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nay c6 thé 13 ly do khién bénh nhan giam liéu,
bét thudc, bd thudc va chi dung thudc khi qua
dau qua dd giam hiéu qua giam dau.

V. KET LUAN

Nghién clru da ghi nhan mét lugng nho bénh
nhan chua dugc sir dung thubc giam dau tuang
xirng véi muc d6 dau. Ty |é khong tuan tha s
dung thudc cao va nhiing rao can chinh tir phia
bénh nhan trong quan ly dau ung thu. Cac két
qua nay la cd sd cho viéc xay dung mot so bién
phap, dac biét la cac van dé can can thiép giao
ducbénh nhan nhdm téng cudng hiéu qua giam
dau ung thu.
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PANH GIA TRINH TRANG NAY CHOI UTRONG UNG THU VU THE ONG
XAM NHAP BANG GIAI PHAU BENH KY THUAT SO

TOM TAT

Trong ung thu biéu mé (UTBM) tuyén v xa&m
nhap, NCU d6 cao tuong quan véi kich thudc u Idn,
xam nhap mach, di can hach va glam ty Ié s6ng 5 nam
ctia bénh nhan ung thu vu. Muc tiéu: (1) Xac dinh ty
Ie cac mu’c do nay choi u trong ung thu biéu mo tuyen
vi thé ong xam nhap (2) Nhan xét mot s6 mai lién
quan gilta cac mic nay ch0| u vdi cac dic diém giai
phau bénh. DGi tugng va phudng phap nghlen
cu’u Mau md u cla 232 benh nhan ung thu vi thé
ong xam nhap dugc dugc s6 hda tiéu ban thong
terdng dé xac dinh NCU theo ITBCC 2016 bang phan
mém kinh hién vi ao trén may tinh va danh gia moi
lién quan v&i mdt sd dic diém GPB. K&t qua nghién
clru: Ty 1€ NCU do cao trong nhém DMH 111 la 35,1%,
cao han so vai ty 1€ NCU do cao trong nhom PMH I-II
la 20,3%. Tudng tu, & NCU d6 cao, UTV c6 di can
hach la 41,8%, cao hon 2 [an so nhdm khong co di
can (20,3%). Ty Ié NCU d6 cao trong nhdm u cd kich
thudc pT3 la 63,6%, cao han ty 1€ NCU d6 cao trong
nhom u ¢ kich thudc pT1 & pT2 la 25,8%. Trong
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nhém cé xam nhap mach bach huyét, NCU do6 cao la
35,6%, cao han 1,5 [an so vdi nhdom khong xam nhap
mach bach huyét la 22,5% (p<0,05). Két luan: Co sy
tuong quan chat ché gitta NCU dod cao vdi u kich thudc
I8, di can hach nach, PMH cao, xam nhap mach bach huyet

7w khoa: Nay chdi u, M bénh hoc, Ung thu v,
Giai phiu bénh s6.

SUMMARY

ASSESSMENT OF TUMOR BUDDING IN

INVASIVE DUCTAL BREAST CARCINOMA
BY DIGITAL PATHOLOGY

In invasive breast carcinoma, tumor budding, high-
grade correlates with tumor size, lymphavascular
invasion, lymph node metastasis, and reduced 5-year
survival of breast cancer patients. Purpose: (1)
Determination of the tumor budding rates in invasive
ductal breast carcinoma. (2) Commenting on some
relationships between tumor budding levels and
pathological characteristics. Methods: Tumor samples
of 232 patients with invasive ductal breast cancer
were digitized the conventional slides to identify Bds
according to ITBCC 2016 by computer virtual
microscope software and evaluated the relationship
with some pathological features. Results: The rate of
high-grade Bd of the grade III was 35.1%, higher
than high-grade Bd of the grade I and II of 20.3%.
Similarly, in high-grade Bd, breast cancer with lymph
node metastasis was 41.8%, twices higher than the
group without metastasis (20.3%). The rate of high-
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grade Bd in the pT3 tumors was 63.6%, higher than
the pT1 & pT2 (25.8%). In the tumors with
lymphavascular invasion, high-grade Bd was 35.6%,
which was 1.5 times higher than that in the group
without lymphatic infiltration of 22.5% (p<0.05).
Conclusion: There is a strong correlation between
high-grade Bd and large tumor, axillary lymph node
metastasis, high grade, and lymphavascular invasion.

