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Background - Resus |

To date, in vitro cytotoxicity assays are not highly predictive of in
vivo toxicity. The adverse effects of new drugs are often not
discovered until preclinical animal safety studies or even clinical
trials; 40% of drugs drop out in preclinical animal studies and 89% of|
those that reach clinical trials fail. There is a critical need for more
predictive and reliable in vitro testing methods. Due to its
physiological similarities with humans, pigs have emerged as a
suitable and reliable animal model for pharmacological and
toxicological studies (Schook et al., 2015a). We developed and
characterized a porcine hepatocyte cell line (pHCC) to support drug
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Fig. 2: (A) H&E stained porcine primary hepatocytes (B) Expression of cytokeratin
in primary hepatocytes. (C) Primary hepatocytes were negative for vimentin.

Hepatocyte cell lines (pHCC) are highly proliferative and have
unlimited life span in culture

Fig. 4: (A) H&E stained pHCC cells (20X) (B) H&E stained pHCC cells cultured
in presence of 2% DMSO (10X) (C) H&E stained pHCC cells cultured in
presence of 2% DMSO (40X). The cells went through 80 passages.

Gene regulation by selective CYP modulators
in pHCC cells (+DMSO) follows a similar
pattern as in primary hepatocytes
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chlorpromazine, and acetaminophen on pHCC (+DMSO)

Fig. 1: Schematic diagram of the experimental design cell lines.

Fig. 3: (A) Hepatocyte growth at different days of culture. (B) The histogram
shows the mean number of apoptotic hepatocytes (mean + SD)

pHCC cells were developed by AdCre activation of Oncopig
(Schook et al., 2015b) hepatocytes.

The expression levels of hepatocyte specific and DME transcripts
in pHCC and primary hepatocytes (pPH) were studied.

The effect of model hepatotoxic compounds (Aflatoxin B1,
amiodarone, chlorpromazine and acetaminophen) and selective
cytochrome P450 (CYP) modulators (3-methylcholanthrene,
rifampicin and phenobarbital) on pHCC cells was evaluated and
compared to primary hepatocytes and human models.
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Porcine hepatocyte cell lines (pHCC) represent a useful and
predictive in vitro model for high throughput screening of new drugs
as well as studies on metabolism and hepatotoxicity of chemicals.
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