sufficient to produce modest degrees of unconjugated
hyperbilirubinemia.

Miscellaneous Degradation of the hemoglobin of extravascular
collections of erythrocytes, such as those seen in massive tissue
infarctions or large hematomas, may lead transiently to
unconjugated hyperbilirubinemia.

DECREASED HEPATIC BILIRUBIN CLEARANCE
Decreased Hepatic Uptake Decreased hepatic bilirubin uptake is
believed to contribute to the unconjugated hyperbilirubinemia of
Gilbert’s syndrome (GS), although the molecular basis for this finding
remains unclear (see below). Several drugs, including flavaspidic
acid, novobiocin, and rifampin, as well as various cholecystographic
contrast agents, have been reported to inhibit bilirubin uptake. The
resulting unconjugated hyperbilirubinemia resolves with cessation of
the medication.

Impaired Conjugation « PHYSIOLOGIC NEONATAL JAUNDICE
Bilirubin produced by the fetus is cleared by the placenta and
eliminated by the maternal liver. Imnmediately after birth, the neonatal
liver must assume responsibility for bilirubin clearance and excretion.
However, many hepatic physiologic processes are incompletely
developed at birth. Levels of UGT1A1 are low, and alternative
excretory pathways allow passage of unconjugated bilirubin into the
gut. Since the intestinal flora that convert bilirubin to urobilinogen are
also undeveloped, an enterohepatic circulation of unconjugated
bilirubin ensues. As a consequence, most neonates develop mild
unconjugated hyperbilirubinemia between days 2 and 5 after birth.
Peak levels are typically <85—170 pmol/L (5—10 mg/dL) and decline
to normal adult concentrations within 2 weeks, as mechanisms
required for bilirubin disposition mature. Prematurity, often
associated with more profound immaturity of hepatic function and
hemolysis, can result in higher levels of unconjugated
hyperbilirubinemia. A rapidly rising unconjugated bilirubin
concentration, or absolute levels >340 umol/L (20 mg/dL), puts the
infant at risk for bilirubin encephalopathy, or kernicterus. Under these



