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PANH GIA TY LE XAM NHIEM LYMPHO TRONG MO PEM
VUNG RiA MO UNG THU BIEU MO PAI TRUC TRANG
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Muc tiéu: Danh gia ty 1& xAm nhiém lympho (tumor-infiltrating lymphocytes -
TILs) ving ria md u va mdi lién quan véi cac dic diém giai phau bénh (GPB) &
bénh nhan (BN) ung thu biéu mé dai truc trang (UTBMBTT). Phwong phdp
nghién ciru: Nghién ciru mé ta cit ngang trén 131 BN UTBMBTT, dugc phiu
thuat tai Bénh vién Quan y 103. Bénh phém dugc xur 1y theo quy trinh xét nghiém
GPB thuong quy. Panh gia ty 1 TILs ving ria u trén tiéu ban va xac dinh méi lién
quan voi cac dic diém GPB. Két qud: Ty 18 TILs trung binh 1a 14,96 + 17,5%,
trung vi 14 5%; ty 18 TILs cao lién quan c ¥ nghia v6i cac yéu to tién luong tot
gdm muc d6 u xam 1an (pT) thap, d6 md hoc thap, giai doan bénh sém va khong
c6 xam nhép than kinh. Két ludn: Ty 18 xdm nhiém lympho ving ria u cao 1a yéu
t6 tién luong tot BN UTBMPTT.
Tir khéa: Tinh trang xdm nhiém lympho (TILs); Ung thu biéu mé dai truc trang;
Vung ria.

EVALUATION OF TUMOR-INFILTRATING LYMPHOCYTES
IN THE STROMAL INVASIVE MARGIN OF COLORECTAL CARCINOMA

Abstract

Objectives: To evaluate the tumor-infiltrating lymphocytes (TILs) in invasive
margins and the correlation with pathologic features in patients with colorectal
carcinoma. Methods: A cross-sectional descriptive study was conducted on 131
patients diagnosed with colorectal carcinoma who underwent surgical resection to
remove the tumor at Military Hospital 103. Tumor samples were processed
according to standardized pathological procedures. TILs in the invasive margin were
assessed on tumor slides, and their correlation with pathologic features was evaluated.
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Results: The mean percentage of TILs was 14.96% with a standard deviation of
17.5% and a median of 5%; the higher percentage of TILs was significantly
associated with good prognosis pathological factors, including tumors with early
tumor stages, low grade, early TNM stages, and non-perineural invasion. Conclusion:
The lymphocytic infiltration in the stroma at the invasive margins of the tumor
could play a significant prognostic role in patients with colorectal carcinoma.

Keywords: Tumor-infiltrating lymphocytes (TILs); Colorectal carcinoma;

Invasive margin.

DAT VAN DE

Ung thu biéu mo dai truc trang 1a mot
trong nhing loai ung thu pho bién nhat
voi > 1,9 tridu ca mic méi va 0,9 tricu
ca tlr vong trong nam 2022 trén toan cau
[1]. Tai Viét Nam, UTBMDTT nam trong
nhom 5 loai ung thu thuong gip nhat.
Nhitng nim gan ddy, viéc ap dung céc
phuong phap diéu tri méi cho BN
UTBMDTT dat duge nhiéu tién bd trong
viéc cai thi¢n triéu chiing va thoi gian
song thém. Tuy vay, dap tng diéu trj va
dién bién 1am sang & cac BN van con
han ché va khong déng nhét, phu thudc
nhiéu vao giai doan bénh va dac diém
sinh hoc cuia ting khéi u. Cac dic diém
mo bénh hoc (MBH) cia mo6 co ban u
nhu typ md hoc, do biét héa, muc do
xam lan cta u... 13 cac yéu t6 kinh dién
trong phan loai giai doan, lya chon phuong
phap diéu trj cling nhu tién luong bénh.
Bén canh d6, nhiéu nghién ciru ciing cho
thdy yéu t6 vi méi truong quanh té bao
u cling dong vai tro quan trong trong su
hinh thanh va phét trién UTBMDTT &
tat ca cac giai doan [2]. Cac murc do dap
tmg mién dich cua co thé véi khdi u

khac nhau ciing anh huéng dén hiéu qua
diéu tri cho BN [3]. Tinh trang TILs
vung ria mo u, mot biéu hién cta dap
mg mién dich cta co thé véi khoi u,
gan day dugc ching minh 13 yéu td tién
luong doc lap o nhiéu loai ung thu,
trong d6 c6 UTBMDTT [4]. Nhiing
nghién ctru danh gia dac diém nay 6 BN
UTBMBDTT tai Viét Nam con han ché.
Chtng t61 thyc hién nghién ctu nay
nham: Xdc dinh 1y 1é xam nhiém lympho
ving ria mé u va méi lién quan véi cdc
déc diém gidi phiu bénh ¢ BN UTBMDTT.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ctru

