Investigating liver-derived secreted factors in calorically-restricted mice
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Introduction

« (Caloric restriction (CR) has long been considered an important
tool to improve health outcomes and extend the lifespan. It
has been shown to increase the maximal lifespan in species

such as rodents up to 50%.1 40 - AL = CR

Humoral factors can help explain g
this Increase In longevity and C —
healthspan in CR mice. % . :
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» Secreted factors play large roles in health. Although the
health-promoting biology of CR has been known for decades, Pre 1 o 3
the mechanisms are still unclear. Blood-borne factors may Manths an CR
hold the answer to the benefits of CR.

Figure 2. Body weights of ad-lib mice and CR mice across
multiple timepoints.
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day through different time points. Data was ) g H; 3 L
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» Data collection included measuring body weights i . T "”;‘?P:"*"-’?"‘ """"""
of mice pre- and post-CR, collecting serum T w8 | P
samples, collecting full tissue samples to sort - %
muscle stem cells, and isolating hepatocytes, A
which we will be focusing on here. a i
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Figure 1. Lifespan of CR vs. non-CR mice adjusted to
model the human lifespan.?

Figure 3. Fold changes in proteins secreted by CR mice.

Results Conclusions

 Caloric restriction increased the
lifespan of mice when compared to mice
on an ad-libitum diet.

Calorically-restricted mice showed fold
changes In multiple important liver-
derived secreted factors, including
several proteins involved In the
fibrinolytic system.

* Increased levels of proteins like one or
many of these proteins may be a
mechanism to why caloric restriction IS
able to maximize health outcomes and
INncrease longevity.

Future Directions

* Further research will be used to confirm
and validate these proteins for their role In
CR and aging biology across tissues.
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