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Abstract

BYBNETICENELELRAINLT /A RERBEFTENVAOKRBIZIENELTOMHEZR
BULLEEFEBEZEBEITDIEMOBMARICKIIL TE £ ( Sugimoto et al. Cell Stem Cell 2018 )
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SEER., BEEMABRBEESR. /O HEREIMERE. AIFRERKRBES (laterally
spreading tumor ; LST ) R £ DRHHN B EMBE. BEEFLEEEI2REFTINA /A REHBULTS
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FYEBESHRIBMARICHAILIE, ChiZkY), BEROARENSRPREBMEBBITEITS
CENTRRER Dz, SB, BRAFENREZTV., BHOMRILERFHL DTV,

We have successfully developed a technique to reconstruct human gastrointestinal epithelial
organoids in the colon of immunodeficient mice while retaining their human characteristics
(Sugimoto et al. Cell Stem Cell 2018). With conventional localized injection transplantation of tumor
cells into the subcutaneous, subrenal capsule, or intestinal wall, there is no concentration gradient
of growth factors supplied by the intestinal microenvironment, and the stem cell hierarchy that the
transplanted cells naturally possess is not replicated. Therefore, it was not possible to visualize the
true phenotype of stem cells in the early stages of tumorigenesis. The aim of this study is to
establish a methodology to reproduce the phenotype of diseased organoids in a "visible" form and
to deepen our understanding of the pathogenesis of the disease by taking advantage of the ability
to analyze epithelial phenotype and function in vivo using this organoid transplantation technique in
the colon.

This year, we succeeded in establishing diseased organoids with characteristic histology and
tumor morphology, such as ulcerative colitis-associated neoplasms, Crohn's disease-associated
anal canal carcinoma, and laterally spreading tumors. We also succeeded in developing a
technique to grow human tumor organoids in the colon of immunodeficient small animals using a
surgical transplantation technique. This has made it possible to perform endoscopic observation
and histopathological analysis of xenografts. We will further modify the method to improve the
efficiency of the analysis.
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LT ZRMOBERICKII L TE 7/ (Sugimoto et al. Cell Stem Cell 2018) , DK T. BHWET. BEEAD
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2. MAKREEOHE (F:R)

We have successfully developed a technique to reconstruct human gastrointestinal epithelial organoids in the
colon of immunodeficient mice while retaining their human characteristics (Sugimoto et al. Cell Stem Cell
2018). With conventional localized injection transplantation of tumor cells into the subcutaneous, subrenal
capsule, or intestinal wall, there is no concentration gradient of growth factors supplied by the intestinal
microenvironment, and the stem cell hierarchy that the transplanted cells naturally possess is not replicated.
Therefore, it was not possible to visualize the true phenotype of stem cells in the early stages of tumorigenesis.
The aim of this study is to establish a methodology to reproduce the phenotype of diseased organoids in a
"visible" form and to deepen our understanding of the pathogenesis of the disease by taking advantage of the
ability to analyze epithelial phenotype and function in vivo using this organoid transplantation technique in the
colon.

This year, we succeeded in establishing diseased organoids with characteristic histology and tumor
morphology, such as ulcerative colitis-associated neoplasms, Crohn's disease-associated anal canal carcinoma,
and laterally spreading tumors. We also succeeded in developing a technique to grow human tumor organoids
in the colon of immunodeficient small animals using a surgical transplantation technique. This has made it
possible to perform endoscopic observation and histopathological analysis of xenografts. We will further modify,
the method to improve the efficiency of the analysis.
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