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Elucidation of a novel defense mechanism mediated by PARDGB and its therapeutic
application to inflammatory bowel disease
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Intestinal epithelial cells are constantly exposed to foreign antigens such
as pathogens and have their own antigen recognition and defense mechanisms. In this study, we

investigated what kind of signals induce PARD6B-mediated defense mechanisms in intestinal epithelial

cells. Furthermore, we generated intestinal epithelial cell-specific PARD6B-deficient mice and
analyzed the function of PARD6B. Intestinal epithelial cell-specific PARD6B-deficient mice showed
decreased goblet cell number and exacerbated intestinal inflammation, suggesting that PARD6B is
involved in goblet cell differentiation and regulation of intestinal inflammation.

Translated with www.DeepL.com/Translator (free version)



(1BD)
PARDGB
PARD6B
PARDGB
1BD
2
PARD6B I1BD
(1) PARD6B
(2) PARD6B I1BD PARDGB
(3) 1BD PARDGB
PARD6B I1BD
3
(1)- PARD6B
PARD6B
PARDGB Cdc42
Caco-2 PARD6B
Cdc42 Cdc42
Cdc42 PARDGB
D-
PARDG6B Caco-
2 Caco-2
PCR
Caco-2
(2)- PARD6B
PARDGB PARDGB
PARD6B flox
Cre Villin-Cre Tg PARDGB
FITC-Dextran
Z0-1 RNAseq



2)- PARD6B DSS
PARD6B DSS I1BD
RNAseq
(©)) PARD6B
uc PARD6B
4.
@D
PARD6B
PARD6B  aPKC
PARD6B ~ mRNA (MG132)
PARD6B
PARD6B PARD6B
PARD6B  Cdc42
Cdc42
Cdc42 PARD6B
Cdc42
(2) PARD6B flox Villin-Cre Tg
PARD6B
PARD6B™™* vjllin-Cre
DSS Pardéb
MUC-2
RNASeq
€)
PARD6B
PARD6B
PARD6B PARD6B



11 10 1 1

Maeda K, Zachos NC, Orzalli MH, Schmieder SS, Chang D, Bugda Gwilt , K, Doucet M, Baetz NW, Lee 30 (@
S, Crawford SE, Estes MK, Kagan JC, Turner JR, Lencer WI.
Depletion of the apical endosome in response to viruses and bacterial toxins provides cell- 2022
autonomous host defense at mucosal surfaces
Cell Host Microbe. 216-231
DOl
10.1016/j .chom.2021.12.011
Maeda K, Nakamura M, Yamamura T, Sawada T, Ishikawa E, Oishi A, lkegami S, Kakushima N, 10(4)
Furukawa K, lida T, Mizutani Y, Ishikawa T, Ohno E, Honda T, Ishigami M, Kawashima. H.
Gelsolin as a Potential Biomarker for Endoscopic Activity and Mucosal Healing in Ulcerative 2022
Colitis
Biomedicines -
DOl
10.3390/biomedicines10040872
Kawamura T, Yamamura T, Nakamura M, Maeda K, Sawada T, Ishikawa E, lida T, Mizutani Y, Ishikawa -
T, Kakushima N, Furukawa K, Ohno E, Honda T, Kawashima H, Ishigami M.
Accuracy of Serum Leucine-Rich Alpha-2 Glycoprotein in Evaluating Endoscopic Disease Activity 2022
in Crohn*s Disease
Inflamm Bowel Dis -
DOl
10.1093/ibd/izac076
Nakamura M, Maeda K, Yamamoto K, Yamamura T, Sawada T, Ishikawa E, Kakushima N, Furukawa K, 103 (3)
lida T, Mizutani Y, Ishikawa T, Ohno E, Honda T, Ishigami M, Kawashima H.
Preliminary Comparison of Endoscopic Brush and Net Catheters as the Sampling Tool to Analyze 2022
the Intestinal Mucus in the Rectum with Ulcerative Colitis Patients
Digestion 232-243
DOl

10.1159/000521929




Murate Kentaro Maeda Keiko Nakamura Masanao Sugiyama Daisuke Wada Hirotaka Yamamura 26

Takeshi Sawada Tsunaki Mizutani Yasuyuki Ishikawa Takuya Furukawa Kazuhiro Ohno Eizaburo

Honda Takashi Kawashima Hiroki Miyahara Ryoji Ishigami Masatoshi Nishikawa Hiroyoshi

Fujishiro Mitsuhiro.

