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DIFFERENTIAL DIAGNOSIS  h  INTERNAL MEDICINE  h  PEER REVIEWED

Following are differential diagnoses 
for patients presented with hyper-
globulinemia. Hyperglobulinemia 
can be caused by monoclonal or 
polyclonal gammopathies; serum 
electrophoresis is required for dif-
ferentiation and can help prioritize 
possible diagnoses. Polyclonal 
gammopathies are composed of 
nonalbumin proteins (ie, globulins) 
and are typically caused by inflam-
mation, infection, or immune stim-
ulation. Monoclonal gammopathies 
typically result from production of a 
single type of globulin protein and 
are most commonly associated 
with neoplastic causes, although 
rare non-neoplastic causes have 
also been described.

h	� Acute-phase reactant response (ie, tissue 
injury of any cause [eg, inflammation, acute 
bacterial or viral infection, necrosis, neopla-
sia, trauma]; typically mild)*

h	 Chronic antigenic stimulation/inflammation* 
	 �• �Bacterial endocarditis
	 �• �Chronic skin disease
	 �• ���Immune-mediated disease (eg, systemic 

lupus erythematosus, immune-mediated 
hemolytic anemia) 

	 �• �Infectious disease (eg, FIP, leishmaniasis, 
heartworm disease, coccidioidomycosis, 

ehrlichiosis, hepatozoonosis, pythiosis, 
bartonellosis)

	 �• �Liver disease (eg, lymphocytic cholangitis)
	 �• �Severe dental disease
h	� Hemoconcentration (concurrent increase in 

albumin)
h	 Nephrotic syndrome*
h	� Paraproteinemia (due to abnormal immuno-

globulin production resulting in a monoclo-
nal gammopathy)

	 �• �Infectious disease-associated monoclonal 
gammopathies (usually immunoglobulin G; 
eg, Dirofilaria immitis, Ehrlichia canis,  
visceral leishmaniasis) 

	 �• �Inflammatory disease (eg, lymphoplasma-
cytic enteritis, cutaneous amyloidosis; rare) 

	 �• �Neoplasia
		  –Chronic lymphocytic leukemia 
		  –�Extramedullary plasmacytoma that 

affects the skin (dogs), GI tract, or liver
		  –Lymphoma  
		  –Multiple myeloma 
		  –Waldenström macroglobulinemia n
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*Usually polyclonal gammopathies	
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