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TOM TAT

Muc tiéu: Khao sit dic diém mién dich hoc cua té bao giét tu nhién (Natural
killer - NK) méu ngoai vi trén BN ung thu va (UTV) thé bo ba am tinh (triple
negative breast cancer - TNBC) va cdc thé khic. Poi twong va phwong phdp:
Nghién ctru mo ta cit ngang trén 132 bénh nhan (BN) UTV diéu tri tai Bénh vién
K (co s& Tan Triéu) tir 8/2020 - 6/2022. Chung t6i phan tich dac diém mién dich
hoc cua té bao NK bang ky thuit phan tich t& bao dong chay va ddnh gid hoat
tinh té bao NK (NKA-IFNy) st dung bd kit thuong pham NK VUE Test®.
Két qud: Ty 1¢ TNBC 1a 16,7% (22/132 BN), v6i NKA-IFNy 1a 1202,27 +
1186,34 pg/mL. Ty 16 TNBC c6 NKA-IFNYy rat thap (< 200 pg/mL) chiém 32%
(7/22 BN). Khong c6 khéc biét vé sd luong, ty 18, mirc do biéu 16 thy thé hoat
hod NKG2D va thu thé tc ché NKG2A, NKA-IFNYy giita cdc nhém UTV khdc
nhau. Két ludgn: Pdi v6i nhém TNBC, té bao NK méu ngoai vi ¢6 dac diém: (1)
Hoat tinh ché tiét INF-y cua té bao NK 1a 1202,27 + 1186,34 (pg/mL), trong d6
nhém BN ¢6 hoat tinh ché tiét INF-y NK rat thap (< 200 pg/mL) chiém 32% BN
TNBC. (2) Khong c6 su khdc biét vé dic diém mién dich hoc va hoat tinh ché tiét
té bao NK giita cdc typ md bénh hoc UTV khéc nhau.

*Tw khoa: Ung thu vi thé bo ba am tinh; NKA-IFNy; NKG2A; NKG2D.
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CHARACTERIZING SOME SURFACE MARKERS AND
THE ACTIVITY OF PERIPHERAL BLOOD NK CELLS IN PATIENTS
WITH TRIPLE-NEGATIVE BREAST CANCER

Summary

Objectives: To investigate the immunological characteristics of peripheral
blood natural killer (NK) cells in patients with triple-negative breast cancer
(TNBC) and other types. Subjects and methods: A cross-sectional descriptive
study on 132 cancer patients treated at Vietnam National Cancer Hospital (Tan
Trieu campus) from 8/2020 to 6/2022. We analyzed the immunological
characteristics of NK cells by flow cytometry and also investigated some tumor
markers in the plasma. We evaluated NK cell activity (NKA-IFNYy) using the
commercial kit NK VUE Test®. Results: The rate of TNBC was 16.7% (22/132
cases), with NKA-IFNYy being 1202.27 + 1186.34 pg/mL. TNBC patients having
very low NKA-IFNy (less than 200 pg/mL) accounted for 32% of total TNBC
patients (7/22 cases). There were no differences in the number, percentage, or
expression level of NKG2D activating receptor and NKG2A inhibitory receptor,
NKA-IFNg,
Conclusion: For the TNBC group, peripheral blood NK cells have the following
characteristics: (1) NKA-IFNy of NK cells is 1202.27 + 1186.34 (pg/mL), in
which the group of very-low NKA-IFNYy (< 200 pg/mL) accounted for 32% of the
TNBC subjects studied. (2) There was no difference in immunological

among different breast cancer histopathological subtypes.

characteristics and NK cell secretory activity among different breast cancer
histopathological subtypes.

* Keywords: Triple negative breast cancer; NKA-IFNy NKG2A; NKG2D.

