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ABSTRACT

Objective: To determine the distribution of risk groups according to the IHC4 score in
stage I-Il hormone receptor-positive invasive breast carcinoma, and to evaluate the
association between risk groups and certain histopathological characteristics.

Subjects and methods: A cross-sectional descriptive study was conducted on patients
with stage I-Il hormone receptor-positive invasive breast carcinoma treated at Hanoi
Oncology Hospital from January to July 2024. Clinical and histopathological data were
collected. The IHC4 score was calculated based on ER, PR, HER2, and Ki67 using the
standard formula. Data were analyzed using statistical software with appropriate tests Ve
test, Fisher’s exact test).

Results: A total of 126 patients were enrolled. The proportions of low-, intermediate-,
and high-risk groups according to the IHC4 score were 11.1%, 37.3%, and 51.6%,
respectively. All young patients under 35 years old had a high IHC4 score. The IHC4 score
was significantly associated with tumor size, histological grade, molecular subtype, and
Nottingham Prognostic Index (p < 0.05).

Conclusion: Our findings demonstrate that the IHC4 score is closely associated with key
prognostic factors in breast cancer. This highlights the scientific value of IHC4 as a risk
stratification tool and provides a rationale for further studies to standardize and validate
its application in Vietnamese patient populations.
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TOM TAT
Muc tiéu: Xac dinh ty & cdc nhém nguy co theo thang diém IHC4 clia ung thu biéu mé

tuyén vu giai doan I-1l duong tinh thu thé ndi tiét; nhan xét mai lién quan gitta nhdm nguy
cO v6i mot s6 dac diém gidi phau bénh.

D&i tugng va phuong phap: Nghién citu md ta cat ngang trén bénh nhan ung thu biéu md
tuyén vu giai doan I-Il duong tinh thu thé noi tiét, diéu tri tai B&nh vién Ung budu Ha Noi
tirthang 1 dén thang 7 ndm 2024. D{t liéu lAm sang, giai phau bénh dugc thu thap, thang
diém IHC4 dugc tinh dua trén ER, PR, HER2, Ki67 theo céng thic chuén. Phan tich st
dung phan mém théng ké véi kiém dinh thich hgp (x?, Fisher’s exact test).

Két qua: C6 126 bénh nhan thu tuyén vao nghién cttu. Ty l& nhém nguy co thap, trung
binh, cao theo thang diém IHC4 lan lugt 1a 11,1%, 37,3% va 51,6%. 100% bénh nhan tré
dudi 35 tudi c6 diém IHC4 cao. Thang diém IHC4 c6 lién quan chat ché vdi kich thudc u,
ddé mo hoc, phan typ phan tr, NPI (p < 0,05).

Két luan: Két qua nghién cltu cho thay thang diém IHC4 cé méi lién quan chat ché vdi
nhiéu yéu t6 tién lwgng quan trong clia ung thu va. Diéu nay nhan manh gia tri khoa hoc
clia IHC4 nhu mét cong cu danh gia nguy cd, dong thdi md ra cd s& cho cac nghién cltu
tiép theo nham chuén hoa va &ng dung réng rai trong quan thé ngudi bénh Viét Nam.

Tor khéa: Ung thu bi€u mo tuyén va, thang diém IHC4, nhom nguy co.

1. DAT VAN PE

Ung thu biéu md tuyén vu la loai ung thu pho bién
nhat & nir gidi, cling la nguyén nhan hang dau gay tur
vong do u ac tinh tai Viét Nam va khu vuc. Viéc phan
tang nguy co & giai doan sém (I-Il) dong vai trdo quan
trong trong lwa chon phac do diéu tri, tranh diéu tri
qua murc hoac thiéu hiéu qua. V3i bénh nhan duong
tinh thu thé ndi tiét (ER+), liéu phap hormon la nén
tang, tuy nhién nhém bénh nhan cé nguy co tai phat

chi phi va céng nghé cao, nén chua dugc ap dung
phé bién & cac nudc dang phat trién nhu Viét Nam
[1]. Do vdy nam 2011, Cuzick J va cdng sy da thiét
lap thang diém IHC4 (Immunohistochemistry 4)
duoc tinh toan dua trén 4 dau an héa md mién dich
la ER, PR, HER2 va Ki67, v&i cach tinh toan don gian
va chi phi thdp, nham tién luong thoi gian tai phat
clia bénh nhan ung thu vu giai doan sém c6 thu thé

cao can can nhac bé sung hoa tri.

