DIFFERENTIAL DIAGNOSIS
Viral diseases such as infectious mononucleosis; those due to cytomegalovirus, herpes simplex, and coxsackieviruses; and toxoplasmosis
may share certain clinical features with viral hepatitis and cause elevations in serum aminotransferase and, less commonly, in serum bilirubin levels. Tests such as the differential heterophile and serologic tests
for these agents may be helpful in the differential diagnosis if HBsAg,
anti-HBc, IgM anti-HAV, and anti-HCV determinations are negative.
Aminotransferase elevations can accompany almost any systemic viral
infection; other rare causes of liver injury confused with viral hepatitis are infections with Leptospira, Candida, Brucella, Mycobacteria,
and Pneumocystis. A complete drug history is particularly important
because many drugs and certain anesthetic agents can produce a
picture of either acute hepatitis or cholestasis (Chap. 361). Equally
important is a past history of unexplained “repeated episodes” of acute
hepatitis. This history should alert the physician to the possibility that
the underlying disorder is chronic hepatitis. Alcoholic hepatitis must
also be considered, but usually the serum aminotransferase levels are
not as markedly elevated, and other stigmata of alcoholism may be
present. The finding on liver biopsy of fatty infiltration, a neutrophilic
inflammatory reaction, and “alcoholic hyaline” would be consistent
with alcohol-induced rather than viral liver injury. Because acute hepatitis may present with right upper quadrant abdominal pain, nausea
and vomiting, fever, and icterus, it is often confused with acute cholecystitis, common duct stone, or ascending cholangitis. Patients with
acute viral hepatitis may tolerate surgery poorly; therefore, it is important to exclude this diagnosis, and in confusing cases, a percutaneous
liver biopsy may be necessary before laparotomy. Viral hepatitis in the
elderly is often misdiagnosed as obstructive jaundice resulting from a
common duct stone or carcinoma of the pancreas. Because acute hepatitis in the elderly may be quite severe and the operative mortality high,
a thorough evaluation including biochemical tests, radiographic studies of the biliary tree, and even liver biopsy may be necessary to exclude
primary parenchymal liver disease. Another clinical constellation that
may mimic acute hepatitis is right ventricular failure with passive
hepatic congestion or hypoperfusion syndromes, such as those associated with shock, severe hypotension, and severe left ventricular failure.
Also included in this general category is any disorder that interferes
with venous return to the heart, such as right atrial myxoma, constrictive pericarditis, hepatic vein occlusion (Budd-Chiari syndrome),
or venoocclusive disease. Clinical features are usually sufficient to
distinguish among these vascular disorders and viral hepatitis. Acute
fatty liver of pregnancy, cholestasis of pregnancy, eclampsia, and the
HELLP (h emolysis, e levated l iver tests, and l ow p latelets) syndrome
can be confused with viral hepatitis during pregnancy. Very rarely,
malignancies metastatic to the liver can mimic acute or even fulminant
viral hepatitis. Occasionally, genetic or metabolic liver disorders (e.g.,
Wilson’s disease, α1 antitrypsin deficiency) and nonalcoholic fatty liver
disease are confused with acute viral hepatitis.

Acute Viral Hepatitis
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nor HEV causes chronic liver disease in immunocompetent hosts; 2019
however, cases of chronic hepatitis E have been observed in immunosuppressed organ-transplant recipients, persons receiving cytotoxic
chemotherapy, and persons with HIV infection.
Rare complications of viral hepatitis include pancreatitis, myocarditis, atypical pneumonia, aplastic anemia, transverse myelitis, and
peripheral neuropathy. Persons with chronic hepatitis B, particularly
those infected in infancy or early childhood and especially those with
HBeAg and/or high-level HBV DNA, have an enhanced risk of hepatocellular carcinoma. The risk of hepatocellular carcinoma is increased
as well in patients with chronic hepatitis C, almost exclusively in
patients with cirrhosis, and almost always after at least several decades,
usually after three decades of disease (Chap. 111). In children, hepatitis B may present rarely with anicteric hepatitis, a nonpruritic papular
rash of the face, buttocks, and limbs, and lymphadenopathy (papular
acrodermatitis of childhood or Gianotti-Crosti syndrome).
Rarely, autoimmune hepatitis (Chap. 362) can be triggered by a
bout of otherwise self-limited acute hepatitis, as reported after acute
hepatitis A, B, and C.

