[image: image1.jpg]Capnsl
* %

Capn?2

BLM

[ —

—?—
ctrl

| | | | |
S S S — S —
w 8 6 4 2

uoISSAIdXd Y \RJW AN B[Y

|
BLM

* % Xk

ctrl

b

— S = = =
< (o@] (@] o

uoIssAIdxd YN YW AN

L
1
BLM

ctrl

;H-

= w = W =
(@] Y o

uoIsSAIdXd Y ARJW dAIIB[Y

BLM

80kDa —| e ants GHIDED |C:lpain |
80kDa —| g s @D @D | Capqin 2

28kD2 | e e DD | Capns|

42kDa - oy GHED @D G | [-actin

control

%k %k Xk

[—

1.5

%k %k Xk

_\|T

| |
= w

- s
(33uey) proyg)
unde-g / sude)

0.0

I
ad
—

%k %k Xk

| |
= ol
Y [—]

(93uey) proq )
unode-g / guredyed

0.0

f—

1.5

I I
= W

- s
(98uey) proq )
unde-g / uredied

0.0

BLM

ctrl

BLM

ctrl

BLM

ctrl




Supplementary Figure 1

. Relative mRNA levels of calpain family members in murine dermal tissues of control group and BLM group by quantitative PCR.

. Western blots (left) and quantification (right) of calpain family members in murine dermal tissues of control group and BLM group. 

(Data are presented as the mean ± SD，*p<0.05, **p<0.01, ***p<0.001, vs healthy control group; #p<0.05, ##p<0.01, ###p<0.001, vs sh-control cell group.)
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Supplementary Figure 2
. H&E and Masson staining representative images (left) and quantification (right) of murine dermal tissues (n=5).

. Relative mRNA levels of PTPN11 (encoding SHP2) and Capns1 in murine dermal tissues by quantitative PCR.

(Data are presented as the mean ± SD，*p<0.05, **p<0.01, ***p<0.001, vs PBS-treated group; #p<0.05, ##p<0.01, ###p<0.001, vs sh-control cell group.)
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Supplementary Figure 3

Relative mRNA level of PTPN11 (encoding SHP2) in BMDM after SHP099 (SHP2 inhibitor) incubation by quantitative PCR.

.Western blots (left) and quantification (right) of SHP2 in BMDM after SHP099 (SHP2 inhibitor) incubation. 

. Relative mRNA levels of inflammatory cytokines in BMDM after SHP099 (SHP2 inhibitor) incubation with or without LPS incubation by quantitative PCR.
(Data are presented as the mean ± SD，*p<0.05, **p<0.01, ***p<0.001, vs PBS-treated group; #p<0.05, ##p<0.01, ###p<0.001, vs sh-control cell group.)
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Supplementary Figure 4
. Western blots (left) and quantification (right) of Capns1 in BMDMs of WT mice and Capns1-cKO mice. 

(B). Relative mRNA levels of PTPN11 (encoding SHP2) in in BMDMs of WT mice and Capns1-cKO mice by quantitative PCR.
(C). Serum concentrations for inflammatory cytokine of WT mice and Capns1-cKO mice by ELISA (n=5).

(D). H&E and Masson staining representative images (left) and quantification (right) of murine dermal tissues (n=5).

(E). HYP content of skin tissues (n=5).

(Data are presented as the mean ± SD，*p<0.05, **p<0.01, ***p<0.001, vs PBS-treated group; #p<0.05, ##p<0.01, ###p<0.001, vs WT group.)
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Supplementary Figure 5
Western blots of Capns1and SHP2 in fibroblasts of heathly control mice and BLM-induced SSc mice. 
