
liver fails to clear bacterial antigens that normally reach the liver
through the hepatic circulation.

Increases in the concentration of specific isotypes of γ globulins
are often helpful in the recognition of certain chronic liver diseases.
Diffuse polyclonal increases in IgG levels are common in
autoimmune hepatitis; increases >100% should alert the clinician to
this possibility. Increases in the IgM levels are common in primary
biliary cholangitis, whereas increases in the IgA levels occur in
alcoholic liver disease.

■ COAGULATION FACTORS
With the exception of factor VIII, which is produced by vascular
endothelial cells, the blood clotting factors are made exclusively in
hepatocytes. Their serum half-lives are much shorter than albumin,
ranging from 6 h for factor VII to 5 days for fibrinogen. Because of
their rapid turnover, measurement of the clotting factors is the single
best acute measure of hepatic synthetic function and helpful in both
diagnosis and assessing the prognosis of acute parenchymal liver
disease. Useful for this purpose is the serum prothrombin time,
which collectively measures factors II, V, VII, and X. Biosynthesis of
factors II, VII, IX, and X depends on vitamin K. The international
normalized ratio (INR) is used to express the degree of
anticoagulation on warfarin therapy. The INR standardizes
prothrombin time measurement according to the characteristics of
the thromboplastin reagent used in a particular lab, which is
expressed as an International Sensitivity Index (ISI); the ISI is then
used in calculating the INR.

The prothrombin time may be elevated in hepatitis and cirrhosis
as well as in disorders that lead to vitamin K deficiency such as
obstructive jaundice or fat malabsorption of any kind. Marked
prolongation of the prothrombin time, >5 s above control and not
corrected by parenteral vitamin K administration, is a poor prognostic
sign in acute viral hepatitis and other acute and chronic liver
diseases. The INR, along with the total serum bilirubin and
creatinine, are components of the MELD score, which is used as a
measure of hepatic decompensation and to allocate organs for liver
transplantation.


