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Nghién ctru tinh trang nay chdi u trong ung thw dai true trang

Studying the tumor budding in colorectal carcinoma

Truwong Dinh Tién, Tran Ngoc Diing, Bénh vién Quany 103
Ping Thai Tra, Thai Khic Thao
Tém tat
Muc tiéu: Xac dinh tinh trang ndy chdi u va méi lién quan véi cac dac diém moé bénh hoc &
bénh nhan ung thw dai trwc trang. Déi tuong va phuong phép: nghién cliru mo ta cit ngang trén
131 bénh nhan ung thw dai tryc trang, dwoc phau thuat va chan doan xac dinh béng xét nghiém
mo bénh hoc tai Khoa Giai phau bénh ly, phap y, Bénh vién Quan y 103. Xac dinh tinh trang nay
chdi u va danh gia méi lién quan gitra ndy chdi u va cac dac diém mod bénh hoc trén cac bénh
pham phau thuat. Két qua: Tudi trung binh clia bénh nhan 1a 62,7 + 14,1, bénh nhan tudi trén 40
chiém chd yéu. Ty 1& ndy chdi u dd cao, trung binh va thép 1an lwot 14 29,0%, 22,1% va 48,9%.
Tinh trang ndy chdi u dé cao lién quan c6 y nghia v&i cac dac diém md bénh hoc tién lvong kém
gdm do biét hda kém, u xam |&n sau, di can hach, cé xa&m nhap mach va xam nhap than kinh. Két
luan: Nay chéi u la yéu t6 tién lwong kém co y nghia trong ung thw dai truc trang.
Tw khoa: Nay chéi u, ung thw dai tryc trang.

Summary

Objective: To assess the tumor budding and its relation with pathological characteristics in
colorectal carcinoma. Subject and method: A descriptive, cross-sectional study has been
conducted on 131 patients with colorectal carcinoma who were surgically treated and
pathologically diagnosed at the Pathology and Forensic Medicine Department, 103 Military
Hospital. Assess the tumor budding and its relation with the pathological characteristics based on
pathological samples. Result.: The mean age of patients was 62.7 + 14.1. Patients older than 40
were predominant. The high, medium and low-grade tumor budding rates were 29.0%, 22.1%,
and 48.9%, respectively. High-grade tumor budding was significantly associated with poor
prognosis pathological features, including poorly differentiated grade, highly invasive tumor, lymph
node involvement, vascular and perineural invasion. Conclusion: Tumor budding was a
significantly adverse prognosis factor in colorectal carcinoma.

Keywords: Tumor budding, colorectal carcinoma.

1. Dat van dé Ung thw dai tryc trang (UTDTT) la mét trong
nhirng loai ung thw phé bién nhét, dirng thi 3 vé
ty 1é mé&i mac trén thé gi¢i. Tai Viét Nam, wéc
tinh trong n&m 2020, sb bénh nhan (BN) mdi
dwoc chan doan UTDTT la 16400 ca, chiém 9%
trong téng s6 cac ung thw [5]. Phan 16n cac BN
UTDTT khi phat hién bénh déu & céac giai doan
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mudn lam cho hiéu qua diéu tri con nhiéu han
ché. Cac khéi UTDTT khac nhau cé nhiéu dac
diém khéng dong nhat vé mét sinh hoc dan toi
nhiéu khac biét vé tién trién bénh, tr d6 anh
hwéng dén viéc diéu tri va tién lwong bénh. Vé
mo bénh hoc (MBH), ngoai cac dac diém vi thé
kinh dién cé y nghia tién lwong da dwoc biét dén
nhw typ mé hoc, dé biét hdéa, u xd&m nhép mach
va than kinh thi gan day tinh trang nay chdi u
(NCU) ciing cho thay la mét yéu td tién lwong
doc 1ap, gép phan phan tang nguy co cho cac
UTDTT thanh cac nhém tién lwong khac nhau.
Nay chéi u dwoc dinh nghia 1& nhirng té bao u
r&i rac hodc moét cum lén dén 4 té bao u khong
lién tuc v&i khdi u chinh trén dién xam lan [7].
DPay dwoc coi la biéu hién cta qua trinh chuyén
dang biéu mé - trung mé cda t& bao u khi cac té
bao biéu mé u méat dan sy két dinh va xuét hién
céac tinh chét cla té bao trung mé. Trwdc day co
nhiéu hé théng phan loai khac nhau dwoc dua ra
dé danh gia tinh trang nay. T&i ndm 2016, Hoi
nghi déng thuan qubc t& vé tinh trang NCU
(International Tumor Budding Consensus
Conference - ITBCC) da théng nhat dinh nghia
va cach danh gia NCU trong UTDTT [7]. NCU
dwoc chirng minh lién quan cé y nghia véi nhiéu
yéu t&6 MBH quan trong, twong quan nghich véi
thdi gian séng thém clta bénh nhan UTDTT [4].
O Viét Nam hién nay cac nghién cuu vé dic
diém NCU néi chung va trén BN UTDTT con
chwa nhiéu, do dé chung téi tién hanh nghién
clru nay vé&i muc tiéu: Xac dinh tinh trang nay
chdi u va méi lién quan véi céc dic diém mo
bénh hoc trong ung thuw dai truee trang.

