 1é HER2 (2+) la 33,1%, trong d6 type long éng B chiém ty lé cao

nhat 81,8% tiép dén la type long éng A: 51,2%.

Bang 5. Su bdc 16 Ki-67 theo cac type phan tua

Ki67 Thép Trung binh Cao Téng
n Ty l1é % n Ty lé % n Tylé % n
LUMA 17 41,5 16 39,0 8 19,5 41
LUMB 10 45,5 7 31,8 5 22,7 22
TNP 3 14,3 8 38,1 10 47,6 21
HER2 5 20,0 10 40,0 10 40,0 25
LAHH 10 43,5 6 26,1 7 30,4 23
LBHH 1 10,0 6 60,0 3 30,0 10
Téng 46 324 53 37,3 43 303 142
Nhén xét. Type long éng A va B c6 Ki67 thap  4.Ban luén
chiém ty |é kha cao 41,5% va 45,5% va chiém ty lé Phén type phan tir

thap nhat & nhém Ki67 cao 1,5% va 22,7%. Trai lai,
cac type chiém ty lé cao nhat 8 nhém Ki67 cao la bo
ba am tinh (TNP) v&i 47,6% va HER2 (40,0%).
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nhau cé y nghia tién lugng va diéu tri. Viéc st dung
cac marker HMMD dé dang hon, thuan tién hon, cho
két qua nhanh hon nén ngay cang dugc st dung
rong rdi trong phan type phan ti ung thu va. Trén
thé gidi da c6 nhiéu tac gia nghién ctu va dua ra
bang phan loai type phan t&f ung thu vu dua vao dac
diém HMMD. Tuy nhién, ching t6i nhan thay rang,
bang phan loai cta tac gid Bhargava va céng sy cé
su chia nhé cac phan type mét cach rd rang, c6 thé
nghién ctu tng dung thu thé ndi tiét, sy déng boc
16 cha thu thé noi ti€t va HER2 trong danh gia dap
Ung véi diéu tri va tién lugng, thai gian séng thém
cGia bénh nhan ung thu va.

SU dung bang phan type phan t cdla Bhargava
va céng su theo tiéu chuan HMMD, chiing téi phan
type phan ti 142 bénh nhan ung thu vi xam nhap
(Bang 1) cho thay type long 6ng A chiém ty lé cao
nhat 28,9%, tiép dén type HER2 véi 17,6%, type long
ong A lai HER2 chiém 16,2% ding thu 3, type long
ong B chiém 15,5%, typ b ba am tinh chiém 14,8%,
type long 6ng B lai HER2 chiém ty |& thap nhat 7%.

Theo nghién clu cla tac gid Poan Phuong Thao
st dung bang phan loai ctia Tang P cho thay type
long 6ng A chiém 44,8%, type long 6ng B chiém
14,9%, type HER2 la 17,9%, type bé ba am tinh la
17,9% va type khong phan loai la 4,5% [1]. Trong
nghién ctu cldia Bhargava va céng su (2010), 359 bénh
nhan ung thu va dugc phan type, cac tac gid nhan
thay c6 31% type long 6ng A, 20% type long éng B,
16% typ HER2, 22% type bd ba am tinh, 4% type long
6ng A lai HER2 va 7% type long 6ng B lai HER2 [3].

Khi so sanh két qua nghién clu cla ching toi
vdi nghién cltu cta Bhargava, ching téi nhan thay
rang type long éng A clia ching t6i cling chiém ty 1é
cao nhat. Tuy nhién, type long 6ng A lai HER2
(LAHH) ctia chdng t6i cao hon. Ly gidi cho su khac
biét nay c6 thé do du khac biét vé dia ly, ty 1& boc 16
qud muc cla ER va PR cla cac bénh nhan Viét Nam
cao haon cac vung khac.

Thu thé néi tiét ER, PR

Trong nghién cdu clia chung t6i (Bang 2) ty lé
ER(+) (> 10 diém) la 65,5%, trong d6 ER tUr 11 - 199
diém chiém ty & 20,4% va = 200 diém chiém ty lé
45,1%.

Theo tac gid Mohsin va céng su (2004) cho thay
ty I& ung thu vu cé ER(+) la 68,0% [7] va theo tac gia
Ta Van T& (2004), ty 1é ER(+) 1a 59,1% [2].

Su boc 16 PR (Bang 3), ching t6i nhan thay rang
37,3% ung thu vu c6 PR(+), trong dé ty 1€ PR tur 11 -
199 diém la 21,1% va PR > 200 diém chiém ty lé
16,2%. So vGi su boc 16 ER, ching téi nhan thay su
bbc 16 PR co ty 1é thap hon, nhat 1a 8 nhom > 200
diém. Type ldong 6ng A va LAHH c¢6 ty 1é PR > 200
diém cao hon so vdi type long 6ng B va LBHH (34,1%
va 34,8% so vdi 9,1% va 0%). Trong khi d6, 8 nhém PR
tir 11 - 199 diém, type long 6ng B (59,1%) chiém ty lé
cao hon type long 6ng A (22,0%). Hai type LAHH va
LBHH trai ngugc lai, type LAHH (13,0%) chiém ty |é
thap han LBHH (50,0%).

Theo tdc gid Ta Van T& (2004), ty 1é PR(+) la
51,4% [7] va Mohsin va cong sy (2004) cho thay ty 1é
ung thu va ¢6 PR(+) la 55,6% [7].

