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Cancer promotes an angiogenic and proinflammatory cytokine response in the host microenvironment for
the development of tumorigenesis

Stromal cells and growth factors play important roles during tumor initiation and progression. Growth factors not only mediate
normal biological processes such as development and tissue repair but also tumorigenesis by contributing to proliferation
and transformation in neoplastic cells. This study investigated the host angiogenic and pro-inflammatory cytokines during
tumor initiation and progression in heterotopic xenografts of eGFP-MIAPaCa-2 tumors growing in RAGxCy double mutant
mice. The time-to-tumor progression revealed significant host cytokine responses initiated by the cancer cells in order for
them to establish neo-vasculature for tumor growth. Here, cancer cells maneuver multiple hosts circulating angiogenic and
pro-inflammatory cytokines by significantly reducing host angiostatic and pro-inflammatory cytokines that restrain tumor
development and increasing those that are needed. Oseltamivir phosphate (OP) monotherapy when tumor volume reached
100-200mm3 revealed a reversal in some of the anti-angiogenic and pro-inflammatory cytokines in preventing tumor growth.
The data signify several important cytokines as potential biomarkers for therapy. The findings identify for the first time how
cancer cells surreptitiously use multiple host cytokines for tumor initiation and progression, all of which can be targeted by OP
monotherapy.
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