Hién nay cac xét nghiém da gen nhu Oncotype DX,
MammaPrint dugc danh gia cao trong phan tang
nguy co. Tuy nhién, nhitng xét nghiém nay doi hoi

*Tac gia lién hé

ndi tiét duong tinh [2]. Nghién cltu ciing chi ra rang
thang diém IHC4 cé gia tri tién lugng tuong tu nhu
thang diém tai phat Oncotype Dx [3]. Tuy nhién, cac
nghién cltu vé thang dém IHC4 chua nhiéu, can co
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nhiéu nghién cttu hon dé danh gia thém veé gia tri
bang chitng ctia thang diém nay.

&' Viét Nam, nghién cttu ctia Nguy&n Van Chti va cong
sy tai Bénh vién K nam 2019 cho thdy nhém nguy co
IHC4 c6 méi lién quan chat ché vdi phan typ phan
tlr, dd mé hoc, di cdn hach nach va chi s6 tién lugng
Nottingham (Nottingham prognostic index - NPI), cac
dir kién nay cho thay gia tri tién doan trién vong cla
thang diém IHC4 [4]. Cho dén nay, trong nudc van
con it nghién ctru vé van dé nay [5]. Vi vay, chang toi
thuc hién dé tai nghién ciru nhdm ap dung thang diém
IHC4 dé phan tang nguy co ung thu biéu mé tuyén vu
giai doan |-l duang tinh thu thé néi tiét tai Bénh vién
Ung budu Ha Néi, qua dé danh gia maéi lién quan véi
dac diém giai phau bénh va cung cap thém béng
ching khoa hoc cho viéc van dung trén ldm sang.

2. DOITUONG, PHUONG PHAP NGHIEN CU'U
2.1. Thiét ké nghién ciru

Nghién citu md ta cat ngang.

2.2. Pia di€ém va thoi gian nghién ciru

Nghién ctu thuc hién tai Khoa Gidi phdu bénh - T&
bao, Bénh vién Ung budu Ha Nbi trong thoi gian tir
thang 1/2024 dén hét thang 7/2024.

2.3. Ddi twgng nghién ciru

DP&i tugng nghién cttu la cac bénh nhan dudc chan
doan ung thu biéu mé vi xdm nhéap trén cac bénh
pham phau thuat tai Bénh vién Ung Budu Ha Nbi.

-Tiéu chuén chon: bénh nhan ung thu' v nguyén phat
giai doan I-1l; dugc chdn doan mé bénh hoc la ung
thu bi€u mé tuyén vi xdm nhap; c6 tiéu ban nhuém
HE, nhudm héa mo mién dich duong tinh véi thu thé
ndi tiét; khéi nén chira bénh pham da dé nghién ciu;
chua dugc diéu tri héa chat va/hoac xa tri trudc mé.

- Tiéu chuan loai trir: ung thu va tai chd, ung thu va
tai phat; bénh nhéan cé kém theo ung thu khac; ung
thu tir noi khéac di can tdi va.

2.4. C& mau, chon mau

- Ap dung céng thirc udc tinh ti & cia mot quan thé
v@i dé chinh xac tuyét doi theo khuyén nghi cua T6
chirc Y té Thé gidi:

Zi o X P -P)
d2

Vi ty l& udc tinh p = 0,5; dd chinh xac tuyét ddid =0,1;
khoang tin cay 1 - a = 95%, tinh dudc c& mau téi

n=

92

thiéu n = 97. Trong thuc t& nghién cltu, chung téi lua
chon dugc ¢ mau n = 126 bénh nhan.

- Cach chon mau: chon m4u thuan tién, Ly toan bd
bénh nhan ung thu biéu mo tuyén va da cé két qua
md bénh hoc va héa mé mién dich, diéu tri tai Bénh
vién Ung budu Ha Noi tlr thang 1/2024 dén hét thang
7/2024, théa man tiéu chuén lua chon va tiéu chuén
loai trur.