131 BN UTBMBTT duoc phau thuat
tai Bénh vién Quan y 103, tor thang
01/2020 - 11/2021.

* Tiéu chuan la chon: BN duoc chan
doan xac dinh 1a UTBMDTT bang xét
nghiém MBH trén bénh phém phau thuat;
BN chua dugc hoa xa tri trude phau
thuat, khong mic ung thu & co quan
khéac; BN c6 du thong tin hd so bénh an,
tiéu ban luu trir dam bao chat luong.
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2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
mo ta cat ngang.

* Phwong phdp chon mau: Ly mau
toan bd va c6 chu dich, chon mau thoa
mén cac tiéu chuan lya chon vao nghién
ctru. Céac chi tiéu dugc thu thap theo
mau thdng nhat.

* Phuwrong phdp tién hanh:

- Lya chon BN dap tng tiéu chuén,
thu thap céc thong tin 1am sang.

- Céc tiéu ban phau tich bénh pham
khéi u nhuém Hematoxylin Eosin (HE)
khong kem thong tin lién quan, dugc
doc boi hai bac si doc 1ap, d6i chiéu két
qua sau khi doc, cac truong hop co két qua
khéc nhau dugc hoi chan va théng nhét lai.

- Panh gia ty 18 TILs: Theo khuyén
c4o ciia nhoém lam viée quc té vé TILs
(the International TILs Working Group
- ITWG) nam 2014 [5].

+ Vung danh gid: Vung ria u dugc
dinh nghia la ving m6 ¢6 d¢ day Imm
v6i1 duong trung tam 1a dudng ranh gisi
gitra t& bao u voi to chuc lanh ¢ dién
xam l4n sau nhét [6].

+ Khong danh gid TILs ¢ vung trung
tam khéi u, ving ung thu tai chd, loan
san, hoai tur, xo hoa va vung td chire
viém ngoai ranh gidi u.

+ Céc té bao danh gia TILs la cac té
bao viém don nhan (lympho bao va
tuong bao), khong tinh téi bach cau da
nhan cac loai.

+ TILs 14 ty 18 phan trdim ctia ving mo
dém u bi xdm nhiém bdi céc t€ bao viém
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don nhan so voi toan bo mé dém. Vi du:
Ty 1€ TILs 1a 60% ttrc 1a 60% md dém u
xam nhiém boi cac té bao viém don nhan.

+ Ty 1¢ TILs dugc lam tron téi 5%
gén nhét, ty 1€ duogc udc lugng dya trén
ty 1€ trung binh cua toan bd vung dién
xam 14n siu nht cta u, khong phai chi
& vung c6 ty 1& 16n nhat.

- Panh gia cac dic diém MBH khac
theo phan loai ctia T6 chirc Y té Thé gioi
nam 2019.

* Chi tiéu nghién ciru: PO tudi, gioi
tinh, dic diém GPB gém vi tri u, kich
thudc u (cm), typ MBH, d§ mo hoc, tinh
trang xam lan (pT), u xam nhép mach,
xam nhap than kinh, di cin hach, giai
doan bénh va ty 1¢ TILs.

* Xur Iy s6 liéu: Phan tich dir liéu
bang phan mém thong ké SPSS 22.0, v&
biéu d6 bang phan mém Microsoft
Office 365. St dung kiém dinh Mann
Whitney va Kruskal-Wallis dé danh gia
lién quan gitra cac bién. Gid tri p < 0,05
dugce coi 1a co ¥ nghia thong ké.

