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The availability of robust cell-surface markers for identifying and isolating adult stem cells is
essential for studying both their normal in-vivo function during tissue renewal and for evaluating
their contribution to cancer. The Wnt target gene Lgr5 is expressed at the base of prospective
corpus and pyloric glands in the neonatal stomach, whereas expression in the adult is
predominantly restricted to the base of mature pyloric glands. Lineage tracing reveals these Lgr5 "™
cells to be self-renewing, multipotent stem cells responsible for the long-term renewal of the gastric

+ve

epithelium. Using a novel in-vitro culture system, single Lgr5™™ cells efficiently generate long-
lived organoids resembling mature pyloric epithelium. Selectively deletion of the APC tumor
suppressor gene in the gastric stem cells rapidly initiates adenoma formation, supporting a role for
aberrant Wnt pathway activation in the gastric stem cells as a route to gastric cancer.
Tumor-resident Lgr5 "™ cells in colorectal cancers are considered to be potential cancer stem cell
populations. Here, we demonstrate using both Wnt-driven gastric cancer mouse models and
primary human biopsies that a subset of human gastric cancers also harbor populations of Lgr5™™
cells. We aim to isolate these tumor-resident Lgr5"™ cells for in-depth expression profiling to
reveal novel biomarkers and for evaluating their cancer stem cell properties in our in-vitro culture

system and xenograft assays. Our current progress will be presented here.
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