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Pat van dé: Nay chéi u la mét dac diém mé bénh hoc, c6
gia tri tién lugng ddc lap quan trong trong ung thu biéu mé dai
truc trang va c6 lién quan dén tai phat u tai chd, di can hach, di
can xa va giam thai gian séng con.

Muc tiéu: Phan d6 va xac dinh méi lién quan gitia ndy choi
u vSi mot s6 yéu té mé bénh hoc.

P4éi tugng va phuong phap nghién ciru: Nghién ciru mo
td trén 269 bénh nhan ung thu dai truc trang.

Két qua: Ty |& ndy choi u dé cao, vira, thap lan lugt 1a 11,9%,
20,8% va 67,3%. Nay chdi u d6 cao gap nhiéu & nhém bénh
nhan c6 dé mo hoc cao, d6 xam lan cao, di can hach, xam nhap
mach va xam nhap than kinh. Su khac biét cé y nghia théng ké
véi p < 0,05.
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1. DAT VAN BE

Ung thu dai truc trang la ung thu phé bién
tai Viét Nam cling nhu trén thé gidi. Theo thong
ké clia Globocan 2018, tan suat mac ung thu dai
truc trang ding thu 3 trén thé gidi sau ung thu
phéi va ung thu vi, va ding tha 5 & Viét Nam sau
ung thu gan, phéi, da day, tuyén va [1]with afocus
on geographic variability across 20 world regions.
There will be an estimated 18.1 million new cancer
cases (17.0 million excluding nonmelanoma skin
cancer. Ngoai cac yéu t6 nhu tip mé hoc, d6 moé
hoc, xam nhap mach, than kinh c6 anh hudng
dén tién lugng va diéu tri bénh nhan, gan day
mot yéu té maéi dugc dé cap la hinh anh nay choi
u (Tumor budding), n6 thé hién su mat biét hda,

Tu khéa: Ndy chéi u, ung thu biéu mé, dai truc trang, yéu to

mat két dinh cia mét nhom nho té bao u, la tién
dé cho su xam nhap va di can.

Nay choéi u (Tumor budding) dugc dinh
nghia la su xuat hién cta té bao u don |é hoac
dam nho té bao u (< 5 té bao), rai rac trong
mo6 dém vung u xam nhap. Hinh anh nay choi
u lién quan dén qua trinh chuyén dang biéu
mo-trung mo [2]. Chuyén dang trung mé-biéu
mo dac trung bdi mat cac phan tir két dinh té
bao, thay déi khung xuong té bao, tang san
xuat thanh phan chat nén ngoai bao, dé khang
véi qua trinh chét té bao theo chuang trinh
(apoptosis), suy giam chiic nang ctia mang day,
hé qua dan dén lam tang kha nang xam nhap
va di can [3].
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Nay choi u biéu thi sy mat phan ti két
dinh E-cadherin va boc 16 cac dau an ctia con
dudng tin hiéu Wnt nhu B-catenin va APC. Nay
chéi u cling chiia cdc men tiéu hdy chat nén
nhu CyclinD1, VEGF va p16 nhung lai khong
tang chi sé phan bao (MIB1). Ngoai ra, nay chéi
u cling boc 16 cac dau an chia té bao mam nhu
EpCAM and ABGCS5 [4].

Thuat nglr ndy choéi u dugc dé cap lan dau
tién béi Imai vao thap nién nhiing nam 1950,
tuy nhién né dugc mé tad moét cach chi tiét dudi
kinh hién vi quang hoc va kinh hién vi dién tu
b&i Gabbert vgi thuat ngl “su mat biét hda u -
tumor dedifferentiation” & vling ria xam nhap
clia ung thu biéu mé (UTBM) dai truc trang [5].

