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Figure S1 AlphaLISA quantification of total C7 protein in total lysates of RDEB_L1 cells after treatment with vehicle, G418 or Gentamicin during 48 h, with or without 20 ng/mL of TGFß2.
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Figure S2 Uncropped gels corresponding to western blots presented in Fig 1c. Areas shown in Fig 1c are indicated with red boxes (cropping was intended to highlight relevant bands in the figures shown in the main text).


Table S1. Impact of representative hit compounds in the viability of NHK cells 
	
	Cytotox.

	
	IC50 [M] or 
% inhibition of viability at [M]

	Genta
	1600 ± 280
(n=4)

	G418
	30.8% ± 3.4 at 40
(n=4)

	Comp. 1
	19 ± 2.4
(n=4)

	Comp. 3
	58% ± 13 at 50
(n=2)

	Comp. 7
	19% ± 11 at 100
(n=4)

	Comp. 8
	31 ± 4.1
(n=4)



	[bookmark: _Hlk165485093]Cytotox. = cytotoxicity measured as % inhibition of viability (ATP levels).
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Figure S3 Uncropped gels corresponding to western blots using duplicate samples presented in Fig 2c. Areas shown in Fig 2c are indicated with red boxes (cropping was intended to highlight relevant bands in the figures shown in the main text). An additional western blot not included in the main text is shown at the bottom left panel.
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Figure S4 Dose response AlphaLISA evaluation of 3-methyl-chuangxinmycin in RDEB_L1 cells at 2 h and 48 h in the presence of 20 ng/mL of TGFß2. Representative result of n=3 experiments.
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Fig S5: Comparative qPCR analysis of the induction of COL7A1 mRNA in RDEB_L1 cells by compound 7 and compound 1 in the presence of 20 ng/mL of TGFß2 (24 h), statistically significant differences are indicated by * p<0.05. Representative result of n=2.
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Fig S6: AlphaLISA dose response quantification of total C7 protein in RDEB_L1 cells treated with compound 1 during 48 h in the presence of 20 ng/mL of TGFß2 in supernatant and total cell lysates including supernatant. 2 L of supernatant were used for the supernatant dose response before lysis and dose response evaluation of the total lysates which included the remaining supernatant fraction.
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Fig S7: Western blot analysis of treated extracts with the indicated combinations of gentamicin and compound 1 after incubation during 48 h in the presence of 20 ng/mL TGß2. 



[image: ]

[image: ]
Fig S8: Uncropped gels corresponding to western blots presented in Fig S7. Areas shown in Fig S7 are highlighted with red boxes (cropping was intended to highlight relevant bands in the figures shown in the main text).
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Supplementary Fig S9. Uncropped gels corresponding to western blots presented in Fig 5. Areas shown in Fig 5 are highlighted with red boxes (cropping was intended to highlight relevant bands in the figures shown in the main text).


Supplementary information Table S2. Kinase selectivity panel evaluating compound 7 selectivity at the indicated concentrations. Values show percentage of control activity at the indicated micromolar concentration of test compound. Highlighted in darker grey color, activities < 50%. Values shown are the mean of 2 replicate determinations.
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Supplementary information Table S3 General selectivity panel evaluating compound 7 selectivity at the indicated concentrations. Values show percentage of inhibition of activity at the indicated concentrations. Highlighted in darker grey color, inhibitions > 50%. Values shown are the mean of 2 replicate determinations.
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Evaluation of compound 7 in a kinase selectivity panel. 
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Evaluation of compound 7 in a pharmacology general selectivity panel

Values show percentage of inhibition of activity at the indicated concentration of LAS38398

Highlighted in darker grey color, inhibitions > 50%. Values shown are the mean of 2 replicate determinations.
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