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!

 UUO for 7 days 
Fold change relative 

to 7d SHAM 

 mPCKS in culture 
Fold change relative 

to 0h PCKS 
Extracellular matrix component 
Col1a1 21.47 ± 1.77 8.98 ± 1.39 
Col1a2 16.35 ± 1.74 3.34 ± 0.51 
Col3a1 16.27 ± 1.19 13.93 ± 2.26 
Col4a1 5.95 ± 0.53 4.42 ± 0.34 
Col5a1 3.49 ± 0.23 11.45 ± 0.99 
Col6a1 4.48 ± 0.44 7.34 ± 0.82 
Fn1 14.57 ± 1.41 41.32 ± 2.79 
Eln 3.44 ± 0.17 0.11 ± 0.03 
Dcn 3.71 ± 0.22 2.40 ± 0.24 
Bgn 4.09 ± 0.19 4.07 ± 0.22 
Fmod 1.38 ± 0.07 0.11 ± 0.04 
Collagen processing 
Plod1 1.94 ± 0.31 2.10 ± 0.18 
Plod2 1.90 ± 0.10 3.84 ± 0.34 
Plod3 2.62 ± 0.44 4.37 ± 0.10 
P4ha1 1.23 ± 0.10 2.50 ± 0.37 
P4ha2 2.07 ± 0.07 2.83 ± 0.71 
P4ha3 1.69 ± 0.27 7.03 ± 1.72 
P4hb 1.07 ± 0.04 1.37 ± 0.12 
Lepre1 2.31 ± 0.15 4.54 ± 0.49 
Leprel1 0.89 ± 0.06 0.42 ± 0.04 
Leprel2 0.84 ± 0.04 3.20 ± 0.08 
Lox 26.72 ± 1.16 8.49 ± 1.16 
Loxl1 1.76 ± 0.40 2.71 ± 0.32 
Loxl2 5.90 ± 1.04 9.91 ± 1.80 
Loxl3 4.26 ± 0.20 3.56 ± 0.45 
Loxl4 2.65 ± 0.11 3.21 ± 0.42 
Serpinh1 4.05 ± 0.67 5.84 ± 1.88 
Adamts2 6.71 ± 0.80 3.59 ± 0.44 
Adamts3 2.42 ± 0.22 2.69 ± 0.07 
Adamts14 1.04 ± 0.13 0.91 ± 0.30 
Bmp1 7.39 ± 0.34 33.55 ± 4.96 
Pcolce 1.90 ± 0.10 0.57 ± 0.06 
Pcolce2 2.68 ± 0.17 6.17 ± 1.47 
Fkbp10 8.76 ± 0.50 10.95 ± 1.53 
Slc39a13 1.38 ± 0.09 1.73 ± 0.17 
Extracellular matrix remodelling 
Mmp2 17.25 ± 1.48 1.84 ± 0.14 
Mmp9 5.14 ± 0.23 133.62 ± 61.25 
Mmp13 0.64 ± 0.05 23.62 ± 7.97 
Mmp14 18.30 ± 2.98 21.41 ± 1.16 
Timp1 158.96 ± 18.37 1234.88 ± 75.85 
Ctsk 9.53 ± 1.01 2.28 ± 0.28 
Extracellular matrix protein receptor 
Ddr1 2.54 ± 2.29 1.54 ± 0.06 
Ddr2 5.66 ± 0.38 4.45 ± 0.37 
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0 10 20 30 40 50

mPCKS

UUO
(for 7d)

Number of genes

Upregulated
Downregulated
Not regulated

UUO for 7 days vs. mPCKS cultured for 48h Number of 
genes 

% of the total 
tested genes 

Regulated in the same direction (i.e., upregulated) 31 72 
Regulated in the opposite direction 3 7 
Not regulated in 7dUUO but regulated in mPCKS 7 16 
Not regulated in 7dUUO and mPCKS 1 2 
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!