C4 nhiéu hé thong phan loai ndy choi u da
dugc dua ra bdi cac tac gid Morodomi, Uneo,
Masaki... nhung khéng théng nhat. Xuat phat
tU thuc tién do, hoi nghi thudng nién vé bénh
hoc ctia Hoa Ky va Canada (United States and
Canadian Academy of Pathology - USCAP) nam
2015 tai Boston da khdi xuéng mot cudéc hop
vé ndy choi u. Cudc hop dién ra chinh thuc
vao nam 2016 tai Thuy Si (International Tumor
Budding Consensus Conference - ITBCC) véi su
tham gia clia cac chuyén gia dén tur 11 nudc véi
muc tiéu la théng nhat cach thic chdn doan
va phan loai ndy chéi u trong ung thu dai truc
trang [6]. N6i dung clia héi nghi nay cling da
dugc hoi Bénh hoc Hoa Ky (CAP) va ban phan
loai u hé tiéu hoa lan thi 5 nam 2019 cta T
chiic Y té thé gidi khuyén cao st dung trong
chan doan mé bénh hoc thudng quy ung thu
dai truc trang [7], [8].

Hién nay, co rat it nghién cu vé hinh anh
ndy choi u tai Viét Nam. Muc tiéu clia nghién
clu nay la xac dinh ty 1é cdc nhém mudc d6 nay
ch6i u va xac dinh mai lién quan gilra ndy chéiu
vGi mot s6 yéu té moé bénh hoc nhu dé mé hoc,
dé xdm ldn, tinh trang di can hach, xam nhap
mach va xam nhap than kinh.
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2. POl TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. Déi tuong nghién ciu

-Bao g6bm 269 bénh nhan dugc phau thuat
triét can cat doan dai truc trang két hgp nao nét
hach tai Bénh vién Bach Mai.

- Két qua xét nghiém mo bénh hoc bénh
pham sau mé bang phuong phap nhuém HE
(Hematoxylin - Eosin) va PAS (Periodic - Acide -
Schiff) 1a ung thu biéu mé dai truc trang.

2.2. Dja diém va thoi gian nghién ciu:
Nghién cttu dugc thuc hién tai Trung tam Giai
phau bénh-Té bao hoc, Bénh vién Bach Mai, tu
thang 4/2019 dén thang 3/2020.

2.3. Thiét ké nghién ciru: M6 ta, héi cau.
2.4. Chi sé nghién citu

-Tudi, gi6i

-Binh tip mé bénh hoc, d6 mo6 hoc theo phan

loai cia WHO 2019. Xac dinh d6 biét héa chi ap
dung véi UTBM tuyén tip théng thudng [8].

- Xac dinh d6 xam ldn (T), di can hach (N)
theo phan loai ciia AJCC 8th

- Xac dinh tinh trang xam nhap mach va
xdm nhdp than kinh.

- Phan loai ndy choi u theo hoi nghi quéc
té vé ndy chéi u (International Tumor Budding
Consensus Conference - ITBCC). Phan loai nay
chéi u dugc danh gia trén tiéu ban nhuém HE
thudng quy trén 1 vi trudng 0,785mm?2 (tuong
duong vat kinh x20) & vung cé nhiéu ndy chéi
nhat. Nay choi u dugc chia thanh 3 mdc d6 nhu
sau [6]:

Phan ddé | Sé ndy chdi u/1 vi truéng x20
Po thap 0-4

Do vua 5-9

bb cao >10
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2.5. Quy trinh nghién citu

- Bénh pham sau phau thuat dugc ¢é dinh
trong formon trung tinh 10%, trong vong 12
gid; sau d6 bénh pham dugc pha, dic nén
paraffin, cat va nhuém theo 2 phuang phap HE
va PAS thudng quy.

+Pha bénh pham: 14y 1-2 méanh cé cdviing
u va ving mé lanh, 2-3 manh vliing u xam lan
sau nhat. Tim tat ca cac hach c6 thé thay.

+ Ct manh bénh pham c6 dé day 3-4um

+Nhuém phuang phap HE dugc tién hanh
trén mdy nhuém ty déng Ventana HE600.

+ Nhuém phuong phap PAS dugc tién
hanh trén may HMS 70 MICROM.

+ Cac tiéu ban duoc doc trén kinh hién vi
quang hoc d6 phéng dai 40, 100, 200, 400 lan,
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nham xac dinh cac dic diém mé bénh hoc.