2. Doi tugng va phuong phap

2.1. Déi tugng

Nghién clru dwoc tién hanh trén 131 BN
dwoc phau thuat cat doan dai tryc trang va nao
vét hach diéu tri UTDTT tai Bénh vién Quan y
103, tr thang 01/2020 dén thang 12/2021.
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Bénh phdm phau thuat dwoc gvi téi khoa
Gidi phau bénh ly, Phap y dé tién hanh xét
nghiém gidi phau bénh theo quy trinh chuan.

2.2. Phuong phap

Thiét ké nghién ctru: Nghién ctru cat ngang.

Phuwong phap chon mau: LAy mau thuan tién,
toan bo va coé chu dich.

Céc budc tién hanh nghién ctru

Ph3u tich cac bénh phdm u dai trwc trang va
hach viing, mé t& cac dac diém dai thé, lwa chon
cac manh bénh pham dé dwa vao quy trinh xt ly
mo.

Dldc manh bénh pham trong parafin va cat
manh v&i d6 day 3-4pm, nhudm tiéu ban bang
phwong phap Hematoxylin-Eosin (HE).

Doc tiéu ban trén kinh hién vi quang hoc
Leica DM1000 (dwong kinh thi kinh 20mm):
DPanh gia cac dac diém MBH; danh gia tinh trang
NCU theo hwéng dan ctia Hoi nghi déng thuan
quéc té vé tinh trang NCU 2016: (1) Chon tiéu
ban c6 nhiéu chdi nha nhat trén dién xam lan; (2)
Trén tiéu ban nay, quét cac vi trwdng & vat kinh
10x dé xac dinh vung cé nhiéu NCU nhét trén
dién xam lan (vung hotspot); (3) dém sb NCU
trén vung “hotspot” & vat kinh 20x; (4) NCU dwoc
tinh sb lwong trén 1 vi trwdng dién tich
0,785mm? (twong dwong vat kinh 20x) & vung
hotspot. Chia NCU thanh 3 mirc d6: Thap (0-4
NCU), trung binh (5-9 NCU) va cao (210 NCU)
[7].

Cac chi tiéu nghién ctru

Tubi, gidi tinh.

DP&c diém MBH: Typ mé hoc, dd biét hda,
mirc dd xam lan (pT), tinh trang di can hach
(pN), xdm nhap mach, xam nhap than kinh [9].

S6 lwong va mirc d6 NCU.

Méi lién quan gilra dac diém NCU va cac dic
diém MBH.
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2.3. Xir ly sé liéu lién quan bang test théng k& 2. Suw khac biét
Sé I|éu dU’Q’C thu thép va xor Iy béng phén dwoc coila co y nghTa thﬁng ké khi p<0,05
mém SPSS 22.0. Cac két qua duwoc trinh bay

_ : . Ut 3. Két qua
duwdi dang sO trung binh, ti 1& %, danh gia moi

Cé6 131 BN trong nhém nghién ctru, véi cac
dac diém nhuv sau:
3.1. Ddc diém chung

Bang 1. Phin bd bénh nhin theo dd tudi va gidi

. roe Gigi tinh . . n
Nhom tuodi ~ Tong Tyle %
Nir Nam
<20 0 1 1 0,8
21-40 4 7 11 8,4
41-60 15 22 37 28,2
> 60 21 61 82 62,6
Téng 40 91 131 100,0

Nhan xét: Tubi TB 13 62,7 + 14,1 tudi. D6 tudi 20-91 tudi. BN nam gap nhiéu hon niv & tat ca cac
nhém tudi; ti 1& nam/nir 1a 2,3/1. S6 lwong BN UTDTT tang dan theo d6 tudi. BN do tudi trén 40 chiém
90,8%.

