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FIGURE 4. Effect of DDR1 silencing in basal
(4d) and tumor-activated (TA) HSCs in LSECs
and C26 CRC cells migratory capacity and
C26 cells proliferation rate. (a, b) DDR1 mRNA
silencing validation by WB. (c-e) DDR1 silencing

FIGURE 2. Chemical blockage of DDR1 FIGURE 3. Effect of DDR1 inhibition in basal
activation in basal (d) and tumor-activated (4d) and tumor-activated (TA) SCs MMPs
(TA) SCs. (a-f) WB analysis show that DDR1-IN- secretion. (a-f) Zymography analysis show that
1 compound inhibits DDR1 phosphorylation in DDR1 phosphorylation blockage reduces

HSCs-@ and KCs-@, and HSCs-TA and LSECs- MMP2/9 production in HSCs. DDR1 regulates

FIGURE 1. DDR1 expression and
activation in SCs. (a, d) Monocultures of

freshly isolated SCs (stellate cells, HSCs;
Kupffer cells, KCs; and endothelial cells, LSECS)
express DDR1 protein by WB and IF. HSCs

express the largest amounts of DDRL. (b, c) KCs TA. MMPs secretion in HSCs. In HSCs decreases their secretion of migratory
To analyze whether sinusoidal cells (SCs) express functional and HSCs express phosphorylated DDR1 anI(Ij proliferative factors for LSECs and tumor
. Al implicati noh . . (PDDR1) in response to exogenous collagen | cells.
DDR1 and its potential implication in hepatic metastasis (Col 1) by WB. HSCs present the strongest DDR1
development by CRC cells. activation.
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response of the hepatic sinusoidal cells in experimental colon carcinoma metastasis to the liver.
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2. In vivo murine model of C26 CRC cells metastasis to the liver.

- Silencing of hepatic DDR1 (Transfection).

- Metastatic development (H/E Staining).

- SCs infiltration, MMPs and proliferation (IF).
- Collagen deposition (Sirius Red Staining)

FIGURE 5. Effect of hepatic DDR1 silencing.
(a) siRNA injection scheme. (b, c) DDR1 mRNA
silencing validation by WB. (d-g) DDR1 silencing
by sSIRNA injection to mice prior to tumor
iInoculation reduces experimental C26 CRC cells
metastasis to the liver.

FIGURE 6. Effect of hepatic DDR1 silencing.
(a-c) DDR1 silencing by siRNA injection to mice
prior to tumor inoculation reduces the recruitment
of activated SCs, MMPs activity, the number of
proliferating cells and collagen deposition in the
liver. T: tumor, S: sinusoids.
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