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Tém tat

D3t van dé: Ung thu va (UTV) 13 ung thu thuwong gdp nhat va la nguyén nhan gdy tlr vong hang dau do ung
thuw & nir gidi. Phan nhdm phan tlr ung thu vi dya vao sy bdc 16 cha cac dau &n sinh hoc nhu 13 ER, PR, HER2/
neu va Ki-67. Trong d6, Ki-67 la ddu an sinh hoc bi€u 16 mirc dé tang sinh cla té bao ung thu vd, 6 lién quan
truc tiép véi tién trién, dap (ng diéu trj va tién lwgng bénh. Ching téi tién hanh nghién cru nay nham danh
gia chi s8 Ki-67 va mai lién quan cla chi s8 nay v&i cac ddc diém giai phau bénh, héa mé mién dich trong ung
thu biéu mé tuy&n vi xam nhap. Phwong phap nghién ciru: Nghién clru mé ta cit ngang trén 101 bénh pham
vUi nén clia cac bénh nhan ung thu biéu mé tuyén vi xam nhap duoc phiu thuat tai BV Dai hoc Y Dugc Hué
tlr 10/2019 dén 06/2021. K&t qua: Céc khdi u cd ty 18 Ki-67 > 14% chiém 65,3%. Cac khdi u vu cé kich thudc u
<2 cm chiém 50,5%. D6 mé hoc Il chiém 53,1%. Giai doan bénh phd bién 13 giai doan 1l (40,6%). Ty |& di cin
hach nach 13 48,5%; Ty 18 ER (+), PR (+) [an luot 13 64,4% va 47,5%. Cac khdi u c6 HER2(+) chiém ty & 32,7%.
Phan nhém Long 6ng B chiém ty 1& cao nhat (39,4%). Chi s8 Ki-67 ¢ mai lién quan cd y nghia théng ké vdi
giai doan bénh, d6 mé hoc, di cdn hach néch, ER, PR, HER2 va phan nhdm phéan tlr. Khdng cé mai lién quan
gitra Ki 67 va d6 tudi, kich thudc u va loai mé bénh hoc. K&t ludn: Cac khdi u c6 Ki-67 > 14% chiém ty 1& cao
(65,3%). Chi s8 Ki-67 c6 méi lién quan cé y nghta théng ké véi cac ddc diém gidi phau bénh va héa mo6 mién
dich: giai doan bénh, d6 mé hoc, tinh trang di cin hach néch, thu thé noi tiét ER/ PR, yéu t6 tang trwdng noi
bi HER2 duong tinh va cac phan nhém phan tlr. Khéng cé mai lién quan cd y nghta gitra Ki-67 vdi dd tudi, kich
thuéc u va loai moé bénh hoc.
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Abstract

Background: Breast cancer is the most common cancer and the leading cause of cancer death in women.
Molecular subtyping of breast cancer is based on the expression of biomarkers such as ER, PR, HER2/neu
and Ki-67. Among them, Ki-67 is a biomarker expressing the proliferation level of breast cancer cells, directly
related to disease progression, treatment response and prognosis. Our study aims to evaluate the Ki-67
index and its relationship with histopathological and immunohistochemical characteristics in invasive breast
carcinoma. Methods: A cross-sectional descriptive study in 101 paraffin-embedded specimens of patients
with invasive breast carcinoma who underwent surgery at Hue University of Medicine and Pharmacy
Hospital from October 2019 to June 2021. Results: Tumors with Ki-67 index > 14% account for 65.3%. Breast
cancer tumors with tumor size < 2 cm occupy for 50.5%. Histological grade Il accounts for 53.1%. The most
common disease stage is stage Il (40.6%). The rate of axillary lymph node metastasis is 48.5%; The ER(+)
and PR(+) rates are 64.4% and 47.5%, respectively. Tumors with HER2(+) account for 32.7%. The Luminal B
accounts for the highest proportion (39.4%). The Ki-67 index has a statistically significant relationship with
disease stage, histological grade, axillary lymph node metastasis, ER, PR, HER2 and molecular subtypes.
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There is no relationship between Ki 67 and age, tumor size and histopathological type. Conclusion: Tumors
with Ki-67 > 14% account for a high proportion (65.3%). The Ki-67 index has a statistically significant
relationship with histopathological and immunohistochemical features: stage of disease, histological grade,
axillary lymph node metastasis, ER/PR hormone receptors, and other factors. HER2-positive endodermal
growth and molecular subtypes. There is no significant relationship between Ki-67 and age, tumor size and

histopathological type.

