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NGHIEN CUU PAC PIEM VA BIEN POI HOAT TiNH CAM UNG
TIET CYTOKINE CUA TE BAO NK MAU NGOAI VI
O BENH NHAN UNG THU PHOI KHONG TE BAO NHO
GIAI POAN IIIB - IV
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Tém tit
Muc tiéu: Déanh gia dac diém va bién doi hoat tinh cam tng tiét cytokine IFN-
Y cua té bao giét ty nhién (Natural killer cell - NK) mdu ngoai vi & bénh nhan
(BN) ung thu phdi khong té bao nhé (UTPKTBN) giai doan I1IB - IV. Péi twong
va phwong phdp: Nghién ctru tién ctru, md ta cit ngang trén 80 BN duoc chan
doan UTPKTBN giai doan IIIB - 1V, diéu trj tai Bénh vién Quan y 103 tir thang
01/2019 - 11/2021; nhém ching 13 30 ngudi binh thudng dén kham stc khoé
dinh ky tai Phong Khdm bénh, Bénh vién Quan y 103. Xét nghiém hoat tinh té
bao giét tu nhién (Natural killer cell activity - NKA) mdu ngoai vi bang phuong
phap ELISA, xic dinh bang néng do interferon gamma duoc tiét ra trong huyét
tuong boi té bao NK sau khi duoc hoat hoa voi hoat chit Promoca, st dung bo
kit NK Vue™ cuia hing ATGen. Két qua: Gia tri trung vi cia NKA trong nhém
UTPKTBN 1a 116,5 pg/mL, thap hon c6 y nghia thong ké so v6i nhém ching
769,5 pg/mL (p < 0,001). Ty 1€ BN c6 NKA giam < 200 pg/mL ¢ nhém
UTPKTBN va nhém chimg 1an luot 1a 60% va 6,7%. Khong c6 sy khéc biét vé
gid tri NKA trudc va sau 1 thang diéu tri & nhém hod tri (90,5 pg/mL (IQR: 64,5
- 309,5 pg/mL) so véi 270,5 pg/mL (IQR: 107,75 - 406,75 pg/mL); p = 0,305) va
nhém diéu tri dich (116,5 pg/mL (IQR: 46,75 - 574,50 pg/mL) so véi 155,5
pg/mL (IQR: 61,5 - 727,0 pg/mL); p = 0,884). Két lugn: Gia tri NKA & BN
UTPKTBN giai doan IIIB - IV thap hon c6 y nghia so v6i nhém ching. Khong
c6 su khdc biét vé gid tri NKA tai thoi diém chan dodn va sau 1 thang diéu tri hod
chat hay diéu trj dich.
* Tir khod: Ung thuw phoi khong té bao nhé; Hoat tinh té bao giét tw nhién;
Interferon gamma (IFN-y).
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A STUDY OF CHARACTERISTICS AND CHANGES OF CYTOKINE-
SECRETING ACTIVITY OF PERIPHERAL BLOOD NK CELL

IN NON-SMALL CELL LUNG CANCER PATIENTS
WITH STAGE 1IIB - IV

Summary

Objectives: To evaluate characteristics and changes of IFN-y-secreting activity
of peripheral natural killer cells in non-small cell lung cancer (NSCLC) patients
with stage IIIB - IV. Subjects and methods: A cross-sectional descriptive,
prospective study on 80 NSCLC patients with stage IIIB - IV, treated at 103
Military Hospital 103 from January 2019 to November 2021; the control groups
were 30 normal people who had personal periodic health examinations at
Outpatient Department, Military Hospital 103. Peripheral blood NKA was
determined by the concentration of interferon-gamma secreted in plasma by NK
cells after being activated with Promoca ingredient, using NK Vue™ kit of
ATGen, based on ELISA principle. Results: The median value of NKA in the
NSCLC group was significantly lower than that in the control group (116.5
pg/mL and 769.5 pg/mL, p < 0.001). The percentage of people with NKA below
200 pg/mL in NSCLC group and control group were 60% and 6.7%,
respectively. There was no difference in NKA values before and after 1 month of
treatment in the chemotherapy group (90.5 pg/mL (IQR: 64.5 - 309.5 pg/mL) vs.
270.5 pg/mL (IQR: 107.75 - 406.75 pg/mL); p = 0.305) and target-therapy group
(116.5 pg/mL (IQR: 46.75 - 574.50 pg/mL) vs. 155.5 pg /mL (IQR: 61.5 - 727.0
pg/mL); p = 0.884). Conclusion: The NKA value in non-small cell lung cancer
patients with stage IIIB - IV was significantly lower than that in the control
group. There was no difference in NKA values at the time of diagnosis and after
1 month of treatment (chemotherapy or target-therapy).