PAT VAN DE

Theo GLOBOCAN 2020, thé gi6i
ghi nhan khoang 2,2 tri€u truong hop
m&i mic UTV, chiém khoang 11,7%
trong tong so tat ca cdc loai ung thu &
ca hai gigi va c6 684.996 truong hop
ter vong (6,9%) do ung thu [1]. Tai

54

Viét Nam, UTV 1a bénh 1y 4c tinh pho
bién dung thtr 3 chi sau ung thu gan va
ung thu phoi v6i sb ca méi mic mai
nam 2020 1a 21.555, chiém 11,8% cic
trudng hop ung thu [1]. Ty 1& mac UTV
bat dau ting & Itra tudi tir 30 - 34 va ty
1é mac cao nhat & ltra tudi 55 - 59 [2].
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Trong cidc nhém UTV theo phan
loai phan tir ¢c6 khoang 19% tong sb
BN UTV thudéc nhém bd ba am tinh,
nghia la xét nghiém mo6 bénh hoc c6
két qua am tinh dong thoi véi ER, PR
va Her2/neu [3]; cic BN nhém nay c6
it lua chon diéu trj hon, dé)ng thoi tién
lugng kém hon so voi UTV néi chung.
Piéu nay dat ra yéu cau tim kiém cdc
phuong phdp diéu tri méi, trong dé ¢
tri liéu mién dich sir dung té bao NK
cho nhém BN nay [4].

Gan ddy, nhiéu liéu phdp diéu tri
UTV da dugc phit trién, dic biét trong
linh vuc liéu phdp mién dich ung thu
khai thic sitc manh cta hé thong mién
dich trong diéu tri. Viéc st dung céc té
bao giét ty nhién (té bao NK - mot loai
té bao dang lympho cua hé mién dich
bam sinh) cho liéu phap t& bao mién
dich diéu tri ung thu thu hidt dugc
nhiéu sy quan tim. Té bao NK c6 kha
ning nhan biét va ly giai céc té bao ac
tinh ma khong c6 bat ky sy man cam
nao trudc do, va dong vai tro chinh
trong gidm sat mién dich ddi véi cic té
bao ung thu [5]. Tuy nhién, kha nang
nhén biét va tiéu diét té bao khdi u cua
té bao NK bi suy giam ddng ké & BN
ung thu [6].

Cac nghién ctru cho thay c6 méi lién
quan gitra su giam hoat tinh cua té bao
NK mau ngoai vi (NKA-IFNY) va nguy
co mic ung thu, ciing nhu hiéu qua
diéu tri cua phwong phdp truyén té bao
NK trong mot s bénh ung thu, bao
gém ung thu tuyén tién liét, da day [7,
8]. Pbi vai UTV, dic biét 1a TNBC,
hién chua c6 cong bd nao vé hoat tinh
cling nhu dac diém mién dich cua té
bao NK trén nhitng BN nay.

Nghién cuu nay duogc thuc hién
nhim: Khdo sdt chitc ndng va kiéu
hinh, dic diém ddu dn bé mdt cung
hoat tinh té bao NK mdu ngoai vi trén
BN UTV thé bé ba am tinh va cdc phan
nhom khdc ciing nhw o cdc giai dogn
bénh khdc nhau cua UTV.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. Po6i twong nghién ctru

Gom 132 BN UTV dugc diéu tri tai
Bénh vién K (co sé Tan Triéu) tir
thang 8/2020 - 6/2022.

* Tiéu chudan lia chon:

- BN nit dugc chan dodn xdc dinh
lan ¢au UTV bang xét nghiém giai phau
bénh va phan loai typ mdé bénh hoc
bang xét nghiém hod mé mién dich.

- BN ddng y tham gia nghién ciru.
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* Tiéu chudn logi trir:

- BN dang mic cdc bénh ly cép,
man tinh khéc.

