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Hereditary Hemolytic Anemia  
Evaluation Testing Algorithm

*  Multiple hematology gene panels are available. For more information, see NHHA and Subpanel Comparison Gene List
Note: This is a germline genetic test. Genetic testing for hereditary disorders typically does not need to be repeated
even if performed after blood transfusion. For additional information or to discuss testing options, contact a Laboratory
Genetic Counselor at 800-533-1710.

Patient presents with hemolysis

Perform direct antiglobulin test (DAT or Coombs)

Autoimmune hemolytic anemia (AIHA)
 ■ Warm AIHA
 ■ Cold agglutinin disease
 ■ Mixed AIHA
 ■ Paroxysmal cold hemoglobinuria

Alloimmune hemolytic anemia

Hereditary condition suspected:
 ■ Family history
 ■ Lifelong hemolysis
 ■ Pigmented gallstones
 ■ Splenomegaly
 ■ Chronic or episodic anemia

Recent red blood cell (RBC)
transfusion (less than 6 weeks)

Order NHHA / Hereditary 
Hemolytic Anemia Gene Panel, 
Next- Generation Sequencing, 
Varies for genotyping of RBC 
membrane, RBC enzyme, 
congenital dyserythropoietic 
anemia disorders*

Order HAEV1 / Hemolytic
Anemia Evaluation, Blood 
for protein/functional 
evaluation for hemoglobin, 
RBC membrane and RBC 
enzyme disorders

Protein testing is not 
diagnostic or confirmatory 
genotyping is desired

Additional evaluation, as 
needed, for non-hereditary 
causes of Coombs negative 
hemolytic anemia

Hereditary condition  
NOT suspected

NOYES

POSITIVE
NEGATIVE

https://www.mayocliniclabs.com/test-catalog/Overview/607494
https://www.mayocliniclabs.com/test-catalog/Overview/619033
https://www.mayocliniclabs.com/en/-/media/it-mmfiles/Special%20Instructions/8/9/1/NHHA%20Subpanel%20Comparison%20Gene%20List