* Keywords: Non-small cell lung cancer, Natural killer cell activity;
Interferon gamma (IFN-y).

PAT VAN PE md hoc, UTP duoc chia thanh 2 phéan

Ung thu phéi (UTP) 12 bénh 1y ung nhén} I16n, d6 1a UTPKTBN, (‘:hiém
thu ¢6 ty 16 mic cao & ca 2 gidi, ty 1 da so (khoang 85%) va UTP t€ bao
tir vong ding hang dau trong cdc bénh Nho (khoang 15%). Hai phan nhom nay
Iy 4c tinh néi chung, 1a mot trong nhing ¢4 sw khdc nhau trong tiép can chéan
ginh nang y té toan cau. Vé phan loai dodn, tién lugng va lya chon diéu tri.
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Bén canh d6, cc nghién ctru cho thiy,
hon 2/3 BN UTP dugc chan dodn khi
bénh da ¢ giai doan muon.

NK 12 mét thanh phdn trong quén
thé lympho bao ¢ mdu ngoai vi, da duoc
chiing minh vai tro quan trong trong co
ché mién dich tu nhién, khong dac hiéu
chéng lai t& bao u. NKA théng qua
cam ung ché tiét cytokin IFN-y, 1a mot
chi s6 danh gid chuc niang té bao NK
tét hon va chinh xdc hon so véi sb
lugng tuyét ddi té bao NK. NKA duoc
st dung trong danh gid tinh trang mién
dich va tmg dung liéu phap mién dich
té bao & BN ung thu. Cdc nghién ctru
cho thdy NKA giam trong huyét twong
BN ung thu va c6 lién quan dén giai
doan va tién lugng bénh [1]. Do do,
ching t6i tién hanh nghién ctru nham:
Ddnh gid dac diém va bién doi hoat
tinh cam vimg tiét cytokine IFN-y ciia té
bao NK mdu ngoai vi 6 BN UTPKTBN
giai doan tién xa.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

80 BN UTPKTBN giai doan IIIB -
IV diéu trj tai Bénh vién Quan y 103 tir
thang 01/2019 - 11/2021.

* Tiéu chudn lva chon: BN moi
duoc chan dodn xdc dinh UTPKTBN
giai doan IIIB hodc IV dya trén céc
tiéu chuin ldm sang va xét nghiém,
dong y tham gia nghién ctu.

* Tiéu chudn logi trie: BN UTP da
duoc diéu tri, mic cdc bénh ty mién,
suy giam mién dich, c6 tién sir dong
mic ung thu co quan khdc, sir dung céc
thudc rc ché mién dich hodc corticoid
trong vong 1 thang. BN khong mic cdc
bénh viém cép, viém man tinh giai
doan tién trién cép hodc mic cdc
bénh d6 nhung dd duogc diéu tri khoi
> 7 ngay.

Nhoém chung 1a 30 nguoi binh
thuong dén kham stc khoé dinh ky tai
Phong Khdm bénh, Bénh vién Quan y
103, ¢6 do tudi va ty 18 nam/nit twong
dong nhém bénh; duoc danh gid bang
phiéu khao sit, khong c6 tién st bénh
ly ung thu, bénh 1y mién dich, khong
cO tricu ching nghi ngd UTP trén
phim chup X-quang nguc tiéu chuén,
khong st dung corticoid trong vong 1
thang, tu nguyén tham gia nghién ctru.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, md ta cit ngang.

