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PDE10 is overexpressed in colon tumors whereby
inhibition activates cGMP/PKG signaling and suppresses
Wnt/b-catenin transcription to selectively induce
apoptosis of colon cancer cells. ADT 061 is a novel
PDE10 inhibitor that shows promising cancer
chemopreventive activity and tolerance in a mouse
model of colon cancer.
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Preventing colon cancer is urgently needed
because of its high incidence and mortality rates
worldwide. Toward this end, preventive efficacy of
omeprazole, a common medication, was evaluated
in animal model of colorectal cancer and was found
to suppress colonic adenoma progression to
carcinoma. These findings warrant its further
evaluation in humans.
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Preliminary data from the GENERATE study indicate
success of remote alternatives for pancreatic cancer
genetic testing and education, with genetic testing
uptake rates over 90% and a high rate of identification of
germline pathogenic variant carriers who would be ideal
candidates for pancreatic cancer interception.
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BRCA1/BRCA2/ATM/PALB2 carriers have increased
pancreatic ductal adenocarcinoma (PDAC) risk, yet are
typically not eligible for PDAC surveillance in the absence
of PDAC family history. Herein we describe outcomes of
PDAC surveillance in BRCA1/BRCA2/ATM/PALB2 carriers
without a family history of PDAC, showing that PDAC
surveillance can be considered in this high-risk group.

1041 Weight Loss During Intrauterine Progestin
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This study found that weight loss improves
response rates in women with obesity and atypical
hyperplasia or low-risk endometrial cancer
undergoing conservative management with
intrauterine progestin. Given the additional benefits
of weight loss for fertility, cardiovascular health and
quality of life, future research should focus on how
best to accomplish it.

ABOUT THE COVER

Mutations in the adenomatous polyposis coli (APC) gene that activates Wnt/b-catenin signaling
and drives the transcription of oncoproteins (e.g., MYC) essential for malignant progression, occur
in over 80% of patients with colorectal cancer. Mutations in APC or other members of the Wnt/
b-catenin signaling cascade impair b-catenin degradation and promote translocation of β-catenin
to the nucleus, where it mediates a proliferative/survival transcriptional program. Novel com-
pounds that inhibit Wnt/β-catenin signaling can block the effect of such mutations and are
attractive drug candidates for cancer chemoprevention or therapy. In a publication starting on
page 995 of this issue, Lee and colleagues report that a novel phosphodiesterase 10A (PDE10)
inhibitor (ADT 061) suppresses the formation of colorectal adenomas in the Apcþ/Min-FCCCmouse
model, where tumorigenesis is driven by an APCmutation and nuclear accumulation of b-catenin.
PDE10 inhibition activates cGMP/PKG signaling and phosphorylates the oncogenic pool of
b-catenin, resulting in its degradation and mitigation of proliferative/survival transcription. The
cover shows the colocalization of PDE10 (red) and b-catenin (green) in colon adenomas from
Apcþ/Min-FCCC mice.
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