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It has been reported that when cancer ﬁatients undergo intermittent fasting,
their tumors may shrink in occasion. We recently found that the combination of fasting and
metformin treatment may have a strong antitumor effect, compared to monotherapy alone. In this
study, we were able to clarify part of the underlying molecular mechanism. The excellent antitumor
effect observed when metformin is combined with fasting is due to normalization the tumor vessels
via suppression of glycolysis in tumor vascular endothelial cells, and the enhanced infiltration of
CD8T lymphocytes to tumor due to oxygenation of the tumor microenvironment (reduction in HIFla
expression) associated with blood vessel normalization. The main causes were thought to be an
increase in the influx of CD8T cells (CD8TIL), their enhanced interferon y production, and a
decrease in the number of Foxp3+ cells.
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Effective cancer immunotherapy may link with the metabolic downregulation of tumor cells by IFNg
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