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[bookmark: OLE_LINK2][bookmark: OLE_LINK1]Rationale and Background
Being the best-characterized model hepatotoxin, APAP is the most common cause of acute liver failure (ALF) in the United States, reported to be responsible for almost 50% of cases of ALF, approximately 10,000 hospitalizations, and 500 deaths per annum because of deliberate or unintentional overdose. To improve patient care, new biomarkers are urgently sought that could identify liver injury, or exclude injury, early in the disease process (i.e., soon after drug ingestion). Such biomarkers would allow therapy to be targeted to patients at high risk of adverse outcomes or allow early, safe discharge of well patients (Larson et al. 2005, Lee 2004 and Ostapowicz et al. 2002).

Micro-RNAs (miRNAs) are short (18-25 nucleotides) non-coding RNA molecules that function to repress a set of speciﬁc target messenger RNAs (mRNAs) and thereby regulate speciﬁc cellular proteins and the phenotype of the cell (Bartel 2004 , Lewis et al. 2011 and Elfimova et al. 2012).

Although a number of miRNAs are widely expressed in a number of tissues, certain miRNAs appear to be highly organ speciﬁc. Liver tissue expresses a number of distinct miRNAs, including miR-122, the single most abundant hepatic miRNA, which is estimated to make up 70% of the total adult miRNA hepatic complement. MiR-122 is a multifunctional RNA species that interacts with many targets involved in metabolism and stress-response pathways. A number of liver-speciﬁc transcription factors (hepatocyte nuclear factor [HNF]1a, HNF3a, and HNF3b) have been implicated in the transcriptional regulation of miR-122, and the status of miR-122 has been described as deﬁning the phenotype of a hepatocyte (Liang et al. 2007, Chang et al. 2004, Girard et al. 2008 and Coulouarn 2009).
 
The value of miR-122 and miR-192, another liver-enriched miRNA, as potential blood-based biomarkers has been demonstrated recently in a mouse model of acetaminophen (APAP)-induced hepatotoxicity. Substantial increases in both miRNA species were detected earlier, and at lower doses of APAP, compared with serum alanine aminotransferase (ALT) activity (Wang et al. 2009).













Aim of the work
The aim of the current study is to: 
1. Investigate the potential utility of miRNAs as markers of human APAP-induced liver injury.
1. Compare miRNA with existing biomarkers of liver injury in humans.



















Subjects &Methods
100 persons will be divided into two groups:
· 30 healthy controls.
· [bookmark: _GoBack]70 cases of acute paracetamol toxicity referred to poisoning control center 35 of them presented during the first 24 hours, 35 cases presented after 24 hours.
· All groups will be studied regarding:
1. Demographic data:
1. Age: all age groups 
1. Sex: both male and female
1. Pattern of exposure:
1.  Accidental
1. Suicidal 
1. Blood sample will be taken and serum will be separated from all participant and will examined for the following:
1. [bookmark: OLE_LINK7][bookmark: OLE_LINK8]Serum ALT and AST level by colorimetry method.
1. Serum micro RNA 122 and 192 by real time PCR
· PT PC INR by colorimetry method.
· Paracetamol level by spectrophotometry.
· [bookmark: OLE_LINK9][bookmark: OLE_LINK11]Kidney function tests (urea and creatinine) by routine laboratory investigations.

Inclusion criteria:
Patients with history of paracetamol ingestion admitted to poisoning control center
All age groups and both sexes

Exclusion criteria:
Patients with history of liver disease
Pregnant females
Patients with history of another coingestants
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