HER2

Trong nghién clu cla ching t6i (Badng 4) su boc
16 HER2 (3+), chiém ty 1& 47,6%, HER2 (2+) |4 33,1%
va HER2 (dm tinh/1+) chiém ty & 19,3%. G HER2
(24), type LUMB chiém ty |é cao nhat 81,8% tiép dén
type LUMA la 51,2%.

Doan Thi Phuong Thao (2012) cho thay ty lé
HER2 (3+) la 27,24%, HER2 (2+) chiém 11,94% va ty
|é HER2 am tinh cao nhat la 60,82% [1]. Theo nghién
clu cla Tsutui va cOng su (2006) & Nhat Ban ty lé
HER(-) la 72,9%, HER2 (2+) chiém ty |é 8,5% va HER2
(3+) 12 18,6% [9].

K&t qua nghién ctiu clia ching téi cho thay ty |é
HER2 cao hon cac tac giad trong nudc va ngoai nudc.
Ly giai su khac nhau nay la do tinh chat vé dia ly, ty
lé boéc 16 qua muic HER2 hodc su khuéch dai gen
HER2 clia bénh nhan nghién cu.

Trong xét nghiém HER2 bang phuong phap
HMMD, theo cach danh gia cla nha san xuat, khi
HER2 (3+) - boc 16 qua muc mdi dugc xac dinh la
duong tinh. Cac trudng hgp HER2 (2+) dugc coi la
khong rd rang, vi vay cac trudng hgp nay can duoc
xac dinh sy khuéch dai gen HER2 bang phuong
phap FISH.

Chi sé Ki67
Mc dé tang sinh clia té bao ung thu vi ¢ lién

quan truc ti€p véi tién trién va tién lugng bénh.
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Theo Héi nghi Dong thuan tai St Gallen nam 2011,
chi s6 Ki67 dugc chia thanh 3 muc do: Thap (< 15%),
trung binh (16 - 30%) va cao (> 30%) [5]. Trong
nghién ctu cta chung téi (Badng 5) ung thu vi cé chi
s6 Ki67 trung binh c6 ty 1& cao nhat la 37,3%, tiép
dén la Ki67 thap (32,4%) va Ki67 cao chiém ty 1é thap
nhét 14 21,2%. G nhém Ki67 thap type long 6ng A va
B chiém ty |é cao nhat la 41,5% va 45,5% va type bo
ba dm tinh, LBHH va LAHH chiém ty 1é thap nhat la
14,3% va 10,0%. & nhém Ki67 cao, cac type chiém ty
Ié cao la TNP (47,6%), type HER2 (40,0%), type long
6ng A va B chiém ty |é thap nhat la 19,5% va 22,7%.
Cac type long éng A va B c6 xu hudng gidam dan tu
muic d6 Ki67 thap dén Ki67 cao véi type long éng A
la tir 41,5% dén 19,5% va type long 6ng B la 45,5%
dén 22,7%. Tréi nguaoc lai, type bd ba am tinh chi sé
Ki67 c6 xu hudng tang dan ti muc d6 Ki67 thap dén
Ki67 cao: 14,3% dén 47,6%.

Theo nghién cuu clia Spitale va cong su (2008) su
boc 16 dau an Ki67 khac biét cé y nghia véi cac typ
phan t (p<0,0001), type long 6ng A chiém ty |é cao
nhat & Ki67 thap (33,9%), trdi lai chi s6 Ki67 cao & type
b6 ba am tinh va HER2 (lan lugt 1a 75,3% va 63,2%) [8].
Bertolo va céng su (2008), cling nhan thay rang type
dang day chi gap & nhém Ki67 cao (100,0%) (p=0,049)
[4]. Cac nghién cliu phan tich da bién cho thay chi s6
Ki67 cao la yéu t6 tién lugng xau trong ung thu va.
Mot s6 nghién ciu cho thay chi s6 Ki67 trung binh cao
nhat & cac khéi u bd ba am tinh va hau hét type nay
6 chi s6 Ki67 > 50%. Type HER2 cé chi s6 Ki67 cao
thu 2, tiép theo 1a cac khdi u thu thé noi tiét duong
tinh (LAHH > LBHH > LUMB > LUMA). Mac du, khong
phai dau an du bao va tién lugng manh nhat, song chi
s6 Ki67 la mot yéu té bd sung thém thong tin cé thé
st dung trong cac quyét dinh lam sang [7]. Két qua
nghién ctu clia ching toi tuong tu két qua cla cac tac
gia trong va ngoai nudéc.

Qua danh gia su bdc 16 diu an Ki67 theo tiung
type phan tlr cho thdy muc dé tién lugng giam dan
theo thd tu nhu sau: LUMA, LUMB, LAHH, HER2,
LBHH, TNP. Két qua nay phu hgp véi nhan dinh cla
cac nghién clu trén thé gidi [6], [7].

5. Két luan
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Qua nghién ctru 142 bénh nhan ung thu biéu
mo vi xam nhap chdng téi nhan thay:

Type long éng A chiém ty |é cao nhat 28,9%,
type HER2 (17,6%), long A v&i HER2 (16,2%), type
long 6ng B (15,5%), type bd ba am tinh (14,8%), type
long 6ng B véi HER2 (7,0%).

Su boc 16 chia dau an ER cao hon PR (65,5% va
37,3%).

Ty lé boc 16 HER2 (3+) cao chiém ty 1é cao nhat 47,6%.

Su béc 16 ddu an Ki67 theo ting type cho thay
muc do tién luong gidam dan theo thu tu: Type long
ong A, type long 6ng B, lai gitia long 6ng A va HER2,
lai gi(ra long 6ng B va HER2, bo ba am tinh.
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