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NHAN XET MOT SO PAC PIEM VI MOI TRUONG U
CO GIA TRI TIEN LUQNG TRONG UNG THU BIEU MO TUYEN
PAI TRUC TRANG
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Tém tit

Muc tiéu: Danh gia mdi lién quan giita d6 xdm nhiém lympho mé u (Tumor
Infiltrating Lymphocyte - TIL) va d6 nay chdi u (Tumor budding - TB) véi mot sd
dic diém giai phiu bénh co gi trj tién luong & bénh nhan (BN) ung thu biéu mé
tuyén dai truc trang (UTBMTDTT). Phuwong phdp nghién ciru: Nghién ctru mo
ta cat ngang trén 176 BN UTBMTDTT tai Bénh vién Quan y 103 tir thang 4/2021 -
6/2024. TIL dugc danh gia theo Nhom lam viéc qudc té vé do xam nhiém lympho
mo u (International TILs Working Group - [ITWG) 2014 va TB danh gia theo Nhom
dong thuan qudc té vé nay chdi u 2016 (The International Tumor Budding Consensus
Conference - ITBCC). Két qud: Tudi trung binh 66,03 + 13,43; ty 18 nam/nit
1,67/1. TIL thap chiém da s6 (70,46%), trong khi TB do cao gip ¢ 10,2% truong
hop. TIL thap lién quan c6 ¥ nghia voi giai doan u tién trién (p = 0,015). TB cao
lién quan véi do biét hoa kém (p = 0,038), xdm nhap mach (p < 0,001) va than kinh
(p=0,012). Két Iudgn: Do TIL va d6 TB c6 mbi lién quan chit ché voi cac dic diém
giai phau bénh tién lugng xau trong UTBMTDTT.

Tir khoa: Ung thu biéu mo tuyén dai truc trang; Xam nhiém lympho mo u;
Nay chdi u.
EVALUATION OF SOME PROGNOSTIC PATHOLOGICAL FEATURES

OF TUMOR MICROENVIRONMENT
IN COLORECTAL ADENOCARCINOMA

Abstract

Objectives: To evaluate the relationship between the tumor-infiltrating lymphocytes
(TIL) and the tumor budding (TB) with prognostic histological characteristics in
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colorectal adenocarcinoma patients. Methods: A cross-sectional descriptive study
was conducted on 176 colorectal adenocarcinoma patients at Military Hospital 103
from April 2021 to June 2024. TIL was evaluated according to the ITWG 2014
criteria, and tumor budding was assessed according to the ITBCC 2016 criteria.
Results: The mean age was 66.03 + 13.43; the male/female ratio was 1.67/1. A low
TIL score predominated (70.46%), while a high tumor budding score accounted
for 10.2%. The low TIL score was significantly associated with the advanced
tumor stage (p = 0.015). A high tumor budding score was correlated with poor
differentiation (p = 0.038), vascular (p < 0.001), and perineural invasion
(p = 0.012). Conclusion: TIL and TB are associated with poor prognostic

histological characteristics in colorectal adenocarcinoma.

Keywords: Colorectal adenocarcinoma; Tumor-infiltrating lymphocytes;

Tumor budding.

PAT VAN PE

Ung thu dai tryc trang (UTDTT)
dung thir hai vé mic do pho bién trong
s6 cac bénh ung thu dudng tiéu hoa [1].
Céc dic diém giai phau bénh c6 gia tri
tién lugng kinh dién nhu vi tri u,
kich thudc u, type moé bénh hoc, 46 mé
hoc tir 1au da duogc biét dén. Hién nay,
cac yéu t6 vi moi trudng u nhu do TIL
va tinh trang TB ngay cang dugc quan
tam nghién ctru [2, 3]. Su hién dién ctia
cac té bao lympho xam nhiém mo u 13
mot dau hiéu kich hoat mién dich cta
khéi u, dd duge chimg minh 12 mét yéu
td du bao doc lap vé tién luong tot hon
UTBMDTT [4]. Nam 2014, ITWG da

