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[bookmark: _GoBack]Fig. S2. Supplemental data for TIMP3 and MMPs expression analysis. (A) Concentration-dependent effect of Senexin B (24 h treatment) on TIMP3 or MMP3 expression (qPCR, in duplicates). (B) Effects of long-term treatment with 0.5 µM Senexin B for the indicated number of days on the expression of TIMP3, MMP3, MMP10 and MMP13 (qPCR, in duplicates). (C) Effects of in vivo treatment with Senexin B on the expression of TIMP3, MMP3, MMP10, MMP13 and CDK8 in hepatic metastases. Mice (n=6) received vehicle or Senexin B (33 mg/kg, p.o., b.i.d.) starting from the day of splenic inoculation of CT26 cells for 14 days. (D) RNA expression of TIMP3, MMP3, MMP10, and MMP13 in subcutaneous CT26 tumors (n=3) or in the intestine (n=3). (E) Comparison of relative expression levels of MMP3, MMP10 and MMP13 in intestines and s.c. CT26 tumors. * denotes P<0.05, ** denotes P<0.01 and *** denotes P<0.001. 

image1.tiff
A TIMP3 MMP3 MMP10 MMP13

0.254 1.0 * c 0.03 L 0.08 *
- c 5 c
S 0.201 ] 2 S
2020 e » 0.8 2 £ 0.06:
8 o £0.02 3
20.15 506 S S
3 3 &5 %0.04
W o 104 Woa i}
'he [ 2001 g
Q 2 £V 20.02
% 0.054 02 s o
K & 4 &
 0.00- 0.0 0.00 0.00
SenexinB(pM) 0 01 03 1 3 10 0 01 03 1 3 10 0 01 03 1 3 10 0 01 03 1 3 10
B 35 TiMP3  ®DMSO MMP3 ~ =DMSO MMP10  =DMSO MMP13  =DMSO
25 mSenexin B 44 . mSenexinB 1.4 . mSenexinB 14 - . = Senexin B
o
g, | 12 12
c e 1 1
=
g3 08 08
LR 06 06
2 0.4 0.4
S
3 0.2 0.2
3ol 0 0
* D3 D6 D12 D3 D6 D12 D3 D6 D12 D3 D6 D12
C
TIP3 MMP3 MMP10 MMP13 CDK8
0002 - we 01 - . 0.001 - A 0.006 0.03 -
5 s 5 50.005 § 0025 -
2 0.0016 - 2008 7 0.0008 2 %
§ g 8 8 0.004 £ 002-
2 0.0012 2 0.06 u% 0.0006 s 2
w w ° Wo 003 o 0.015
] o Q ] 4
2 d 2 004 2 0.0004 S Z
£ 0.0008 2 g 2 0.002 8 001 -
& & [:4 3 -4
0.0004 0.02 0.0002 0.001 0.005
0 0 0 - 0 ;
mVeh mSenexinB mVeh mSenexinB =Veh mSenexinB mVeh mSenexin B mVeh mSenexin B
D TIMP3 MMP3 MMP10 MMP13 E MMP3  MMP10  MMP13
0.035 06 - 0.002 - 0.07 _ 06
- e " .
S o003 5 05 s 5 0.06 205
2 205 - 2 0.0016 2 g0
© 0.025 2 2 $ 0.05 S04
S 002 5 041 5 0.0012 5 004 &
w i 0.3 1 I a 203
0.015 ’ 0.03 £
4 o © 0.0008 o B
F 001 202+ 2 2 002 g 02
3 g | S 0.0004 3 04
 0.005 Lo ] 2 001 .

0 0 —— 00
® Intestine ® Tumor ® Intestine ® Tumor ® Intestine ™ Tumor ®Intestine m Tumor mIntestine = Tumor




