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This study presents evidence that certain presumed loss-of-
function variants in a cancer-predisposition gene can retain
function due to their direct impact on RNA splicing.
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This study unveils a novel collateral drug sensitivity elicited
by combining copper chelators and BH3 mimetics for
treatment of BRAFV600E mutation-positive melanoma.
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A high dose of vitamin C, in addition to delivering an acute
exposure of H2O2 to tumor cells, activates DUOX in pancreatic
cancer cells, which provide sustained production of H2O2.
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These findings identify UBR5 as a novel MYC regulator, the
inactivation of which could be very important for
understanding of MYC dysregulation in cancer cells.
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This work provides insight on how initiating oncogenic events
may directly influence the selection of secondary
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This study highlights the role of lipid metabolism in the
differentiation and function of TAMs and suggests targeting
TAM fatty acid oxidation as a potential therapeutic modality
for human cancers.
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A mathematical model is used to rapidly evaluate dosing
strategies for IL6 pathway modulation. These results may
lead to nonintuitive dosing or timing treatment schedules to
optimize synergism between drugs.
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This study provides insights into the biological roles of cancer
cell–derived matrisome proteins in PDAC and supports the
notion that these proteins are protumorigenic and better
therapeutic targets.
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Tumor and stromal cells together create distinct ECM niches
in breast cancer metastases to various tissues, providing new
insight into how tumor cells adapt to survive in different
tissue environments.
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Koen Schipper, Anne Paulien Drenth, Eline van der Burg,
Samuel Cornelissen, Sjoerd Klarenbeek, Micha Nethe, and
Jos Jonkers

Truncated ASPP2 cooperates with E-cadherin and PTEN loss
to drive breast cancer initiation and progression via two
distinct mechanisms. ASPP2-induced actomyosin relaxation
drives tumor initiation, while ASPP2-mediated YAP activation
enhances tumor progression.
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Bevacizumab resistance in GBM is associated with
mesenchymal/glycolytic shifts involving YKL-40 and ZEB1.
Targeting ZEB1 reduces bevacizumab-resistant GBM
phenotypes.
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Different pediatric cancers with a high risk of relapse share a
common generic pattern of extensively branching evolution
of somatic mutations.
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These findings identify ABCC4 transporter as a new target in
SHH-MB, prompting the development of inhibitors or the
repurporsing of existing drugs to target ABCC4.
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These findings highlight agents that target transcriptional
addiction in cancer cells and suggest combination treatments
that target RNA processing and DNA repair pathways
simultaneously as effective cancer therapies.
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Single-cell proteomic profiling of clinical samples may
facilitate the optimal selection of novel drug targets,
interpretation of early-phase clinical trial data, and
development of predictive biomarkers valuable for patient
stratification.
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Merging mathematical modeling with experimental data, this
study presents the "TRAMP-based platform" as a novel
experimental tool to study the in vitro and in vivo evolution of
prostate cancer resistance to enzalutamide.

1578 Towards Multidrug Adaptive Therapy
Jeffrey West, Li You, Jingsong Zhang, Robert A. Gatenby,
Joel S. Brown,PaulK.Newton, andAlexanderR.A.Anderson

Driving tumor evolution into periodic, repeatable treatment
cycles provides a path forward for multidrug adaptive therapy.
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These findings provide novel data on the heritability of
microcalcifications, masses, and density change, which are all
associated with breast cancer risk that can indicate women at
short-term risk.
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These findings support that genetic alcohol avoidance is a
factor against alcohol-induced cancers.
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ABOUT THE COVER

Colored arcs indicate concomitant delivery of multiple targeted treatments. Subclonal evolution
begins at the top, evolving clockwise in a circular Muller diagram with treatment and subsequent
resistant subclonal expansion. This circular design illustrates a potential path forward to multidrug
adaptive therapy, driving tumor evolution into periodic, repeatable treatment ''cycles.'' A cycle
(defined as a treatment regimen that steers the tumor to return to initial tumor composition) can
be repeated ad infinitum to steer and trap tumor evolution in periodic (and controllable)
dynamics. Concentric circular evolutionary diagrams represent individual patients with varied
treatments available. For details, see article by West and colleagues on page 1578.
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