3. Dao dirc nghién ciru

Nghién ctru tuan thu chat ché cac quy
dinh vé& mit y dirc. Cac thong tin thu thap
trong nghién ctru dugc bao mat. Nghién
ctru nham nang cao hiéu qua chan doan
va diéu tri, khong dung cho muc dich
khéc. Viéc nghién ctru khong anh hudng
dén strc khoe va loi ich ciia bénh nhan.
S6 liéu trong nghién ctru dugc Bénh
vién Quan y 103 cho phép sir dung va
cong bd. Nhom tac gia cam két khong
c6 xung dot loi ich trong nghién cuu.
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KET QUA NGHIEN CUU
131 BN UTBMDTT c6 dic diém tudi, gidi tinh va cac dic diém giai phiu bénh
nhu sau:

Bang 1. Dic diém chung cia ddi twong nghién ciru.

Chi tiéu nghién ctru S6 lwong (n) Ty 18 (%)
X + SD (min - max) 62,7 + 14,1 (20 - 91)
Tubi <60 49 37,4
> 60 82 62,6
Giéi tinh Nu 40 30,5
Nam 91 69,5
Dai trang phai 39 29,8
Vitriu Dai trang trai 49 37,4
Truc trang 43 32,8
Kich thudc u (X £+ SD) (min - max) 4,26 +£2,06 (1,0 - 12,0)
UTBM tuyén thong thuong 117 89,3
Typ MBH UTBM tuyén nhay 12 9,2
UTBM té bao nhan 2 1,5
N Do 1 (biét hoa cao) 32 27,4
Z‘-’:niol %"C Do 2 (biét hoa vira) 76 65,0
Do 3 (biét hoa kém) 9 7,7
T1 4 3,1
. T2 23 17,6
Xam lan (pT)
T3 67 51,1
T4 37 28,2
NO 81 61,8
Di can hach N1 37 28,3
N2 13 9,9
Khoéng 88 67,2
Xam nhap mach ]
Co 43 32,8
Xam nhap Khoéng 99 75,6
than kinh Co 32 24.4
Giai doan I 22 16,8
Giai doan bénh Giai doan II 65 49,6
Giai doan III 44 33,6

Tubi trung binh cia nhém BN 14 62,7 £ 14,1. BN > 60 tudi chiém 62,6%. BN
nam chiém da s6 v6i ty 1& nam/nir 14 2,3/1. Vé dic diém GPB: U gip nhiéu ¢ dai
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trang trai (37,4%) v6i kich thudce trung binh 4,26 + 2,06cm, UTBM tuyén typ thong
thudng va biét hoa vira 1a chi yéu (89,3% va 65,0%). Phan 16n BN ¢6 mirc 6 xam

1an sau T3 va T4 (51,1% va 28,2%).

Ty 18 TILs cia nhém BN UTBMBTT thay doi tir 0 - 90%, gia tri trung binh
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Biéu dd 1. Phan b ty 18 TILs trong UTBMPTT.

14,96 + 17,5%, trung vi la 5%, da s6 BN ¢co ty 1€ TILs < 20% (75%).
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Biéu do 2. Moi lién quan giira ty 18 TILs véi vi tri u (A) va kich thude u (B).
*- Kiem dinh Mann- Whitney, **: Kiém dinh Kruskal-Wallis.

Khong c6 mbi lién quan giira ty 1é TILs trong UTBMBDTT vdi cac dic diém vi

tri u va kich thudc u (p > 0,05).

60




TAP CHi Y DUQC HQC QUAN SU SO 8 - 2024
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Biéu d6 3. Moi lién quan giira ty 1 TILs véi mirc do xam 1an (A)
va do md hoc (B).
*%. Kiem dinh Kruskal-Wallis.

C6 su khac biét gitra ty 1€ TILs & cac u ¢c6 do xam 14n khéc nhau va d6 mé hoc
khac nhau, ty 1& TILs cao gip ¢ cac BN ¢ u it xAm 14n (p = 0,017) va c6 do md
hoc thap (p = 0,037).
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Biéu do 4. Mdi lién quan gitra ty 1€ TILs v&i dac diém di can hach (A),
xam nhap mach (B), xAm nhap than kinh (C) va giai doan bénh (D).
*%. Kiem dinh Kruskal-Wallis; *: Kiém dinh Mann- Whitney.
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Ty 1& TILs cao lién quan ¢ ¥ nghia véi cac dic diém u khong xam nhép than
kinh (p =0,017) va BN ¢ giai doan soém (p = 0,019).

Hinh 1. X4m nhiém lympho trong dién xam lan ¢ cac mic @6 khac nhau.
A: 10%; B: 90% (nhuom HE, 200x).

