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TOM TAT

Dat van dé: Khdo sat dac diém nay chéi buéu va mét s6 thanh phan vi méi truong buéu trong ung thu biéu mé dai
trure trang phuc phu diéu tri va tién lwong.

Déi twong, phwong phdp: Cat ngang mé ta, hdi ctru céc truong hop ung thuw dai true trang duoc phdu thuét tai
Bénh vién Ung buéu thanh phé Cén Tho ttr 06/2022 dén 06/2023.

Két qua: Trong 95 truong hop, c6 méi lién quan cé y nghia théng ké giita ndy chdi budu dé cao va di can
hach; phén trém mé dém buwéu dé cao, xdm nhép té bao viém do thdp véi sw xdm nhdp mach va than kinh.

Két luan: Nay chéi buéu, phén trdm mé dém buéu va xdm nhép té bao viém la nhiing dac diém cé gia tri tién lvong
trong ung thw dai truec trang.

Tor khéa: Nay chdi budu, phén trdm mé dém budu, lympho bao xdm nhép, vi méi truong buéu.

ABSTRACT
A STUDY ON TUMOR BUDDING CHARACTERISTICS AND SOME RELATED FACTORS IN COLORECTAL
CARCINOMA

Vo Van Kha', Duong Thi Thanh Nhan?

Background: Survey of tumor budding characteristics and some tumor microenvironment components in colorectal
carcinoma for treatment and prognosis.

Methods: Retrospective, descriptive cross-sectional study of colorectal cancer cases operated on at Can Tho City
Oncology Hospital from June 2022 to June 2023.

Results: In 95 cases, a statistically significant association was found between high-grade tumor budding and lymph
node metastasis; high-grade tumor stroma percentage, low-grade tumor-infiltrating lymphocyes and lymphovascular
invasion and perineural invasion.

Conclusions: Tumor budding, tumor stroma percentage and tumor-infiltrating lymphocyes are features that has
prognostic value in lymphovascular invasion and perineural invasion in colorectal cancer.
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I. PAT VAN PE

Nay chdi buéu (Tumor budding) dang ngay cang
dugc cong nhan 1a mot déu 4n sinh hoc quan trong trong
tién luong ddi véi ung thu dai tryc trang (UTDTT) va
cac loai budu dic khac. Nam 2016, Hoi nghi dong
thuan nay chdi budu qudc té (ITBCC) da théng nhat
khuyén cao dua nay chdi budu vao danh gia thuong
quy [1]. Mic di duge mo ta nhidu nhét & dai truc trang,
cac bang chimg cho thiy ring cac bénh nhan ung thu
khac nhau ¢6 xu hudng bénh tién trién hon va co thoi
gian song toan b ciing nhur song khong bénh ngin hon
néu c¢6 nay choi budu do cao [2].

Bén canh d6, ung thu hién nay dugc coi la mét
bénh 1y lién quan dén vi méi trudong budu - timg dugc
coi 1a thanh phan dimg ngoai su hinh thanh budu
nhung hién nay dugc biét 1a c6 vai trd quan trong
trong co ché bénh sinh cta ung thu. Mot s6 yéu té cua
vi moi trudng budu nhu phan trim mé dém hay mirc
d6 xam nhap viém da dugc chung minh ¢6 lién quan
v6i tinh trang xAm nhap mach mau, than kinh va cac
yéu t6 tién lugng khac [3]. Mirc do tham nhiém té bao
viém tai ving bo xam nhap cua budu nguyén phat
anh huong dang ké dén nhiéu yéu t§ quyét dinh tién
trién bénh va ty 1€ séng khong bénh cta bénh nhan
UTDTT. Hon nita, vi€c danh gia mo bénh hoc thuong
quy cua thong s6 ndy trén tiéu ban nhuém H&E co
thé mang lai gia tri tién lwong tiém ning [4].

