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ABSTRACT Objective: The molecular mechanism of tolerance to complement of human serum in tumor cells was explored.
Methods: Tumor cells resistant to the complement killing of human serum were obtained by culturing tumor cells expressing blood
antigen in 1640 medium with the addition of human serum and spheroid stem-like tumor cells were cultured in medium without serum.
mRNA was extracted from resistant tumor cells and spheroid cells and reverse-transcript PCR was performed to detect the expression of
markers and complement regulatory proteins; the cytolysis rate was determined by interfering CD46 in tumor cells with recombinant
adenovirus. Results: Resistant HT-29, KATO Il and MCF7 cells expressing blood antigen A, B and H, respectively to complement
attack of human serum expressed higher level of membrane complement regulatory proteins CD46, CD55 and CD59 than that of parental
tumor cells. In addition, spheroid stem-like tumor cells displayed a high level of CD46, CD55 and CD59, especially CD46. Finally,
down-regulation of CD46 expression with adenovirus can significantly enhance the cytolysis of tumor cells induced by human serum.
Conclusions: Complement regulatory molecular CD46 can mediate tumor resistance to complement killing by up-regulating the stemness
of tumor cells.
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Fig.1 The mRNA level of membrane complement regulatory proteins in
resistant cancer cells and parental cancer cells. A, Comparison of resistant
cancer cells with parental cancer cells; B, The expression of stemness

markers in resistant cancer cells
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Fig.2 The mRNA level of membrane complement regulatory proteins in
spheroid stem-like cancer cells and parental cancer cells. A, Image of
HT-29 spheroid stem-like cells; B, The mRNA expression level in
spheroid stem-like cell and parental cancer cells; C, The expression of

stemness markers in spheroid stem-like cancer cells
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Fig.3 The spheroid was decreased by interfering CD46 with recombinant adenovirus in HT-29 cells. A, Spheroids in HT-29 cells infected with empty

recombinant adenovirus (control); B, Spheroids in HT-29 cells infected with combinant adenovirus interfering CD46; C, CD46 expression was

down-regulated by adenovirus interfering CD46 in HT-29 cells cultured in 1640 medium with 10% fetal calf serum
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