XU ly s6 liéu bang phan mém SPSS 20, tinh
tan suat, ty lé phan tram, sé trung binh. Strdung
test kiém dinh x2 dé phan tich méi lién quan
gilta cac bién, sy khac biét cé y nghia théng ké
khi p < 0,05.

Nghién ctiu tién hanh dam bao cac van dé
dao duc trong nghién ctiu y sinh hoc.

3. KET QUA

Khi phan tich bénh pham tir 269 bénh
nhan, thu dugc két qua nhu sau:

Tuéi trung binh cda bénh nhan la 62,3 +
13,2. Tudi nho nhat 1a 22, tudi I6n nhat 12 98. Ty
Ié nam/nitla 1,3/1.

3.1. Mét sé ddc diém mé bénh hoc cua
bénh nhén ung thu biéu mé dai truc trang

Bang 3.1. Mét sé dac diém mé bénh hoc cia bénh nhan nghién ciu

Pac diém mé bénh hoc Sé lugng Ty 1é (%)
Tip m6 bénh hoc (n =269)
UTBM tuyén 202 751
UTBM nhay 33 12,3
Khac 34 12,6
Do biét hoa (n =202)
Biét hda cao 30 14,9
Biét hoa via 151 74,8
Kém biét hoa 21 10,4
Do xam lan (n = 269)
T1 8 3,0
T2 27 10,0
T3 157 58,4
T4 77 28,6
Di can hach (n = 269)
NO 143 53,2
N1 77 28,6
N2a 24 89
N2b 25 9,3
Xam nhap mach (n =269) 65 24,2
Xam nhap than kinh (n = 269) 53 19,7
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Trong 269 bénh nhan nghién cdtu, UTBM
tuyén théng thudng chiém ty 1& cao nhat

3.2. Ty Ié ndy chéiu

75,1%, th hai 13 UTBM tuyén nhay, cac tip mé N=269
hoc nhu UTBM tuyén rang cua, UTBM té bao

nhan, UTBM vi nhi chiém ty |& nhd. Ty 1é bénh ® Do thap
nh?n cci dao blej: héa :/ua chAlen,w d'a .so 74,8%. EA)a = D6 vira
phan bénh nhan phau thuat & giai doan muén

(T3 va T4), chiém ty 1& 87%. Ty I& di can hach " Do cao

la 46,8%. Ty lé xam nhap mach, xam nhap than
kinh 1an luot 1a 24,2 va 19,7%.

Biéu d6 3.1. Ty 1é ndy chéi u
Ty I& ndy ch6i u d6 thap chiém ty |é cao nhat 67,3%. Nay choi u d6 cao chiém ty 1é thap, 11,9%.

SO B bl e
Hinh 3.1. N3y chdi u dé thap (A - tiéu ban SV1559),
Nay chéi u d6 cao (B- tiéu ban SV4133), HE x 200
3.3. Méi lién quan giita ndy chéi u véi mét sé ddc diém mé bénh hoc khdc

Bang 3.2. Méi lién quan giita ndy chdi u véi mot sé diac diém mé bénh hoc khac

Nay chdi u n(%)
Thap Vira Cao P

Do biét héa (n = 202)

Cao 23(76,6) 3(10) 4(13,3)

Vua 104(68,9) 42(27,8) 5(3,3) < 0,001

Kém 2(9,5) 4(19) 15(71,4)
D6 xam lan (n=269)

T1 7(87,5) 1(12,5) 0(0)

T2 24(88,9) 2(7,4) 1(3,7)

T3 121(77,1) 29(18,5) 7(4,5) 0,001

T4 29(37,7) 24(31,2) 24(31,2)
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Di can hach (n =269)
NO 110(76,9) 22(15,4) 11(7,7)
N1 51(66,2) 19(24,7) 7(9,1) <0,001
N2 20(40,8) 15(30,6) 14(28,6)
Xam nhap mach (n =269)
Khéng 162(79,4) 32(15,7) 10(4,9)
<0,001
(@o) 19(29,2) 24(36,9) 22(33,8)
Xam nhap than kinh (n = 269)
Khéng 163(75,5) 37(17,1) 16(7,4)
<0,001
(@o) 18(34) 19(35,8) 16(30,2)

Ty & ndy chéi u d6 cao chiém ty |é 16n ¢
nhém bénh nhédn cé dé biét héa kém, d@é xam Idn
cao (T3 va T4). Ty Ié nday chéi u d6 cao & nhém
di can hach N2 cao hon nhém N1 va NO. Tuong
tu, ty I ndy chéi u do cao & nhém bénh nhdn cé
xdm nhdp mach va xam nhdp than kinh cao hon
& nhém khéng cé xam nhdp mach, than kinh. Su
khdc biét c6 y nghia théng ké véi p < 0,001.

