
Glucose-6-Phosphate 
Dehydrogenase 

(G6PD) deficiency 

Order testing based on clinical 
suspicion:

Glucose-6-Phosphate 
Dehydrogenase
Heinz Body Stain
Pyruvate Kinase
Osmotic Fragility, Erythrocyte

Pyruvate 
kinase (PK) 
deficiency

Paroxysmal 
nocturnal 

hemoglobinuria 

G6PD decreased
Heinz bodies positive

Pyruvate kinase 
decreased

Hereditary 
spherocytes 

Osmotic fragility 
increased
Spherocytes positive

Hereditary      
elliptocytosis           

Ovalocytes, positive
Osmotic fragility 
testing variable

Disseminated malignancy – known 
cancer
Artificial cardiac valve
Drug-induced hemolysis 
Autoimmune disorders
Hemolytic diseases of the newborn

ORDER
Direct Coombs 
(Anti-Human 
Globulin)
Cold Agglutinins
Antibody 
Detection, RBC

IgG or complement-
positive

Cold agglutinins 
positive

Direct Coombs 
positive

Warm 
antibodyCold antibodyDrug-induced

INDICATIONS FOR TESTING
Patient presents with anemia and with or without 

splenomegaly and jaundice

Hemolytic Anemias Testing
Click here for topics associated with this algorithm

Consider:
Abnormal RBC membrane or 

function defects

ORDER
CBC with Platelet Count & Automated Differential

AND
Reticulocytes, Percent & Number

Consider:
Environmental factor or antibody 

production

Consider:
Infectious process

Consider:
Hemoglobinopathy

ORDER
Hemoglobin Evaluation with 

Reflex to Electrophoresis and/or 
RBC Solubility
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Elevated reticulocyte count or abnormal peripheral smear (spherocytes, target cells, 
Howell-Jolly bodies)

Hemolytic process is present

Mycoplasma pneumonia
Malaria
Hepatitis
HIV
Tuberculosis
Epstein-Barr viral 
infection
Cytomegaloviral 
infection
Leptospirosis

Sickle cell anemia (HbSS) or other 
structural Hb variants (eg, HbC)
Thalassemias (alpha & beta)

ORDER
Beta Globin Gene Mutations for HbS, HbC & HbE by PCR 
for molecular confirmation of these common Hb variants only 
Beta Globin (HBB) Sequencing for molecular identification of 
beta thalassemia mutations
Alpha Thalassemia HBA1 & HBA2 Gene Deletions for 
screening of common alpha globin mutations 
Alpha Thalassemia (HBA1 & HBA2) Sequencing for 
detection of rare alpha globin mutations

Consider:
 Microangiopathic RBC 

destruction

HELLP syndrome –
pregnant female with 
multiorgan involvement, 
elevated liver function tests, 
low platelet count

Disseminated intravascular 
coagulation

Thrombotic 
thrombocytopenic purpura

Hemolytic uremic syndrome

Consider genetic testing 
Glucose-6-Phosphate 
Dehydrogenase, G6PD 
Mutations, African Alleles

If strong clinical suspicion for PNH
ORDER:

Paroxysmal Nocturnal Hemoglobinuria 
Profile, High Resolution-WBC
Paroxysmal Nocturnal Hemoglobinuria 
Profile, High Resolution-RBC

May consider ADAMTS13 
Activity testing

Decreased platelets

yes nono nono

http://search.arupconsult.com/search/?IW_FIELD_WEB_STYLE="Hemolytic Anemias Testing Algorithm"&IW_DATABASE=ACDiseaseCategories&IW_META_BOOST=10&x=0&y=0