Key words: Tumor budding, Histopathology,
Breast cancer, Digital pathology.

I. DAT VAN DE

Cac yéu to tién lugng trong ung thu v déng
vai trd dac biét quan trong gilp cung cap cac
thong tin cho diéu tri va tién lugng bénh. Cac
yéu t& tién lugng kinh dién nhu kich thudce u, typ
mo bénh hoc (MBH), d0 m6 hoc (PMH), chi s6
tién lugng Nottingham (NPI), giai doan u, tinh
trang hach va xam nhap mach. Gan day, mot so
yéu t6 mdi nhu ndy choéi u (NCU) dudc dé cap.
NCU la su xudt hién cac té€ bao u doc lap hoac
nhom nho it hon hodc bang 4 t€ bao u. Su’ NCU
ndm rai rac trong md dém & bd xam nhap cua
khoi u, cd xu hudng mat két dinh va tach ra
thanh cac té bao dan lé [1].

Thuat nglr ndy choi u da dugc nghién ctu
trén nhiéu loai ung thu dac khoéng chi ung thu
vU, nhu: ung thu dai truc trang, ung thu da day,
ung thu tuy, ung thu vung dau cd, ung thu phoi
[1]. Trong ung thu biéu mé (UTBM) tuyén vu
xam nhap, NCU d6 cao tugng quan vdi kich
thudc u I68n, xam nhap mach mau — bach huyét
va di can hach [2]. NCU d6 cao vgi giam ty Ié
song 5 nam cla bénh nhan ung thu va [3]. Viéc
s6 hoda cac tiéu ban théng thudng da va dang la
mot xu hudng rat hién dai trén thé gidi, dem lai
nhiéu Igi ich to I6n trong thuc hanh. O Viét Nam,
NCU da dugc nghién cliu & mot s6 khoi u dac
nhu ung thu dai truc trang, da day, thuc quan...,
tuy nhién chua cd cong trinh nao nghién ciu
trong ung thu v thé 8ng xadm nhép (OXN). Vi
vay, chdng toi chon dé tai nay véi muc tiéu:

- Xac dinh ty 1é cac muc do ndy chdi u trong
ung thu biu mé tuyén vi thé éng xém nhap.

- Nhdn xét mot s6 moi lién quan giifa cac
muic ndy chdi u vdi cdc déc diém gidi phau bénh.
Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

Poi tugng nghién ciru: gom 232 bénh
nhan ung thu biéu md tuyén vi thé OXN dugc
phau thuat diéu tri tai bénh vién K.

Tiéu chuan lva chon ddi tugng

- C6 ghi nhan day du cac dir kién: ho tén,
tudi, ngay vao vién, vi tri khéi u, chadn doan 1am
sang va giai doan lam sang.

- Bugc phau thuat cat tuyén va.

- Chén doan xac dinh bdng md bénh hoc I3
UTBM thé OXN.

- C6 tiéu ban nhudbm H&E, nhubém ER, PR,
Her2/neu va Ki67.

- Khéi u vl nguyén phat va chua dugc diéu tri
hda chét trudc mé cat u.

- Ung thu vu & giai doan I-III.

Tiéu chuan loai trir: Cac trudng hop sau sé
bi loai khéi nghién clru:

- Khéng dép Ung dugc cac tiéu chuan lua
chon trén. 3

- Ung thu bi€u md tuyén vu tai cho.

- Ung thu va tai phat hoac cg quan khac di
can tdi vu.

- Ung thu' vi & nam gigi.

Phuong phap nghién ciru

- Thiét k€ nghién clru: la nghién ciru mo ta
cat ngang. 3

_- Mau nghién ctru: Mau khoéng xac suat, loai

mau cb chu dich.