cong bd mot phuong phép tiéu chuan

hoa dé danh gia TIL trén cac tiéu ban
nhudm hematoxylin va eosin (H&E)
[5]. TB la nhitng té bao u roi rac hodc
cum lén dén 4 té bao u khong lién tuc
v6i khéi u chinh trén dién xam 14n [3].
T6i nam 2016, ITBCC di thong nhét
dinh nghia va cach danh giad TB trong
UTDTT [3]. Tai Viét Nam, da c6 mot sd
cac nghién ciru vé TIL va TB, tuy nhién
chua c6 nghién ciru nao danh gia dong
thoi ca hai yéu td nay theo tiéu chuin
qudc té va mdi lién quan cta chung voi
cac dic diém giai phﬁu bénh. Do 4o,
ching toi tién hanh nghién ciu nay
nham: Nhdn xét moi lién quan giita TIL
va TB véi cdc ddc diém gidi phdu bénh

co gid tri tién lwong trong UTBMTPTT.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 176 BN UTBMTDTT da dugc
phﬁu thuét cit doan dai truc trang va
nao vét hach vung tai Bénh vién Quan y
103, Hoc vién Quan y tu thang 4/2021 -
6/2024.

* Tiéu chudan lwa chon: BN c¢b u
nguyén phat dugc phau thuat cat doan
dai tryc trang va nao vét hach vung,
c6 két qua giai phdu bénh 1a
UTBMTDTT.

* Tiéu chudn loai trir: BN duoc chan
doan c6 u di can tir co quan khac dén
dai truc trang; BN tai phat sau diéu tri
hodc di duoc diéu tri hoa chat hay xa tri
trudc phau thuat.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién clru
mo ta cit ngang.

* Chon mdu: Thuan tién, toan bo va
c6 chu dich.

* Cong cu nghién cuu va ky thudt
thu thgp thong tin:

- Thu thap thong tin tudi, gi6i tinh, vi
tri u tir phiéu chi dinh xét nghiém va
phiéu két qua giai phau bénh ciia BN.

- Doc tiéu ban vi thé trén kinh hién vi
quang hoc Leica DM1000:
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+ Panh gia cac dic diém mo bénh
hoc kinh dién (type vi thé, d6 mé hoc,
mirc do xam 14n cta té bao u (pT), tinh
trang xAm nhdp mach (bao gdm ca xam
nhidp mach bach huyét va xam nhap
mach mau), xdm nhdp than kinh, tinh
trang di can hach).

+ D¢ TIL: Khoanh vung nhiing ving
u xam nhap (khong bao gém 16p niém
mac va vung hoai t), danh gia ty I¢
phan trim dién tich xAm nhap cac té bao
don nhan trong mé dém so vai tong dién
tich m6 dém. Panh gid toan b moé u va
chia phan trim trung binh. Mirc d6 TIL
dugc chia thanh 3 muc gom: TIL cao 13
khi ¢6 > 50% té bao viém xam nhap;
TIL trung binh la tir 11 - 50% va TIL
thap 1a < 10% té bao viém xam nhap [2].

+ Tinh trang TB: Theo huéng dan
cua ITBCC 2016: chon ti€u ban cé
nhiéu TB nhét trén dién xam lén; quan
st trén kinh hién vi & 10 vi truong trén
vat kinh 10x dé xac dinh vung co nhiéu
TB nhéat trén dién xam lan (ving
hotspot); s6 TB
“hotspot” & vat kinh 20x; TB dugc tinh

s lugng trén 1 vi trudong dién tich

dém trén vung

0,785mm? (twong duong vat kinh 20x)
¢ vung hotspot; phan chia TB thanh 3
mirc do: Thap (0 - 4 TB), trung binh
(5-9TB) vacao (=10 TB) [3].
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* Xir Iy so liéu: Phan tich dir liéu
bang phan mém théng ké SPSS 22.0.
Céc két qua duoc trinh bay dudi dang
s6 trung binh, ty 1& %, danh gia mdi lién
quan bang kiém dinh y2 va Fisher’s
exact test. Sy khac bi¢t dugc coilacoy
nghia thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ciru tuan theo quy dinh vé y
duc va duogc phé duyét boi Hoi dong
Dao duc trong nghién ctu Y sinh hoc
ctia Bénh vién Quén y 103 (Quyét dinh
s0 06/CNChT-HPDD ngay 06/01/2023).
S6 liéu dugc Bd mon - Khoa Giai phﬁu
bénh 1y, phap y, Bénh vién Quan y 103
cho phép sir dung va céng bd. Nhom tac
gia cam két khong c6 xung dot loi ich
trong nghién ctru.

