
hepatitis). Itching also occurs in chronic liver diseases—typically the
cholestatic forms such as primary biliary cholangitis and sclerosing
cholangitis, in which it is often the presenting symptom, preceding
the onset of jaundice. However, itching can occur in any liver
disease, particularly once cirrhosis develops.

Jaundice is the hallmark symptom of liver disease and perhaps
the most reliable marker of severity. Patients usually report
darkening of the urine before they notice scleral icterus. Jaundice is
rarely detectable with a bilirubin level <43 μmol/L (2.5 mg/dL). With
severe cholestasis, there will also be lightening of the color of the
stools and steatorrhea. Jaundice without dark urine usually indicates
indirect (unconjugated) hyperbilirubinemia and is typical of hemolytic
anemia and the genetic disorders of bilirubin conjugation, the
common and benign form being Gilbert syndrome and the rare and
severe form being Crigler-Najjar syndrome. Gilbert syndrome affects
up to 5% of the general population; the jaundice in this condition is
more noticeable after fasting and with stress.

Major risk factors for liver disease that should be sought in the
clinical history include details of alcohol use, medication use
(including herbal compounds, birth control pills, and over-the-counter
medications), personal habits, sexual activity, travel, exposure to
jaundiced or other high-risk persons, injection drug use, recent
surgery, remote or recent transfusion of blood or blood products,
occupation, accidental exposure to blood or needlestick, and familial
history of liver disease.

For assessing the risk of viral hepatitis, a careful history of sexual
activity is of particular importance and should include the number of
lifetime sexual partners and, for men, a history of having sex with
men. Sexual exposure is a common mode of spread of hepatitis B
and D but is uncommon for hepatitis C. A family history of hepatitis,
liver disease, and liver cancer is also important. Maternal-infant
transmission occurs with both hepatitis B and C. Vertical spread of
hepatitis B can now be prevented by passive and active
immunization of the infant at birth. Additionally, antiviral therapy
during the third trimester of pregnancy is now recommended for
mothers with levels of HBV DNA >200,000 IU/mL. Vertical spread of
hepatitis C is uncommon, but there are no reliable means of


