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What Is Your Diagnosis?

Asha Singh, BA; Adam Czelusta, MD; Department of Dermatology, University of Texas–Houston Medical School.

A 41-year-old woman presented with a 1-month history of tender vesicles on her
legs. She recently was diagnosed with hepatitis C, and laboratory results showed
marked renal compromise. Hemorrhagic papules and vesicles were present on her
legs and the arches of her feet.
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The Diagnosis: 
Mixed Cryoglobulinemia Due to Hepatitis C Infection

Cryoglobulins are immunoglobulins that
reversibly precipitate at cold temperatures.
Cryoglobulinemia can be divided into 

3 types based on the immunoglobulins involved.
Type I cryoglobulinemia is characterized by mono-
clonal immunoglobulin involvement and is associ-
ated with such diseases as multiple myeloma,
Waldenstrom macroglobulinemia, and chronic
lymphocytic leukemia. Type III cryoglobulinemia is
characterized by polyclonal immunoglobulin com-
ponents and is associated with rheumatologic dis-
eases, biliary cirrhosis, and certain viral infections,
including hepatitis C. Type II cryoglobulinemia is
characterized by both monoclonal and polyclonal
immunoglobulin components and, as such, can be
associated with both the lymphoproliferative dis-
eases linked with type I cryoglobulinemia and the
rheumatologic and infectious diseases linked with
type III cryoglobulinemia.1

Clinically, types II and III (the mixed cryoglobu-
linemias) are characterized by the triad of palpable
purpura, arthralgias, and weakness.2 About 80% of
patients with mixed cryoglobulinemia have an under-
lying hepatitis C infection,2 and up to 60% demon-
strate significant renal involvement, usually in the
form of a membranoproliferative glomerulonephritis.1

Histologically, in type I cryoglobulinemia, cryopre-
cipitates typically are evident in routine skin biopsy
results, whereas skin biopsy results from patients
with the mixed cryoglobulinemias often reveal a
nonspecific leukocytoclastic vasculitis.

The treatment of choice for cryoglobulinemia is
based on the severity of disease. Mild dermatologic 
symptoms may be improved with nonsteroidal anti-
inflammatory agents and topical preparations such
as topical corticosteroids. Internal disease may
necessitate chemotherapeutic agents or plasma-
pheresis. In the case of mixed cryoglobulinemia 
secondary to hepatitis C infection, antiviral therapy
for the underlying infection may be helpful.3
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