Assay tests
stiffness-age thresholds

Human lung fibroblasts across eight collagen
stiffness conditions, measured after 14-day.

POSSIBLE OUTCOMES - SCHEMATIC

possible boundary

gradual response

ECM collagen

Collagen (o3 _ '
. llagen Collagen
stiffness  stiffness stiffness Y i Collagen

0.2kPa 6 kPa 1.5 kPa thlf:;s: stiffness Collagen

Collagen

stiffness , Coll -
SkPa  15kpa e e

L

- —

DNAm age - EPIC

Rt

DNAm age shift Davies test p-value
2 at least 3years | below 0.01
e - e between adjacent stiffness ’ :
:e 4 .Jiy it 14-day culture endpoint
~ 14-day culture endpoint n=6 per stiffness condition
Cohort size n=6 per stiffness condition

n=6 per stiffness condition Significance threshold P<0.01