- BN da hodc dang diéu tri héa tri,
xa tri, hodc st dung cac thudc c6 tac
dung trc ché mién dich.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
md ta cit ngang

* Phan loai typ mo bénh hoc cua UTV:

Pic diém biéu 10 thu thé ER, PR va
Her2/neu: Xdc dinh bang ky thut héa
md mién dich, st dung khang thé don
dong dic hiéu lan luot véi thu thé ER,
PR va Her2/neu, theo phuong phép
thuong quy tai Trung tim Giai phau
bénh va Sinh hoc Phan tir, Bénh vién K
(cos6 Tan Triéu).

* Pém cong thirc mdu toan phan:

Pém s lugng té bao bach cau, ty 1€
% lympho, s6 lwong tuyét dbi lympho
mdu ngoai vi trén hé théng may phéan
tich huyét hoc ty dong DxH 900 st
dung phuong phdp do tré6 khang
Coulter, str dung dong dién mot chiu
dit trong dung dich dan dién, thuc hién
theo k¥ thuat thuong quy tai Khoa
Huyét hoc, Vi sinh, Bénh vién K, Co
s& T4n Triéu.

* Phan tich té bao NK trén hé thong
mdy dém té bao dong chay:

Mdéu ngoai vi dugc nhudm béng
khing thé huynh quang phdt hién

56

CD45, CD3, CD56, NKG2A, NKG2D
v6i ty 1& pha lodang khang thé va
dieu kién u theo khuyén cdo (hang
san xuat Biolegends), doc két qua trén
mdy dém té bao dong chay Novocyte
cua ACEA tai BO mon Mién dich, Hoc
vién Quan vy.

Cu thé:

Budc 1: 2 mL mau ngoai vi chdng
dong bang EDTA, lic tip nguoc 10 lan,
lay 100 pL vao 6ng 1,5 mL.

Budc 2: Chia d6i phan trén thanh 2
6ng chira 50 uL, gdm ong phan tich
NKG2A va ong phan tich NKG2D.

Buéc 3: Mbi 6ng nhudém béng 2,5
UL khing thé huynh quang phdt hién
cua Biolegends nhu CD45-PerCP
(362526), CD3-FITC (300406), CD56-
PE (300408) va 1 uL. NKG2A-APC
(130-113-563) cta Miltenyl cho dng
phan tich NKG2A hoac 2,5 uL
CD45-PerCP, CD3-PE, CD56-APC,
NKG2D-FITC ciia Biolegends cho 6ng
phan tich NKG2D.

Budc 4: U 30 phit, nhiét 46 phong,
trong diéu kién tranh 4nh sing, sau d6
cho 450 pL dung dich phd v& hdng cau
(RBC lysis Buffer, Biolegends) vao
mdi ong, doi 15 phit rdi doc két qua,
doc 100 puL mau trén may dém té bao

dong chay.
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A. Banh gia biéu 16 NKG2A trén té€ bao NK (CD45+CD3-CD56+)
Phan tich trén quan thé CD45+
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B. Banh gia biéu 16 NKG2D trén té€ bao NK (CD45+CD3-CD56+)
Phan tich trén quan thé CD45+
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Hinh anh minh hoa cta két qua phan tich thu thé NKG2A va
NKG2D trén té bao
NK mdu ngoai vi (CD45+CD3-CD56+) bang hé thong
mady phan tich dong chay

* Pdnh gid NKA-IFNytheo bé kit thwong phdm NKA VUE ciia ATGEN:

NKA-IFNy: Puoc xdc dinh bang kj thuat ELISA sir dung kit NK Vue
(ATgen, Korea) theo phuong phdp do Lee S. va CS mo ta [9], thuc hién tai BO
mo6n Mién dich, Hoc vién Quan y.
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Cu thé: 1 mL méu ngoai vi cua BN
dugc U trong Ong nghiém NK Vue
(chtra céc cytokine tdi t6 hop hoat héa
dic hiéu té bao NK) trong 24 gid; ndng
do interferon (IFN) - gamma dich ndi
sau khi két thic qué trinh @ duoc dinh
luong bang ky thuat ELISA (don vi do:
pg/mL). Muc hoat tinh NKA-IFNy
dugc coi la binh thuong khi NKA-
IFNy > 500 pg/mL; thap, khi NKA-
IFNYy tir 200 - 500 pg/mL; rat thap khi
NKA-IFNY < 200 pg/mL [9].