BAN LUAN

1. Pic diém vé tudi, giéi tinh va
vitriu

Nghién ctru ciia chiing toi cho thiy
d6 tudi trung binh ctia nhém BN la
62,7 = 14,1, nhé nhét 1a 20 tudi va 1én
nhat 1a 91 tudi, nhom tudi gip nhiéu
nhat 1a > 60 (62,6%). BN nam mic
nhiéu hon so voi nit. Két qua nay cia
chung t61 pht hop voi nhiéu nghién ctru
trong va ngoai nudc trudc day.
UTBMBDTT gip uu thé & nam gidi va &
nhém BN > 60 tudi, ddc biét 1a do tudi
60 - 69 tuoi.

Vé vi tri khéi u, dai trang trai 1 vi tri
thudng gap nhat (37,4%), sau d6 1a truc
trang (32,8%). Nhiéu nghién ctru khac
cling cho két qua twong tu, UTBMBDTT
thudng gip nhit ¢ cac vi tri truc trang,
dai trang Sigma, manh trang. Sy khéc
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biét v& vi tri u c6 thé do sy khac nhau
vé dic diém phan tor, moi trudong vi
khuan tai chd va phan bd mach mau
gifra cac vi tri.

2. Pic diém mé bénh hoc

Nghién ctru cta chang t6i cho thay
phan 16n UTBMBTT thudc typ tuyén
thong thuong (89,3%), sau do 1a ung
thu biéu mo tuyén nhay (9,2%). Day
cling 1a hai typ MBH thuong gip nhat
theo cdc nghién clru trong va ngoai
nudc. B mo hoc cua u dugce chung
minh 13 yéu té tién luong doc lap ¢
nhiéu loai u khac nhau, trong do co
UTBMDTT. Cac u c6 d0 mod hoc cao co
ty 1¢ di can hach cao hon va di can xa
som hon. Vi¢c phan do moé hoc ddi voi
typ tuyén nhay phu thudc vao tinh trang
mat 6n dinh vi vé tinh, néu t& bao u ¢6
biéu hién mat 6n dinh vi vé tinh d6 cao
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thi u c6 d0 mod hoc thép hon, tién lugng
t6t hon so voi nhom con lai. Chung toi
cling nhan thdy phan 16n cac u c6 mirc
do xam lan su, toi 16p co va sau hon
ntia (T3, T4) véi ty 1€ toi 79,3%.

Xam nhap mach, xam nhap than kinh
1a hai dic diém MBH c6 y nghia tién
lugng @ UTBMBDTT. Nhiéu nghién ctru
trudc day di cho thay trén cac khéi u co
hinh 4nh xam nhap mach, than kinh thi
nguy co di can hach cao hon, dap ting
diéu tri kém cling nhu thoi gian séng
thém thap hon. Xam nhap mach va than
kinh con lién quan c6 y nghia véi dac
diém khac, gom kich thudc u 16n, xam
l4n sdu va do md hoc cao. Nghién ctu
ctia chiing toi cho thay ty 1é xAm nhéap
mach va than kinh 1an luot 1a 32,8% va
24,4%. Két qua nay tuong dong véi
nhiéu nghién ciru trudc do.

3. Ty 1¢ xAm nhiém lympho va
moi lién quan véi dic diém MBH

Vi méi trudong khdi u 1a méi truong
noi té bao u phat trién, déng thoi ciing
12 moi truong dién ra qua trinh dap tng
chéng lai té bao u ciia co thé. Mot trong
nhirng biéu hién phan anh dap tmg mién
dich chdng u 1a tinh trang xdm nhiém
lympho & vi mdi truong u. Cac nghién
ctru di cho thdy TILs dong vai tro quan
trong trong e ché sy phat trién cua té
bao u, gilp nang cao hi¢u qua cua
liéu phap mién dich diéu tri ung thu [7].
Ty 1¢ TILs cao lién quan véi kéo dai