3.2. Ddc diém MBH va tinh trang NCU
Bang 2. Cac dac diém MBH

Pic diém MBH S6 lugng Tylé %

UTBM* tuyén 117 89,3

Typ MBH UTBM tuyén nhay 12 9,2
UTBM té bao nhan 2 1,5

Biét hoa cao 32 27,4

Do biét héa (n = 117) Biét hoa vira 76 65,0
Kém biét hoa 9 7,7

T 4 3.1

o T2 23 17,6
Mcrc @6 xam lan (pT) T3 7 511
T4 37 28,2

NO 81 61,8

Di can hach NT 37 28,2
i N2a 8 6,1

N2b 5 3,8

Xam nhap mach Khong 88 67,2
' ) Co 43 32,8

Xam nhap than kinh Khong 99 75,6
' Co 32 24 .4
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* UTBM: Ung thw biéu mé.

UTBM tuyén typ théng thwdrng chiém ty 1& cao nhat véi 89,3%, UTBM tuyén nhay chiém 9,2%,
UTBM té bao nhan gap 2 trwdng hop (1,5%), cac typ khac khéng gép trong nghién clru nay. Véi cac
UTBM tuyén typ théng thwdng, da sb cac u co dd biét hda viva (65,0%), biét héa cao gap & 27,4% sb
trwdng hop. Cac u cd mirc dd xam lan sau (T3 va T4) chiém ty |& cao nhét, lan lwot 1a 51,1% va

28,2%. Tinh trang di can hach gdp & 38,2% sé BN, trong d6 chd yéu la di can vao 1-3 hach (N1).
Xam nhap mach va xam nhap than kinh gép lan lwot & 32,8% va 24,4% sb trudng hop.

Sé lwgng NCU ctia nhém BN ndm trong khoang 0-32 NCU.
NCU dd th4p chiém ty 1& cao nhat (48,9%), thir 2 Ia NCU d6 cao (29,0%), thap nhat 1a cac u ¢co

Biéu d6 1. Phan b6 mirc d6 ndy chdi u cia nhém BN

NCU mtrc d6 trung binh (22,1%)

3.3. Lién quan giira tinh trang NCU véi cac déic diém MBH
Bang 3. Lién quan giira tinh trang NCU v@i cac diac diém MBH

Pic diém MBH

Mirc do NCU (n, %)

Thap ‘ Trung binh ‘ Cao P

Do biét hoa
Biét hoa cao 23 (71,9) 5 (15,6) 4 (12,5)
Biét hoa vira 36 (47,4) 21 (27,6) 19 (25,0) 0,046*
Kém biét hoa 5 (55,6) 0(0,0) 4 (44,4)

Mirc dé xam lan (pT)

T1 4 (100,0) 0(0,0) 0(0,0)
T2 20 (87,0) 0(0,0) 3 (13,0) 0.000°
T3 37 (55,2) 15 (22,4) 15 (22,4) !
T4 3(8,1) 14 (37,8) 20 (54,1)

Di can hach
NO 47 (58,0) 15 (18,5) 19 (23,5)
N1 14 (37,8) 10 (27,0) 13 (35,1) 0.036"
N2a 1(12,5) 4 (50,0) 3 (37,5) !
N2b 2 (40,0) 0(0,0) 3 (60,0)

Xam nhap mach
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Khong 53 (60,2 15 (17,0) 0(22,7) 0,001+
Co 11 (25,6 14 (32,6) 18 (41,9) ’
Xam nhap than kinh
Khong 58 (58,6) 19 (19,2) 22 (22,2) 0,000
Cé 6 (18,8) 10 (31,2) 16 (50,0) ’
* Fisher exact test ** v’ test.

Mtrc d6 NCU lién quan c6 y nghia théng ké véi do biét hda, mirc dd xam lan, tinh trang di can
hach, xam nhap mach va xam nhap than kinh cta u. Ty 1& NCU d6 cao nhiéu hon & cac u c6 do biét
héa kém, mirc dd xam l&n sau (T3 va T4), c6 di can hach, cd xdm nhap mach va xam nhap than kinh.

4. Ban luan

UTDTT Ia loai ung thw thwéng gép nhét
cia duwong tiéu hda, tAn sudt xuét hién cé xu
hwéng tang lén trong nhivtng ndm gan day, nhat
la & cac nwéc co thu nhap thdp va trung binh.
Nhiéu nghién ctu cho thdy tan suat mac UTDTT
tang dan theo tudi, dd tudi mac bénh cha yéu la
trén 40, tubi TB la 50-60 tudi. Nghién ciru cla
chung t6i bao gdm 131 BN UTDTT, tudi trung
binh (TB) 62,7 + 14,1, phan 16n BN c6 do tudi
trén 40 (chiém 90,8%). Két qua nay phu hop véi
nhiéu nghién ctu khac, nhu ctia Nguyén Héng
Phong (tudi TB 55,4 tudi) [1], Watanabe T (tubi
TB 65 tudi, dd tudi trén 50 chiém 90,2%) [11].