Key words: breast carcinoma; Ki-67; histopathology; immunohistochemistry.

1. DAT VAN DE

Ung thu vu (UTV) la loai ung thu thuong gap
nhat va la nguyén nhan gay tlr vong hang dau & phu
nir trén thé gidi cling nhu & Viét Nam [1].

Ung thuw vi cé dac diém hinh thai hoc rat da dang.
Dap trng diéu trj va tién lwong bénh cta cac phan
nhém phan tlr UTV rat khac nhau, tuy thudc vao sy
bdc 16 cha cac dau an sinh hoc nhu 1a ER, PR, HER2/
neu va Ki-67. Trong d6, Ki-67 1a mét dau &n sinh hoc
biéu 16 mirc d6 tang sinh cha t& bao ung thu v,
dugc st dung dé phan biét phdn nhém Long 6ng A
va Long ng B- HER2 4m tinh [2]. Ngoai ra, Ki-67 cling
duoc sir dung nhu mot dau an dé lua chon phéc db,
du dodn dép (ng diéu tri va tién lugng trong ung
thu va [3], [4]. Ty |é Ki-67 cao (= 14%) thuwong gdp
trong cac ung thuw vi & c6 dd md hoc cao, thoi gian
tai phat nhanh va thoi gian song thém ngén [4], [5].

Chuing t6i tién hanh nghién clru nay nham muc
dich danh gid mai lién quan cua Ki-67 vé&i cac dac
diém gidi phau bénh va héa moé mién dich trong ung
thu biéu m6 tuyén vi xam nhap.

2. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Ddi twong nghién ciru

Nghién ctru dwoc thyc hién trén 101 bénh pham
vUi nén cla cac bénh nhan ung thu biéu mé tuyén
vU xam nhap duwoc phiu thuat tai Bénh vién Treong
Dai hoc Y - Dwoc Hué tir thang 10/2019 dén thing
06/2021.

Tiéu chuin chon miu

- Chan dodn mo bénh hoc sau mé 13 UTBM tuyén
vU xam nhap.

- C6 day du xét nghiém héa moé mién dich 4 dau
an ER, PR, HER2, Ki-67

Tiéu chuan loai trir

UTBM tuyén vu tai phat hodc d3 diéu tri (phau
thuat, héa tri, xa tri) truwdc dé

2.2. Phurong phap nghién ctru

2.2.1. Thiét ké nghién ciru

Nghién clru mé ta cit ngang.

2.2.2. Cdc bién sé nghién ctru chinh

- C4c yéu td tién luong:

+ Kich thwécu:<2cm,2-5cm,>25cm.

+ Loai m6 hoc: theo phan loai clia T6 chirc Y t&
thé gidi ndm 2012 [6].

+ D06 mb hoc ap dung phan do theo Elston va Ellis
4p dung cho UTBM tuyé&n vi thé 6ng xam nhap gdbm
do 1, doll, doé I [7].

+ Tinh trang di can hach nach: chua di can, c6
di can.

+ Giai doan bénh sau phau thuat: theo phan loai
cla T6 chirc Y t& thé gidi ndm 2012 gbm giai doan |,
I, 11, 1V [6].

- K&t qua Héa mo mién dich:

+ Nhuom HMMD duoc thyc hién ty dong trén
may Ventana Benchmark Ultra, dung b kit phat hién
mau Ultra View DAB cua hdng Roche.

+ ER, PR dugc dénh gid theo thang diém Allred:
am tinh, duwong tinh [8]

+ HER2: dwa vao dam dd bat mau clia mang bao
twong t& bao ung thu theo hwéng dan cla ASCO/
CAP 2013, gdm cac mic: Am tinh: 0 va 1 (+); Nghi
ngo: 2 (+) va Duong tinh: 3 (+) [9]. HER2 (3+) duoc
xem nhu la HER2 duong tinh.

+ Ki-67: duong tinh khi cé bat ki nhan té bao u
b4t mau. Chi s8 Ki-67 duoc chia thanh 2 mdc dé:
thap (< 14%) va cao (> 14%) [10].