thoi gian séng thém toan bo & BN
UTBMDTT. Fuchs TL va CS nghién
ctru trén 1.034 BN cho thay thoi gian
song thém trung binh & nhom TILs cao,
trung binh va thip 1an luot 1a 75 thang,
67 thang va 53 thang (p = 0,0001) [5].
Céc té bao lympho xdm nhiém trong mo
u bao gdm mot quan thé da dang cac
loai lympho nhu lympho T, lympho B
va té bao NK. Tuy thudc thanh phan té
bao viém nao chiém wu thé trong vi moi
truong sé biéu hién cac hoat dong chong
lai khdi u khac nhau. Ngoai ra, phan
g cta co thé ¢ cac vi tri u khac nhau
cling khong giéng nhau, ddi voi BN
UTBMDTT, TILs trong mé dém vung
ria u c6 gia tri tién lugng t6t hon so voi
vung trung tdm u [6]. TILs con phu
thudc vao tinh trang BN, vi tri u nguyén
phat hay di can, cac bién phap diéu tri
trudc phau thuat. Do d6, dé dam bao ty
1¢ TILs phan anh ding phan Ung ban
dau ctia co thé véi khoi u, dam bao tinh
d6ng nhat ctia nhom nghién ciru, ching
to1 chi Iwra chon cac BN ¢c6 UTBMDTT
nguyén phat, duoc phau thuat diéu tri
tri¢t can ma khong c6 hoa xa tri tan bo
tro trudc do.

C6 nhiéu phwong phap dung dé danh
gia tinh trang xam nhiém lympho, tiy
vao tirng loai u khac nhau. Mot hé théng
dugc st dung kha phd bién 1a thang
diém Klintrup Makinen. Theo do, su
xam nhiém céc té bao mién dich trong u
dugc chia thanh thang tr 0 - 3 diém,
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tir khong hién dién té bao viém dén
viém ndi bat trong u. Nghién ctru trén
229 BN UTBMDTT, Klintrup va CS
nhan thay rang ty 1¢ BN séng sau 5 nim
& nhom xAm nhiém viém do cao (d6 3
va 4) cao hon nhiéu so voi nhém xam
nhiém viém d6 thip (87,6% so voi
47%) [8]. Nam 2014, nhém ITWG dua
ra cach tiép can chuan hoa vé danh gia
TILs trén ti€u ban nhuém HE cho ung
thu vl va sau d6 phuong phap nay duoc
dé xuat ap dung cho nhiéu loai ung thu
mo dac khac nhau, trong do coé
UTBMDTT [9]. Phuong phap nay
tuong ddi don gian, tryc quan, dé thuc
hién va cho két qua chi tiét. Hé théng
nay ciing khuyén céo danh gia TILs &
dién xam lan ria u riéng biét vdoi TILs
bén trong khdi u, trong do6, TILs bén
trong khoi u thuong c6 sé luong it hon,
tinh déng nhat kém hon. Trong nghién
ciu nay, ching to61 st dung phuong
phap ctia ITWG, két qua cho thiy da sd
BN ¢6 ty 1é TILs thp voi trung vi 1 5%
va 3/4 sb truong hop ¢6 TILs <20%. Ty
1€ TILs cao lién quan c6 y nghia véi cac
yéu t6 md bénh hoc tién luong tot hon,
bao gdm muc do u xam lan (pT) thap,
do mo hoc thép hon (bi¢t hoa cao hon),
giai doan bénh sém hon va khong co
xam nhdp than kinh. Nghién ctru cia
Fuchs TL va CS ciing cho thay két qua
tuong tu [5]. Park JH va CS nghién ctu
cac dic diém vi méi trudng u trén 331
BN UTBMBPDTT nhén thiy phan 16n BN
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c6 ty 1& TILs thép, ty 1& TILs giam dan
theo mirc d6 u xam lan (pT), ty 1& séng
5 nam & BN c6 TILs cao cling cao hon
dang ké [9]. Do d6, danh gia ty 18 TILs
cling c6 ¥y nghia quan trong gitp tién
lugng BN UTBMDTT ¢ cac giai doan
khac nhau.

KET LUAN

Danh gia tinh trang xdm nhiém
lympho (TILs) vung ria m6 UTBMDTT
trén 131 BN thu duoc két qua: Ty 18
TILs trung binh 1a 14,96 + 17,5%, trung
vi 14 5%, ty 18 BN ¢6 TILs < 20% chiém
da s6 (75%); ty 1& TILs cao lién quan co
¥ nghia voi cac yéu td tién luong tot
gom giai doan pT thap, d6 md hoc thap,
giai doan bénh sém va khong c6 xam
nhap than kinh.

Loi cam on: Nhom tac gid xin chan
thanh cam on cac BN da tham gia nghién
ctru va Bénh vién Quan y 103 d4 tao diéu
kién dé nghién ctru dugc thyc hién.
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