KET QUA NGHIEN CUU

1. Pic diém chung cia BN
nghién ctru

Khi phan tich cac chi tiéu nghién
ctu vé dic diém chung cia BN
UTBMTDTT, chung tdi nhan thdy:
BN nam chiém chu yéu (62,5%), BN
nit  chiém 37,5%, ty 1€ nam/nir la
1,67/1. Tudi trung binh cta BN la
66,03 + 13,43, trong d6, BN tré tudi
nhét 1a 23, BN cao tudi nhat 1a 94.
Khéi u & dai trang trai gap ¢ phan 16n
cac BN trong nghién ctu véi 88/176
trudong hop, chiém 50%. Trong nghién

ctru, kich thuéc trung binh cta khéi u
1a 4,47 £ 1,90cm. Chang t61 chia lam
hai nhém kich thuéc: Nhém 1 bao
gdm cac BN co kich thudc 16n nhat
cla u < 5cm va nhom con lai la cac BN
c6 kich thude 16n nhét cia u > Scm.
Sau phén tich két qua cua ching t6i
cho thdy, nhom BN c¢¢ kich thudc u <
Scm chiém da s véi 107/176 truong
hop (60,8%), nhom con lai c6 69/176
truong hop (39,2%).

2. Pic diém mo bénh hoc ciia BN
nghién ciru

Trong nghién ctru cua chung to1, da
sO gip type ung thu biéu mé tuyén
thong thuong véi 149/176 truong hop
(84,66%); tiép dén 1a type tuyén nhay
v6i 14.2% va chi gip duy nhat 01
truong hop ung thur biéu mé té bao nhin
va 01 trudng hop ung thu biéu mo kém
biét hoéa. Poéng thoi, cac BN
UTBMTDTT trong nghién ctu nay
cling cht yéu ¢ nhom c6 d6 biét hoa vira
(74,43%), tiép dén 1a nhom biét hoa
kém (19,32%) va chiém ty 1¢ thap nhat
la nhom biét hoa cao (6,25%). Cac BN
ctia ching t6i da phan duoc chan doan
khi khéi u ¢ giai doan mudn, xam lan
siu voi nhom phan d6 xam lan cua té
bao u ¢ giai doan pT3 va pT4 1a 75,6%
(133 truong hop), nhom & giai doan
xam lan pT1 va pT2 1a 24,4%.
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Bang 1. Mot s6 dic diém mo bénh hoc (vi thé) c6 gia tri tién luong

cua UTBMTDTT.
Pic diém S6 lwgng (n) Ty 18 (%)

Xam nhap mach

Khong 158 89,8

Co 18 10,2
Xam nhap than kinh

Khoéng 163 92,6

Co 13 7,4
Di can hach

Khéng 106 60,2

Co 70 39,8
Do xam nhiém lympho mé u

Cao (> 50%) 10 5,68

Vira (11 - 50%) 42 23,86

Thap (< 10%) 124 70,46
Mtic d6 nay choi u

Thap (0 - 4 TB) 124 70,5

Vira (5 - 9 TB) 34 19,3

Cao (> 10 TB) 18 10,2

Pa s6 gap BN type ung thu biéu mé (UTBM) tuyén thong thuong (84,66%),
murc do biét hda vura (74,43%), giai doan pT3 va pT4 (75,6%). Ty 1€ xam nhap
mach mau, than kinh va di cin hach lan lugt 1a 10,2%, 7,4% va 39,8%. Déi véi
TIL ty 18 murc d6 thap, vira va cao 1an luot 1a 70,46%, 23,86% va 5,68%. Ty 1é6 TB
mitc do thap chiém 70,5%, vira 19,3% va cao 10,2%.

Hinh 1. Hinh 4nh TB d6 thap (A), TB d6 cao (B),
TIL d6 thap (C) va TIL d6 cao (D) (HE, 200x).
A: Ving ria xdm ldn c6 4 TB; B: Ving ria xdam lan c6 11 TB (miii tén do);
C: Té bao viém don nhdn xam nhap muec do it < 10% so voi dién tich mo dém;
D: Té bao viém don nhén xdam nhdp mirc dg nhiéu (60%).
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3. Méi lién quan giita d TIL va mirc d6 TB véi mét so dic diém mo bénh
hgc ¢6 vai tro tién luwgng
Bang 2. Mdi lién quan giita d6 TIL
v6i cac dic diém giai phiu bénh c6 vai tro tién lugng.