- Phdn nhém phén t&r UTBM tuyén vu theo Saint
Gallen 2011 [10]:

+ Long 6ng A: ER/PR+, HER2-, Ki-67 < 14%

+ Long 6ng B: ER/PR+, HER2-, Ki-67 > 14% va ER/
PR+, HER2+

+ HER2: ER-, PR-, HER2+

+ B6 ba am tinh: ER-, PR-, HER2-

- XU ly s6 liéu: s8 liéu thu thap duoc phan tich, x&r
ly bang phan mém SPSS 16.0
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3. KET QUA NGHIEN cUU
3.1. Pac diém giai phau bénh va héa mé mién dich clia m3u nghién ciru
Bang 1. Bic diém giai phau bénh

Pic diém GPB SO lwgng Ty 1€ (%)
Tudi
Mean + SD 53,5+12,1
<30 3 3,0
30-<40 9 8,9
40-<50 26 25,7
50-<60 33 32,7
60-<70 21 20,8
270 9 8,9
Kich thuwécu
<2cm 51 50,5
>2-5cm 41 40,6
>5cm 9 8,9
Loai m6 hoc
UTBM xam nhap khdng phai loai dac biét 79 78,2
UTBM thé thuy xdm nhap 13 12,9
UTBM xam nhap khac 9 8,9
P06 mod hoc
| 8 111
I 43 53,1
1l 28 35,8
Di can hach nach
Cé 49 48,5
Khéng 50 49,5
Khéng danh gia 2 2,0
Giai doan bénh
| 29 28,7
Il 41 40,6
1l 29 28,7
Khong danh gia 2 2,0

Bang 1 cho thay ung thu vi thudng gap & dé tudi 50-60, tudi trung binh 13 53,5 + 12,1. Cac khdi u cé kich
thudc > 2 cm chiém ty 18 49,5%. D& m6 hoc | chi chiém 11,1%, d6 Il chiém 53,1%. Ty |1& khéi u ¢6 di cdn hach
nach 12 48,5%. Cac khéi u & giai doan Il chiém ty 1é cao nhat (40,6%).

Bang 2. Dic diém héa md mién dich va phan nhém phan tr

Pic diém SO lwgng Ty l& (%)
ER
Am tinh 37 36,6
Duong tinh 64 64,4
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PR

Am tinh 53 52,5

Duong tinh 48 47,5

Ki -67

<14% 35 34,7

> 14% 66 65,3

HER2

Am tinh 61 60,4

2+ 7 6,9

3+ 33 32,7

Phan nhém phan td

Long 8ng A 26 27,7

Long Gng B HER2(-) 23 24,5
HER2(+) 14 14,9

HER2 19 20,2

B6 ba am tinh 12 12,8

Bang 2 cho thdy ty |& ER (+), PR (+) lan luot 1a 64,4% va 47,5%. Ty 1é Ki-67 > 14% |3 65,3%. HER2 duong
tinh (3+) chiém 32,7%. Phan nhdm Long éng B chiém ty 1é cao nhat (39,4%), phan nhém HER2 chiém 20,2%.
3.2. Mai lién quan giita Ki-67 va cac dic diém gidi phau bénh, héa mé mién dich
Bang 3. Mai lién quan gitra Ki-67 va cac déc diém giai phiu bénh

Ki-67
() > 149
Dic diém GPB < 14% 2 14% P
n % n %

Tudi
<50 11 31,4 27 40,9

0,471
>50 24 68,6 39 59,1
Kich thwéc u
<2cm 17 48,6 34 51,5
>2-<5cm 15 43,9 26 39,4 0,888
>5cm 3 8,5 6 9,1
Giai doan bénh
| 15 44,1 14 21,5

0,041
Il 13 38,2 28 43,1
1 6 17,7 23 35,4
Loai m6 hoc
UTI.?:vaarTl nhap khong phai 26 74.3 53 80,3
loai dac biét 0,657
UTBM Khac 9 25,7 13 19,7
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D6 md hoc

I 5 19,2 3 5,6

I 17 65,4 26 49,1 0,015
1 4 15,4 24 45,3

Di can hach nach

Khong 24 70,6 25 38,5 0,005
Co 10 29,4 40 61,5

K&t qua bang 3.3 cho thay Ki-67 c6 méi lién quan cd y nghia théng ké vdi dé mé hoc, giai doan bénh va
tinh trang di cdn hach nach (p < 0,05). Chua tim thay méi lién quan giira Ki-67 va tudi, loai md hoc va kich

thudc khéi u.
Bang 4. Mi lién quan giita Ki-67 va d3c diém héa mdé mién dich, phan nhém phan tir
Ki-67
Dic diém <14% > 14% P
n % n %

