ING'S Atelomerase deficient model of ageing reveals that age-related
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changes to immune cell dynamics and metabolism may contribute to
iImpaired skeletal muscle regeneration
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Figure 3: RNAseq data from naturally aged zebrafish demonstrates that ageing is associated with changes in key metabolic
Figure 1: The telomerase deficient zebrafish pathways that may alter the behaviour of muSCs and leukocytes following skeletal muscle injury. (a) Schematic demonstrating the
displays an accelerated ageing pl?enotype. collection of sample collection for bulk RNA sequencing (b) Differential gene expression of RNAseq data using differential gene expression
The larval model successfully recapitulates key . IEding: IErtMU and KEGG pathway analysis demonstrates that ageing results in significant changes to the metabolism of glucose and lipids (pathways
hallmarks of ageing during muscle repair such as 1) Activatien o J’ highlighted in red), with a concurrent upregulation of retinol metabolism, which could indicate increased reactive oxygen species signalling.
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c) 20 - Figure 4: Liraglutide (a GLP-1R agonist) treatment treatment effectively rescues muSC activation following injury in aged tert
L B Tert WT mutants, whilst Resveratrol (a ROS inhibitor) had no impact on muSC activation (a&c) Immunofluorescent Pax7 staining of activated
— o ﬁ 15- B Tert MUT muSCs at 24 hours post-injury following Liraglutide/Resveratrol treatment (scale bars = 50uM). (b&d) Quantification of the number of Pax7+
g E. = cells present in injured Tert WT and MUT myotomes (n= 4-6/per condition , 2-way ANOVA with Sidak’s multiple comparisons test).
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(a) Immunofluorescent Lcp1 (a pan-leukocyte marker) and mpx (a G , 5 . . . . . . . . .
neutrophil marker) staining (scale bars = 50uM). (b&c) Quantification & **'*" oot 1 * Liraglutide treatment results 1n a significant decrease in muSC activation 1n
of Lcp1+/ mpx+ cells present in the injured myotomes shows that E. — E. 0.00104 i . . . . . .
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