- NOi dung nghién ctru/ Cac bién sb va chi s6
trong nghién clu:

+ D3c diém chung

o Kich thudc u: <2cm, >2-5 cm va >5cm

o Vi tri u: VU phai, vl trdi, hai bén

o Giai doan bénh: theo AJCC 8

¢ Hoai tr u: co/khéng

¢ Ti |é cac typ mo bénh hoc: theo phan loai
WHO 2019

¢ Tinh trang bdoc 16 ER, PR, Heu-2, Ki67:
duong tinh/am tinh

o Tinh trang di can hach nach: 0, 1-3, >3 hach

e Xam nhap mach: cé/khéng

+ Muc tiéu 1

¢ D0 NCU: chia lam 3 d6 I, II va III theo
ITBCC 2016

PO nay chéi u Pac diém
I11 > 10 choi
11 5-9 chéi
I 0-4 choi

e D0 I, II va III dugc nhém thanh do thap (I
va II) va do cao (III).

+ Muc tiéu 2: DGi chi€u do NCU (thap-vira &
cao) Vvdi kich thudc u va cac dic diém MBH: typ
MBH, DMH (I va II, III), giai doan u, hoai ti u,
di can hach (cé/khéng), xadm nhap mach
(cd/khong), ER (duong tinh/am tinh), PR (duang
tinh/am tinh), Ki67 (duong tinh thap va cao),
Her2/neu (duang tinh/am tinh).

- Quy trinh nghién ctu

+ D3c diém chung: 1ap danh sach bénh nhan
va thu thap thdng tin tir bénh an.

+ P3c diém md bénh hoc va dic diém nay
chdi u
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e Déc diém MBH: thu thp cac tiéu ban
nhudém HE, doc va phéan tich két qua trén kinh
hién vi quang hoc. Trudng hdp tiéu ban khdng
dadm bdo chat lugng sé lam tiéu ban mdéi tur khoi
nén con lai cta bénh nhan.

e SG héa tiéu ban HE va danh gid dac diém
nay chdi u: Cac tiéu ban HE dugc quét bang may
Scan tiéu ban Leica Aperio AT2 vdi cac do phéng
dai khac nhau dé s6 hoéa. Cac tiéu ban sd nay

kinh ao phéng dai 200 lan va phan do nay chéi u
theo quy trinh ctia ITBCC 2016.

- B6 cong cu nghién clu va ki thuat thu thap
s0 liéu: Hé thong may Scan tiéu ban Leica Aperio
AT2 va phi€u nghién clu.

Phan tich va xtr ly s6 liéu: XU ly s6 liéu
bang phan mém SPSS 16. Ap dung test x2 dé so
sanh hai hodc nhiéu ty I€, tinh gia tri p. Cac phép
so sanh cd p < 0,05 dugc coi la cd y nghia thong ké.

dugc doc bang phan mém trén may tinh & vat

Il. KET QUA NGHIEN cUU
Bang 1. Tinh trang nady chdi u

Po NCU N %
I 5 103 44,4
i Thap 65 168 28.0 72,4
111 Cao 64 27,6
Tong s6 232 100,0

Nhan xéet: Ty |é NCU do thap la 72,4%, trong dé do I la 44,4% vd&i 103 trudng hgp, chiém ti 1&
cao nhat trong mau nghién clfu va NCU d6 II véi 65 trudng hgp, chiém 28,0%. Ty Ié NCU d6 III (d6
cao) la 27,6% vai 64 truGng hap. i 5

Bang 2. Doi chiéu dac diém NCU vdi mét sé dac diém gidi phau bénh

o Do thap PO cao
bo NCU N % n % P
i 94 79,7 40 35,1
BMH il 74 64.9 24 20,3 0,012
Di can 0 122 79,7 31 20,3 0.001
hach 1-3 46 58.2 33 41.8 '
T1-2 164 74.2 57 258
pT T3 4 36.4 7 63.6 0,006
Khéng 110 775 32 225
XN mach 6 58 64.4 32 35.6 0,031
1 Khong 136 72.7 51 273
Hoai tur o 2 711 i3 28,9 0,828