Endoscopic Activity and Serum TNF-a Level at Baseline Are Associated With Clinical Response to 2020

Ustekinumab in Crohn’ s Disease Patients

Inflammatory Bowel Diseases 1669 1681
DOl

10.1093/ibd/izaa086

Nishikawa Takahiro Maeda Keiko Nakamura Masanao Yamamura Takeshi Sawada Tsunaki Mizutani 66

Yasuyuki Ito Takanori Ishikawa Takuya Furukawa Kazuhiro Ohno Eizaburo Miyahara Ryoji

Kawashima Hiroki Honda Takashi Ishigami Masatoshi Yamamoto Tokunori Matsumoto Seiji Hotta

Yuji Fujishiro Mitsuhiro.

Filtrated Adipose Tissue-Derived Mesenchymal Stem Cell Lysate Ameliorates Experimental Acute 2020

Colitis in Mice

Digestive Diseases and Sciences 1034 1044
DOl

10.1007/s10620-020-06359-3

Murate Kentaro, Nakamura Masanao, Yamamura Takeshi, Maeda Keiko, Sawada Tsunaki, Mizutani 14

Yasuyuki, Ishikawa Eri, Kakushima Naomi Furukawa Kazuhiro Ohno Eizaburo Honda Takashi,

Kawashima Hiroki, Ishigami Masatoshi, Fujishiro Mitsuhiro.

Ustekinumab is effective against small bowel lesions in Crohn’ s disease: two case reports 2020

Clinical Journal of Gastroenterology 129 135
DOl

10.1007/s12328-020-01242-0

Yamada Keisaku, Nakamura Masanao, Yamamura Takeshi, Maeda Keiko, Sawada Tsunaki, Mizutani 21

Yasuyuki, Ishikawa Eri, Ishikawa Takuya, Kakushima Naomi, Furukawa Kazuhiro, Ohno Eizaburo,

Kawashima Hiroki, Honda Takashi, Ishigami Masatoshi, Fujishiro Mitsuhiro.

Diagnostic yield of colon capsule endoscopy for Crohn’” s disease lesions in the whole 2021

gastrointestinal tract

BMC Gastroenterology

DOl
10.1186/s12876-021-01657-0




Hasegawa Issei, Yamamura Takeshi, Suzuki Hiroto, Maeda Keiko, Sawada Tsunaki, Mizutani
Yasuyuki, Ishikawa Eri Ishikawa Takuya, Kakushima Naomi, Furukawa Kazuhiro, Ohno Eizaburo,
Kawashima Hiroki, Nakamura Masanao, Fujishiro Mitsuhiro.

Detection of colorectal neoplasms using linked color imaging: A prospective, randomized, tandem 2021
colonoscopy trial
Clinical Gastroenterology and Hepatology
DOl
10.1016/j .cgh.2021.04.004
Keisaku Yamada , Masanao Nakamura , Takeshi Yamamura , Keiko Maeda , Tsunaki Sawada , Yasuyuki 5
Mizutani , Takuya Ishikawa , Kazuhiro Furukawa , Eizaburo Ohno , Ryoji Miyahara , Hiroki
Kawashima , Naoki Hotta , Yoshiki Hirooka.
Clinical Factors Associated With Missing Colorectal Polyp on Colon Capsule Endoscopy 2019
Digestion 1-7
DOl
10.1159/000498942
Nishikawa T, Nakamura M, Yamamura T, Maeda K, Sawada T, Mizutani Y, Ishikawa T, Furukawa K, 3
Ohno E, Miyahara R, Kawashima H, Hirooka Y.
Lewis Score on Capsule Endoscopy as a Predictor of the Risk for Crohn"s Disease-Related 2019
Emergency Hospitalization and Clinical Relapse in Patients With Small Bowel Crohn*s Disease
Gastroenterol Res Pract 425-427

DOl
10.1111/jgh. 15366

PARDGB

2019




Keiko Maeda, Masanao Nakamura, Mitsuhiro Fujishiro

PARD6B regulates intestinal barrier function in inflammatory bowel disease

DDW

2020




