
To order testing for Gilbert Syndrome:   
To order testing for G6PD deficiency:
To order testing for PK deficiency: 
To order Band 3 Protein Reduction for Hereditary Spherocytosis: 
To order hereditary hemolytic anemia next generation sequencing panel:
    - includes conjugation and hepatocyte uptake disorders

ETIOLOGICAL WORKUP

DAT Positive?

Obtain Infant Blood Type/DAT

YES

Alloimmune 
hemolytic disease

• G6PD quantitative enzyme

• If MCHC/MCV > 0.36 send Band 3 reduction 
assay for Hereditary Spherocytosis

If ETCOc > 3.0 ppm, or severe/persistent 
hyperbilirubinemia:
• Send blood smear
• Consult pediatric hematology

• Consider pyruvate kinase assay
• Consider hereditary hemolytic anemia 

genetic panel

NO

ETCOc > 1.7 ppm?

YES

Hemolytic Pathway

• Use lower AAP phototherapy 
thresholds (infants with 
Neurotoxicity risk factors)

• Use intense phototherapy (if 
reaches treatment threshold)

• Check “rebound” TcB/TSB ≤ 24 
hours after phototherapy

• Outpatient follow-up within 24 
hours of discharge

• Consider recheck ETCOc prior 
to discharge to determine if 
hemolysis is improving

• Follow infants with high ETCOc 
(e.g. > 3.0 ppm) closely

TREATMENT

• Use higher AAP phototherapy 
thresholds (infants without 
Neurotoxicity risk factors)

• Use standard phototherapy
• Outpatient follow-up per AAP 

guideline
• If hyperbilirubinemia is 

persistent or severe, repeat 
ETCOc. 

• If still < 1.7 ppm, consider 
conjugation/hepatocyte uptake 
disorder (including Gilbert 
Syndrome).

TREATMENT

Non-Hemolytic Pathway

All neonates screened with transcutaneous or 
total serum bilirubin (TcB/TSB)

AND
End-tidal carbon monoxide (ETCOc) at 28 ± 8 hrs 

or sooner if clinical concern for jaundice.
NO

Bilirubin Management
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