Tai Viét Nam chua c6 nhiéu nghién ciru vé hinh
anh nay chdi buéu hay dic diém phan trim mé dém
budu va muc do xam nhap viém cua vi moi truong
budu trong UTDTT va ciing chua c6 nhiéu trung tim
Giai phau bénh dua vao 4p dung mé ta dic diém nay
chdi budu, phﬁn trdm mo dém va muc d§ xam nhap
viém trong két qua giai phiu bénh. Vi vay chung toi
thyc hién nghién ciru nhim khéo sat diac diém mo bénh
hoc ung thu biéu m6 dai truc trang theo phan loai ctia
T6 chirc Y té thé giéi (WHO) ndm 2019, dic diém nay
chdi budu va mot sb thanh phin vi méi truong budu
trong UTDTT va tim hiéu méi lién quan giira dic diém
nay chdi budu va mot sé thanh phan vi méi trudng
budu véi dic diém mé bénh hoc trong UTDTT.

IL. POI TUQNG VA PHUONG PHAP NGHIEN
cuu
2.1. D6i twong nghién ciru

Bénh nhan duoc pha:lu thuét cit doan dai truc
trang tai Bénh vién Ung budu thanh phé Can Tho
c¢6 két qua mo bénh hoc sau md bang phuong phap
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nhudém H&E (Hematoxylin - Eosin) thudc nhém
ung thu biéu mé tuyén dai truc trang.
2.2. Phwong phap nghién ciru

Thiét ké nghién ctru: Nghién chu mo ta cit
ngang.

C& mau: 95 bénh nhan.

Phuong phéap chon mau: Chon mau thuén tién,
hoi cru cac bénh nhan tir thang 06/2022 dén thang
06/2023.

Tiéu chuén lya chon: Bao gém tat ca bénh nhan
dugc phau thuat cit doan dai truc trang tai Bénh
vién Ung budu Thanh phd Can Tho tir 06/2022 dén
06/2023; Két qua md bénh hoc bénh phém sau mo
thudc nhém carciném tuyén dai tryc trang; Con ti€u
ban luu trit, dam bao chat lugng dé chan doan; Co
day du thong tin ma ho so ctia bénh nhan.

Tiéu chudn loai trir Khong con tidu ban hodc tiéu
ban bi hong; Cac truong hop tai phat, da diéu tri
hoéa, xa tri trude do; Két qua xét nghiém mo bénh
hoc thudc loai mélanom, lymphom,...

Thoi gian va dia diém nghién ciru: tir 06/2022 dén
06/2023, tai bénh vién Ung budu thanh phd Can Tho.
2.3. N¢i dung nghién ciru

Dic diém chung ctia nhém nghién ciru: tudi, gisi
tinh, vi tri budu.

Dic diém mo bénh hoc ung thu biéu mé dai truc
trang, dic diém nay chdi budu va phan trim mo
dém budu va xam nhép viém.

Cac loai mo6 bénh hoc theo phan loai cia Tb chuc
Y té thé gi6i (2019) [5]; Phan d6 md hoc gom 3
nhom: grad 1, grad 2, grad 3.

- Mtrc d6 xam 14n vao thanh dai truc trang cua
budu nguyén phat (Tumor-T) va tinh trang di can
hach vung (Node-N) theo phan loai cua AJCC phién
ban 8 nam 2017 [6].

- Tinh trang xam nhdp mach (Lymphovascular
invasion - LVI), xdm nhdp than kinh (Perineural
invasion - PNI).

- Nay chdi buéu: nhing t bao don 1¢ hodc cum té
bao <4 té bao & viing ria xAm nhap cta budu. Nay chdi
budu dugc danh gia trén ti€u ban nhudm HE thuong
quy trén 1 vi truong 0,785mm?2 (twong duong vat kinh
x20) & viing ¢6 nhidu nay chdi nhat, duoc chia thanh do
thap, do vira va do cao theo ITBCC [1].

