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EA is demonstrated to inhibit MSS colorectal cancer

progression and enhance efficacy of anti-PD-1 by boosting

antitumor responses. Combination EA and anti-PD-1 is
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Deletion of an ATPase in T cells promotes ROS
accumulation, tonic signal transduction, and T-cell
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a deeper understanding of T-cell ion transport and highlight
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in Interferon-Poor Immune Microenvironments

Jenna H. Rannikko, Petri Bono, Johanna Hynninen, and
Maija Hollmén

Interferons are essential components of the immune
response against tumors. The authors identify a possible
approach to induce interferons in the tumor
microenvironment and promote the effectiveness of other
immune therapies relying on preexisting interferon
signaling.
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This work provides evidence for combining antibody
therapies that involve cell types from both the adaptive and
innate arms of the immune system. The data could inform
future treatment practices and expand regimens of
antibody-based immunotherapies for cancer.
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The authors show that inhibition of MIF tautomerase
activity blocks exosomal MIF-induced MDSC differentiation
and suppresses pancreatic cancer growth in mice,
suggesting translational potential for this approach.
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Active Notch signaling in pancreatic TAMs is demonstrated
to regulate their immunosuppressive phenotype. Notch
signaling inhibition sensitizes pancreatic tumors to immune
checkpoint blockade by reshaping the tumor
microenvironment, highlighting targeting Notch signaling
as a potential pancreatic cancer immunotherapy.
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Ferdinando Rossi, Shan Zeng, and Ronald P. DeMatteo
Infiltrating IL17A" y8 T cells are demonstrated to have
antitumoral activity in GIST and can be further activated by
tumor oncogene inhibition. The data highlight the potential
of this rare, but potent, cell type as an immunotherapeutic
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Elisa Gasparini, Antonino Neri, Laura Cortesi,
Guglielmo Ferrari, Giancarlo Bisagni, Moira Ragazzi, and
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The authors use a morphology-guided transcriptomic
approach to resolve the spatial complexity of TNBC
samples to analyze response to NAC, finding information on

target.

ABOUT THE COVER

Efficacy of immune checkpoint blockade
in microsatellite-stable (MSS) colorectal can-
cer is limited, and strategies to improve
responses are needed. Wang, Liu, Du, and
Shi et al. demonstrate the utility and safety of
adding electroacupuncture (EA) to anti-PD1
for treating MSS colorectal cancer. The effects
of EA are intensity-specific, whereby a mod-
erate EA intensity results in the most effective
treatment effects. The combination treatment
has enhanced effects over monotherapies in
multiple tumor models due to activation
of STING signaling and increased antitumor
responses. These results indicate that the
EA needle can “STING” the MSS colorectal
tumors through immune boosting and high-
light combining EA and anti-PD1 as a fea-
sible and safe potential treatment for MSS
colorectal cancer. Read more in this issue
on page 26. Original image from Fig. 1H.
Artwork by Lewis Long.

doi: 10.1158/2326-6066.CIR-12-1-CVR

the multidimensionality of TNBC that may allow prediction
of tumor behavior and NAC response.
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