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Evaluation of unexplained hemolytic anemia

’ Patient with anemia and evidence of hemolysis*

v

Does the patient have findings requiring urgent attention? Examples include:
= Examination: Hemodynamic instability, active bleeding, acute thrombosis
= Laboratory testing: Acute kidney failure, hemoglobin <7 g/dL that cannot

be raised with transfusion, schistocytes on blood smear
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Urgent hematologist involvement Did the patient receive a transfusion within the last four weeks?

Possible evaluation for:

= Thrombotic microangiopathy (TMA)

other causes of hemolysis

It may also be appropriate to evaluate for

Less common causes include hemoglobinopathies, RBC membrane
disorders, PNH, aortic stenosis, and mechanical or osmotic lysis

= Acute hemolytic transfusion reaction b ho

= Rapid intravascular hemolysis $ $
Details of the evaluation depend on Refer to UpToDate for evaluation of acute and Common causes include autoimmune hemolytic anemia (AIHA),
clinical features and blood smear findings delayed hemolytic transfusion reactions drug-induced hemolysis, and infections
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Evaluation based on history, examination, blood smear review, and
direct antiglobulin (Coombs) test (DAT)
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Is there obvious evidence of an inherited intracorpuscular cause
such as lifelong anemia or classic findings on blood smear?
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Pursue specific testing based on
history, examination, and
findings on blood smear

AIHA diagnosed

Refer to UpToDate for distinction
between warm and cold AIHA and
search for associated conditions

AIHA less likely; other disorders may be suggested by findings
on history, examination, and blood smear
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History and examination:
= New medication —» suggests possible drug-induced hemolysis
= Recent infection, fever —» suggests direct RBC lysis by pathogen
= Lifelong anemia — suggests inherited intracorpuscular® disorder
= Anemia in multiple relatives —» suggests inherited intracorpuscular disorder
= Splenomegaly —» suggests congenital, infectious, or neoplastic process
= Dark urine — suggests intravascular hemolysis (eg, PNH, PCH, hypotonic infusion)
= Heart valve, signs of aortic stenosis, marching — suggests mechanical hemolysis

Blood smear:
= Schistocytes —» suggest TMA or DIC
= Teardrop cells — suggest bone marrow involvement
= Spherocytes —» suggest AIHA or hereditary spherocytosis
= Elliptocytes —» suggest hereditary elliptocytosis or myelodysplasia
= Stomatocytes —» suggest metabolic disorder or hereditary stomatocytosis
= Intracellular organisms —» suggest malaria or babesiosis
= RBC ghosts —» suggest clostridial sepsis

This is an overview. Refer to UpToDate for further discussion and additional causes of immune and non-immune hemolytic anemia.

AIHA: autoimmune hemolytic anemia; DAT: direct antiglobulin (Coombs) test; DIC: disseminated intravascular coagulation; G6PD: glucose-6-phosphate
dehydrogenase; LDH: lactate dehydrogenase; PCH: paroxysmal cold hemoglobinuria; PK: pyruvate kinase; PNH: paroxysmal nocturnal hemoglobinuria;
TMA: thrombotic microangiopathy (eg, thrombotic thrombocytopenic purpura [TTP], hemolytic uremic syndrome [HUS], drug-induced TMA).

* Evidence of hemolysis includes:
= Spherocytosis
= Low haptoglobin
* High LDH
= High indirect (unconjugated) bilirubin

= Increased reticulocyte count that is not due to active bleeding, recent correction of iron deficiency or nutritional anemia, or erythropoietin

administration

9 Inherited intracorpuscular disorders include:

= Hemoglobinopathies such as thalassemia or sickle cell disease

= Enzymopathies such as G6PD or PK deficiency

= Membrane disorders such as hereditary spherocytosis, elliptocytosis, or stomatocytosis

Graphic 108335 Version 6.0



