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A. E. Blum, V. Varadan, and K. Guda

ymas Esophageal adenocarcinoma is an aggressive cancer that develops from precursor Barrett’'s esophagus. We identify the EphB2
pathway as a potential promoter of Barrett's esophagus and associated cancer, uncovering new chemopreventive/therapeutic
avenues.

GI Cancer

1242 A Liquid Biopsy Signature for the Detection of Patients With Early-Onset Colorectal Cancer
& g Nakamura, G. Herndndez, G. G. Sharma, Y. Wada, ]. K. Banwait, N. Gonzdlez, . Perea, F. Balaguer,
H. Takamaru, Y. Saito, Y. Toiyama, Y. Kodera, C. R. Boland, L. Bujanda, E. Quintero, and A. Goel

See editorial on page 1155.

Our blood-based circulating micro RNA signature has the potential to identify patients with early-onset colorectal cancer with
iry high accuracy and offers a clinical tool for early diagnosis and population screening of patients suffering from this malignancy.

1252 An Exosome-based Transcriptomic Signature for Noninvasive, Early Detection of Patients
OS> with Pancreatic Ductal Adenocarcinoma: A Multicenter Cohort Study
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E. Borazanci, S. Tsai, Y. Koderq, ]. O. Park, J. S. Bolton, X. Wang, S. C. Kim, D. Von Hoff, and A. Goel

See editorial on page 1157.

Our exosome-based transcriptomic signature that combines cell-free and exosomal microRNAs has the potential to identify
patients with pancreatic ductal adenocarcinoma with high diagnostic accuracy, and offers an important noninvasive assay for
early detection of this fatal malignancy.

1267 Dual Stromal Targeting Sensitizes Pancreatic Adenocarcinoma for Anti-Programmed Cell
€ peath Protein 1 Therapy
A. B. Blair, . Wang, ]. Davelaar, A. Baker, K. Li, N. Niu, J. Wang, Y. Shao, V. Funes, P. Li, . A. Pachter, D. C. Maneval,
F. Dezem, ]. Plummer, K. S. Chan, ]. Gong, A. E. Hendifar, S. ]. Pandol, R. Burkhart, Y. Zhang, L. Zheng, and A. Osipov

See editorial on page 1159.

Simultaneous targeting of both intracellular and extracellular components of the stroma in pancreatic cancer can alter the tumor
microenvironment, thereby improving immunotherapy response.




1281 Acetyl-Coenzyme A Synthetase 2 Potentiates Macropinocytosis and Muscle Wasting Through

& Metabolic Reprogramming in Pancreatic Cancer
Z. Zhou, Y. Ren, ]. Yang, M. Liu, X. Shi, W. Luo, K-M. Fung, C. Xu, M. S. Bronze, Y. Zhang, C. W. Houchen, and M. L

See editorial on page 1161.
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ACSS2 promotes macropinocytosis and muscle wasting through ETV4/ZIP4-mediated metabolic reprogramming, which provides
additional nutrients to support tumor growth in pancreatic cancer.

Inflammatory Bowel Disease
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®E> Randomized Controlled Trial
M. Truyens, T. Lobatén, M. Ferrante, P. Bossuyt, S. Vermeire, L. Pouillon, P. Dewint, A. Cremer, H. Peeters,
G. Lambrecht, E. Louis, ]-F. Rahier, O. Dewit, V. Muls, T. Holvoet, L. Vandermeulen, A. Peeters, G. B. Gonzales,
S. Bos, D. Laukens, and M. De Vos

See editorial on page 1164.

This multicentered study shows that oral intake of 5-hydroxytryptophan is not better than placebo in the treatment of fatigue ir
patients with inflammatory bowel diseases.

1306 Development, Validation, and Evaluation of the Pediatric Inflammatory Crohn’s Magnetic
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G. Focht, R. Cytter-Kuint, M.-L. C. Greer, L.-T. Pratt, D. A. Castro, P. C. Church, T. D. Walters, J. Hyams, D. Navon,
J. Martin de Carpi, F. Ruemmele, R. K. Russell, M. Gavish, A. M. Griffiths, and D. Turner

See editorial on page 1166.

We have developed a validated score, called the Pediatric Inflammatory Crohn’s Magnetic Resonance Enterography Index, which
quantifies the degree of inflammation in the bowel of children with Crohn’s disease, as measured using magnetic resonance
imaging of the bowel.

Intestinal Inflammation

1321 Clinical Manifestations and Stool Load of Atypical Enteropathogenic Escherichia coli
= Infections in United States Children and Adults
S. E. Kralicek, L. M. Sitaraman, P. V. Kuprys, A. T. Harrington, B. Ramakrishna, M. Osman, and G. A. Hecht

Atypical enteropathogenic Escherichia coli causes a wide array of symptoms, ranging from asymptomatic carriage to severe,
prolonged diarrhea, often with vomiting, abdominal pain, or fever. Higher stool loads are associated with symptoms.

1334 SMAD4 Suppresses Colitis-associated Carcinoma Through Inhibition of CCL20/CCRé6-

N2 mediated Inflammation
D. N. Hanna, P. M. Smith, S. V. Novitskiy, M. K. Washington, ]. Zi, C. ]. Weaver, J. A. Hamaamen, K. B. Lewis, ]. Zhu,
J. Yang, Q. Liu, R D. Beauchamp, and A. L. Means

The SMAD4 tumor suppressor gene regulates communication between colon cells and surrounding immune cells. In the setting of
colitis, SMAD4 loss leads to increased immune cells and promotes tumor development.

