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FEE. B8 51T LRPIB FFEXT Lewis M4 1278 (272 LA MIRBE N m, F % R TCGA 3
P PE BT LRP1B LR e filidis S Ffh e b oh 1) R 3R 45 8L, 1 CRISPR/Cas9 £ R4 LRP1B #FR 1Y Lewis 411
(KO ) , 3R H7 A Lewis ZUMIAE X IRAL(NC A1) . SRBEERlkioiiE ik 2 H4mMarh LRP1B AR L, RA
CCK-8 JAG I AN MLAF 15 2, KR 2 00 0 20 M4 28 S 6 A6 00 440 J %) 3 B8 AR 28 66 7 Kl 4 4 A9 KO 4 sk NC 4140
MESIBTE SR CSTBL/6 /NRAMIREE B2 T, 43 BIFRiC A KO 4/NEA NC 20/ B, WEE/N U TR A AR s
TR ARG A9 /1 RS ARLIRE rh i BE TR R 20 M ( MDSC) F1 CD8™ T 4 Jfa 38 ) 78 A, 88 2H AR R A AR 3 ik
FET32 4K ~1 (PD-1) K HICR(PD-L1) BY7KF, £ % LRP1B K& P 75l i s A il 9 4l 2 b 1 R ok 1 B
THZF4A4N, 5 NC 4L, LRP1B 2D REER G KO ZH 40 Ao 3478 3T 7% FI2 28 ik 144 8 3390 ( P<0. 05) ,
5 NC 4H/NAH e, KO 21/ BB A% AR AR B A8 N ( P<0. 05) s BEAEJR Hh MDSC {9l i 2544 m . CD8™ T 4 g Lt
B/, PD-L1 PD-1 FiAK - EWAN(P<0.05) , #+# LRP1B JEHFEBR T IEHE Lewis iR 4R A AYIGTY TTRLHI
1RZERE 7 AEHE PD-L1 . PD-1 ik,
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Effect of LRP1B on the proliferation, migration, invasion and
immune microenvironment of Lewis cells
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Abstract: Objective To investigate the effect of LRP1B on the proliferation, migration, invasion and immune
microenvironment of Lewis cells. Methods The expression of LRP1B gene in lung cancer and other cancers was analyzed
using TCGA database. We constructed the LRP1B knock—out Lewis cells by CRISPR/Cas9 technique, and set as a KO
group. Meanwhile, wild Lewis cells were used as a control (NC) group. Their expression of LRP1B was detected by
Western blot. The cell viability was measured by CCK-8 assay. The cell migration and invasion abilities were evaluated by
would healing assay and Transwell assay. The cell suspensions from either the KO group or the NC group were injected into
the right armpit of C57BL/6 mice and set as KO mice or NC mice, respectively. The tumor growth in both KO and NC mice
was observed. The infiltration of bone marrow—derived suppressor cells (MDSCs) and CD8 T cells in tumor—bearing mice
was detected by flow cytometry. The levels of programmed death receptor =1 (PD=1) and its ligand (PD-L1) were
detected by immunohistochemistry. Results The expression of LRP1B gene in lung adenocarcinoma and lung squamous cell
carcinoma was significantly higher than that in adjacent tissues (P<0.05). Compared with the NC group, LRP1B gene
knockout resulted in remarkably increased abilities of proliferation, migration and invasion of the cells in the KO group (P
<0.05). Furthermore, compared with the NC mice, the KO mice showed significant increases in the volumes of tumors (P
<0.05) , increases in the percentage of MDSCs, decreases in the percentage of CD8" T cells and increases in PD—L1 and
PD-1 levels (P<0.05). Conclusions Knockout of LRP1B gene may promote the proliferation, migration and invasion of
Lewis cells, and stimulate the expression of PD-L1 and PD-1.
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111 #zaix RABAEHN EnVision WP
AT, BUN UM A W SRR 3 um

SeUI R, 2 sl ARSI B, B E
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L ERA SR L (P<0.05) , WAl 1,

2

gG- i.** . X kkk *  kkk kkk dokk kkk kkk * X kkxk X kkk kkk *kkk *kk *k
- 2
) N
ke} 14
S L 8 'y
i » - %
SR | RS :
3 - Mo ¢ -
= 3 o o .
(=] - A o . % .
o ; e o ] . S
2 : % . 4 .
Q24 5 . i 2 A o - . - ; o
2 : : S 'w o B : 5., B
S ne @ A - RN RIE T SR il d | | | H | d H
E % "’2%3‘ li. .so -".Oéi.' 1’30 1 * . &:é.‘ :‘:". 0:: o'-l..'
a (S8 4 S B . - T .-"i‘: ‘-ié
50.‘30 bl _SuiuBO! 'i‘i-‘i ﬁ“ i&i& ab‘.a.. P T4 R P
T R R L I R T I T T T R N T IR I T I L I T O N T L L R T T T
R PR R R A A R A R I N R B R R R R R R R R
cllec N lcllhilic~llcclhcl~=lccllcclclclililhclclcclil=0N—=0cllclhilililclilclhliliccec
:5:255‘:5553‘:35::5:C35:‘:5::5:5:’555:5:’5::553535:5:5555:’55:55::‘:
Ohmt—\-oh\.\.gog\_mo\.m\-EL’BOLO"LMLQLI—\.N\-NI—“OLI—gthmLmLL'Q\.mI—L“LLQOO
g8§ggggggeggggggggggeggeggggsgsggggggg,seggggegsggggggggggsggg
uﬁgggﬁdﬁgﬁoggﬁguﬁgﬁgﬁi4@1§ﬁgﬁgﬁ@@g@gﬁﬁdgﬁdﬁgﬁgﬁgﬁﬁaﬁgéﬁgﬁﬁgag
08853539y 0B 3320Y R 2052 gYPeoYRRN3eIvs9999¢Y=sg S3=YLYs
< AWTITIg<gd DVNEaCUEELESHIIqan QWO < a< wws
EEPPE R EFREEE E LA H S L e L R EE EFEEA L A S FFE PR 3 31
g£38 22 %
1 LRP1B 7EMi W ) Kz o frbsgd vh i 3855 . S0 RIS 2 4L 1AL, * P<0. 05, * * P<0. 01, * " * P<0. 001
2.2 LRPIB A R3] Lewis 3Gt 09 % B - NC ",
3.
y N — -2 KO
e PEEENIBSE R BN, 5 NC A4t L, KO 41
YA R L LRP1B 2R3k, RAMNEEFE Lewis 20U, i
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W, SR E] LRP1B 3 R AN 5 4l Gk o 7 0 e o
FLRPIB #BMELR S LRPIB B2k 5 i
ANMIE5E FEAL AR, T LRP1B i3 2 35 3 i fii 96 410
MR AE . LRPIB A5 th 545 i | e o £ 40 i
0 BAAFR Y PR L 2 kR
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