Mire d9 TIL (n, %)

Dic diem Thap Trung binh Cao P
Vitriu
Dai trang phai 42 (73,7) 12 (21,1) 3(5,2)
Dai trang trai 61 (69,3) 22 (25,0) 5(5,7) 0,968™
Tryc trang 21 (67,7) 8 (25,8) 2 (6,5)
Kich thudc u (cm)
<5 76 (71,0) 24 (22,5) 7 (6,5) 074"
>5 48 (69,6) 18 (26,1) 3(4,3) ’
Type mo bénh hoc
Type thQng thuong 100 (67,1) 39 (26,2) 10 (6,7) 0.09"
Type nhiy 22 (88,0) 3(12,0) 0(0) ’
Do biét hda
Biét hoa cao 9(81,8) 2(18,2) 0(0)
Biét hoa vira 90 (68,7) 33 (25,2) 8 (6,1) 0,964
Kém bi¢t hoa 25 (73,5) 7 (20,6) 2 (5,9)
Muc do xam lan (pT) 23 (53,5) 17 (39,5) 3(7,0)
pT1+pT2 0,015"
0T3 +pT4 101 (75,9) 25 (18,8) 7 (5,3)
Xam nhap mach
Khéng 108 (68,4) 40 (37,7) 10 (6,3) 028"
Co 16 (88,9) 2 (11,1) 0 (0) ’
X&m nhap than kinh
Khéng 113 (69,3) 40 (24,5) 1061 g
Co 11 (84,6) 2 (15,4) 0 (0) ’
Di can hach
Khéng 70 (66,0) 29 (27,4) 7 (6,6) 0.286"
Cé 54 (77,1) 13 (18,6) 3(4,3) '

(*:Kiém dinh Chi square test; **: Kiém dinh Fisher’s exact test)
U xam l4n siu (pT3, pT4) c6 ty 1& TIL thap chiém 75,9% cao hon cac nhom TIL
trung binh va cao, va cao hon nhém xam 14n nong (p = 0,015).
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Bang 3. Moi lién quan gitra mirc d§ TB
v6i cac dac diem gidi phau bénh c¢6 vai tro tién lugng.

Mire d9 TB (n, %)

Dac diem Thap Trung binh Cao P
Vitriu
Dai trang phai 43 (75,4) 9 (15,8) 5 (8,8)
Dai trang trai 58 (65,9) 20 (22,7) 10 (11,4) 0,769
Truc trang 23 (74,2) 5(16,1) 3(9,7)
Kich thudc u (cm)
<5 68 (63,6) 24 (22,4) 15(140) 4 go0"
>5 56 (81,2) 10 (14,5) 3(4,3) !
Type mo bénh hoc
Type thong thuong 104 (69,8) 29 (19,5) 16 (10.7) (o,
Type nhay 18 (72,0) 5(20,0) 2 (8,0) '
Do biét hda
Biét hoa cao 9 (81,8) 2 (18,2) 0 (0)
Biat héa vira 96 (73,3) 29 (22,1) 6(4,6) 0,038
Kém biét hda 19 (55,9) 3(8,8) 12 (35,3)
Mtc d6 xam lan (pT)
pTL + pT2 39 (90,7) 4(9,3) 0 (0) 0.002"
pT3 + pT4 85 (63,9) 30 (22,6) 18 (135)
Xam nhap mach
Khéng 122 (77,2) 27 (17,1) 967 000"
Co 2 (11,1) 7 (38,9) 9 (50,0) !
Xam nhap than kinh
Khéng 119 (73,0) 30 (18,4) 1486) 410
Co 5 (38,4) 4 (30,8) 4(30,8)
Di can hach
Khong 79 (74,6) 19 (17,9) 8(75) 51
Co 45 (64,3) 15 (21,4) 10 (14,3)

(*: Kiém dinh Chi square test; **: Kiém dinh Fisher’s exact test)

Ty 1€ TB d6 cao gap nhiéu hon & cac u ¢6 kich thude < 5cm (p=0,029), d6 bict
hoa kém (p = 0,038), mirc do xam lan sau (pT3 va pT4) (p = 0,002), khéi u xam
nhap mach va xdm nh4p than kinh c6 TB cao chiém ty 1& cao hon TB thip va trung
binh, sy khac biét nay c6 y nghia thong ké (p < 0,05).
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BAN LUAN