Xét nghiém danh gid hoat tinh cam
g tiét cytokine cua té bao NK dugc
thuc hién trén miu mdu tinh mach
ngoai vi, dua trén nguyén 1y ELISA,
thong qua dinh luong néng do IFN-y
duoc tiét ra boi té bao NK sau khi
dugc hoat hod véi hoat chat Promoca -
mot cytokine tdi to hop duoc thiét ké
hoat ho4 dic hiéu cho té bao NK trong
mdu toan phan, st dung bo kit NK
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Vue™ cua hang ATGen. Xét nghié¢m dung phan loai mé bénh hoc cua UTP

dugc thyc hién cho nhém chung 1 1an  theo T6 chirc Y té thé gii nim 2015.

Vélq thuc hién c%lo nhom bénh tai 2 thoi * Xip Iy s6 lidu: Bang phan mém

diém (mdi chan dodn va sau di€u tri  [BM SPSS Statistics 28.0.

hod chat hogc diéu tri dich 1 thdng). % Dao dire nghién ciru: Dé tai duge
Str dung bang phan loai TNM lan thong qua Hoi dong dao dtrc Bénh vién

thir 7 cho chan doan giai doan UTP. St Quén y 103.

KET QUA NGHIEN CUU
1. Pic diém chung ciia nhém nghién ciu
Nghién ctru dugc thuc hién trén 80 BN UTPKTBN giai doan IIIB - IV va 30
nguoi binh thuong c6 tudi trung binh 1an luwot 1a 65,59 + 12,15 (nhd nhat 37, cao
nhat 96 tuo6i) va 61,23 £+ 15,85 (nho nhat 36, cao nhat 91 tudi); ty I¢ nam/nir lan
luot 1a 59/21 va 14/16.
Bang 1: Mot s6 dic diém chinh cia nhém BN UTP.

Pic diém n (%)

Giai doan bénh:

I11B 16 (20)

v 64 (80)

M6 bénh hoc:

Biéu mo tuyén 58 (72,5)
Biéu mé vay 16 (20)
Biéu mé tuyén vay 6 (7,5)

Dot bién gen EGFR duong tinh 18/47 (38,3)
Ton thuong béng md dang tron trén X-quang 68/80 (85)
Tran dich mang phé)i ac tinh 38/80 (47,5)

C6 64/80 (80%) BN duoc chin dodn giai doan IV theo phan loai TNM lan tht
7. Ty 1é loai md bénh hoc chiém wu thé 12 ung thu biéu mé tuyén (72,5%), sau d6
12 ung thu biéu md vay (20%) va 7,5% thudc phén loai tuyén vay. Xét nghiém
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dot bién gen EGFR duoc thuc hién ¢ 47/80 (58,75%) BN, ty 1& dot bién 1a 18/47
(38,3%), trong d6 c6 3 vi tri dot bién 1a exon 18 (1/18); 19 (8/18) va exon 21
(3/18). Hinh théi ton thuong cha yéu ctia nhém UTPKTBN 1a béng md dang tron
(85%). C6 47,5% BN c6 tran dich mang phoi 4c tinh, twong Gng phan loai Mla
trong chan doan giai doan.

2. Hoat tinh cam tng ché tiét cytokine IFN-y ciia té bao NK mau ngoai vi
& BN UTPKTBN giai doan IIIB - IV méi chin doan

Bang 2: So sdnh gid tri NKA cta 2 nhém d6i twong nghién ciru.