* Pdnh gid mét sé chi tiéu sinh hod
ddu dn sinh hoc ung the:

Dinh luong marker UTV gém CEA,
CA15.3 trén hé théng mdy mién dich
tr dong Cobas 6000 bang phuong phap
mién dich dién hod phét quang, thuc
hién theo k¥ thuat thuong quy tai Khoa
Sinh hod, Mién dich, Bénh vién K, C&
s& Tan Triéu.

* Xup Iy $6 lidu:

S6 liéu thu thap dwoc nhap va xu ly
trén phan mém Microsoft Excel.
Ching t6i sir dung phuong phép kiém
dinh T (Student’s T-test) dé kiém dinh
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dir liéu cuia 2 nhém, vai gia tri p < 0,05

duoc xem nhu ¢6 ¥ nghia thong ké.

KET QUA NGHIEN CUU VA
BAN LUAN

Ung thu vi bd ba am tinh (TNBC)
12 thé bénh UTV c6 tién luong xdu
nhit trong cdc thé UTV. Phuong phdp
diéu tri chil yéu ddi véi thé bénh nay 1a
héa tri liéu (c6 hodc khong két hop
phﬁu thuat va xa tri), va chi khoang
mot phan ba sb ca c6 ddp ung diéu tri
v6i héa tri liu. Tim kiém phuong
phap diéu tri két hop cho TNBC la
hudng nghién ctru ddng quan tdm; mat
khdc, diéu tri bang té bao NK c6 thé c6
lgi ich cho nhém BN nay, dac biét trén
nhitng BN c6 giam s6 luong va/ hoic
chirc ning té bao NK.

Trong s6 132 BN dugc nghién ciru
tir thang 8/2020 - 6/2022, két qua md
bénh hoc cho thiy c6 22 BN (16,7%)
thudc typ TNBC (ddng thoi 4m tinh
v6i 3 thu thé PR, ER, Her2), sb lidu
nay phit hop véi nhiéu cong bd trudce

dé [3].
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Bang 1: Pac diém mién dich hoc cua té bao NK va mot s6 marker ung thu
khac ¢ BN UTV phan loai theo typ m6 bénh hoc.

- NBmBNTNBC |\ Ul e |
Dic diém (n ;i ; SI,)) 0) (n=110,833%) p
(X £SD)
Tubi 50,41 £ 9,36 54,33 +11,87 0,096
# Lympho (10° tb/mL) 2,28 £0,93 2,31+ 0,73 0,388
9% TCD3 61,71 £9,02 61,54 £ 10,11 0,938
# TCD3 (10° tb/mL) 1,39 £ 0,57 1,39 £ 0,46 0,985
9% NK 14,68 + 7,49 16,38 +9,4 0,36
# NK (106 tb/mL) 0,36 £0,29 0,4 +£0,34 0,594
% NKG2A 22,7+11,9 24,02 £ 11,68 0,659
9% NKG2D 94,71 £ 1,98 94,52 + 1,58 0,716
NKG2D MFI 5449,63 £ 1131,77 5295,28 £ 913,04 0,614
NKA-IFNY (pg/mL) 1202,27 £ 1186,34 975,7+ 1103,04 0,415
CEA (ng/mL) 2,16 £1,27 3,26 +£43 0,027
CA 15.3 (U/mL) 15,79 £ 15,14 16,33 +£9,12 0,874

(#: $6 lwong; %: phan tram; MFI: trung vi mdt dg tin hiéu hupnh quang

(Median fluorescence intensity); *: phirong phdp kiém dinh T)