4.BAN LUAN

Hinh anh nady chéi u (Tumor budding) lan
dau tién duogc mo ta bdi Imai nam 1954 va dugc
gidi thiéu lai béi Morodomi nam 1989, Hase
nam 1993. Nay chéi u dugc dinh nghia la mot
té€ bao u don |é hodc mot dam dudi 5 té bao
u nam trong mé dém, va cé thé xac dinh trén
tiéu ban nhudém HE thong thudng. Nay chéi u
da dugc chap nhan nhu 1a mot dac diém can
danh gia trén mo6 bénh hoc thuong quy va né
dugc xem la mét yéu té tién luong doc lap [2].

Ueno va dong nghiép da ching minh nay
chéi u d6 cao la mot yéu to tién lugng doc lap
khi phan tich d{ liéu tir 2 nghién cdu trén 638 va
476 bénh nhan. Ty lé séng 5 nam & 2 nghién ctu
lathap hon & bénh nhan nay chéi u dé cao (41%-
43%) so vGi ndy choi u do thap (83%-84%) [9].

Trong 269 ca bénh ching t6i nghién cuu,
ty 1& ndy chéi u dé cao chiém 11,9%, muc dé
vla la 20,8% va muc do thap la 67,3%. Ty 1é nay

choi u d6 cao gap nhiéu 8 nhém bénh nhan cé
do biét hda kém, muic d6 xam lan cao (T3, T4),
cac bénh nhan c6 di can hach, xam nhap mach
va xam nhap than kinh. Su khac biét déu co y
nghia thong ké véi p < 0,001.

Nghién ctu ctia Graham va cdng su'trén 553
truong hop ung thu dai truc trang cho thay ty 1é
ndy chéi u d6 cao la 32%. Ty 1é t&r vong & nhém
bénh nhan ndy choi u dé cao gap 2 l1an nhém
bénh nhan ndy choi u dé thap. Nghién ctu clia
Demir va cong su trén 75 bénh nhan ung thu
truc trang cho thay ndy chéi u d6 cao chiém ty &
61%, nay choi u dé thap va vira la 29%. Thoi gian
séng thém khéng bénh trung binh clia nhéom
bénh nhan nay choi cao la 28 thang, trong khi &
nhém bénh nhan ndy chéi thap la 43 thang [10].

Nghién ctu ctia Dawson va céng su trén
379 trudng hgp ung thu biéu mé dai truc trang
cho thay ndy chéi u do thap chiém 39,3%, do
vilra chiém 26,6% va do cao chiém 34%. Ty & nay
chéi u d6 cao cé lién quan dén d6 mo hoc kém
biét hoa, dd xam lan cao, tinh trang di can hach,
xam nhap mach va xam nhap than kinh (véi p
< 0,001), tuong tu nhu két qua nghién clu cla
chuiing t6i. Theo doi thai gian sdGng con ctia nhom
bénh nhan trén cho thay thai gian song trung
binh clia cac nhém nady choi u dé thap, via va
cao lan lugt la 103 thang, 93 thang va 67 thang,
su khac biét c6 y nghiathong ké véip=0,01[11].
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Nghién cutu cta Ozer va cdng su phan tich
trén 185 bénh nhan ung thu dai truc trang cho
thay ty lé ndy cho6i u do thap la 77,3%, d6 via
la 9,2% va do cao la 13,5%. Cing giéng nhu
nghién cu clia ching t6i, ty 1&é ndy chéi u d6
cao c6 lién quan véi dac diém di can hach, xam
nhap mach va xam nhap than kinh. Tuy nhién,
trong nghién ctu ctia Ozer khéng tim thay moi
lién quan giia ty [& ndy choi u vaéi tudi, gidi, vi tri
u, tip m6 hoc, @6 mo hoc. Nghién ctu ciia Ozer
cling cho thay thai gian séng con & nhém bénh
nhan ndy chéi u d6 cao thap hon so véi nhém
nady choi u d6 thap (p =0,001) [12].