, Gia tri NKA (pg/mL)
Nhém So lugng D’
Kho3 1
(n) Trung vi | Min - max oilng .tu’
phan vi
UTPKTBN 80 116,5 5-2477 56,25 - 510,25
< 0,001
Nhoém chirng 30 769,5 120 - 4109 | 485,75 - 1588,0
* Kiém dinh Mann-Whitney.
5000
P 145g142
- 0143
e
o 3000
- 45
ﬁ *56
Z 2000 ¥64
47
?0816
1000 E
0 T
Nhom ung thar phoi Nhom chirng

Biéu do 1: Biéu d6 Boxplot so sinh NKA giita 2 nhém ddi trgng nghién ciru.

Bang 2 va biéu dd 1 cho thiy gid tri trung vi, nhé nhat va 1én nhat & nhém
bénh thap hon c6 ¥ nghia thong ké so véi nhém chimg (p < 0,001). Gid tri trung
vi NKA cta nhém UTPKTBN la 116,5 pg/mL, cua nhém chung 1a 769,5 pg/mL.
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Bang 3: Phin bd gid tri NKA theo diém cit 200 pg/mL & hai nhém
dbi twong nghién ctru.

NKA (pg/mL) Nhom bénh n (%) Nhom chirng n (%)
<200 48 (60) 2(6,7)
> 200 32 (40) 28 (93,3)
Téng 80 (100) 30 (100)

Lay ngudong gia tri NKA 1a 200 pg/mL theo khuyén cdo cua nha san xuét
khi danh gid su giam cia NKA can dugc khdo sit nguyén nhan, c6 thé thay
0 nhom UTPKTBN, ty 1¢ BN c6 NKA giam la 60%, trong khi ty 1¢ nay 1a 6,7%
¢ nhém chung.

3. Su thay doi ciia hoat tinh cam ng ché tiét cytokine IFN-y ciia té bao
NK méu ngoai vi & BN UTPKTBN giai doan IIIB - IV sau 1 thang diéu tri

Bang 4: So sanh gid tri NKA trudc va sau diéu tri.

Gia tri NKA (pg/mL)

Truée diéu tri Sau 1 thang diéu tri

Piéu tri hod
cht (n = 28)

biéu tri dich
(n=22)

Téng (n = 50) | 105,5 (IQR: 59,25 - 368.,0) | 180.,5 (IQR: 81,0 - 442,25) | 0,393

90,5 (IQR: 64,5 - 309,5) |270,5 (IQR: 107,75 - 406,75) | 0,305

116,5 (IQR: 46,75 - 574,50)| 155,5 (IQR: 61,5 - 727,0) | 0,884

* Kiém dinh Wilcoxon.

Tat ca 80 BN nghién ctru sau khi duoc chan dodn giai doan déu dugc chi dinh
cac bi¢n phap diéu tri, bao gém héa chéat, xa tri va diéu tri dich. T uy nhién, chi cé
50 BN tiép tuc theo ddi duoc sau diéu tri, trong d6 chia thanh hai nhém diéu tri
hod chét (28 BN) va diéu tri dich (22 BN) béng thudc Grc ché tyrosine kinase
(TKI) thé hé 1 (erlotinib hodc gefitinib). So sdnh gia tri trung vi cua NKA trudc
va sau diéu tri theo tirmg phan nhém bién phdp diéu trj déu cho thiy khong c6 su
khéc biét vé gid tri NKA trude va sau diéu tri.
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Bang 5: Phin bd gid tri NKA theo diém cit 200 pg/mL trudc va sau diéu tri.

NKA (pg/mL) Trudée diéu tri Sau 1 thang diéu tri
<200 34/50 (68%) 27/50 (54 %)
> 200 16/50 (32%) 23/50 (46%)

Ty 18 BN c6 giam NKA dudi 200 pg/mL trude diéu tri 1a 68% va sau 1 thing

diéu tri 12 54%.

