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[Abstract] Objective To investigate the effects of isorhamnetin on the proliferation and migration of nasopharyngeal

carcinoma 5-8F and S18 cells, as well as its potential mechanism of action in nasopharyngeal carcinoma by regulating the growth
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arrest-specific protein 6/AXL receptor tyrosine kinase (GAS6/AXL) signaling pathway. Methods 5-8F and S18 cells were divided into
the solvent control group, cisplatin group @ pg-mL?), and isorhamnetin groups at different concentrations (125, 2.5, 5, 10, and 20 pmol+
LY. Cell proliferation rate was determined by CCK-8 assay, and cell migration rate was examined by Transwell assay. The pathway
associating nasopharyngeal carcinoma with isorhamnetin was predicted by molecular docking and molecular dynamics simulations.
The protein expression levels of proliferating cell nuclear antigen (PCNA), Vimentin, N—cadherin, GAS6 and AXL were measured by
Western blot. The xenograft tumor model of nasopharyngeal carcinoma were established by subcutaneous injection of S18 cells in
nude mice. A total of 24 successfully modeled mice were randomly divided into solvent control group (0.2 mL normal saline),
cisplatin group @ mg-kg?) as well as low—dose (20 mg-kg”) and high-dose @40 mg-kg?) isorhamnetin group, with 6 mice in each group.
All groups were intervened for 21 days. The protein expression levels of PCNA, Vimentin, N—cadherin, GAS6 and AXL in xenograft
tumor tissues of nude mice were determined by immunohistochemistry. Results Compared with the solvent control group, different
concentrations of isorhamnetin (1.25, 2.5, 5, 10, 20 pmol-L") significantly inhibited the proliferation of 5-8F and S18 cells (P<0.05), and
the cell migration rate was markedly decreased in the isorhamnetin groups at 25 and 10 wmol-L" (P<0.05). In the xenograft model of
nude mice, compared with the solvent control group, tumor volume was significantly reduced in the isorhamnetin groups at different
doses (P<0.01). Meanwhile, in the nasopharyngeal carcinoma cells and xenograft tumor tissues of nude mice treated by isorhamnetin,
the protein expression levels of PCNA, Vimentin and N-cadherin were decreased (P<0.05), and the protein expression levels of GAS6
and AXL were significantly decreased (P <0.05). Conclusion Isorhamnetin may inhibit the proliferation and migration of
nasopharyngeal carcinoma cells by inhibiting the GAS&/AXL signaling pathway, downregulating the expression levels of proliferation—
and migration-related proteins including PCNA, Vimentin, and N-cadherin.

(Keywords) nasopharyngeal carcinoma; isorhamnetin; proliferation; migration; GAS6/AXL signaling pathway
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IR R ARG S5 A ZH A WEE 2 240
Ak, X255 AT REIE TR E AR FALHIAR TR, 1R

AL G AT 255, R B e eg 1 F 32 2230 5 15
S DNA 388k 51 & DNA $idi i, Lh S 30 PI3K/
AKT MAPK FI4HAELYH T30 R LB, GAS6/AXL
GO RS M T SRR W
il GAS6/AXL 1554l () FR35 , #/ H Al g i —Fh
ANTR)FIEA R 43 F-HIL IR R AT I 2800, R, 5
B R IR IPLHI AT BE A R ek IR AR R AR &
MR g7 o i AR B A 7 1]

MR 2 % 1 i A T R 240 L AR A S R
IBBNREST T b e —[R] B A2 iohed 4 LT # e 0 1
S8R 14 T B AR el A R S EREAE G 40 i ] 2
R AIK K AR RS R Ty 3, DA T 2 1 e e 40 L 5 % s 1
TR FE SRS T EMT S5t kb8 KOGy 52 4%
PIFASC, 3152 AKVERK  TGF—B/Smad 4515 518 % 4
P, EMT KA R R RN I B2 bRl E—cad-
herin 3k T ] DL A2 8] J5i A5 &5 ¥ N —cadherin | Vi-
mentin F35 LIRS ARBFGE R I, F: RAE R AL HIAT b
2T R S MU A0 L M RS AL ZH 2P N—cadherin 5
Vimentin BJRIEIKF-; [RIf 3E PR PCNA IR
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R, RGN, 7 R 0] R 1 i i 2
PRG035 EMT AHIC o> F-3R s | DT FAIR S
WA 2 R P ST RS RE ), BEAERTFSY R B GAS6/AXL %
ST 2 5 g A AR DGR B ek Rl i R
M N—cadherin . Vimentin 5§ EMT &8 43 ol i e
AT AH R AL R,

L U N s W e e N A AT |
GAS6/AXL % 335, JF1ERE PCNA T & EMT br
P LR AW IS, e S R R
] S U 9 240 B 7 5 1 A O VE FH AT BB S GAS6/AXL
fF5WEA G, AR Rt — 2P ) = AR S
WK 958 1 PTG B VB R R A (B AL T S B

JUEARMRAEAR N SNZ AL TR g
SEUEYE H AR IA GAS6/AXL 45 S i 7] w2
PR 100 Bt A T AL 2 1 ) B I B E ., PR, S B
AR HEAEH T GAS6/AXL Hli LA K2 1% A He
PR P (R VAT R — A . Ak AT iE
if AXL 5% GAS6 1 mihalt/ick 6 ik AXL #5771 5 5
FRAS R G AR | DL SGH B% 15F S0 S SR e, it — 2
WA S B2 2 AR R A S L 1 R UM 55 6 AT
S B ZRAE Ry S AR R )R T T I e 25 M O R
PETE RS BRSIRAE
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