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Oncogenic gene activation in gastric proenzyme-secreting cells can lead to the carcinogenic process in gastric cancer
development. Metabolic changes are essential for precancerous cell lineage progression into cancerous cells.
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This study provides the combined mutational and transcriptomic landscape along with a catalog of immunologically validated
neoantigens in Lynch syndrome colonic precancers and tumors that will facilitate cancer immunoprevention strategies.
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The findings of this nationwide study suggest that achieving histologic remission of inflammatory bowel disease may improve the
chances of conceiving a child, even among women with clinically quiescent disease.

815 Early Initiation of Biologics and Disease Outcomes in Adults and Children With Inflammatory
O Bowel Diseases: Results From the Epidemiology Group of the Nationwide Israeli
Inflammatory Bowel Disease Research Nucleus Cohort
R Lujan, R. Buchuk, G. Focht, D. Yogev, S. Greenfeld, A. Ben-Tov, Y. L. Weisband, N. Lederman, E. Matz,
S. Ben Horin, I Dotan, D. Nevo, and D. Turner

See editorial on page 728.

A small advantage for early initiation of biologics was demonstrated in Crohn’s disease, but this was not the case in ulcerative
colitis.
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Interleukin 21 induces metabolic alterations and acquisition of an inflammatory-like phenotype by perturbing mitochondria—
endoplasmic reticulum crosstalk, thereby diminishing the capacity of Tregs in suppressing inflammatory bowel disease.
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Cancer-Associated Fibroblast Induces Acinar-to-Ductal Cell Transdifferentiation and
Pancreatic Cancer Initiation Via LAMAS/ITGA4 Axis

S. Parte, A. B. Kaur, R. K. Nimmakayala, A. O. Ogunleye, R. Chirravuri, R. Vengoji, F. Leon, P. Nallasamy, S. Rauth,
Z. W. Alsafwani, S. Lele, ]. L. Cox, 1. Bhat, S. Singh, S. K. Batra, and M. P. Ponnusamy

Pancreatic cancer inception and early detection remain elusive. Complex cellular crosstalk transforming normal cells toward
tumor development by means of novel cell signaling mechanism has been identified as the potential culprit.

Transcriptomic-Based Microenvironment Classification Reveals Precision Medicine

@ED Strategies for Pancreatic Ductal Adenocarcinoma

B. George, 0. Kudryashova, A. Kravets, S. Thalji, S. Malarkannan, R. Kurzrock, E. Chernyavskaya, M. Gusakova,
D. Kravchenko, D. Tychinin, E. Savin, L. Alekseeva, A. Butusova, A. Bagaev, N. Shin, . H. Brown, 1. Sethi, D. Wang,
B. Taylor, T. McFall, M. Kamgar, W. A. Hall, B. Erickson, K. K. Christians, D. B. Evans, and S. Tsai

Transcriptomic-based tumor microenvironment classification identifies 4 prognostically distinct pancreatic ductal adenocarcinoma
subtypes that can serve as a framework for patient selection to precision medicine trials.

872 A Randomized Trial of Two Remote Health Care Delivery Models on the Uptake of Genetic
@ Testing and Impact on Patient-Reported Psychological Outcomes in Families With Pancreatic
Cancer: The Genetic Education, Risk Assessment, and Testing (GENERATE) Study
N. J. Rodriguez, C. S. Furniss, M. B. Yurgelun, C. Ukaegbu, P. E. Constantinou, I. Fortes, A. Caruso, A. N. Schwartz,
J. E. Stopfer, M. Underhill-Blazey, B. Kenner, S. H. Nelson, S. Okumura, A. Y. Zhou, T. B. Coffin, H. Uno,
M. Horiguchi, A. ]. Ocean, F. McAllister, A. M. Lowy, A. P. Klein, L. Madlensky, G. M. Petersen, ]. E. Garber,
S. M. Lippman, M. G. Goggins, A. Maitra, and S. Syngal
Online genetic education and genetic testing can be used to overcome some health care delivery barriers without negatively
affecting anxiety, depression, or cancer worry.
Hepatobiliary
8@86 Fibroblast-Derived Lysyl Oxidase Increases Oxidative Phosphorylation and Stemness in

Cholangiocarcinoma

M. Lewinska, E. Zhuravleva, L. Satriano, M. B. Martinez, D. K. Bhatt, D. V. N. P. Oliveira, Y. Antoku,

F. L. Keggenhoff; D. Castven, J. U. Marquardt, M. S. Matter, . T. Erler, R. C. Oliveira, B. I. Aldana, R. Al-Abdulla,
M. J. Perugorria, D. F. Calvisi, L. A. Perez, P. M. Rodrigues, I. Labiano, ]. M. Banales, and J. B. Andersen

Lysyl oxidase expression is enhanced in cholangiocarcinoma tumors and predictive of poor survival. Lysy! oxidase is found mainly
in cancer-associated fibroblasts, resident stromal cells responsible for shaping the tumor microenvironment. Lysyl oxidase
inactivation in vivo shows diminished cholangiocarcinoma burden in murine livers. Therefore, targeting lysyl oxidase may be a
promising therapeutic strategy in cholangiocarcinoma.
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902 Sex, Genotype, and Liver Volume Progression as Risk of Hospitalization Determinants in
@ Autosomal Dominant Polycystic Liver Disease
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S. Somlo, T. ]. Watnick, F. Nevens, W. Besse, E. Cornec-Le Gall, P. C. Harris, J. P. H. Drenth, and J. Halbritter

Autosomal dominant polycystic liver disease is a rare genetic condition mainly due to mutated PRKCSH or SEC63.
Symptomatology is highly variable, ranging from clinically silent courses to severe organ enlargement and sarcopenia. As disease
prognostication at early stages is poorly developed, the predictive value of genetic confirmation and liver volumetry for individual
disease prediction are investigated. Although PRKCSH defects and female sex pointed to aggravated disease, SEC63 alterations
and male sex are associated with milder courses. New clinical tools to inform patients and their physicians to warrant
personalized management and rational decision making are proposed.
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See editorial on page 730.
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