CHAPTER 360

Documenting the disappearance of HBsAg after apparent clinical
recovery from acute hepatitis B is particularly important. Before laboratory methods were available to distinguish between acute hepatitis
and acute hepatitis-like exacerbations (spontaneous reactivations) of
chronic hepatitis B, observations suggested that ~10% of previously
healthy patients remained HBsAg-positive for >6 months after the
onset of clinically apparent acute hepatitis B. One-half of these persons
cleared the antigen from their circulations during the next several
years, but the other 5% remained chronically HBsAg-positive. More
recent observations suggest that the true rate of chronic infection after
clinically apparent acute hepatitis B is as low as 1% in normal, immunocompetent, young adults. Earlier, higher estimates may have been
confounded by inadvertent inclusion of acute exacerbations in chronically infected patients; these patients, chronically HBsAg-positive
before exacerbation, were unlikely to seroconvert to HBsAg-negative
thereafter. Whether the rate of chronicity is 10% or 1%, such patients
have IgG anti-HBc in serum; anti-HBs is either undetected or detected
at low titer against the opposite subtype specificity of the antigen (see
“Laboratory Features”). These patients may (1) be inactive carriers;
(2) have low-grade, mild chronic hepatitis; or (3) have moderate to
severe chronic hepatitis with or without cirrhosis. The likelihood of
remaining chronically infected after acute HBV infection is especially
high among neonates, persons with Down’s syndrome, chronically
hemodialyzed patients, and immunosuppressed patients, including
persons with HIV infection.
Chronic hepatitis is an important late complication of acute hepatitis B occurring in a small proportion of patients with acute disease but
more common in those who present with chronic infection without
having experienced an acute illness, as occurs typically after neonatal
infection or after infection in an immunosuppressed host (Chap. 362).
The following clinical and laboratory features suggest progression of
acute hepatitis to chronic hepatitis: (1) lack of complete resolution of
clinical symptoms of anorexia, weight loss, fatigue, and the persistence
of hepatomegaly; (2) the presence of bridging/interface or multilobular
hepatic necrosis on liver biopsy during protracted, severe acute viral
hepatitis; (3) failure of the serum aminotransferase, bilirubin, and
globulin levels to return to normal within 6–12 months after the acute
illness; and (4) the persistence of HBeAg for >3 months or HBsAg for
>6 months after acute hepatitis.
Although acute hepatitis D infection does not increase the likelihood of chronicity of simultaneous acute hepatitis B, hepatitis D has
the potential for contributing to the severity of chronic hepatitis B.
Hepatitis D superinfection can transform inactive or mild chronic
hepatitis B into severe, progressive chronic hepatitis and cirrhosis;
it also can accelerate the course of chronic hepatitis B. Some HDV
superinfections in patients with chronic hepatitis B lead to fulminant
hepatitis. As defined in longitudinal studies over three decades, the
annual rates of cirrhosis and hepatocellular carcinoma in patients with
chronic hepatitis D are 4% and 2.8%, respectively. Although HDV and
HBV infections are associated with severe liver disease, mild hepatitis
and even inactive carriage have been identified in some patients, and
the disease may become indolent beyond the early years of infection.
After acute HCV infection, the likelihood of remaining chronically
infected approaches 85–90%. Although many patients with chronic
hepatitis C have no symptoms, cirrhosis may develop in as many
as 20% within 10–20 years of acute illness; in some series of cases
reported by referral centers, cirrhosis has been reported in as many as
50% of patients with chronic hepatitis C. Although chronic hepatitis
C accounts for at least 40% of cases of chronic liver disease and of
patients undergoing liver transplantation for end-stage liver disease in
the United States and Europe, in the majority of patients with chronic
hepatitis C, morbidity and mortality are limited during the initial 20
years after the onset of infection. Progression of chronic hepatitis C
may be influenced by advanced age of acquisition, long duration of
infection, immunosuppression, coexisting excessive alcohol use, concomitant hepatic steatosis, other hepatitis virus infection, or HIV coinfection. In fact, instances of severe and rapidly progressive chronic
hepatitis B and C are being recognized with increasing frequency in
patients with HIV infection (Chap. 226). In contrast, neither HAV

2/9/15 5:07 PM