ER

Am tinh 7 20,0 30 45,5 0,021
Duong tinh 28 80,0 36 54,5

PR

Am tinh 12 34,3 41 62,1 0,014
Duong tinh 23 65,7 25 37,9

HER2

Am tinh 29 85,3 32 53,3 0,004
Duong tinh 3+ 5 14,7 28 46,7

Phin nhém phan tir

Long &ng A 26 76,5 0 0,0

Long 8ng B HER2(-) 0 0,0 23 38,3

HER2(+) 2 5,9 12 20,2 <0001

HER2 3 8,8 16 26,7

BO ba am tinh 3 8,8 9 15,0

K&t qua bang 4 cho thay, ty & Ki-67 c6 mdi lién quan cé y nghia théng ké v&i cac dau an sinh hoc ER, PR,

HER2 va phan nhém phan ti (p < 0,05).

4. BAN LUAN

4.1.Vé dic diém giai phau bénh va héa mé mién
dich

Trong ung thu vu, cac dic diém giai phau bénh
nhu tudi, kich thudc khéi u, d6 mé hoc, giai doan
bénh 1a cac yéu t& tién lugng kinh dién. Két qua
nghién clru cla chdng t6i cho thay dd tudi hay gip
nhat 13 tir 50 d&n duwdi 60 tudi, tudi trung binh mac
bénh: 53,5+ 12,1. K&t qua nay twong ddng vdi nghién
ctru clia Nguyén Phuong Thao Tién (2022) va Dang
Coéng Thuan (2018) [11], [12]. & cac qudc gia chau
Au, d6 tusi mac bénh trung binh thwong cao hon &
cac nwée chau A [13]. Cac khdi u cé kich thudce cang
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I&n, tién lwvgng bénh cang xau. Trong nghién ciru cla
ching téi, cac khéi u cé kich thuwdc > 2 cm chiém xap
xi 50%, d& md hoc Il chiém 35,8%, d6 | chi chiém
11,1%. Ty & di cdn hach nach trong nghién ctu cla
chuing ti chiém 48,5%, giai doan Il chiém 40,6%, giai
doan 3 chiém 28,7%, phu hop véi két qua nghién
cltu clia Ding Cong Thuan (2018), Nguyén Phuong
Thao Tién (2022) [11], [12]. Tuy nhién, theo nghién
clru cta Tagliabue G. (2021) trén cac bénh nhan ung
thw va &Y, da s6 cac khéi u cd kich thwdc nhd <2 cm,
d6 md hoc thap (d6 1), chua cd di cdn va & giai doan
sém cla bénh [13].

Ké&t qud HMMD cla chiing téi cho thay, ty & Ki-67
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>14% 13 65,3%, twong duong véi cac két qua nghién
cru trong nudc [12],[13]. Ty 1é nay cao hon so vai
nghién clru cla Tagliabue G. (2021) vé ty |é Ki-67
trong ung thw vi & chau Au [13]. Ty & ER, PR dwong
tinh trong nghién clru cla ching ti chiém lan luot
64,4% va 47,5%, twong duong vdi két qua clda Vi
Héng Thang (2015) [14] nhwng thdp hon ty |& ER/
PR duong tinh (82,4% va 57,3%) trong nghién clru
cGa Engstrom (2013) nghién ciru trén nhém bénh
nhan nguoi My [15]. Ty 1é HER2 duong tinh trong
nghién clru cta chung téi la 32,7%, cao hon so vdi
cac nghién ctru khac & chau Au va My (15 - 20%)
[13],[15]. Phdn nhém long 6ng B trong nghién ctu
cla chung t6i chiém ty & da sé (39,4%), phadn nhém
HER2 chiém 20,2%, trong khi d6, phan nhém long
dng A chi chiém 27,7%, tuvong duong két qua nghién
clru cla Ding Cong Thuan (2018), Nguyén Phuong
Thao Tién (2022), Kermani, T. A (2019) [11],[12],[16].