2.5. Bién sé nghién clru

Bang 1. Bién sé nghién ctru

Bién sé Pinh nghia/Phan loai

< 35, 35-50, 50-65, > 65

Tuébi

Kich thudc khéiu [€2cm,>2-5cm, >5c¢cm

0, 1-3 hach dican

Tinh trang hach

P6 mb hoc I, I, lll (theo Elston va Bloom)

Ung thu biéu mo éng xam nhap
NOS (khéng phan loai khac), tiéu
thuy, nhay, vi nhd, tdy, hén hop

Tot (< 3,4); trung binh (3,5-5,4);
x4au (2 5,5)

ER (H-score), PR (%), HER2 (&m
tinh/duong tinh), Ki67 (%)

Theo St Gallen (2013)
Co6/Khéng

Typ mo6 bénh hoc

NPI

D3u 4n hoa mbd
mién dich

Phan typ phéan t

Tinh trang
xam nhap mach,
than kinh

Xac dinh nhdm nguy ca dua theo thang diém IHC4
theo cng cu online c6 sén, dugc tinh bdi cong thirc:

IHC4 = 94,7 x [-0,1 ER10 - 0,079 PR10 + 0,586 HER2
+0,240 x In(1 + 10 x Ki67)]

Trong do:

+ ER10: thu thé estrogen trong thang diém H-score cai
bién dugc dinh nghia laténg clia ty 1& (%) t& bao nhuém
duongtinh yéu, 2 lan ty lé té bao duong tinh trung binh
va 3 lan ty lé t€ bao nhudém duang tinh manh, chia cho
30 dé dugc gia tri trong pham vi tir 0-10.

+ PR10: ty L& t€ bao nhudm duaong tinh vdi thu thé, gia
tri d6 chia cho 10 dé dudc gia tri trong pham vi tir 0-10.

+ Ki67: ty l& Ki67 duong tinh vGi nhén té bao u, dugc
tinh todn trén b&énh pham phau thuat, la ty l& t& bao
u duang tinh & bat ki cuong dd nao & vung hotspot
(trén 1000 té€ bao u).

+ HER2: theo khuyén nghj clia nha san xuat thi 3+ la
duong tinh, dugc tinh la gia tri 1; khi HER2 &am tinh
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dugc tinh & gia tri 0. HER2 2+ sé& dua trén két qua
FISH/CISH dé khang dinh duong/am.

Cach danh gia gia tri IHC4 gbm 3 nhém nguy co: nguy
co'thap co gia tri IHC4 < -30; nguy ca'trung binh c6 gia tri
IHC4 tir > -30 t6i < 30; nguy co cao co gia tri IHC4 = 30.

2.6. Ky thuat, céng cu va quy trinh thu thap sé liéu

Thuc hién ldy danh sach bénh nhan, sau dé tim lai
tiéu ban va khoi nén va thu thap thong tin. Nghién
cttu md bénh hoc va héa moé mién dich dugc danh
gia va ghi nhan theo cac bién s6 nghién clu.

2.7. X ly va phan tich sé liéu

Céc truong hgp nghién ctu dugc ghi nhan day dua
thong tin va ma hoa dir liéu. X ly sé liéu trén phan
meém SPSS 25.0. Ap dung test Chi binh phuong hodc
Fisher’s Exact test dé so sanh hai hodc nhiéu ty (&,
tinh gia tri p. Cac phép so sanh cé p < 0,05 dugc coi
la co y nghia thong ké.

2.8. Pao dirc nghién ctu

Céc bién s0, chi sé dugc thu thap trung thuc, khoa
hoc. Thong tin ngudi bénh dugc gitr bi mat. S6 liéu
chi phuc vu cho muc dich nghién ctru. Bé cuong
nghién cttu dugc ndp cho Hoi dong théng qua deé
cuong nghién clru co s&d Bénh vién Ung budu Ha Noi
va Ban Giam doéc Bénh vién Ung budu Ha Noi cho
phép sir dung so liéu clia bénh vién.