- Phan trim mé dém budu (Tumor stroma
percentage - TSP) 14 ty 1¢ thanh phan m6 dém budu
trong md budu. Trén cung mot lat cit H&E, lua
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chon vung cé ty 1&é mo dém cao nhét, st dung vat
kinh x10. Ty 1¢ phan trim dugc ghi nhan theo boi s6
ctia 10% cho mdi quang truong, va diém cudi cing
dugc xac dinh ¢ quang truong c6 ty 1€ mo dém cao
nhat. Ty 18 m6 dém < 50% dugc xép thanh do thap,
va ty 1€ moé dém > 50% dugc Xép thanh d¢ cao [7].

- Murc d6 xam nhap viém tai viung ria xam nhép
cua mo6 budu theo Klintrup-Makinen. Trén céc lat
cat nhudm H&E, chon vi tri xAm nhép sau nhét cta
budu va tinh trang thAm nhiém té bao viém tai bo
xam nhap dugc danh gia theo phuong phéap ban dinh
luong bang thang diém 4 muc:

0 - Khéng ting sb luong té bao viém.

1 - Tang nhe hodc ting rai rac té bao viém.

2 - Phan tng viém ro rét tao thanh mét dai ¢ bo
xam nhap.

3 - Tham nhiém manh dang “cup” tai bo xam
nhap, kém pha huy cac dao té bao ung thu.

Cho muc dich phan tich théng ké, cac bénh nhan
sau d6 dugc phan loai 1a d6 thap (0 va 1) va do cao
(2va3)[8].

Mdi lién quan giita nay chdi buéu, phan trim
mo dém va xdm nhap viém voi mot sb dic diém mo
bénh hoc
2.3. Xir Iy va phan tich sb liéu

Cac s6 lidu va két qua thu dugc duoc xur 1y bang

may vi tinh, sir dung phan mém thong ké SPSS
18.0. Str dung test kiém dinh x2 dé phéan tich mdi
lién quan giira cac bién (truong hop mau quan sat
duéi 5 s& dung phuong phap kiém dinh Fisher. Sy
khac biét co y nghia théng ké khi p < 0,05.

IIL. KET QUA

Trong nghién ctru ctia chung toi, tudi trung binh
1262,3 £ 10, ty 1¢ nam/nir 1a 1,26/1, budu & vi tri truc
trang chiém ty 1€ cao nhét (57,9%), thép nhét 1a dai
trang phai (15,8%). Carcindm tuyén loai khong dic
hiéu (Not otherwise specified - NOS) chiém da s6
voi 92,6%, carcindm tuyén dang nha‘iy chiém 4,2%
va cac loai md hoc khéc chiém 3,2% (2 truong hop
carcindm loai t& bao nhan va 1 truong hop carcindm
tuyén gidng budu tuyén). Pa sé budu c6 d6 mod hoc
grad 2 véi 86/95 trudong hop (chiém 90,5%) va co
d6 xam 1an T3 (65,3%).

Nay chdi budu d6 thap chiém ty 18 cao nhat
v6i 64 truong hop (chiém 67,4%). Nhom nay chdi
budu do cao chiém ty 1¢ thap nhat voi 8 trudng hop
(chiém 8,4%).

Nhom phén trim mé dém budu d6 thip chiém ty
1¢ gan gap 3 1an nhom c6 phan trim mo dém budu
dd cao (74,7% so voi 25,3%). Budu cd xam nhap
viém ving ria budu do thap va vira chiém ty 1& cao
nhat (1an lugt 41,1% va 35,8%).

Hinh 1: Nay chdi budu. (A) Nay chdi budu d6 vira (H&E, x20); (B) Nay chdi budu do cao (H&E, x20).
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Hinh 2: Xam nhap viém ving ria budu. (A) 0 diém (H&E, x20);
(B) 2 diém (H&E, x20); (C) 3 diém (H&E, x20).

Nay chdi budu co lién quan véi mirc d6 xam 1an, tinh trang di can hach, xAm nhap mach (véi p < 0,05)
(Bang 1). Phan traim mé dém budu c6 lién quan véi tinh trang xdm nhap mach, than kinh (véi p < 0,05).
Mirc @6 xam nhap viém do cao & nhom bénh nhan cé xam nhap mach thép hon ¢ nhom khong c6 xam nhép
mach. Su khéc biét c6 y nghia théng ké voi p = 0,002 (Bang 2).

