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Figure S1. Analysis of cytotoxicity using the Hoechst staining.
Figure S2. Immunoblotting of diverse protein expression in TGF-β-stimulated A549 cells.
Figure S3. Heatmap of metabolites ions differentially regulated among groups.
Figure S4. Pantothenic acid inhibits TGF-β1-induced-EMT transcription factors in A549 cells. 

[image: image6.png]ESI (1)

8.10 274 g5t0miz
LysoPEQD0)

804 253 6lemiz
5.15,065 2166mz
516 068 3277z
LysoPC 226)

722 3036485002
1005 8045535,
215 217 038z
727,360 293002
335 104 154mz
24020 352002
85 573 1822mz
055 736 504z
066_158 1170mz
313 881 2613m02

053 288 211z

381 283 086z
727 a2 sezims
453 707 516z
200_ 353 2000miz
764 524 3001z

055 604 475z
035 838 406z
035 1062 et
51 a5 dsizmz
452704 5505mz
301_¢sa gagTmiz
451 8s5 58k
453,704 3725
458_ 438 286z
315 485 1504mz
451704 B8l
505 27017760
719,631 3040miz
Licetykamtrel
101204 1222m0z
1oL 8s027Tniz

066_145 0485z

066 85 27t

freirtie

096_177814mz

064 600804z

B.47_406 285z

098 169031z

UN

Bl + Rb

052_ 2729847z
0051288501z
.11 16613520
o60_ 1170780

ESI (+)

.

502 77015080

i

Tk it
i

L

7 it
s T

e R
087 I8 serim

-
=

:

e

R
-

o
-;gg
EE

=
ELEE

.
-

s

o

i
e

2
i

UN





Figure S1. Analysis of cytotoxicity using the Hoechst staining. The A549 cells were incubated at RPMI 1640 (supplementary 10% FBS) for 24 h, and then cells were replaced at RPMI 1640 contained with radotinib (0, 3, 10, 30, 100, 300 and 1000 nM) for 24 h. The cells were stained with Hoechst 33342 for 10 min. (A) The images were obtained using the fluorescence microscopy. (B) This graph shows the quantification of cell viability using the Hoechst. Radotinib: Rb. 
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Figure S2. Immunoblotting assay of p-SMAD2, SMAD2/3, p-ERK, ERK, p-P38, P38, p-AKT, AKT, α-SMA and β-actin protein expression in TGF-β-stimulated A549 cells. A549 cells were incubated with serum-free media for 24 h, and then stimulated with the absence or presence of TGF-β1 (10 ng/mL) or Rb (30 nM) for 30 min or 72 h. G1 is the untreated group (n=3). G2 is treated with TGF-β1 (n=3). G3 is treated with TGF-β1 and radotinib (n=3). Y axis indicates molecular weight (kDa). 
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Figure S3. Heatmap of metabolites ions differentially regulated among groups. (A and B) Heatmap shows relative abundance patterns of metabolites ions (annotated and un-annotated) that has significantly different abundance between control and bleomycin groups (49 in ESI (+) mode and 78 in ESI (-) mode). Clustering within the heatmap shows a clear distinction of metabolite ions between control (UN; untreated group) and bleomycin (Bl: treated with 5 mg/kg of bleomycin /daily for 21 days) groups. Clustering within the heatmap also shows a distinction of several metabolites between Bl and bleomycin + radotinib (Bl+Rb: treated with 5 mg/kg of bleomycin and 30 mg/kg of radotinb /daily for 21 days) groups. The red box indicates the pantothenic acid. Bleomycin: Bl, Radotinib: Rb.
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Figure S4. The epithelial mesenchymal transition inhibitory effect of pantothenic acid on TGF-β-induced A549 cells. (A) Chemical structure of pantothenic acid (PA). (B) A549 cells were incubated with serum-free media for 24 h, and then treated with PA (1, 3, 10, 30, 100, 300 and 1000 μM) for 48 h. Cytotoxicity was determined using the 2,3-bis[2-methyloxy-4-nitro-5-sulfophenyl]-2H-tetrazolium-5-carboxanilide assay. (C and D) The cells were incubated with or without TGF-β1 (10 ng/mL) and PA (30 μM) for 48 h. The mRNA expression of Snail and Twist were normalized to β-actin. The untreated group (UN) is expressed as 100%. Data are expressed as the means ± standard deviations (n=3). * p < 0.05 vs. UN; # p < 0.05 vs. TGF-β1.
Figure S4 shows following data: 
PA has a chemical formula of C9H17NO5, and a molecular weight of 219.23 (Fig.S4A). PA showed no toxicity up to 1000 μM in A549 cells (Fig.S4B). In subsequent experiments, the optimal PA was set as 100 μM. A549 cells were incubated with or without TGF-β1 (10 ng/mL) and PA (100 μM) for 48 h. The mRNA expression of Snail and Twist was increased in the TGF-β1 group. In contrast, PA significantly reduced the TGF-β1-induced Snail and Twist mRNA expression (Fig.S4C and D).
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