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ROADMAPS includes data that can be used to identify
tolerable dosing regimens with activity against a variety of
human tumors in different mouse strains, providing a
resource for planning preclinical studies.
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Quantification of neoantigen-mediated negative selection in
cancer progression reveals distinct features of cancer
immunoediting and can serve as a potential biomarker to
predict immunotherapy response.
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Jiabin Yang, Jiancheng Chen, Yuanlong Li,
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This study identifies the novel intron-retained
circNCOR1 and elucidates a SUMOylation-mediated
DDX39B–circNCOR1–SMAD7 axis that regulates
lymph node metastasis of bladder cancer.
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Elevated mitochondrial calcium uptake in PDAC promotes
metastasis but exposes cystine addiction and ferroptosis
sensitivity that could be targeted to improve pancreatic
cancer treatment.
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Ryan Blawski, Srushti Kittane, Yuhan Zhang,
Mirna Sallaku, Laura Baldino, Vasilis Hristidis,
Sarat Chandarlapaty, Omar Abdel-Wahab,
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Transcriptomic analysis reveals a key role for the PI3K
pathway in regulating RNA splicing, uncovering new
mechanisms by which PI3K regulates proliferation and
metabolism in breast cancer.
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2281 Chemotherapy Coupled to Macrophage Inhibition
Induces T-cell and B-cell Infiltration and Durable
Regression in Triple-Negative Breast Cancer
Swarnima Singh, Nigel Lee, Diego A. Pedroza,
Igor L. Bado, Clark Hamor, Licheng Zhang,
Sergio Aguirre, Jingyuan Hu, Yichao Shen, Yitian Xu,
Yang Gao, Na Zhao, Shu-Hsia Chen, Ying-Wooi Wan,
Zhandong Liu, Jeffrey T. Chang, Daniel Hollern,
Charles M. Perou, Xiang H.F. Zhang, and JeffreyM. Rosen

Immunostimulatory chemotherapy combined with
pharmacologic inhibition of TAMs results in durable
treatment responses elicited by Th cells and B cells in
claudin-low TNBC models.

2298 Colorectal Cancer Develops Inherent Radiosensitivity
That Can Be Predicted Using Patient-Derived Organoids
Kuo-ShunHsu, Mohammad Adileh, Maria LauraMartin,
Vladimir Makarov, Jiapeng Chen, ChaoWu, Sahra Bodo,
Stefan Klingler, Charles-Etienne Gabriel Sauv�e,
Bryan C. Szeglin, J. Joshua Smith, Zvi Fuks, Nadeem Riaz,
Timothy A. Chan, Makoto Nishimura, Philip B. Paty, and
Richard Kolesnick

Analysis of inherent tissue radiosensitivity of patient-derived
organoids may provide a readout predictive of neoadjuvant
therapy response to radiation in rectal cancer, potentially
allowing pretreatment stratification of patients likely to
benefit from approach.

2313 NR2F1 Is a Barrier to Dissemination of Early-Stage
Breast Cancer Cells
Carolina Rodriguez-Tirado, Nupura Kale,
Maria J. Carlini, Nitisha Shrivastava, Alcina A. Rodrigues,
Bassem D. Khalil, Jose Javier Bravo-Cordero, Yan Hong,
Melissa Alexander, Jiayi Ji, Fariba Behbod, and
Maria Soledad Sosa

During early stages of breast cancer progression, HER2-
mediated suppression of NR2F1 promotes dissemination by
inducing EMT and a hybrid luminal/basal-like program.

ABOUT THE COVER

An immunosuppressive tumor microenvironment can impede effective T-cell–mediated anti-
tumor responses. Singh and colleagues developed a treatment regimen that combined the
immunostimulatory effects of low-dose cyclophosphamide with the inhibition of tumor-
associated macrophages by targeting CSF1R, which was effective in remodeling the tumor immune
microenvironment and suppressing tumor growth in several highly aggressive triple-negative
breast cancer primary tumor and lung metastasis models. Imaging mass cytometry was used to
visualize the spatial relationship of T- and B-cell subsets in tertiary lymphoid structures in tumors
that exhibited long-term regression post-treatment. For details, see the article by Singh and
colleagues on page 2281.
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