3. KET QUANGHIEN CcUU
3.1. Pac diém chung cua déi tuwgng nghién cliru

Bang 2. Dac diém chung cua déi tugng nghién ciru

Nhom tudi < 35 trong nghién cltu clia chiing tdi c6 6
ca (4,8%), 100% c6 gia tri IHC4 cao.

3.2. Pac diém giai phau bénh

Bang 3. Cac dac diém giai phau bénh

. Tansé [Ty lé
Pac diém Phan nhém n) ():A))'
npamnnapnos | 107|849

Ung thu biéu moé xam
bg]phr:c)éc gnhép th,é’ nhay 8 6,3
ey | 4|32
Cac typ khac (hi€m gap) 7 5,6
POl 13 10,3
D6 mé hoc ol 9 |[71,4
Po Il 23 [18,3
Tinh trang Khong di can 82 [65,1
hach Dicén 1-3 hach 44 34,9
Xam nhap Co 49 38,9
mach mau Khong 77 61,1
Xam nhap Co S 4,0
than kinh Khéng 121 | 96,0
Tot 47 (37,3
NPI Trung binh 73 |57,9
X&u 6 |48
Phén loai Long dng A 41 32,5
typphantlt| | ono6ngB[HER2 ()] | 59 |46,8

(theo St
Gallen, | ) sngsngB[HER2 (+)] | 26 |20,6
2013)

3.3. Phan tang nguy co theo thang diém IHC4

(n=126)
. Tansé | Tylé
Pac diém chung a(rrl‘)s.o (\;/o;e
< 35 tudi 6 4,8%
X 35-50 tudi 38 30,2%
Nhom tudi -
50-65 tudi 54 42,9%
> 65 tudi 28 22,2%
] X +SD (tudi) | 55,88 12,50
Tudi trung binh -
Min-max (tudi) 27-85
VU phai 55 43,7%
Vitriu
Va tréi 71 56,3%
s2cm 65 51,6%
Kichthudcu |2cm<us<5cm 58 46,0%
>5cm 3 2,4%

Trong 126 trudng hgp ung thu vu giai doan sém cé
gia tri tién lugng IHC4 dao déng tir -83,0 dén 153,1
(gia tri trung binh 32,0 = 52,6, gia tri trung vi 31,9).
Nhém cé gia tri tién lwgng IHC4 cao chiém ty L& cao
nhat la 51,6%, trung binh 37,3% va thap 11,1%.

Bang 4. Phan tang nguy co theo IHC4 (n = 126)

Phan tang nguy co Tansd (n) | Ty lé (%)
Théap 14 11,1
Trung binh 47 37,3
Cao 65 51,6
358 Crossrefd 93
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3.4. Mai lién quan gitra nhém nguy co IHC4 va dic diém giai phau bénh

Bang 5. Mai lién quan gitta nhém nguy co IHC4 va nhém tudi

Nhém tudi .
Nhém nguy co IHC4 - - - - Tong o]
<35tudi | 35-50tudi | 50-65tudi | >65 tudi
Thap 0 3(21,4%) | 4(28,6%) | 7(50,0%) | 14 (100%)
Trung binh 0 13(27,7%) | 25(53,2%) | 9(19,1%) | 47 (100%)
Cao 6(9,2%) | 22(33,8%) | 25(38,5%) | 12(18,5%) | 65 (100%) 0,052
Tong 6(4,8%) | 38(30,1%) | 54 (42,9%) | 28(22,2%) | 126 (100%)
Bang 6. Mai lién quan giira thang diém nguy co IHC4 va kich thuéc u
Nhém nguy co IHC4 Kich thurde u Téng p
s2cm >2-5cm >5cm
Thap 6 (42,9%) 8(57,1%) 0 14 (100%)
Trung binh 32 (68,1%) 13(27,7%) 2(4,3%) 47 (100%)
Cao 27 (41,5%) 37 (56,9%) 1(1,5%) 65 (100%) 0017
Tong 65 (51,6%) 58 (46,0%) 3(2,4%) 126 (100%)
Bang 7. Mai lién quan gilra thang diém nguy co IHC4 va dd méd hoc
Nhém nguy co IHC4 : iy m: hoo - Tong p
Thap 4 (28,6%) 10 (71,4%) 0 14 (100%)
Trung binh 8 (17%) 37 (78,7%) 2 (4,3%) 47 (100%)
Cao 1(1,5%) 43 (66,2%) 21 (32,3%) 65 (100%) 0,000
Tong 13(10,3%) 90 (71,4%) 23(18,3%) 126 (100%)

