FRACP RNSH 2003 Cardiology
Question 1

55yo man after AMI.  Started on aspirin, perindopril, atenolol, atorvastatin.  Presents 1 month later with pruritis and icteris.  Liver biopsy shown – periportal cellular infiltrate.  Anti LKM Ab, Antimitochondrial AB and ANA all negative.  What is the reason for his abnormal LFTs?

(a) atenolol

(b) atorvastatin

(c) NASH

(d) Autoimmune hepatitis

(e) Primary biliary cirrhosis

Atenolol

MIMS

Elevations of transaminase levels have been seen infrequently; rare cases of hepatic toxicity including intrahepatic cholestasis have been reported.

Atorvastatin
Typically causes mild elevation in transaminases.  Elevated bili is rare.
MIMS

The following additional adverse effects have been reported in clinical trials of atorvastatin: angioneurotic oedema, muscle cramps, myositis, myopathy, paraesthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic jaundice, anorexia, vomiting, alopecia, pruritus, impotence, hyperglycaemia and hypoglycaemia. Not all effects listed have been causally associated with Lipitor therapy.

NASH

Increase in transaminases
Uncommonly causes increased bilirubin

Autoimmune Hepatitis
Type 1  – (classic autoimmune hepatitis) is characterized by circulating antibodies to nuclei (ANA) and/or smooth muscle (ASMA); the latter are thought to be reflective of more specific antiactin antibodies (AAA). AAA is not generally measured in most clinical laboratories, but ASMA with titers of 1:320 or greater almost always reflect the presence of AAA.

Type 2 - defined by the presence of antibodies to liver/kidney microsomes (ALKM-1), which are directed at an epitope of CYP2D6 (cytochrome P450IID6) [9], and/or antibodies to a liver cytosol antigen (ALC-1 or LC1). On occasion, type 2 autoimmune hepatitis may be marked exclusively by ALC-1. ALKM-2 antibodies, seen in ticrynafen-induced hepatitis, and ALKM-3 antibodies, seen in chronic delta hepatitis, are not characteristic of type 2 autoimmune hepatitis.

The main serologic markers of autoimmune hepatitis are circulating autoantibodies. Although not specific for the disease, they include antinuclear antibodies (ANA), anti-smooth muscle antibodies (ASMA) and, in type 2 autoimmune hepatitis, anti-liver-kidney microsomal-1 antibodies (ALKM-1) and anti-liver cytosol antibody-1 (ALC-1). These antibodies have served to identify patients with autoimmune hepatitis, pointed the way toward appropriate therapy, and formed the basis for a classification

Thus, not autoimmune hepatitis
Autoimmune hepatitis – periportal mononuclear cell infiltrate

PBC – intense inflammation surrounding portal triad

NASH – hepatocytes with fat vacuoles, scattered neutrophils

PBC – antimitochondrial antibody is 95% sensitive and specific for PBC

?? question remembered incorrectly?

With the serology remembered, all options have essentially been excluded.

AMA negative, thus not PBC

ANA/anti-LKM negative, thus not autoimmune hepatitis
NASH will elevate transaminases but rarely increased bilirubin

Atenolol and atorvastatin have rare case reports only of cholestasis.