Ching t6i nhan thdy khéng c6 su
khéc biét c6 y nghia thong k& vé s
lugng té bao lympho, TCD3 va NK
trong mau ngoai vi & nhom TNBC so
voi UTV typ mo bénh hoc khic (Bdng
1). Cu thé, t& bao NK & nhém TNBC
chiém 14,68 + 7,49 % trong tong sb
lympho mau ngoai vi hay 0,36 + 0,29
(10° tb/mL) (X + SD). S6 liéu nay
trong dong voi sd lieu NK cua ngudi
khoé manh Han Qudc da cong b6 [10].
Két qua nay cé ¥ nghia trong viéc tinh
todn s6 lwong mau dau vao can dé tién

hanh nuéi cay té bao NK phuc vu liéu
phép truyén khdi NK tu than.

Mait khéc, ching t6i cling khdo sat
mot sé marker bé mat cua té bao NK,
trong d6 NKG2A dugc xem nhu thu
thé tc ché va NKG2D dugc xem nhu
thu thé hoat hod t& bao NK. Té bao
NKG2A+NK chiém 22,7 + 11,9 %
trong tong s6 NK mdu ngoai ¢ nhém
TNBC, khong khiac bi€t v6i nhom
UTYV typ phan tor khic va khong khac
véi s6 lidu nguoi khoé¢ manh Han Qubc
(25,95+18,12 %) [10]. Tuong tw, Té
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bao NKG2D+NK chiém 94,71 + 1,98
% trong tong s6 NK méu ngoai vi &
nhom TNBC, khong khic biét véi
nhom UTV typ phan tir khic, va tuwong
ddng vé6i s liéu cua ngudi khoé manh
Han Quéc (85,61 % 9,15 %; Phan va

CS, 2017 [10]. Gia tri trung vi mat do
tin hiéu huynh quang (MFI) cta thy thé
NKG2D trén té bao NK ¢ nhém TNBC
12 5449,63 + 1131,77, khong khdc biét
voi dir lieu ¢ cdc nhém UTV typ phan
tar khéac (Bang 1).

Bang 2: Pac diém mién dich hoc cua té bao NK va mot s6 marker ung thu

khac & BN UTV phan loai theo theo giai doan bénh.

Giai doan O val | Giai doan II (I}Il;u (21012,31
sc dié — 33;25% =74; 56% va *
+ + —
(X +SD) (X +SD) (X +SD)
Tudi 51,36 £ 11,1 53,84 +12,13 56,24 +10,12
# Lympho N N N
(10° th/mL) 2,36 +0.,8 23+0,79 2,27 0,65
% TCD3 62,15 + 8,83 61,32 + 10,62 61,52 +94
6
#TCD3 (10 1,44 £ 0,44 1,38 +0,5 1,37 £ 0,44
tb/mL)
% NK 15,67 9,05 16,31 +£9,34 16,02 + 8,83 0.05
6 >0,
#NK (10 0,41 +0,36 0.4 +0,35 0,36 + 0,24
tb/mL)
% NKG2A 24,75 + 10,65 22,77 + 11,41 25.40 + 13,65
% NKG2D 95,19 + 1,31 94,26 + 1,66 94,56 + 1,82
NKG2D MFI| 5660,58 + 771,03 |5100,64 + 984,82 | 5506,74 + 921,54
NKA-IENy 1013,12 +
1017.42 +1219.,49 1009,24 + 105426
(pg/mL) 1103,24
CEA a ¢ p(ab) =
1,99 +126@ +2.68® 472 +7,59 ©
(ng/mL) 99+ 1,26 3,00 + 2,68 , .59 0.009
p(bc)=
0,028
CA 15.3 13,55+659@ | 1547+9,93® | 2207+13,18© @0)
p (a,c) =
(U/mL) 0.006

(#: $6 lwong; %: phan tram; MFI: trung vi mdt dg tin hiéu hupnh quang

(Median fluorescence intensity); *: phwong phdp kiém dinh T).
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Trong s6 132 ca UTV, hau hét cic
BN déu & giai doan O, 1, 2 chiém
khoang 75%. Chiing t6i nhan thay dic
diém mién dich hoc cia NK nhu sb
luong, phﬁn tram, biéu 16 thu thé hoat
hod NKG2D va thy thé trc ché NKG2A
cua NK mau ngoai vi thudc caic nhom
UTYV giai doan bénh khiac nhau khong
khac biét c6 y nghia thong ké (Bdng 2).

