Outline of Lecture 20 (02-23 PA; Torbenson)

Liver Disease I
INFLAMMATORY LIVER DISEASES (focus here on infection, autoimmune, drug injury, rejection)
Fibrosis & cirrhosis


- Fibrosis begins in portal tracts and progresses to briding fibrosis (fibrous sheets connecting branches of portal tracts)

- Stellate cell plays a key role in development of fibrosis


- Fibrosis may be reversible


- Cirrhosis: nodular fibrosis
Viral hepatitis


Nonhepatotropic viruses



- Herpesviruses (CMV, HSV, adeno, EBV), usually affects immunosuppressed patients


- Histology: viral inclusions, hepatocyte dropout (direct cytotoxicity, except in EBV)

Hepatotropic viruses [See Sect 2/Rev 07]



- HepA: RNA, fecal-oral transmission, acute/benign/self-limited

- HepB: DNA, blood-borne or vertical transmission (mother to infant), usually infection clears but some remain infected lifelong

- Serology: HBsAg = chronic infection, IgG anti-HBcAg = previous exposure, IgG anti-HBsAg = immunized or prior exposure, IgG anti-HBeAg = e seroconversion, IgM anti-HBcAg = acute infection or flare of chronic infection

- Increased risk for hepatocellular carcinoma (esp if high replication rate, b/c of random integration)

- HepC: RNA, blood-borne transmission, chronic, most common cause of transfusion hepatitis

- Acute HCV hepatitis is usually subclinical, but most progress to chronic HCV which is not



- HCV infection is chronic b/c of high rate of mutation


- HepD: RNA, most assoc w/ IV drug use, dependent on HBV (via co- or superinfection)


- HepE: RNA, fecal-oral transmission, self-limited but high mortality in pregnant women


- Histology is same in B,C,D: portal and periportal (interface) inflammation leading to portal fibrosis and bridging, eventually leading to cirrhosis



- HBV: ground glass cytoplasm (HBsAg), sanded glass nuclei (HBcAg)




- HCV: lymphoid aggregates in portal tracts, steatosis, focal bile duct injury
Autoimmune hepatitis (3 types, see notes)

- Histology: resembles chronic viral hepatitis, but also plasma cells in portal tracts

Drug injury (see www.micromedex.com)

- Dose-dependent (eg acetaminophen) or idiosyncratic (most cases)

- Histology of acetaminophen toxicity: central vein necrosis
Acute cellular rejection [see Sect 3, Rev 07]

- Hperacute rejection: antibody-mediated damage


- Acute cellular rejection: lymphocytic infiltration and damage to bile ducts


- Chronic rejection: duct atrophy and eventual loss

