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Précis: Loss of PTEN causes resistance to CDK4/6
inhibitors in ER* breast cancer via reducing
localization of p27 to the nucleus, increasing
CDK4/6 and CDK2 activity in PTEN-deficient cells.
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MYC promoted their survival by upregulating the
antioxidant enzyme GPX1, providing a molecular
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Précis: KRASC®!2R a mutation common in
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not in other cancers driven by KRAS®!2 mutations,
causes defects in PI3K signaling and KRAS-
independent macropinocytosis, a metabolic
process required for PDAC growth.

See commentary, p. 23
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Précis: In vivo experiments showed that mucosal-
associated invariant T cells promoted lung
metastasis in mice in a mechanism dependent on
tumor-expressed MHC class I-related protein and
suppression of lymphocyte function.
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Précis: Dysregulated expression of inhibitor of
differentiation 1, an inhibitor of progenitor-cell
differentiation, may explain how pancreatic ductal
adenocarcinoma cells that maintain normal TGFB-
pathway function escape apoptosis.
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(0 THE Genetic inactivation of the TGFPB pathway is observed in only about half of

COVER pancreatic ductal adenocarcinomas (PDAC), yet preventing TGFB-mediated
apoptosis of premalignant cells is thought to be important for PDAC devel-
opment. Huang and colleagues found that dysregulated expression of inhibi-
tor of differentiation 1 (ID1) may explain this phenomenon. Many PDAC cells
exhibited high ID1 expression despite retaining TGFB-pathway activity, and
ID1 downregulation in PDAC cells led to apoptosis. The pathologically sus-

tained expression of ID1 appears to uncouple the TGFB-mediated epithelial-
mesenchymal transition from apoptosis, enabling PDAC cells to survive without
genetic inactivation of the TGFB pathway. For details, please see the article by

Huang and colleagues on page 142.
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