Nhan xét: Ty 1€ NCU do cao trong nhom DMH III la 35,1%, cao han so véi ty 1é NCU d6 cao
trong nhom DMH I-1I la 20,3%. Tudng tu, & NCU d6 cao, UTV cd di can hach la 41,8%, cao han 2
[an so nhom khéng co di can (20,3%). Ty I1é NCU d0 cao trong nhom u cé kich thudc pT3 la 63,6%,
cao han ty I&é NCU d6 cao trong nhom u co kich thudc pT1 & pT2 la 25,8%. Trong nhdm c6 xam nhap
mach bach huyét NCU d6 cao la 35,6%, cao hon 1,5 [an so v6i nhom khéng xam nhdp mach bach
huyét la 22,5%. Ty Ié NCU do cao & nhom cd hoai tir u va khéng hoai tlr cla ty 1€ gan tuong tu nhau
(14 luct 13 28,9 va 27,3%).

Bang 3. Nady chdi u va su’ béc 16 cac dau 4n HMMD

D6 NCU . Po thap e _ PO cao e p
e e 7/ e e [T
R 3 320 > 35— 0073
Her2 — ) s & 3 g o
67 | Coo o1 &8 5 o2 | 0378

Nhan xét: Ty |€ NCU do cao & nhdom ER(-) la
33,0% cao hon nhém ER(+) 1a 23,3%. Tudng
tu, trong UTV PR(-), NCU d0 cao la 33,0%, cao
hon nhém c6 PR(+) 1a 22,5%. Trai lai, NCU dd
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cao trong nhéom boc 16 HER2(+) la 31,8%, cao
hon véi ty 1€ NCU d0 cao UTV HER2(-) la 23,8%.
Ty Ié NCU d6 cao trong nhom cé chi s6 Ki67 cao
la 30,2%, cao han vdi ty 1é NCU do cao trong
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nhom cé chi s6 Ki67 thap la 25,0%.

IV. BAN LUAN

Giai phau bénh ky thuit s6 phat trién manh
trong mot vai nam gan day. Viéc so hda tiéu ban
thong thuGng da dem lai nhiéu Igi ich to I6n cho
viéc chan dodn, dao tao, nghién ctu khoa hoc va
héi chan. Ching téi danh gid NCU trén tiéu ban
nhuém HE d3 dugc s6 hda, st dung phuadng
phap dé&m NCU & vung “hotspot” cua ITBCC
2016 [1]. SO lugng NCU thdp nhat la 0 choi
u/0,785 mm?; cao nhat la 33 chdi u/0,785 mm?;
trung binh la 7 ch6i u/0,785 mm?2. NCU d6 cao
chiém ty Ié 27,6% vai 103 trudng hgp. NCU do
trung binh va do thap chiém lan lugt 28% va
44,4%. NCU sé dugc dém vdi do chinh xac tot
han néu dugc dém trén 10 vi trudng. Cac nghién
cltu sir dung cac diém cét khac nhau dé phan dé
cac mic NCU. Nghién cru ctia chung t6i chia lam
ba d6: do thap (0-4 NCU), d6 trung binh (5-9
NCU) va db cao (= 10 NCU) tuong tu’ cach phan
dd trong nghién clu clia Sun va cs [4] cho két
qua NCU hai nghién clu tuong tu nhau. Tuy
nhién cling cé su khac biét vé ty 1€ NCU kha
nhiéu gitta cac nghién ctu cd thé do sir dung cac
phuong phdp dém khac nhau. Trong dé ty lé
NCU d6 cao chiém ty Ié cao nhat trong hai
nghién clfu cla Salhia va cs, Masilamani va cs
1an Iuot 13 88,5% va 80,4% [5,6].

Trong nghién c(iu cla chdng toi, ty I&é NCU do
cao trong nhém DO III la 35,1% (40/114 trudng
hgp), cao hon so véi ty 1€ NCU do cao trong
nhém DMH I-II 14 20,3% (24/118 trudng hop).
Su’ khac biét nay cé y nghia thong ké véi p =
0,012 (< 0,005). Két qua cua chung t6i tugng
dong vdi tac gia Sriwidyani va cs (p = 0,03) [7].
Nghién cfu ctia Renuka va cs cho két qua NCU
khdéng co tuang quan véi DMH nhung cd mai lién
quan va@i dé mo hoc vai p = 0,048 [8].