Thang diém IHC4 theo chi s6 tién luong Nottingham (NPI): trong nhém gia tri IHC4 thép, chi bao gdm nhom
gia tri tién lugng NP1 tSt va trung binh (cung chi€ém 50%); nhédm NPI t6i chi gap trong nhém IHC4 nguy cd cao,

m&i lién quan co y nghia théng ké véi p = 0,000 < 0,05.

Nauy oo cao - | S 2

94

40%

60%

mNPI<3.4 mNPI3.454 mNPI>54
Fisher's exact test= 19.65; p=0.000

Bi€u dd 1. Nhém nguy co IHC4 theo NPI

120%
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Bang 8. Nhém nguy ca IHC4 theo typ phan tr

Typ phan t&r ,
Nhém nguy co - = - Tong ¢]
Long 6ng A Long 6ng B, HER2 (-) Long 6ng B, HER2 (+)
Théap 12 (85,7%) 2 (14,3%) 0 14 (100%)
Trung binh 22 (46,8%) 22 (46,8%) 3 (6,4%) 47 (100%) 0.000
Cao 7 (10,8%) 35 (53,8%) 23 (35,4%) 65 (100%) ’
Téng 41 (32,5%) 59 (46,8%) 26 (20,6%) 126 (100%)

Céc gia tri IHC4 khac nhau theo dé tudi, typ mé bénh
hoc, giai doan giai phau bénh, xdm nhap mach, than
kinh chua chirtng minh dugc méilién quan coy nghia
thong ké (p > 0,05).

4. BAN LUAN

Trong nghién ctu nay, tudi trung binh bénh nhan
ung thu vu giai doan I-Il duong tinh thu thé noi tiét
la 55,88 = 12,50, th4p haon so véi cac nghién cliu tai
cac nudc phat trién nhu De Santis M.C va cong su
(58,6 tudi) [7], Lakhanpal R va cong su (67,6 tudi)
[5]. Nhém tudi hay gap nhat la 50-65 (42,9%), nhém
< 35 tudi chi chiém 4,8% nhung toan bd déu cé
diém IHC4 cao, phu hgp v&i nhan dinh bénh nhan
tré thuong mang dac diém bénh hoc ac tinh hon. O
nhém > 65 tudi, ty & IHC4 cao gidm rd, diéu nay clng
dugc ghi nhan & nhiéu nghién ctru khi khéi u & phu
nr l&n tudi thudng ti€n trién cham hon. Vi tri khdi u
bén trai chiém uu thé (56,3%), twong déng véi nhiéu
nghién clru trong va ngoai nudc [3], [7]-

Trong nghién cltu nay, diém IHC4 dao déng tir -83,0
dén 153,1 (trung binh 32,0 * 52,6), nhdm nguy co
cao chiém 51,6%, trung binh 37,3% va thap 11,1%.
So véi Bakre M.M va codng su (2019) véi ty & nguy co
cao 25%, két qua nay cho thay quan thé nghién ciu
c6 nhiéu dac diém sinh hoc bat loi hon, phu hap véi
ty l&é Ki67 cao [9].

Lién quan gitra IHC4 va céac yéu t8 gidi phau bénh
cho thdy nhdm < 2 cm chiém 51,6%; nhém 2 cm < u
< 5 cm chiém 46%; nhém > 5 cm chi 2,4%. Nhém u
c6 kich thudc trung binh (2 cm <u <5 cm) tap trung
nhiéu & IHC4 cao (56,9%).

Ung thu biéu mo thé 8ng xam nhap NOS chiém uu
thé tuyét déi (84,9%), cac typ khac nhu nhay, vi nhd,
tidu thy it gap. D6 md hoc Il chiém 71,4%, db III
chiém 18,3%, vdi ty l& do Il tAng dan t&r nhém IHC4
thap dén cao (0% l&én 32,3%), suw khac biét cé y nghia
thong ké (p = 0,000 < 0,05). Tir d6 cho thay mai lién
quan thuan gitta dé mo6 hoc cao va phadn nhém IHC4
nguy co cao.