Gut Microbiota

1351 Biogeographic Variation and Functional Pathways of the Gut Microbiota in Celiac Disease
@« M. Constante, ]. Libertucci, H. ]. Galipeau, ]. C. Szamosi, G. Rueda, P. M. Miranda, M. I. Pinto-Sanchez,
C. M. Southward, L. Rossi, M. E. Fontes, F. G. Chirdo, M. G. Surette, P. Bercik, A. Caminero, and E. F. Verdu

In celiac disease, bacterial composition and function differ according to gut location.

1364 Altered Gut Microbiome Composition and Function Are Associated With Gut Barrier

® Dysfunction in Healthy Relatives of Patients With Crohn’s Disease
H. Leibovitzh, S.-H. Lee, M. Xue, . A. Raygoza Garay, C. Hernandez-Rocha, K. L. Madsen, J. B. Meddings,
D. S. Guttman, 0. Espin-Garcia, M. I. Smith, A. Goethel, A. M. Griffiths, P. Moayyedi, A. H. Steinhart, R. Panaccione,
H. Q. Huynh, K. Jacobson, G. Aumais, D. R. Mack, M. T. Abreu, C. N. Bernstein, |. K. Marshall, D. Turner, W. Xu,
The CCC GEM Project Research Consortium, W. Turpin, and K. Croitoru

Alterations in gut microbiome are associated with gut barrier dysfunction in healthy humans.
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1377 Histone Deacetylase Inhibition by Gut Microbe-Generated Short-Chain Fatty Acids Entrains
@ Intestinal Epithelial Circadian Rhythms
J. A Fawad, D. H. Luzader, G. F. Hanson, T. ]. Moutinho Jr, C. A. McKinney, P. G. Mitchell, K. Brown-Steinke,
A. Kumar, M. Park, S. Lee, D. T. Bolick, G. L. Medlock, ]. Y. Zhao, A. E. Rosselot, C. J. Chou, E. M. Eshleman,
T. Alenghat, C. I. Hong, J. A. Papin, and S. R. Moore

Circadian timekeeping in intestinal organoids is reset by gut microbe-generated short-chain fatty acids through an epigenetic
mechanism of histone deacetylases inhibition.

Colon

1391 Identification of Quiescent LGR5* Stem Cells in the Human Colon

 @DE g Ishikawa, S. Sugimoto, M. Oda, M. Fujii, S. Takahashi, Y. Ohta, A. Takano, K. Ishimaru, M. Matano, K. Yoshida,

H. Hanyu, K. Toshimitsu, K. Sawada, M. Shimokawa, M. Saito, K. Kawasaki, R. Ishii, K. Taniguchi, T. Imamura,
T. Kanai, and T. Sato

Tissue engineering technology revealed that human colonic stem cells are slow-cycling and resistant to chemotherapy, which
challenges the current understanding of mucosal regeneration based on mouse-centered research.

Pancreas

1407 Independent Validation and Assay Standardization of Improved Metabolic Biomarker

@ Signature to Differentiate Pancreatic Ductal Adenocarcinoma From Chronic Pancreatitis
U. M. Mahajan, B. Oehrle, S. Sirtl, A. Alnatsha, E. Goni, I. Regel, G. Beyer, M. Vornhiilz, ]. Vielhauer, A. Chromik,
M. Bahra, F. Klein, W. Uhl, T. Fahlbusch, M. Distler, ]. Weitz, R. Griitzmann, C. Pilarsky, F. U. Weiss, M. G. Adam,
J. P. Neoptolemos, H. Kalthoff, R. Rad, N. Christiansen, B. Bethan, B. Kamlage, M. M. Lerch, and ]. Mayerle

The m-Metabolic signature, based on just 4 plasma analytes combined with serum carbohydrate antigen 19-9, is highly accurate
in diagnosing pancreatic cancer and could contribute to earlier treatment and improved prognosis of patients with pancreatic
cancer.

Endoscopy

1423 Long-term Outcomes After Endoscopic Submucosal Dissection for Large Colorectal Epithelial
%G) Neoplasms: A Prospective, Multicenter, Cohort Trial From Japan
K. Ohata, N. Kobayashi, E. Sakai, Y. Takeuchi, A. Chino, H. Takamaru, S. Kodashima, K. Hotta, K. Harada,
H. Ikematsu, T. Uraoka, T. Murakami, S. Tsuji, T. Abe, A. Katagiri, S. Hori, T. Michida, T. Suzuki, M. Fukuzawa,
S. Kiriyama, K. Fukase, Y. Murakami, H. Ishikawa, and Y. Saito

See editorial on page 1168.

Accurate histologic assessment facilitated by endoscopic submucosal dissection enables stratification of the risk of lymph node
metastasis and determines the necessity of additional surgery, which may have led to a good long-term prognosis.

Artificial Intelligence

1435 Radiomics-based Machine-learning Models Can Detect Pancreatic Cancer on Prediagnostic
@ Computed Tomography Scans at a Substantial Lead Time Before Clinical Diagnosis
S. Mukherjee, A. Patra, H. Khasawneh, P. Korfiatis, N. Rajamohan, G. Suman, S. Majumder, A. Panda,
M. P. Johnson, N. B. Larson, D. E. Wright, T. L. Kline, ]. G. Fletcher, S. T. Chari, and A. H. Goenka

See editorial on page 1170.

Artificial intelligence can detect pancreas cancer on computed tomography well before its detection by radiologists and before
the onset of cancer symptoms when surgical cure is a possibility.
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1447 Diagnostic Performance of a Noninvasive Breath Test for Colorectal Cancer: COBRA1 Study
G. Woodfield, 1. Belluomo, I. Laponogov, K. Veselkov, COBRA1 WORKING GROUP, A. ]. Cross, and G. B. Hanna
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