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Increased in vivo persistence of IL-15 NK cells 
compared with IL-2 NK
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Cytokine-activated NK cells display distinct gene 
expression programs in response to cytokine 
withdrawal
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IL-15 sustains anti-tumor functions of NK cells 
through mTOR-governed metabolic processes.

Mao Y, van Hoef V. Blood. 2016 Sep 



NK cell activity is suppressed by 
prostaglandin E2

PGE2

MDSC



IL-15 NK cells are less susceptible to PGE2-
mediated suppression

Changes in gene expression 

suggesting that IL-15 

renders NK cells less 

susceptible to PGE2-

mediated suppression  PKA, 

CREBBP, CREBRF, CREBZF



Interleukin-15 potentiates functional persistence of human 
natural killer cells through mTOR-regulated metabolic control 



Lessons and Take Home Messages

• Increased in vivo persistence of IL-15 NK cells compared with IL-2 NK cells

• Cytokine-activated NK cells display distinct gene expression programs in 

response to cytokine withdrawal

• IL-15 sustains anti-tumor functions of NK cells through mTOR-governed 

metabolic processes.

• IL-15 NK cells are less susceptible to PGE2-mediated suppression

…



Lessons and Take Home Messages

• Increased in vivo persistence of IL-15 NK cells compared with IL-2 NK

• Cytokine-activated NK cells display distinct gene expression programs 
in response to cytokine withdrawal

• IL-15 sustains anti-tumor functions of NK cells through mTOR-
governed metabolic processes.

• IL-15 NK cells are less susceptible to PGE2-mediated suppression

…Activate/Expand NK cells in IL-15 and not IL-2…



Maintained NK cell phenotype by IL-15
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