Mat khac, ching t6i st dung cong
cu do hoat tinh té bao NK bang bo kit

thuong pham NK VUE ciia ATGEN dé
danh gid hoat tinh ché tiét IFN-gamma
cta té bao NK. Két qua cho thiy hoat
tinh NKA-IFNY cta té bao NK ¢ BN
TNBC la 1202,27 + 1186,34 pg/mL,
khong c6 khéc biét vé1 NKA-IFNYy cua
t¢ bao NK & BN UTV nhém khic
(Bang 1). Tuy nhién, c6 7/22 BN
(32%) TNBC c6 hoat tinh NKA-IFNy
rat thip (NKA-IFNy < 200 pg/mL)
(Bang 3).

Bang 3: Hoat tinh té bao NK (NKA-IFNy) 6 BN TNBC.

Nhém BN ltlhomABNqUTY Té ng .
Hoat tinh NK TNBC (n = 22) typ phan tir khac (n=132) p
(NKA) (n = 110)
n % n % n (%)
NKA-IFNy < 200
pg/mL 7 32 47 43 54 (40,9)
NKA-IFNy rét tha
( Y rit thap) > 0,05
NKA-IFNy > 200 15 68 63 57 78 (59,1)
pg/mL
, 132
To 22 100 110 100
ong (100)

Mic di ¢& mau & diy twong ddi nho, nhung c6 thé thdy quan thé BN TNBC
c6 NKA-IFNy rét thap, chiém mot ty 1¢ khong nho (khoang 32%). NKA-IFNy la
mot chi s6 quan trong dé ddnh gid chit lugng té bao NK, mot thanh phan cua hé
mién dich ty nhién vbn c6 chirc ning chong té bao 4c tinh va chdng virus. Dit

liéu trong nghién ctru cua ching t6i goi ¥y rang can c6 nhitng nghién ctru ti€p theo

nham ddnh gid kha ning can thiép diéu trj bang phuong phdp truyén té bao NK
(duoc nudi cdy tang sinh va hoat hod ex vivo) va/hodc cic phuong phdp khidc nham
cai thién NKA-IFNy & nhém BN TNBC c6 NKA-IFNy rat thap (< 200 pg/mL).

61



TAP CHI Y DUQC HQC QUAN SU SO 4 - 2023

KET LUAN

Déi v6i nhém TNBC, té bao NK
mau ngoai vi c6 mot 6 dic diém mién
dich hoc nhu sau: (1) S6 luong té bao
NK: 0,36 + 0,29 (10° t& bao/mL); (2)
NKG2A+NK chiém 22,7 + 11,9%
trong tong sb té bao NK méu ngoai vi;
(3) NKG2D+NK chiém 94,71 + 1,98%
trong tong sb t& bao NK mdu ngoai vi,
trong d6 muc d6 biéu 16 NKG2D
(MFI) 1a 5449,63 + 1131,77; (4) Hoat
tinh ché tiét INF-y cua té bao NK st
dung bd kit NK VUE la 1202,27 +
1186,34 (pg/mL), trong d6 nhém BN
c6 hoat tinh ché tiét INF-y NK rat thap
(<200 pg/mL) chiém 32% trong s6 BN
tham gia nghién cuu.

Nghién ctru cho thiy khong c6 su
khéc biét vé dic diém mién dich hoc
va hoat tinh ché tiét té bao NK giita
cac typ mo bénh hoc UTV khac nhau,
cling nhu gifra cdc giai doan bénh khac
nhau cua UTV.
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