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treated patients with low pretreatment miR-223 expression is

longer in comparison to those with high miR-223 expression.

This suggest that miR-223 might predict the success of Sorafenib

treatment.
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Background and Aims: Hepatoblastoma (HB) is the most common

primary liver cancer in childhood, which has epithelial, mixed

(epithelial and mesenchymal) and non specified types, based on

tissue components. Since the prognosis of the two epithelial

subtypes, embryonal and fetal, is different, we aimed to examine

whether these differences were present at microRNA (miRNA)

expression level as well.

Methods: Total RNA was isolated from 56 formalin fixed paraffin-

embedded samples consisting of 15 embryonal, 22 fetal and 19

non-tumorous surrounding liver samples taken from 26 patients.

Following DNase treatment, the expression of 14 microRNAs was

determined using TaqMan MicroRNA Assays. Relative expression

was calculated applying the average of miR-140 and miR-328

expressions as the reference. Statistical analysis was performed

using Wilcoxon matched pairs, Kruskal-Wallis and Log-Rank tests.

Results: In 56 samples, elevated expression levels of miR-18a,

miR-96 and miR-224 were found in the embryonal component

compared to fetal. As compared to non-tumorous surrounding

liver samples, decreased miR-17–5p, miR-122, miR-195, miR-210,

miR-214 levels and increased miR-221 level were detected in fetal

subtypes, furthermore decreased miR-122 and miR-214 levels were

found in the embryonal components.

Survival analysis revealed low expression level and better Overall-

Survival (OS) and Event Free Survival (EFS) in case of miR-224.

These results were statistically significant (p < 0.05).

Conclusion: The results indicate that different miRNA expression

patterns exist in the epithelial hepatoblastoma subtypes.

Interestingly, the up- and downregulation of miR-17–5p and miR-

210 in HB differed from that reported in hepatocellular carcinoma.
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Background and Aims: Bone marrow mesenchymal stem/stromal

cells (MSCs) can migrate to tumor sites and contribute to the tumor

microenvironment. However, it is still hotly debated whether MSCs

have a positive or negative effect on tumor growth. This study aims

to investigate whether human liver carcinomas contain MSCs and

whether MSCs may affect tumor growth.

Methods:MSCs were cultured from surgical resected hepatocellular

carcinoma (HCC) (n =6) and liver metastatic colorectal tumor (LM-

CRC) (n = 7). Immunohistochemical staining of STRO-1 (the best-

known MSCs marker for in vivo detection) was performed in

paraffin-embedded patient HCC and LM-CRC tissues (n = 24). The

effects of MSCs on tumor growth were evaluated in immune-

deficient mice.

Results: Solid tumors formed in mice by subcutaneous engraftment

of human hepatoma Huh7 cells were able to recruit MSCs.

MSCs were also found in patient liver tumors (successfully

cultured from 11 out of 13 liver tumors). Their MSC properties

were characterized by adipocyte and osteocyte differentiation and

common mesenchymal markers. Notably, in situ staining showed

that STRO-1 positive cells are significantly enriched in the tumor, in

particular the tumor-stromal region, compared with the adjacent

area in HCC and LM-CRC tissues (n = 24, p < 0.01). In mice, co-

engraftment of Huh7 and MSCs resulted in significant larger tumors

than engraftment of Huh7 alone (tumor weight 1.56±0.27 g Vs

0.44±0.19 g, Mean±SEM, n =8, p < 0.01). Consistently, co-culturing

Huh7 with irradiated MSCs significantly increased the number

(196±29 Vs 123±36 clonies/5000 Huh7, Mean±SD, n = 5, p < 0.01)

and the size (1329±258 Vs 570±155 pixels, n = 5, p< 0.01) of

formed colonies. This effect was also observed by treatment of

MSCs conditioned medium (MSC-CM), suggesting secreted tropic

factors contributing to the tumor promoting effect. Genome-wide

gene expression array and pathway analysis confirmed the up-

regulation of cell growth and proliferation-related processes and

down-regulation of cell death-related pathways by treatment of

MSC-CM in Huh7 cells.

Conclusion: Human liver carcinomas recruit MSCs, which in turn

can promote tumor growth. These results shed new light on the

crosstalk between MSCs with liver cancer cells but also caution

stem cell therapy of using MSCs for liver cancer and other liver

diseases with high risk of developing malignancy.
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E. Herráez1, O. Briz1,2, E. Lozano1, R.I.R. Macias1,2, V.S. Robledo1,

J. Hernandez-Iglesias1, A. González-Hernandez1, L. Bujanda2,3,
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Background and Aims: Reduced efficacy of pharmacological

treatment of cancer is due in part to decreased intracellular

content of active drugs. Thus, lowering uptake is an important

mechanism of tumour chemoresistance. In this respect, down-

regulation of SLC22A1 encoding the organic cation transporter-1

(OCT1) may affect the response of hepatocellular carcinoma (HCC)

and cholangiocarcinoma (CGC) to sorafenib, which is taken up in

part by OCT1. The aim of the present study was to investigate

whether SLC22A1 variants may contribute to chemoresistance of

the primary liver tumours HCC and CGC to sorafenib.

Methods: Gel-electrophoresis-based complete sequencing and

selective variant identification by RT-PCR was performed to detect

SNPs in SLC22A1 cDNA. Modifications in the wild-type sequence of

the OCT1 ORF were mimicked by directed mutagenesis and used
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