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Polarization effect of group 2 innate lymphoid cells in breast cancer
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[ Abstract)Objective ; To investigate the role of group 2 innate lymphoid cells(1LC2) and its transcription factors and products in the
breast cancer(BC). Methods ; The peripheral blood from healthy subjects and BC patients(at early and advanced stage) was collect—
ed. The peripheral blood mononuclear cell(PBMC) was isolated and the level of ILC2 in PBMC was detected by flow cytometry. Total
RNA was extracted from PBMC. The gene expression level of specific transcription factor(GATA3 and RORa) and ILC2 production
(IL-13 and TL.-4) ,which regulated IL.C2 development,was detected. The protein expression of T—helper 2 cytokine in serum(IL.-13,
I1.-4,11.-33 and IL.-10) were detected. Exogenous I1.—13 and IL.-4 were used to stimulate MCF-7 and MDA-MB 231 cancer cells,
so as lo simulate the polarization effect of ILC2 in BC patients:detecting the proliferation activity of cancer cells, detecting changes of
protein expression of proliferation and autophagy signal factors;observing cell apoptosis via flow cytometry and fluorescence micro—
scope. Results :TL.C2 level in peripheral circulation of BC patients was increased (normal group vs. early stage group,0.019 6% vs.
0.028 9%, P=0.008 ;normal group vs. advanced stage group,0.019 6% vs. 0.027 3% ,P=0.032). Estrogen/progesterone expression status
was an important factor influencing 1L.C2 level(HR=0.436,P=0.038). The expression of GATA3,RORa,IL.-13,1.-4,11.-33 and 1L.-

10 was increased with tumor burden aggravation(P<0.05). Com—
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(2019-11-19) MCF-7 and MDA-MB 231 cells(P=0.000) and to induce the

bined stimulation of exogenous IL-13 and IL-4 was able to en—
hance the proliferation viability of BC cells by up —regulating
ERK1/2 and pERK1/2(P=0.000). Combined stimulation was able
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apoptosis of MDA-MB 231 cells(P=0.000) ,but it had no obvious induction for the apoptosis of MCF-7 cells(P>0.05). Conclusion

The increased proportion of ILC2 in peripheral circulation and the increased expression of up—and—down—-stream factors of ILC2 is re—

lated to the oncogenesis and development of BC.

[Key words ]breast cancer;group 2 innate lymphoid cells;innate immune ; T-helper 2 cytokines
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NZPEIA B (cycle threshold , CT){E ) FL{E , FH 227 1145
SR SRR ABUEA , T 25 R 2 e M X i B At Ay 15 B
BT,

123 4R 7Rk R P IR A g2 O BRI 5 7 (en—
zyme—linked immunosorbent assay , ELISA )57 &5 (Jb 5T imAR )
R 123 TLC2 ARG 4 Th2 #9207 (IL-13 . IL-4 IL-10
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10904 MIEFN 1% 7 -5E5 R  IRAIE T35 5% C0,,37 C
REFRAATh R, B 2~3 d BT gRIL, [ 0.25 %lhE
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231 4L, LIASHIMAR PN TLC2 AR AR SR04t 71 .
TP 4R E] 96 fLARH, 43 B 1,10.20,30,40.,50,
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BEMRTE WFE 4 h, SRR TN E R S AR A A S
TE 490 nm YA PRSGEE AR IL-13/IL-4 We i 5
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[ CST A #]), ¥ mTOR (4, 1:1 000, 35 [F CST A H]), ¥t
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Ja R BRI AE RO R G A TR
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Hoechst 33342 Yefe} (Fh[E 28 = KA AT b 4 239 MCF-7
FIMDA-MB 231 AIIiEf 74 8, LUK I AN T, diffiZsh
T 24 FUAR Y K5 TR 48 h, BEFLARMEH] 500 kL Hoechst 33342
YuRbfE 37 CTWFE 10 min, £ RS YRR L2 0T, (i
FHESOPLIE A IITE OGSV PR T 200, FH R e Tt
PR 2 WJE , Bt A AR IR T AN A A0 M AL g
13 Guit o4t

B Bn 4ok |l R R 3 IR R, H SPSS
22.0 FAFIEAT 00, KA IE S T REVERL R R 1
18 + bRk s AR 307 25 00 W 2 4L IR 25 5, ifF— 2L I 7
PR LSD—t 35 o AR IR R THEYORER R b iz
BOWUS BRI ), 54T Kruskal-Wallis H BRAIRGHE 45732
A AT S ORE, R R R85 5% Mann—Whitney
U 50 LU R B W SRR RAAE , R AR R A2 % COX [ul
ALY A3 B TLC2 7K -5 11 PR B 32 9 A Gk R 30 K W =
0.05,

2 # B
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It 2 0 4SRN [ 35 40 1 L g AR R E RN
PBMCH ILC2 FIACHE-(IB] 1), I K i ZH S e s 1 e
PEERH TLC2 K F-#REA 5 i T I 4H.(0.028 9% vs. 0.019 6%,
P=0.008;0.027 3% vs. 0.019 6% ,P=0.032;F=4.356) (&l 2),
WA A ACE RIS TR 2 WO M LRI 8 s RS SR AE
WL 2, R RN A 00 Z R B TR LU A B T 4y
W1 N 2 A NCON 4R gt 22 57, 3 23
£ COX [0l )43 B 45 & I ILC2 2L MR B9 fE B X & (HR=
2.032,P=0.028 ; HR=2.002, P=0.032) ; B[R Z 43 b7 i /s 22384
ZZRIRS S 1LC2 M5 (HR=0.436, P=0.038) , (A £ [H % 4}
WIS 12495 5% (HR=0.647,P=0.288) , N 43 NCCN 43
L HZ 5 5 ILC2 A Ik (HR=14.74, P=0.008 ; HR =
0.136,P=0.046) ; {744 212122580 5 1L.C2 7K1 Jo A i PE A
K(3£3).

# 1 qRT-PCR |53

HEH F3i 514 it

GAPDH 5’ ~CCACTCCTCCACCTTTG-3’ 5’ ~CACCACCCTGTTGCTGT-3"

GATA3 5’ ~CCCGCACCTCTTCACCTTC-3’ 5’ ~CCTGGTACTTGAGGCACTCTTTC-3’
ROR o 5’ ~AGCATCAGGCTTCTTTCCC-3’ 5’ ~CAAGTATTGGCAGGTTTCC-3’
IL-13 5’ ~ACTTGCCTTGGCGGCTTTG-3’ 5’ ~GCCTTCTGGTTCTGGGTGA-3’

1L-4 5" “-TGACGGTGTTGATGGTAAGATG-3’ 5’ ~ACAGAGTGTTCCTTGTTGTTGG-3"
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