Low VO, (Cardiovascular Fitness)

Down
mRNA cluster score
pvalue: 0.74 Beta: 0.0019

Early Down
mRNA cluster score

pvalue: 0.76 Beta: 0.0018

Early Up
mRNA cluster score
pvalue: 0.78 Beta: -0.0019

mRNA cluster score
pvalue: 0.4 Beta: -0.0033

Mix
mRNA cluster score
pvalue: 0.94 Beta: 0.00058

7}
° 0.6
3 025 04 0.25 0.2 0.25
§ 000 02 gvgg 0.0 0.00
@ -0.
8 -0.25 - g e -0.25
a -0.2 . -0.50
& -0.501 { -0.751 | |
40 50 60 70 80 40 50 60 70 80 40 50 60 70 80 40 50 60 70 80 40 50 60 70 80
Age (years)
High VO2 (Cardiovascular Fitness)
Down Early Down Early Up Up Mix
mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score
) pvalue: 0.62 Beta: 0.0017 pvalue: 0.95 Beta: 0.00027 pvalue: 0.71 Beta: 0.0019 pvalue: 0.57 Beta: 0.0016 pvalue: 0.99 Beta: -5.8e-05
° 05 0.6
3 04 1.0
K] 0.4 05
5 02 0.0 05 0.2 )
2 0.0 0.0 0.0 0.0
g 02 -0.5 ) 02
o -0.4 -0.5 0.4 -05
20 40 60 80 20 40 60 80 20 40 60 80 0 40 60 80 20 40 60 80
Age (years)
c :
Young subjects (22-35 years)
Down Early Down Early Up Up Mix
» mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score
T>.> pvalue: 0.67 Beta: 0.0044 pvalue: 0.6 Beta: -0.0059 pvalue: 0.69 Beta: 0.0058 pvalue: 0.82 Beta: -0.002 pvalue: 0.78 Beta: 0.004
o2
c 0.25 10 0.50 10
S 05 0.5
a2 0.00 5 0.25 05
o
g 00 e 0.0 0.00 0.0
X -0.50
W s B B -0.25 -05
25 30 35 40 45 "T25 30 35 40 45 25 30 35 40 45 25 30 35 40 45 25 30 35 40 45
VO, peak (mL/kg/min)
Old subjects (70-90 years)
Down Early Down Early Up Up Mix
» mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score mRNA cluster score
g’ pvalue: 0.48 Beta: 0.0077 pvalue: 0.59 Beta: -0.0064 pvalue: 0.23 Beta: 0.016 pvalue: 0.27 Beta: 0.0077 pvalue: 0.31 Beta: 0.014
[}
= 0.6 b
& 025 04 0.4 0.2 . . % 0.25
I *
g 000 0.2 0.0 001, = i 0.00
53 0.25 0.0 - = . . -0.25
= 0.2 04 i -0.50

10 15 20 25 30

10 15 20 25 30

10 15 20 25 30
VO, peak (mL/kg/min)

10 15 20 25 30

10 15 20 25 30

Supplementary Material 8. mRNA cluster validation using Data in healthy human aging.

Data were collected from GESTALT - the Genetic and Epigenetic Signatures of Translational

Aging (human muscle biopsies) by a previous study (Donega et al., 2024). a) Validation of

myogenesis clusters in aging subjects with low VO, (cardiovascular fitness). b) Validation of

myogenesis clusters in aging subjects with high VO (cardiovascular fitness). ¢) Validation of

myogenesis clusters based on fitness (VO levels) in young subjects aged 22-35 years. d)

Validation of myogenesis clusters based on fitness (VOZ2 levels) in older subjects aged 70+



years. The colored clusters scores "Early-Up" and "Up" represent the most significant results,

although they do not reach statistical significance (p=0.23 and p=0.27, respectively).
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