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Précis: Germline whole-genome sequencing of a
large cohort of patients with familial pancreatic
cancer identi“ed candidate susceptibility genes
and revealed high genetic heterogeneity.
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Précis: RNA-sequencing analysis of adenoid
cystic carcinomas detected a recurrent
translocation fusing MYB to NFIB as well as
translocations fusing MYBL1 to NFIB or RAD51B,
and demonstrated that these MYB and MYBL1
fusions are interchangeable oncogenic drivers.
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Précis: Autochthonous mouse models of lung
cancer show that normal lung endothelial cell
expression of miR-143/145 promotes tumor
development by driving neoangiogenesis.
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Précis: PTEN loss reduces T-cell in“ Itration and
drives immunotherapy resistance in melanoma
by increasing immunosuppressive cytokine
production and inhibiting autophagy.

See commentary, p. 128

The molecular mechanisms that promote resistance to T cell...mediated
immunotherapy in patients with melanoma remain unclear. Peng and col-
leagues found that loss of PTEN in melanoma cells suppressed T cell...driven
antitumor responses both in vitro and in vivo. Consistent with this finding,
PTEN-negative melanomas exhibited impaired infiltration and function of

CD8" T cells and decreased sensitivity to immunotherapy. This immune-suppressive
effect was mediated by upregulation of the expression of immunosuppressive cyto-
kines and inhibition of autophagy in the absence of PTEN. Selective inhibition of the
PI3K isoform restored the sensitivity of PTEN-null melanoma cells to T cell...medi-
ated immunotherapy. These results support the notion that loss of PTEN drives re-
sistance to immunotherapy in melanoma and suggest that combined treatment with
PI3K...AKT inhibitors may enhance the clinical efficacy of immunotherapies. For de-
tails, please see the article by Peng and colleagues on page 202.
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