Béng 1: M&i lién quan giita nay chdi budu va mot sé dic diém mo bénh hoc

Diic didm Nay chdi bwéu | Nay chdi buwéu Nay choi
: do thap do vira buwéu df cao P
T1 5(7,8%) 0 (0%) 0 (0%)
, T2 14 (21,9%) 1 (4,3%) 0 (0%)
Mtrc d6 xam lan 0,003
T3 39 (60,9%) 17 (73,9%) 6 (75%)
T4 6 (9,4%) 5(21,8%) 2 (25%)
NO 44 (68,8%) 5(21,8%) 3 (37,5%)
Di can hach N1 15 (23,4%) 11 (47,8%) 1 (12,5%) <0,001
N2 5(7,8%) 7 (30,4% 4 (50%)
() 56 (87,5%) 16 (69,6%) 3 (37,5%)
LVI <0,001
(+) 8 (12,5%) 7 (30,4%) 5 (62,5%)
(-) 60 (93,8%) 16 (69,6%) 7 (87,5%)
PNI 0,052
(+) 4 (6,2% 7 (30,4%) 1 (12,5%)
Bang 2: M&i lién quan gilra phé”m tram mo dém va xam nhap viém voi mot sb ddc diém mo bénh hoc
, % mo dém Xam nhép viém
Pic diem . p . p
Thap Cao Thap Cao
o 62 13 28 47
(87,3%) (54,2%) (65,1%) (90,4%)
LVI - < 0,001 | 0,002
5
+ 0, 0
(+) 9 (12,7%) (45.8%) (34.9%) 5(9,6%)
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. % mo dém Xam nhép viém
Pic diém - p . p
Thap Cao Thap Cao
O 65 18 34 49
(91,5%) | (75,0%) (79,1%) | (94,2%)
PNI 0,035 0,045
(+) 6 (8,5%) | 6(25,0%) 9(20,9%) | 3 (5,8%)
IV. BAN LUAN ctru cia Demir v6i nay chdi budu do cao chiém ty

Nghién ctru ctia chung t6i ghi nhan ti 1¢ nam gioi
méc cao hon nit gidi, diéu nay phi hop véi y vin
va cac nghién ciru ctia Truong Dinh Tién, Ozer [9,
10]. D6 tudi trung binh va phan bé nhém tudi trong
nghién clru ctia ching t6i cling ghi nhan sy tuong
ddng kha cao véi cac nghién ctru khac.

Nghién ctu ctia Pham Minh Tué nam 2023 ghi
nhan carcindm tuyén dang NOS chiém ty 1& cao nht
56,2%, ding tht hai 1a carcindm tuyén dang nhay
chiém 20,4%, carcindm tuyén gidng budu tuyén
chiém ty 18 thdp nhét (< 1%) [11]. Nghién ctru cia
chung t6i khong ghi nhan cac loai mé hoc khac nhu
carcindm tuyén dang tuy, carcindm tuyén ring cua,
carcindm tuyén dang vi nhu, ... Do d6 can khao sat
nhiéu hon vi cac loai md hoc khac nhau cia UTDTT
c6 tién lugng khac nhau.

Nghién ciru ctia Truong Pinh Tién nim 2022
ghi nhan budu biét hoa vira chiém ty 1€ cao nhét
(65,0%), biét hoa 15 chiém ty 1& 27,4% va biét hoa
kém 1a 7,7% [9]. Nghién ctru ctia Poan Minh Khuy
cho két qua budu thudc nhom T2 chiém 25,6%, T3
chiém 73,3% [12].

