
Algorithm for Macrocytic Anemia 

Macrocytic Anemia 
(MCV >100fL) 

Reticulocyte count

Low: 
Examine peripheral smear 
for segmented neutrophils 

and ovalocytes 

High

Recent 
severe 

bleeding 

Recent 
treatment 
with B12 or 

folate

Hemolytic 
anemia 

Present: 
(Megaloblastic anemia) 
Measure B12 and folate 

Absent 
(Not megaloblastic anemia) 
 Alcohol-related 
 Drug-related 
 Liver disease 
 Hypothyroidism 
 Aplastic anemia 

Adapted from Physicians Information and Education Resource (PIER), Macrocytic Anemia module. 
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Review peripheral smear 
then consider: 

 Osmotic fragility 
 Coombs test 

(autoimmune 
hemolytic anemia) 

 Hgb electrophoresis   
 Quantify Hgb A2 & F 

(β-thalassemia) 

Low 
 B12 deficiency 
 Folate deficiency 

Normal: 
 Drug-induced 
 Myelodysplasia

 
 