Okuyama va cdng su nghién cdu y nghia
cla ndy chéi u va xam nhap mach trong 101
bénh nhan ung thu dai truc trang biét héa cao,
pT1 hoac pT2, st sung phuong phap cat nhuém
HE théng thuong. Ho tim thady rang nay chéi u
két hgp vai xam nhap mach la dau hiéu chi diém
cho di can hach va su xuat hién hay khéng xuat
hién clia ndy choéi u can dugc danh gia thudng
quy, ddc biét & cac truong hgp ung thu dai truc
trang biét hda cao & giai doan sém pT1 hoac
pT2 [13]. Zlobec va Lugli gia thuyét rang su tién
trién u va tién lugng bénh nhan phu thudc vao
su can bang gilra yéu té tién u nhu ndy choiu va
yéu t6 khang u nhu xam nhap lympho T & vung
xam nhap. Cac bang ching goi y rang su xuat
hién ca ndy choi u hodc cau tric xam nhap
c6 méi tuang quan ngugc véi su xuat hién cla
dap ung viém va mién dich & vung u xam nhap
[14]. Nakamura va cOng su phan tich 200 bénh
nhan ung thu dai trang, xac dinh nay chéi u la
mot yéu to tién lugng manh lién quan dén ty lé
ta vong [15].

Nay chéi u ciing dugc st dung dé du doan
kha nang dap ung vdi liéu phép diéu tri khang
EGFR trong ung thu dai truc trang. M6t nghién
cu nho trén 43 bénh nhan cho thay tat ca cac
bénh nhan ndy chéi u dé cao déu khang véi
diéu tri [16].

NGHIEN CUU KHOA HOC

5. KET LUAN

Nay choi u do cao o tién lugng xau hon
ndy choi u do thap va via. Y nghia tién lugng
cla ndy choéi u da dugc nhiéu nghién ctiu ching
minh khéng chi trong ung thu biéu mé dai truc
trang ma con trong nhiéu loai ung thu khac nhu
ung thu da day, thuc quan, tuyén vu, dudng
mat...Nghién ctu nay la mét trong cac nghién
cliu dau tién xac dinh ty [é nay choi u trong ung
thu biéu mé dai truc trang nhung mai chi diing
& muc xac dinh méilién quan gilra ndy chéi u va
mot s6 yéu t6 mo bénh hoc. Tuong lai can cac
nghién ctu sau hon dé xac dinh mai lién quan
gita ndy chai u véi thai gian séng con clia bénh
nhan trén quan thé nguai Viét Nam.
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ABSTRACT

TUMOR BUDDING: A NEW HISTOPATHOLOGICAL FACTOR IN COLORECTAL CARCINOMA

Introduction: Tumor budding is an important independent prognostic factor in colorectal
carcinoma, and associated with local tumor recurrence, lymph node metastases, distant metastases,
and significantly worse survival.

Objectives: To study the grading of tumor budding and association between tumor budding
and some other histopathological factors.
Material and Methods: Descriptive study on 269 colorectal cancer patients.

Results:Tumorbudding wasfound in 67.3% with low grade, 20.8% with moderate and 11.9% with
high-grade tumor budding. High grade tumor budding was associated with adverse histopathological
features including higher histological grade, higher pT, higher pN stage, lymphovascular invasion and
perineural invasion . The difference is statistically significant with p < 0.05.

Conclusion: High-grade tumor buddingis a poor prognostic factor and needs to be diagnosed
in routine practice.

Keywords: Tumor budding, colorectal carcinoma, prognostic factor.

Tap chiY hoclam sang | jocm@bachmai.edu.vn | www.jocm.vn Trang 95