Nghién clu cla ching t6i nhan thdy cé su
khac biét gitta phan do NCU va so lugng hach di
can hach: u di can nhiéu hach co6 ty 1€ NCU do
cao cao han so véi nhom di can it hach va su
khac biét nay c6 y nghia thdng ké véi p < 0,001.
Két qua cla ching toi tuong tu véi mot s6
nghién clu nudc ngoai, nghién clru cia Gujam
va cs [3] cho két qua ty Ié NCU d0 cao trong
nhém cé di can hach la 41,5% cao hon so véi ty
€ NCU db cao trong nhdm khong di can hach
(30%), mdi lién quan c6 y nghia thdng ké véi p
= 0,009. Nghién clru cua Masilamani va cs [6]
trén 107 bénh nhan thdy rdng trong s6 43
trudng hgp di can hach thi c6 tdi 90,7% NCU do
cao; trong khi chi 73,4% NCU d0 cao xay ra trén

nhitng bénh nhan khdéng di can hach. Két qua
nghién ctu cho thdy cé mdi lién quan dang ké
gitra NCU d6 cao va tinh trang di can hach véi p
< 0,05. Két qua nghién clru cta chdng t6i ung
hd cac nghién clu trudc day cho rdng NCU la
yéu t6 mo6 bénh hoc cd kha nang tién lugng tinh
trang di can hach trong ung thu vd mac du su
dung cac phuang phap danh gia khac nhau.

Trong nghién cllu cla chung t6i cho thay
NCU c6 mdi tuang quan véi kich thudc u (p =
0,006). Két qua cua chung t6i tuong tu nghién
ctu cla Liang va cs [2]. Tudng tu, nghién c(u
cla cac tac gia Sriwidyani va cs [7], Agarwal va
cs [9], Kumarguru va cs [10] ciing cho thay NCU
cd mai lién quan vdi kich thudc u trong UTBM
xam nhap.

Chung t6i nhan thay ty Ié NCU do cao trong
nhém cé xam nhap mach bach huyét la 35,6%,
cao hon 1,5 [an so véi ty 1€ NCU d6 cao trong
nhom khong xam nhap mach bach huyét la
22,5%. Su khac biét nay cd y nghia thong ké vai
p = 0,031. Ngugc lai trong mot nghién cltu cho
két qua khong cé su tuong quan cé y nghia gilra
cac mdc dé NCU vdi tinh trang xam nhdp mach
bach huyét (p = 0,553). Mac du khong cd y
nghia thong ké nhung ty 1€ NCU duadng tinh
trong nhdm xam nhap mach 80% cao han trong
nhom khong cé xam nhap mach (73,1%). Mot
phan tich gop cta cling da cho thdy cd moi
tuogng quan gilta NCU véi tinh trang xam nhép
mach bach huyét. Ty Ié NCU trong nhém cé xam
nhap mach bach huyét cao hon trong nhom
khong c6 xam nhap mach. biéu nay phu hgp vdi
qua trinh EMT trong su tién trién va di can cla
ung thu. Cac té€ bao chdi u la cac té bao dang
trai qua EMT, dién ra cac thay d6i sinh hoc cho
phép xam nhap mach bach huyét va la mam
mong cua di can xa.

Nghién clu cta chung t6i cho thay khong cé
mai lién quan gilta NCU va tinh trang hoai tir u
vGi p = 0,828. Két qua nay tuang tu nghién clu
clia Gujam va cs (p = 0,107) [3], Agarwal va cs
(p = 0,283) [9]. Theo clia Kumarguru va cs, ty |é
NCU d6 cao c6 mai lién quan vdi cac trudng hop
¢6 hoai tur u.

