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Possible Metastatic Stage-Dependent ILCZ2. Activation Induces Differential
Functions of MDSCs through IL-13/IL-13Ral Signaling during fhe Progression of
Breast Cancgr Lung Metastasis ' ?
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Breast cancer is the most common cancer in women worldwide, and lung
metastasis is oxe of the most frequent distant metastases. When breast cancer .
metastasizes to the lung, group 2 innate lymphoid cells (ILC2s) are thought to
promote tumor growth via the activation of lmyeloid'derived suppressor cells
(MDSCs), which are known to negatively regulate anticancer immune responses.
However, it remains to be elucidated exactly how .this ILC2-MDSC interaction is _
involved in tumor growth during me'tastéses formation. Using a 4T1/LM4 breast
cancer mouse model, we found that ILC2s were activated in both the micro‘- and
macro-metastatic regions, suggesting sustained -activation throughout the
metastatic cascades via IL-33/ST2 signaling. Consistent with IL-13 secretioﬁ
from activated ILC2s, the frequencies of polymorphonuclear (PMN)- and
monocytic (M)'MDSCS ‘were also significa:ntly elevated during the progression
from micro- to macro-metastatic cancer. H(‘)wever ‘the effects of ILC2-induced
MDEC functmnahty on the microenvironment differed in a metastatic-stage
specific manner. Our findings 1nd1cate that ILC2s may induce the
immunosuppressive functions of MDSCs during the later stéges of metastasis.
Concomitantly, ILC2 may instigate extracellular matrix remodeling by
PMN-MDSC activation during the early ‘stages of 'metastasis. These
metastatic-stage specific changes may contribute to metastgtic tumor growth in

the microenvironment of breast cancer lung metastasis.
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