Trong nghién ctu cta ching téi, da s6 cac khdi
u vU cé d6 md hoc cao, dwgc phat hién & giai doan
muon, khi da cé sy di can ra hach nach. Ngoai ra,
cac khéi u cling c6 ty 1é Ki-67 > 14% va HER2 duong
tinh cao so vdi cac nghién clru & cac quéc gia khac.
Su khac biét vé két qua md bénh hoc, hda md mién
dich va phan nhédm phan ti gitta cac nghién ctu co
thé do su khac nhau vé dic diém ching téc, vi tri dia
ly, d&c tinh sinh hoc cGa khéi u, thdi diém man kinh,
ché& d6 dinh dudng, moi trudng, 18i séng... cling nhuw
bénh dwoc chan doan & giai doan s&m hay muén.
Ngoai ra, hiéu qua cta chwong trinh tdm soat phat
hién s&m ung thu vu cling dem lai su khac biét két
qua gitta cdc quan thé nghién ctu.

4.2. Mai lién quan giira chi s6 Ki-67 va dic diém
giai phiu bénh va héa mé mién dich

Két qua nghién clru cta chung téi cho thay ty 1é
Ki-67 khong cé mai lién quan vdi cac ddc diém nhw
tudi, loai moé hoc va kich thudc khéi u. K&t qua nay
tuwong déng véi nhiéu nghién ciru khic Kermani
(2019), Kamranzadeh H. (2019) [16], [17]. Tuy nhién,
tac gid Jones (2009) cho rang c6 su lién quan thuan
gitra Ki-67 va kich thudc u. Chi sé Ki-67 cao (> 14%)
duogc tim thdy & nhitng khéi u cé kich thudce lon [3].
Su khac biét gilra gitta cac nghién ctru cé thé do diac

diém sinh hoc cla cac quan thé nghién ciru khac
nhau va c& mau cla ching t6i chua dd 1&n. Ngoai ra,
cling nhu nhiéu nghién ctru khac, két qua nghién clru
cla chung téi cho thay Ki-67 ¢ méi lién quan vdi
d6 mo hoc, tinh trang di can hach nach va giai doan
bénh. Su biéu 16 Ki-67 & mirc cao thudng thdy trong
cac ung thu vi cé dé md hoc cao, giai doan mudn vdi
hach nach duong tinh, nhanh tai phat va thoi gian séng
thém ngan [3],[4], [5].

Bang 4 cho thay Ki-67 c6 méi twong quan nghich
v@i cdc thu thé ndi tiét ER, PR. Cac khdi u cd ER am
tinh thudong céd mirc dd biu hién Ki-67 cao. Két
qua cla chung tdi phu hop véi két quad nghién clru
cla cua Kermani (2019), Ahadi, M. (2020), Kumar,
Y. (2022) [3],[16], [17]. Nguwoc lai v&i sy biéu hién
clUa ER/PR, yéu td tang trwdng ndi bi HER2 cd lién
quan thuan véi Ki-67. Cac khéi u c6 HER2 dwong tinh
thuwong cé ty 1€ Ki-67 cao. K&t qua cla ching toi phu
hop vai cac nghién ciru khac cda Vi Hong Thang
(2015), Kermani (2019), Kamranzadeh H. (2019),
Ahadi, M. (2020) [3], [14], [16], [18]

Trong nghién ctru cta chung t6i, do ty 1é HER2
duong tinh va ty 1é Ki-67 > 14% cao nén phan nhém
ldong éng B chiém ty |1& cao ( 39,4%), tiép theo 1a phan
nhém long éng A (27,7%). Phan nhém HER2 chiém
ty 1€ 20,2%. Chi s6 Ki-67 c6 madi lién quan cé y nghia
théng ké vdi phan nhdm phan tlr. K&t qua nghién
clru cla chung toi twong tw két qua clha céc tac gia
trong va ngoai nudc c6 st dung diém cat Ki-67 1a
14% dé& phan nhém phan tir [11], [14], [19].

5. KET LUAN

Qua nghién ctru 101 bénh nhan ung thu biéu mé
tuyén vi xdm nhap tai Bénh vién Trwdng Pai hoc Y
Duoc Hué, ching t6i nhan thay:

- Céac khéi u c6 Ki-67 = 14% chiém ty 1é 65,3%.

- C6 mai lién quan gitra chi s6 Ki-67 va cac dac
diém giai phau bénh va héa mé mién dich nhu: giai
doan bénh, d6 mo hoc, tinh trang di can hach nach,
sy biu hién cta ER, PR, HER2 va cac phan nhém
phan tlr. Chwa tim thdy mai lién quan giita chi s6
Ki-67 v&i d6 tudi, kich thudc u va loai md bénh hoc
ung thu va.
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