Typ MBH thwéng gap nhat ctia UTDTT la
typ tuyén thong thwong (NOS) véi ty 1& khodng
90%; cac typ khac it gap hon, trong d6 chi yéu
la typ tuyén nhay (5-20%) va typ té bao nhan
(1%) [9]. Cac yéu t6 MBH cta UTDTT nhw do
biét hda cta u, mirc dd6 xam lan (pT), tinh trang
di can hach, xam nhap mach va xam nhap than
kinh cGia u déu la cac yéu tb tién lvong doc lap

o
e ‘:‘w

'
Q

kinh dién, da dwoc nghién clru va chirng minh lgi
ich rd rét ctia no lién quan dén két qua 1am sang
(3l

NCU la mot d3c diém biéu hién sy mét
tinh lién két cla cac té bao u trén dién xam lan
va lién quan t&i quéa trinh chuyén dang biéu mo-
trung md cua té bao u. Sw hoat héa bat thuwong
cla qué trinh nay dwoc coi la d4u hiéu dac trung
cla qua trinh di can cla ung thw [6]. Theo dinh
nghia, NCU la cac cum té bao r&i rac gém tv 1
dén 4 té bao u, viéc st dung diém cut-off 13 4 té
bao trong mot cum dé xac dinh cac NCU dwoc
nhiéu tac gid chap nhan rong rai, dong thoi cling
dung dé phan biét NCU vé&i mot chi s6 mé bénh
hoc md&i 1a cac "cum té bao kém biét héa", von
c6 tr 5 té bao u trd 1&n [2]. Pang chu y 1a céac
nghién clru cho thay gia tri tién lwong ctia NCU
khéng phu thudc vao sb lwong té bao cé trong
méi cum ma phu thudc sé cum-sé NCU cla khdi
u [6]. Cac bang chirng vé gia tri tién lwong cla
NCU thé hién rd nhat & cac BN ung thw giai doan
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s&m; hoi nghi ITBCC 2016 ngoai viéc théng nhét
cach danh gia NCU ma con khang dinh NCU la
yéu t6 tién lwong doc lap tinh trang di can hach
trén UTDTT pT1 va tién lwong thoi gian séng
thém trén UTDTT giai doan Il [7]. NCU ciing
dwoc chirng minh 1a cé lién quan véi nhiéu yéu
t6 MBH kinh dién khac nhw dd biét hoa, tinh
trang di can hach va xam nhap mach cua u [6].
Nghién clru ctia van Wyk va cong sw trén 952
BN UTDTT cho thAdy NCU dé cao chiém 28% va
lién quan cé y nghia voi giai doan bénh, tinh
trang xam nhap mach, lién quan véi gidam thoi
gian séng khoéng bénh va 13 yéu td tién lwong
doc lap cho thdi gian sdng thém cuta BN [10].
Ngoai ra, NCU con duwgc chirng minh déng vai
trd tién lwong trén cac ung thw tién trién. Trén
nhém BN ung thw da co di can xa, Nagata va
cong sw thay réng ty 1& sébng 5 nam & BN c6
NCU d6 cao la 18,4%, thdp hon co y nghia so
véi BN c6 NCU mec d6 trung binh va thap
(40,5%, p<0,009) [8]. Nghién clru clia chung toi
(n = 131) cho thay buéc dau co sy twong dong
vé két qua v&i cac nghién ctu trén: ty 18 NCU do
cao la 29,0%. So sanh trong cac nhém BN thay
rang ty 1& NCU d6 cao nhiéu hon & cac u c6 do
biét hoa kém, mirc do6 xam |an sau (T3 va T4), co
di can hach, c6 x&m nhap mach va xam nhap
than kinh. Sw khac biét cd y nghia théng ké.
NCU d6 cao do dé nadm trong nhém tién lwong
kém. NCU la mot d&c diém riéng biét véi do biét
hoa va do cé vai tro tién lwong déc 1ap nén can
dwa vao danh gia cung cac dic diém MBH kinh
dién khac trong thwc hanh thwéng quy. Ngoai ra,
can mé& rong nghién ciru dé danh gia thém mdi
lién quan va y nghia tién lwvgng ctia NCU v&i thoi
gian séng thém ctia BN UTDTT & Viét Nam.

5. Két luan

Ty |é ndy chdi u dod cao, trung binh va thap
lan lwot 1a 29,0%, 22,1% va 48,9%. Ty 1& nay
chdi u dd cao nhiéu hon & cac u cé dd biét hoa
kém, mirc d6 xam 1an sau (T3 va T4), c6 di can
hach, c6 x&m nhap mach va xam nhap than kinh.
Su khac biét c6 y nghia théng ké.
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