BAN LUAN

1. Gia tri NKA ¢ BN UTPKTBN
giai doan IIIB - IV

Xuat phét tir co so 1y ludn vé viéc
giam sb lugng tuyét dbi cling nhu chirc
ning té bao NK trong cic bénh 1y ung
thu néi chung trén nguoi, lién quan
dén sy giam hodc mat biéu 160 HLA 16p
[ trén bé mat té bao u nham “trén
tranh” sy phat hién va tn cOng cua cic
té bao mién dich néi chung va té bao
NK néi riéng, ching t6i tién hanh
nghién ctru trén 80 BN UTPKTBN giai
doan IIIB va IV - 1a nhém UTP c6 ty 1€
gap cao trén thuc hanh 1am sang; c6 so
sanh v61 nhém ching 30 nguoi binh
thuong tinh nguyén, cing do tudi
nham dénh gid va so sdnh chirc ning té
bao NK gitta hai nhém vé khia canh
chtic ning cam tng ché tiét cytokine
IFN- v - mot chét trung gian hod hoc
ddc hiéu cao cho hoat tinh ché tiét
cytokine cua té bao NK. Két qua cho
thiy, tai thoi diém méi chan doén, gid

tri trung vi cua NKA trong nhém
UTPKTBN 1la 116,5 pg/mL (IQR:
56,25 - 510,25 pg/mL), khéic biét c6 y
nghia thong k& so véi nhém chimg
769,5 pg/mL (IQR: 485,75 - 1588,0
pg/mL) (p < 0,001). O day, két qua
NKA khong c6 phan phdi chuin nén
nhém nghién ctru thyc hién mo ta gia
tri theo trung vi va khoang t&r phan vi.
Gid tri NKA ¢ nhém UTPKTBN
trong nghién ctru ciia ching t6i thap
hon so v&i nghién ctu cua tac gia Sue
In Choi va CS cong bd (2019) 12 406,3
pg/mL (IQR: 61,6 - 984,3 pg/mL) [2].
Nghién cuu cua tic gia Sue In Choi
dugc xem 12 nghién ctu dau tién ddnh
gid vé hoat tinh cam tng ché tiét
cytokine cua té bao giét ty nhién trén
nhém BN UTP. Sy khic nhau nay
hoan toan hop 1y bdi trong nghién ctru
clia tic gia trong s6 71 BN UTP dugc
tuyén chon vao nghién ctru thi c6 toi
31/71 (43,66%) BN giai doan sém. S6
liéu cua tac gia cling phan dnh NKA c6
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xu hudéng giam theo giai doan bénh,
giai doan s6m cao hon cé y nghia
thong ké so v6i ¢ giai doan mudn
(158,2 pg/mL so v&i 912,3 pg/mL; p <
0,001). Két qua nay ciing tuong ty voi
phan tich trudc d6 cua tic gia cong bd
vao nam 2017 khi phan tich NKA
trung binh & 48 BN UTPKTBN so voi
38 BN bénh phdi lanh tinh va 33 nguoi
khoé. NKA trung binh gidm c6 y nghia
thong k& & nhém UTP so v6i 2 nhém
ching (p < 0,05), 1an luot 1a 958,7 +
1011; 1516 + 1066 va 1660 + 878,7
pg/mL va NKA ¢ giai doan III va IV
cling giam c6 y nghia so v&i giai doan
I va IT (527,7 £ 723,7 so véi 1562 +
1062 pg/mL; p = 0,0001) [3].

Xét nghiém danh gid kha ning ché
tiét IFN-y cta té bao NK sau khi dugc
hoat hod trong méi truong chuyén biét
dugc dua trén nguyén ly xét nghiém
ELISA cho két qua nhanh, d& thuc
hién, c6 thé xét nghiém thudng quy.
Xét nghiém nay trong nhitng nim gan
day duogc str dung trong nhiéu nghién
ctru vé ung thu nhu ung thu da day,
ung thu tién liét tuyén, ung thu dai truc
trang,... [4, 5, 6], va la co s& khoa hoc
mo ra tiém nang trj liéu ung thu bang
té bao mién dich [7, 8]. Xuat phat tir
nhiing két qua vé sy giam hoat tinh ché
tiét cytokine IFN-y cua té bao NK
trong cédc loai ung thu trén nguoi, cac
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tdc gia dua ra goi ¥ rang NKA c6 thé 1a
mot du an sinh hoc trong tién lugng
bénh va budc dau, diy ciing 1a chi sd
theo d&i ddp ung véi liéu phdp mién
dich sir dung té bao NK ty thin trong
diéu tri ung thu.

