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[ Abstract] Objective : To investigate the molecular mechanism of action of the polypeptide GalNAc transferase 4 (GALNT4) on the
malignant biological behavior of endometrial carcinoma (ECa) by mediating the glycosylation of receptor tyrosine kinase TYRO3.
Methods : Formalin—fixed paraffin—embedded ECa tissue samples were collected from 106 ECa patients to prepare tissue microarrays.
The association of the expression of GALNT4 with the age at diagnosis, disease stage, lymphovascular invasion, and survival outcome
was analyzed. Human ECa cell lines Ishikawa and RL95-2 were transfected with GALNT4-specific siRNA or GALNT4 plasmid to
knockdown or upregulate the expression of GALNT4, and Ishikawa cells with GALNT4 overexpression were treated with si—-TYRO3.
Transwell assay was used to assess the migration and invasion abilities of cells. Ishikawa cells with GALNT4 overexpression or knock-
down were injected into the spleen of NOD/SCID mice to induce liver metastasis, and the number of liver metastatic lesions was ana-
lyzed. Results : The expression level of GALNT4 in ECa tissue was significantly higher than that in normal tissue (P<0.05). There were
significant differences in age, histological type, and FIGO stage between the low—expression GALNT4 group and the high—expression
GALNT4 group(P<0.05). The expression level of GALNT4 was negatively correlated with overall survival (hazard ratio=2.610,95%Cl=
1.094-6.226, P<0.05). The high—expression GALNT4 group had a significantly shorter overall survival time than the low—expression
GALNT4 group(P<0.05). Compared with the Vector group, the GALNT4 group had significant increases in the migration and invasion
of Ishikawa and RL95-2 cells (P<0.05). Compared with the si—-NC

group, the si—-GALNT4#1 and si—-GALNT4#2 groups had significant
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sions due to Ishikawa cells (P<0.05) , and on the contrary, compared with the si—-NC group, the si-GALNT4#1 and si-GALNT4#2
groups had a significant reduction in the number of liver metastatic lesions (P<0.05). Compared with the GALNT4+si-NC group, the

GALNT4+si—-TYRO3 group had a significant reduction in the migration and invasion of Ishikawa cells (P<0.05). Conclusion:

GALNT4 is overexpressed in ECa tissue and is associated with poor prognosis. The mechanism study shows that GALNT4 promotes the

migration and invasion of ECa cells partly by modifying the O—glycosylation and protein stability of TYRO3.
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