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Abstract: Objective To create a tamoxifen induced discoidin domain receptor 2 (DDR2) endothelial
conditional knockout mouse line DDR2** (DDR2™*"; Cdh5-Cre/ER") by Cre-LoxP system and to analyzed the
phenotype in liver. Methods DDR2 conditional knockout targeting vector was constructed and then transfected
into mouse embryonic stem (MES) by electroporation. The successfully transferred MES cells were screened by

PCR and Southern-blotting to identify positive cells. The positive targeted MES cells were microinjected into the

ks H : 2019-05-25
*ILETHE « BHEWEEITRITE (No : 22016053 ) ; FEK AAR2EFES (No : 31560290, 81702845 )
[EIEH | 5k, E-mail : zhangshuyal268@163.com



T EBREE 2 Ak

29 &

blastula of C57 BL/6N mice and chimeric mice were generated after transplanting the blastula into the host mice.
After crossing breeding between the chimeric and C5BL/6N mice to get FO heterozygote, which inbred and were
screened, DDR2™™ mice were generated. DDR2 Endothelial cell conditional knockout mice (DDR2™™; CdhS5-
Cre/ER™) could be further gained by crossing breeding between Cdh5-Cre/ER™ transgenic and DDR2™™ mice.
The DDR?2 gene deletion on vascular endothelial cells was achieved by tamoxifen induction, and the phenotypes
of mice were analyzed. Results We had acquired DDR2"* (DDR2™"™; CdhS5-Cre/ER") mice successfully. The

IAEC

deletion of DDR2 gene expression on vascular endothelial cells was successfully induced by tamoxifen. DDR2'

AEC __+
mice

mice were comparable with Mendelian’s law at birth and can grow up with normal development. DDR2'
showed spontaneous liver fibrosis and luteal angiogenesis disorder compared to WT mice. Conclusions We have
successfully generated a DDR2 endothelial specific knockout mouse line and find endothelial DDR2 deficiency

in mice induced spontaneous liver fibrosis, which lay a foundation for later learning on the molecular function of

DDR2 in vascular endothelial cell.
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