Thang diém tién lugng Nottingham (NPI) trung binh
chiém 57,9%, va dang chu y 100% NPI cao thudc
nhém IHC4 cao, trong khi nhdm nguy co thap khéng
c6 NPI cao. Diéu nay gaiy su két hgp NPl va IHC4 c6
thé tdng dé chinh xac tién luong va ho tro luwa chon
diéu tri bo trg.

Xét theo phan loai typ phan tir theo St Gallen 2013
[ER (+), HER2 (-), PR va Ki67], nhém long 8ng B HER2
(-) chiém ty l&é cao nhéat (46,8%), sau do6 la long 6ng
A (32,5%) va long 8ng B HER2 (+) (20,6%). So véi cac
nghién ctru quéc té nhu nghién clru ctia De Santis
M.C va céng su (2019) vén co ty L& long dng A cao
hon nhiéu [7], nghién ctu nay ghi nhan sy dao chiéu
v@i uu thé clia long 6ng B, phan anh dac diém sinh
hoc kém thuéan lgi hon.

Phan tich mai lién quan cho thdy nhém IHC4 thap
chli yéu la long ng A (85,7%), trong khi nhom IHC4
cao chu yéu la long 6ng B HER2 (-) (53,8%). Su khac
biét nay cdy nghia théng ké va phu hgp vdi tién lugng
trung binh dén xau ctia long 6ng B.

Nghién clru cla ching t6i cho thay két qua kha
tuong dong vdi nghién ctu ctia Nguyén Van Chu va
cong su (2019) vé mai lién quan chat ché gitra nhom
nguy co IHC4 v&i do mod hoc, phan typ phéan t, chi
s8 tién luong NPI; ngoai ra, nghién citu clia Nguyén
Van Chu va céng sy con cé thém méi lién quan gitra
IHC4 va d6 tudi, tinh trang di cdn hach nach vdi p <
0,05 [3], diéu nay c6 thé do c& mau trong nghién cu
clia chung téi thap hon nhiéu (126 so véi 226 trong
nghién cru ctia Nguyé&n Van Chu va cong su).

Nhiing két qua trén khang dinh IHC4 phan anh dong
th&i ddc diém sinh hoc va lién quan chéat ché véi cac
yéu t6 tién lugng kinh dién nhu kich thudc u, do mo
hoc, NPI va typ phan tr. V&i han moét nira bénh nhan
thuéc nhém nguy ca cao, dac biét tap trung & nguai
tré, u l&dn hon 2 cm, dé mé hoc Il va typ long 6ng B,
viéc ap dung IHC4 c6 thé giup nhan dién nhém can
diéu tri bo sung tich cuc, dong thdi han ché hoda tri &
nhém nguy co thap, tranh diéu tri qua muec.
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Tuy nhién, c¢& mAu nghién clu cua chdng téi con
thap, méi dirng lai § nghién clru mo ta cat ngang, can
c6 thém nhiéu nghién ctu véi c& mau &n hon va cé
theo dbi doc dé danh gia chinh xac hon vai trd cua
thang diém IHC4 trong phan tang nguy cd ung thu
bi€éu md tuyén vu giai doan sém.

5. KET LUAN

Ap dung thang diém IHC4 da xac dinh nhém nguy co
cao phd bién nhat (51,6%), ti€p dén la nhém nguy
co trung binh (37,3%) va thap nhat la nhom nguy co
thap (11,1%).

Céc nhém nguy co IHC4 c6 méi lién quan chéat ché
vdi kich thude u, dé moé hoc, cac phan typ phan tw,
chi sb tién lugng NPI (p < 0,05). Tuy nhién, cac gia
tri IHC4 khac nhau theo dé tudi, typ mé bénh hoc,
giai doan gidi phau bénh, xdm nhap mach, than kinh
chua ching minh dugc mai lién quan cé y nghia
thong ké (p > 0,05).
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