Trong nghién ctru cia ching t6i, s6 bénh nhén co
di can hach la 43/95 truong hop, chiém ty 1€ 45,3%
trong do ty 1€ N1 (di can < 3 hach) la 28,4% va N2
(di can > 4 hach) 1a 16,9%. Két qua nay twong ty
ty 1€ di can hach trong nghién ctru cua Poan Minh
Khuy (46,8%) [12]. Trong nghién ctru cia ching
t6i, tt ca cac truong hop déu tim du sé lugng tdi
thiéu dbi voi bénh pham dai truc trang (> 12 hach).
Chung t6i cling ghi nhan kich thudc hach di can lon
nhét va tinh trang xam 14n vo bao hach dé phuc vu
cho diéu trj bd tro.

Trong nghién ctru cua Dawson, nay chdi budu
d6 thap chiém 39,3%, d6 vira chiém 26,6% va do
cao chiém 34%, c6 su khac biét voi két qua nghién

108

1& 61%, nay choi budu do thap va vira 1a 29% [13,
14]. Tac gia Truong Pinh Tién ghi nhan nay chdi
budu do thap chiém ty 18 cao nhat (48,9%), thir 2 1a
d6 cao (29,0%), thap nhat 1a d6 vira (22,1%) [9]. Su
khac biét nay co thé do sb lugng mau khao sat ciia
chung t6i chua cao.

Trong nghién ctru ciia Poan Minh Khuy, nay chdi
budu do cao chiém 11,9%, do vira chiém 20,8% va
d6 thap chiém 67,3%. Ty 18 nay chdi budu do cao
gap nhiéu & nhom bénh nhan c6 d6 biét hoa kém
(grad 3), mirc 46 xam 14n cao (T3, T4), c6 di cin
hach, xam nhap mach va than kinh (p < 0,001) [12].
Két qua nay phu hop v6i cac nhom nay chdi budu
trong nghién ctru cua chung toi.

Trong nghién clru cia chung t6i, muc do xam
nhdp viém d6 cao 6 nhom bénh nhan c6 xam nhap
mach thip hon & nhom khéng c6 xam nhép mach.
Sy khac biét c¢6 ¥ nghia thong ké véi p = 0,002.
Mirc @6 xam nhap viém d9 cao & nhom bénh nhan
c¢6 xAm nhap than kinh thdp hon ¢ nhom khong cé
xam nhap than kinh. Sy khac biét c6 y nghia thong
ké voi p <0,05.

Mo lién két mach méau 1a mot thanh phin quan
trong tao nén khung nang d& cho budu. N6 van
chuyén chit dinh dudng dén cac té bao budu dang
tang sinh. M6 dém budu duy tri dugc tinh toan ven
ctia n6 va c6 kha nang phat trién nhu mot “ky sinh
trung pha huy” trén co thé vat chi. Qua trinh tuong
tac giita cac thanh phan ciu trac cia mé dém, ching
han nhu sy tham nhiém té bao viém va té bao ung
thu, c6 thé tao ra céc hop chit c6 hoat tinh sinh
hoc. Cac nghién cuu da chi ra réng mo6 dém budu,
bao gdm nguyén bao soi, té bao ndi md va té bao
viém, dong vai trd quan trong trong viéc thuc day
tién trién bénh. Phan ung md dém xo la mot yéu
t tién lwong x4u ddi v6i bénh nhan UTDTT. Mb
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dém budu, v6i thanh phan 1a cic nguyén bao soi
co, c¢6 thé anh hudng dén sy to chiic cua dap tng
viém. Su rdi loan diéu hoa dap tng mién dich da
c¢6 thé quan sat dugc ngay tir giai doan sém trong
chudi tién trién tir budu tuyén tién ung thu dén ung
thu, v6i biéu hién giam hoat dong cua té bao Thl.
Nguoc lai, sy phat trién ciia UTDTT trén nén bénh
viém rudt man tinh lai ddc trung béi su kich thich
dap tmg mién dich thong qua té bao T CD3+. Tir d6
cho thiy ca sy tham nhiém té bao viém va mo dém
budu déu anh huong dén sy phat trién va tién trién
cia UTDTT [15].

