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[ Abstract ]
FBXW7 on lung metastasis of murine BI6F10 melanoma and its mechanisms.
Methods: Mice carrying the floxed allele of FBXW7 and lysozyme M-Cre were used for
generation of mice with myeloid cell-specific deletion of FBXW7. Mouse genotypes were
examined by genomic DNA PCR. BI16F10 cells in PBS were injected into the tail vein
of Lysm FBXW7" and Lysm * FBXW7" 'mice. After 14 d, the mice were sacrificed, and

the lungs were removed and weighed. B16F10 tumor colonies in the lungs were

Objective; To investigate the effects of myeloid-specific deficiency of

counted. The myeloid cells were analyzed by flow cytometry. Results; Myeloid-specific
deficiency of FBXW7 mice were generated successfully, as FBXW7 expressions in
peritoneal macrophages and bone marrow-derived macrophages ( BMDMs) of Lysm”*
FBXW7"" mice were knockdown. Flow cytometry results showed the deletion of FBXW7
in myeloid lineages did not affect the development of myeloid immune cell subsets.
Metastasis was reduced in Lysm* FBXW7"" mice compared with control mice. The
number of tumor colonies was 165 + 42, 122 + 12 respectively. The proportion of
metastasis-associated macrophages (MAM) in the lungs of Lysm* FBXW7"" mice was
reduced [ (23.15+7.59)% vs (13.13 £2.26)% ], while the proportion of resident
macrophages increased [ (5.426 £0.42)% vs (10.42 £1.90) % ]. The proportion of
myeloid-derived suppressor cells in the lung showed no difference between Lysm
FBXW7"" and Lysm* FBXW7 “' mice. Conclusion: Myeloid-specific deficiency of
FBXW?7 can inhibit lung metastasis of murine B16F10 melanoma in mice, and the
mechanism may be associated with regulation of MAM in the metastatic tumor lesions.

[ Key words|  Macrophages; Melanoma; Lung neoplasms/secondary; Neoplasm

metastasis; Cell movement; Ubiquitin-protein ligase complexes; Gene deletion
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Figure 1 Construction of mice with myeloid deficiency of FBXW7
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Figure 2 Identification of the genome of Lysm *
FBXW7"" mouse
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Figure 3 Flow cytometry analyses of myeloid cells in
splenocytes from Lysm ™ FBXW7"" and Lysm*
FBXW7"" mice
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Figure 4 Effect of myeloid deficiency of FBXW7 on

lung metastasis of murine melanoma
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Figure 5 Flow cytometry analyses of myeloid cells in
lungs from Lysm~ FBXW7”" and Lysm®
FBXW" mice
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TEEFHIZANMNELZM FBXW7 Eim S XA RE R HIFIE I

T H WL KRR PEF MR T £ 5 H 2R A BN B 2R—8 1) ( Nature Communications) & 3% T W51 L “E3 ligase
FBXW?7 is critical for RIG-I stabilization during antiviral responses” ( https://www. nature. com/ articles/ncomms14654 ) , [ H7E
RNA Jp 7 YL R v, 3 32 FE Bl FBXWT G i (R 4E RS & 1 IR N (RIG-1) MARE 1, IE i 1 R R
PR REHEDT RNA 5 R IR RN

BUATE B I A R IR RO S 2 20 e o S 0] A2 A SR S Bl A ) o — R 9 A < 8 D 20 T
fil e KIR G BENIE . RIG-1AE Ry 20 i A T 22 1 2 A4 PO 2 XUBE RNA Ji5 i Ak (5 5 2 T B R i 4k
WFFEN GBI A R, 70 B o R T 5 B 5 1) A3 A J) I B R A0 o FBXW7 3R 3k 1 35 FAIR, X TR 3 FBXWT 7E4T
9o 1 L T AT RE AT S A R o RIS R B, T AR A0 P e e AR FBXOW7 DRI /0 BN K R 1 11 48 0 2
HINT g BRI SEMAURY s 3 52 ) SO G BR, 1 LT 30 R 507 Azl . oE— B B ML BIF 52 e B, 76 9 2 B Gt i 72 o
FBXW7 HEM545 & IF R SHP2 , T il SHP2/C-cbl & &% RIG-T FUFEM . ZBFIER T FBXWT 725U 8 K 24 %
e R AR TR IR AR R, 3 IR AR AR S5 0 IR ML TR S AL 08 03 A%, OF AT RE SR UL PR 12 TR S
HIALA

Y T R AR BOIE LRT AR SRAAE S R R L AT A SR 5, 15 B E K B AR S R T E K R
BERAT IS SR (973 TR BEB)