Mot van dé duoc dit ra, liéu rz"mg
nong d6 IFN-y c6 phan anh chinh xac
hoat tinh tiét cytokine cta té bio NK
hay IFN-y c6 thé duoc tao ra boi cic té
biao mién dich khdc. Cdc nghién ciru
cho thidy mic du ca té bao NK, té bao
T va té bao T giét ty nhién (NKT
natural killer T cell) déu tao ra IFN-y
nhung ty 18 tiét IFN-y cia té bao NK
vuot xa ¢6 ¥ nghia so véi té bao T va
NKT (p < 0,001) va nong do IFN-y con
phan dnh chtc niang hé mién dich bam
sinh; do d6, ddanh gid NKA thong qua
dinh luong néng do IFN-y c6 thé phan
dnh t6t chic ning cam Ung tiét
cytokine cua té bao NK.

2. Su thay ddi cia gia tri NKA &
BN UTPKTBN giai doan IIIB - IV
sau 1 thang diéu tri

Tir két qua nghién ctru c6 thé thiy
khong c6 su khéc biét vé gia tri NKA
tai thoi diém méi chan dodn va sau 1
thang diéu tri & ca hai nhém hod tri va
diéu tri dich. V& Iy thuyét, khi diéu tri
hod chét doc té bao s& tidu diét khong
nhitng t& bao ung thu ma con lam ton
thwong cdc t& bao lanh cua co thé,



TAP CHI Y DUQC HQC QUAN SU SO 2 - 2023

trong d6 cé té bao mién dich. Mot s6
nghién ctru di ching minh sy giam s
lwong té bao NK trong mdu ngoai vi &
nhiéu loai ung thu khi tién hanh hod tri
[9]. M6t s6 nghién ciru khac lai cho
thidy két qua nguoc lai, hod trj lam
giam té bao lympho B nhung khong
lam thay d6i s6 lugng té bao lympho T
va té bao NK [10]. Van dé nay van can
dugc nghién ctu tiép tuc. Dir lidu vé
su thay doi hoat tinh cam tGng ché tiét
cytokin cua té bao NK sau hod tri va
diéu tri dich con han ché. Nghién ctru
cia ching t6i gép thém phan sb liéu
nho, budc dau.

S6 luong va phan loai dudi nhém
ctia té bao NK dugc thyc hién bang ky
thuat dong chay té (flow
cytometry). Do han ché vé thoi gian va
ngan siach, chung t6i chua thyc hién
duoc déng thoi dinh lugng n6ng do

bao

IFN-y va dém sb luong té bao NK méu
ngoai vi. S6 lwong va chirc ning té bao
NK khoéng phai lic nao cling song
hanh véi nhau, cé thé s6 lwong binh
thuong nhung chirc nang lai giam va
nguoc lai c6 thé giam vé sd luong
nhung chic ning c¢6 thé van binh
thuong. Do d6, can nhitng nghién ctru
sdu hon, chi tiét hon, vdi sb luong 16n
hon dé c¢6 dugc buc tranh toan canh
hon vé su thay ddi dic diém sd luong,
dic diém chtc ning cua té bao NK
trong ung thu néi chung, UTPKTBN
noi riéng.

KET LUAN

Hoat tinh t& bao giét ty nhién NKA
thong qua cam ung ché tiét cytokine
IFN-y mau ngoai vi & BN UTPKTBN
giai doan IIIB - IV gidm c6 y nghia so
voi nhém chirng nguoi binh thuong.
Khong c6 su khac biét vé gid tri NKA
tai thoi diém chan dodn va sau 1 thdng
diéu tri hod chét hay diéu tri dich.
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