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Ping-Chih Ho

(Dept. of Fundamental Oncology,
Faculty of Biology and Medicine,
Professor, University of Lausanne
Ludwig Institute for Cancer Research)
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Modulating Inflammaging via Microbiome-Regulated Signaling in Hepatocytes and Kupffer Cells

[Swiss-side]

*Counterpart Principal investigator:
Ping-Chih Ho

(Dept. of Fundamental Oncology, Faculty
of Biology and Medicine, Professor,
University of Lausanne

Ludwig Institute for Cancer Research)

[Japan-side]

-4 A *Principal Investigator:

> )
- ‘ Kenya Honda

(Dept. of Immunology and
Microbiology, Professor, Keio University
School of Medicine)

[Objective]

Elucidate how microbiota-derived metabolites regulate inflammaging and senescent cells

[Research Group Chart]

[Research Item 1]

Research and Development

Participants
Keio University
Hidetaka Terashima
Metagenomic and
transcriptomic analysis

Project Leader
(Japan-side)
Keio University
Kenya Honda
Overall coordination of the
research project
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Research and Development
Participants
Keio University
Daniel Mende
Metagenomic and
metatranscriptomic analyses
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Project Leader
(Swiss-side)
University of Lausanne
Ping-ChihHo
lysis of infl; i iated
expression profiles, organoid
maodels, and development of CAR-T
cells

Research and Development
Participants
Keio University

Takeshi Tanoue

Metabolomic analysis and
microbial strain engineering

Research and Development

Participants
Keio University
Nadinath Nillegoda

Epigenomic and proteomic

analyses
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[Research Item 2]
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Research Item 3]

Senolytic
CAR-T

Senescent

Hepatocytes

Centenarians exhibit high
levels of secondary bile
acid derivatives produced
by their gut microbiota.
We will investigate how
these bile acids influence
inflammaging, T cell
senescence, and Kupffer
cell function.

We will genetically
engineer gut bacterial
strains (including in situ
modifications within the
intestine) to express
enzymes involved in the
biosynthesis of isoalloLCA,
novel steroid derivatives,
and other beneficial
metabolites.

We will develop
senescent cell-specific
CAR-T cells that
selectively eliminate
senescent hepatocytes.
This approach has the
potential to reprogram
hepatic metabolic states
and ameliorate
inflammaging.




