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Homeobox B9 (HOXBY), a transcriptional factor, regulates developmental processes and tumor
progression and has recently been recognized as a strong angiogenic factor. This study aimed to
investigate the role of HOXB9 in tumorigenesis and angiogenesis. Bevacizumab, an anti-VEGF
antibody, remarkably suppressed tumor proliferation by inhibiting angiogenesis in
HOXB9-overexpressing xenografts, and it improved overall survival and provided prolonged
progression-free survival in HOXB9-overexpressing patients. HOXB9 promotes the secretion of
angiogenic factors, including VEGF, to induce tumor proliferation through microenvironmental
communication via IL6 signaling; moreover, silencing of VEGF or IL6 terminates
microenvironmental crosstalk. Thus, HOXB9 and IL6 may be surrogate markers for bevacizumab
treatment.
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Homeobox B9 (HOXB9), a transcriptional factor, regulates developmental processes
and tumor progression and has recently been recognized as a strong angiogenic factor. This study aimed to
investigate the role of HOXB9 in tumorigenesis and angiogenesis. Bevacizumab, an anti-VEGF antibody,
remarkably suppressed tumor proliferation by inhibiting angiogenesis in HOXB9-overexpressing xenografts,
and it improved overall survival and provided prolonged progression-free survival in HOXB9-overexpressing
patients. HOXB9 promotes the secretion of angiogenic factors, including VEGF, to induce tumor
proliferation through microenvironmental communication via IL6 signaling; moreover, silencing of VEGF or
IL6 terminates microenvironmental crosstalk. Thus, HOXB9 and IL6 may be surrogate markers for bevacizumab

treatment.
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