Nay chdi budu duge xem 13 biéu hién vé mit
hinh thai cta qué trinh chuyén dang biéu mé-trung
mo, trong d6 t& bao ung thu mat di cac dic diém
ctia té bao biéu md va mang cac dic tinh cua té bao
trung mod, dan dén kha ning xam lan cao hon, xu
hudng di chuyén manh hon va kha ning khang lai
qué trinh chét theo chuong trinh. Nhiing thay d6i
nay cho phép cac té bao tach ra khoi budu nguyén
phat va hinh thanh cac cum té bao nho trong mé lién
két quanh buéu [16]. Theo Okuyama va cong su,
nguy co di can hach & bénh nhan carcindém tuyén
biét hoa tét pT1 hodc pT2 khong c6 di cin hach va
khong c6 nay chdi budu 1a rat thap, tir d6 cho thiy
nay chdi két hop voi xdm l1an khoang lympho-mach
mau dudng nhu 13 mot dau hiéu don gian va khong
tén kém trong viéc du doan di can hach. Do do, co
hoic khong c6 nay chdi budu nén duge ghi nhan
thudng quy trong carcindm tuyén biét hoa tot pT1
hodc pT2 [3].

Nghién ctru cia Nguyén Thi Tuyén ghi nhan
budu & giai doan T3 va T4 co ty 1& nay chdi budu
cao hon ¢ giai doan T1 va T2. Trong khi do, ¢ giai
doan T1 va T2 ty 1¢ xam nhép viém cao hon ¢ giai
doan T3 va T4 [17]. Nghién ctru ctia Yue-Hao Luo
trén 547 bénh nhan UTDTT giai doan III-IV dugc
danh gia nay chdi budu va mirc do xam nhdp viém
theo h¢ thong tinh diém ITBCC nam 2016 ciing cho
thdy mdi lién quan giira nay chdi buéu anh huong
doc 1ap dén két qua tién luong cia UTDTT giai
doan III-1V [18]. Do nghién ctru ctua ching t6i la
nghién clru hdi ctru mot trung tdm, chon mau thuan
tién va khong danh gia sdng con nén con han ché
trong viéc tim mdi lién quan véi yéu té nay.

Hoa tri bd tro khong duge khuyén cdo thuong
quy cho nhiing bénh nhan UTDTT giai doan II
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khong thude nhém nguy co cao. Theo cap nhat cua
Hiép hoi Ung thu Lam sang Hoa Ky (ASCO) nam
2021, nhiing bénh nhéan c¢6 budu ¢ T4 c6 nguy co
tai phat cao hon va nén dugc hoa tri bd trg, trong
khi nhimg bénh nhan c6 cac yéu td nguy co cao
khéc, bao gdbm lay miu it hon 12 hach trén miu
phau thuat, xdm 14n quanh day than kinh hodc mach
bach huyét, budu c6 d6 biét hoa kém, tic rudt, thung
budu hodc nay chdi budu do cao, c6 thé duge xét
hoa tri b trg [19].
V. KET LUAN

Nay choi buéu d¢ thap chiém ty 1& cao nhat
v6i 64 trudong hop (chiém 67,4%). Nhom nay chdi
budu do cao chiém ty 1¢ thap nhit voi 8 trudng hop
(chiém 8,4%). C6 mbi twong quan giita nay choi
budu, phan trim m6 dém budu va xdm nhdp viém
véi mot sé dic diém mod bénh hoc trong ung thu
biéu mé dai truc trang, do d6 nén dua cac dac diém
nay vao trong bao cao giai phau bénh thudng quy
va can luu ¥ v6i bac si 1am sang cac trudng hop c6
budu nay chdi do cao, phan trim mo dém cao va
xa4m nhap viém mirc d6 thip dé c6 hudng didu trj va
tién lugng phu hop.

Tuyén bo vé xung dot lgi ich
Khoéng c6 xung dot lgi ich doi voi cac nghién
clru, tac gia, va xuat ban bai bao.

Tuyén bo vé y dire

Nghién ctru dugc Hoi dong dao dirc trong nghién
ctru y sinh hoc Bénh vién Ung buéu Can Tho phé
duyét theo cong vin s6 02/GCN-HPPD ngay 15
thang 08 nam 2022
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