Khi danh gid su boc 10 ER, két qua nghién
cru cua chung t6i tuong tu cac nghién cltu cla
Liang va cs [2], Sriwidyani va cs [7], Masilamani
va cs [6], Agarwal va cs [9], Renuka va cs [6].
Tuy nhién, nghién ctu cla Gujam va cs [3],
Salhia va cs [5] cho thdy méi tuong quan gilia
NCU véi su boc 16 ER. Ty Ié NCU d6 cao trong
nhom bdc 16 ER duang tinh cao hon ty 1€ NCU do
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cao trong nhdm ER am tinh. Theo két qua
nghién cu Gujam va cs, cho thdy NCU do cao
cd lién quan dang k& véi cac khdi u ER dudng
tinh. Gan day, da co bao cdo rang estrogen co
lién quan dén qua trinh EMT [3], lién quan dén
su' phd v& mdi néi gilra cac té€ bao bi€u md va
tang kha nang van déng cua cac té bao. Do do,
cac khéi u ER(+) thi cd thé trai qua mic do EMT
cao hon va tiém nang di can nhiéu hon. Theo
Sun va cs (2014) [6], estrogen cé lién quan dén
EMT trong cac dong t€ bao UTV cd dac tinh t€
bao gdoc (CSC), CSC dong vai tro quan trong
trong su phét trién, xdm 18n, di cdn khdi u,
chong lai cac tac nhan gay doc té bao. Két qua
nghién cl'u clia Sun va cs chi ra rang hoat déng
thdng qua Gli1 (kich hoat phién ma Gli1) dé thuc
day su phat trién cia CSC va ETM trong cac t&
bao UTV c6 ER duang tinh.

DGi véi su boc 16 PR, cac nghién cltu cla
Liang va cs [2], Gujam va cs [3], Sriwidyani va
¢s [7], Masilamani va cs [6], Agarwal va cs [9]
déu cho két qua khéng cd mdi tuang quan gilia
NCU va su boc 16 PR. Mot s6 tac gia khi so sanh
su boc 10 HMMD giira cac t€ bao ch6i u va khdi u
chinh chi quan sat thdy su khac biét vé tinh
trang boc PR. Cac thi nghiém trén cac dong té
bao ung thu v da chiing minh réng gan vai PR
¢ thé dan dén (c ché cac protein lién quan dén
EMT va PR am tinh la yéu t6 doc 1ap lam giam ty
|é sOng sot.

Trong su boc 16 HER2, nghién cfu cua Liang
va c¢s [2], Gujam va cs [3], Salhia va cs [5],
Sriwidyani va cs [7], Agarwal va cs [9] cho két
qua khong c6 méi tuang quan gilta NCU va su
boc 16 HER2. Ngugc lai, nghién clu cua
Masilamani va cs [6] chi ra rang NCU d6 cao co
li€n quan dén cac khdi u cé HER2 duang tinh.

banh gia su boc 16 Ki67, cac nghién clru cla
Gujam va cs [3], Masilamani va cs [6] cho két
gua giéng vaGi nghién cru clia ching toi. Nghién
cttu cta Salhia va cs [5], Sriwidyani va cs [7] chi
ra moi tuang quan gitra NCU va su boc 16 Ki67,
trong nghién clru Salhia va cs [5] chi ra rang ty
€ NCU d0 cao lién quan dén u cd chi s6 Ki67
thap (£ 15%). Mlc do boc 16 Ki67 cang cao thi
tién lugng cang xau, tuy nhién cac nghién ciru vé
qua trinh EMT cho thdy cac t€ bao cla choi u
cling biéu hién mirc dd thap cla chi sd Ki67 va
khong co6 ddu hiéu tang sinh. Nghién clru cua
mot s tac gia trén ung thu dai truc trang cling
cho két qua tuong tu Ki67 khong boc 10 trong
hau hét cac té€ bao cua choi u.
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Qua nghién ciu danh gia NCU clia 232 bénh
nhén ung thu biéu mé tuyén vi thé 8ng xam
nhap ching t6i rat ra mét s6 nhan xét sau:

- NCU d6 thap la 72,4%, trong do6 do I chi€ém
ti I& cao nhat la 44,4% va do II la 28,0%. Ty Ié
NCU d6 cao (d0 III) chiém 27,6%.

- Co su tuong quan chat ché gilta NCU do
cao Vvdi u kich thudc I6n, di cdn hach nach, DMH
cao, xam nhap mach bach huyét (p < 0,05). Tuy
nhién, chua thdy su tuong quan gilra mic do
NCU véi tinh trang hoai t&r u va déc diém HMMD.
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