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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.
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Antibodies
Antibodies used

Validation

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Sample sizes were based on prior work and shown to generate reproducible results in independent experiments (Meli et al., Science
Advances, 2020). Sample sizes are indicated in figure legends with n $ 5 used for in-vivo experiments and n $ 3 biological replicates used for
in-vitro experiments.

For live cell imaging, data points that included cell death (observed as extreme outliers) were removed. A total of one data point was removed
for live cell imaging.

Replicates for each experiment were indicated in figure legends, all studies have been repeated at least twice with similar results.

Animals were matched by age as well as gender and were exposed to the same treatment conditions (all animals were implanted with both
soft and stiff materials), no randomization based on treatment groups was required.

Blinding to genotype was used for both in vitro and in vivo while performing experiments. For in vitro experiments, analysis was performed
without blinding to ensure correct comparisons are made within a Western blot, for example. For in vivo experiments, processing and
analysis of tissues were performed with blinding.

Antibody, Dilution (Application), Vendor (Cat. #)

iNOS, 1:1000 (WB), 1:100 (IHC), Abcam (ab15323)

ARG1, 1:1000 (WB), 1:50 (IHC), Abcam (ab60176)

GAPDH, 1:2000 (WB), BioLegend (607902)

PIEZO1, 1:1000 (WB), ProteinTech (15939-1-AP)

RFP, 1:1000 (WB), 1:400 (IF), Rockland (600-401-379)

NF#B, 1:1000 (WB), 1:800 (IHC), Cell Signaling (8242S)

p- NF#B, 1:1000 (WB), Cell Signaling (3033S)

NF#B, 1:100 (IF), Santa Cruz Biotechnologies (sc-8008)

STAT6, 1:1000 (WB), Cell Signaling (5397S)

p-STAT6 ,1:1000 (WB), Cell Signaling (56554S)

STAT1, 1:1000 (WB), Cell Signaling (14994)

p-STAT1, 1:1000 (WB), Cell Signaling (9167)

STAT3, 1:1000 (WB), Cell Signaling (9139)

p-STAT3, 1:1000 (WB), Cell Signaling (9145)

F4/80 ,1:200 (IHC), Fisher Scientific (50-112-9624)

All antibodies were purchased from the vendors noted above. All antibodies have been validated for the given applications in mouse,
no further validation was performed.

Male and Female wild type, Piezo1fl/+, Piezo1"LysM, Salsa6f, and Piezo1P1-tdT mice were used to perform experiments.