Nghién ctru di phat hién méi lién
quan c6 ¥ nghia gitra TIL muc d6 thap
va TB mirc dd cao véi cac dic diém tién
lwong x4u trong UTBMTDTT. Cac két
qua nay gop phan khang dinh vai tro ctia
vi moi truong u trong ti€n lugng bénh.
Cic nghién ctu déu cho thiy
UTBMTDTT thuong gdp & BN nam
nhiéu hon BN nit. Trong nghién ciu
nay, BN nam chiém 62,5%, nit chiém
37,5%, ty 1& nam/nir 1a 1,67/1. Tudi
trung binh ciia BN 13 66,03 + 13,43. Két
qua nay phu hgp véi nghién clru cua
Nguyén Thi Thanh Mai (2021) véi tudi
trung binh 1a 58,55 + 11,37 [6]. Trong
nghién ctru nay, chung t6i gip cha yéu
BN 6 loai UTBM tuyén thong thudng
(84,66%), biét hoa vira (74,43%), té bao
u xam lan sau pT3 va pT4 (75,6%). Cac
dic diém mo bénh hoc nay déu 1a cac
yéu td tién luong doc 1ap kinh dién cé ¥
nghia trong thuc hanh 1am sang.

D¢ xam nhiém lympho mé u chinh 1a
su hién dién cta té bao lympho xam
nhap quanh u, cho thay mirc 46 dap tng
mién dich cua co thé chéng lai khéi u.
Trong nghién ctru cua chung toi1, ty 1€
TIL mac do thiap chiém nhiéu nhét
(70,46%) va thip nhét 1a muc do cao
(5,68%). Pong thoi, ching to6i nhan
thay ty 1& TIL thap chiém ty 1é cao hon
dang ké & nhom c6 do xam lan té bao u
sau (pT3 va pT4) voi p < 0,05, diéu nay
cho thdy khéi u khi tién trién xam lan

rong thi dap ing mién dich khéi u ciing
giam. Két qua cua chung toi cho thay
TIL thip c6 xu hudng xuat hién nhiéu
hon & type tuyén nhay (p = 0,09); trong
khi do, nghién ctru ctia David da ching
minh duge ¢ nhém ung thu biéu mo
tuyén nhay, TIL & mic d6 cao 1a mot
yéu td6 du bao doc 12p manh vé tién
luong tbt, dong thoi cac khdi u c6 TIL
thap déu co két qua vé thoi gian séng
thém bénh khong tién trién kém hon ma
khong phu thude type mo bénh hay tinh
trang mat on dinh vi vé tinh [7]. TB
duoc giai thich 1a do qua trinh chuyén
dang biéu mo - trung mo cua té bao u,
khi cac té bao biéu mé u mat dan su két
dinh va xuét hién céac tinh chét coa té
bao trung mo nhu thay doi khung xwong
té bdo, suy giam chirc nang ciia mang
day,... dan dén lam ting kha ning xam
nhap va di can. Diéu quan trong 1a gia
tr1 tién luong ctia TB khong phu thudc
vao sb luong té bao co trong mdi cum
ma phu thude s6 cum (sé luong TB) cua
khéi u [3]. Trong nghién ctru nay, ching
t6i nhan thdy TB thap (0 - 4 TB) chiém
da s0 voi 70,5% va chi c6 10,2% 1a TB
cao. Pong thoi, chiing t6i nhan thay ty
1€ TB d0 cao & cac u co do biét hoa kém,
mure do xam 1an sdu (T3 va T4) cao hon
dang ké so voi cac khoi u co do biét hoa
cao va ¢ giai doan som vdéi p < 0,05,
diéu nay cho théy TB d6 cao duoc coi
la mot yéu td tién luong kém. Mot
nghién ctru khac cia Van Wyk va CS
cho thiy ty 18 TB do cao chiém 28%,
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cao hon két qua cta chiing toi va tac gia
da cho thiy mdi lién quan c6 ¥ nghia véi
giai doan bénh, tinh trang xam nhap
mach, giam thoi gian séng khong bénh

[8].
KET LUAN

Nghién ctru ghi nhan ty 18 TIL thap
chiém da s (70,46%) va TB cao gip ¢
10,2% céc truong hop. Ca hai yéu td
nay déu c6 mbi lién quan véi cac dic
diém giai phau bénh tién luong xau
trong UTBMTDTT.
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