 Effect of nintedanib in mPCKS 
Fold change relative to 48h control PCKS 

Regulation 
“switch” 

 0.1 !M 5 !M 0.1 !M vs 5 !M 
Extracellular matrix component 
Col1a1 0.24 ± 0.01 0.05 ± 0.00 * 
Col1a2 0.32 ± 0.04 0.13 ± 0.00 * 
Col3a1 0.59 ± 0.05 0.28 ± 0.02 * 
Col4a1 0.36 ± 0.06 0.47 ± 0.04 ns 
Col5a1 0.23 ± 0.05 0.13 ± 0.01 * 
Col6a1 0.23 ± 0.03 0.10 ± 0.02 * 
Fn1 0.34 ± 0.06 0.46 ± 0.03 ns 
Eln 0.94 ± n.a. 2.98 ± n.a. n.a. 
Dcn 0.75 ± 0.12 5.10 ± 0.73 * 
Bgn 0.24 ± 0.00 0.23 ± 0.05 ns 
Fmod 0.38 ± 0.14 0.99 ± 0.23 ns 
Collagen processing 
Plod1 0.45 ± 0.03 0.65 ± 0.12 ns 
Plod2 0.60 ± 0.12 0.80 ± 0.02 ns 
Plod3 0.57 ± 0.04 0.58 ± 0.05 ns 
P4ha1 0.45 ± 0.06 0.45 ± 0.10 ns 
P4ha2 0.46 ± 0.05 0.51 ± 0.04 ns 
P4ha3 0.17 ± 0.13 0.41 ± 0.14 ns 
P4hb 0.45 ± 0.05 0.65 ± 0.04 * 
Lepre1 0.26 ± 0.03 0.46 ± 0.06 * 
Leprel1 0.67 ± 0.01 2.11 ± 0.11 * 
Leprel2 0.35 ± 0.01 0.48 ± 0.05 ns 
Lox 0.35 ± 0.02 0.44 ± 0.06 ns 
Loxl1 0.49 ± 0.05 0.38 ± 0.05 ns 
Loxl2 0.26 ± 0.02 0.39 ± 0.07 ns 
Loxl3 0.36 ± 0.04 0.39 ± 0.04 ns 
Loxl4 0.52 ± 0.04 0.91 ± 0.23 ns 
Serpinh1 0.43 ± 0.12 0.43 ± 0.04 ns 
Adamts2 0.27 ± 0.03 0.39 ± 0.06 ns 
Adamts3 0.33 ± 0.07 0.72 ± 0.12 * 
Adamts14 0.18 ± 0.04 0.33 ± 0.09 ns 
Bmp1 0.30 ± 0.02 0.26 ± 0.02 ns 
Pcolce 0.48 ± 0.05 0.93 ± 0.07 * 
Pcolce2 0.35 ± 0.07 0.50 ± 0.04 ns 
Fkbp10 0.31 ± 0.04 0.15 ± 0.04 ns 
Slc39a13 0.43 ± 0.07 0.91 ± 0.08 * 
Extracellular matrix remodelling 
Mmp2 0.48 ± 0.15 0.45 ± 0.14 ns 
Mmp9 0.17 ± 0.05 0.05 ± 0.01 ns 
Mmp13 0.29 ± 0.01 0.13 ± 0.02 ns 
Mmp14 0.33 ± 0.02 0.45 ± 0.04 * 
Timp1 0.39 ± 0.01 0.30 ± 0.03 ns 
Ctsk 0.35 ± 0.08 0.59 ± 0.24 ns 
Extracellular matrix protein receptor 
Ddr1 0.38 ± 0.05 0.87 ± 0.05 * 
Ddr2 0.31 ± 0.01 1.31 ± 0.21 * 
Mrc2 0.24 ± 0.04 0.26 ± 0.07 ns 
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Effect of nintedanib in mPCKS Number of 
genes 

% of the total 
tested genes 

Significantly inhibited by 0.1 µM nintedanib 35 80 
Significantly inhibited by 5 µM nintedanib 26 59 
Regulated differently (i.e., not in the same 
direction) by 0.1 µM vs 5 µM nintedanib  
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