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Familial Extrahepatic Biliary Atresia?
Krauss AN, ] Pediatr 1964;65:933-7

I n 1964, Krauss reported cholestasis in a pair of siblings. His diagnosis of “extrahepatic familial biliary atresia” can be
referenced to highlight the growing understanding of the spectrum of neonatal cholestasis that has occurred over

the past 50 years.

The “differential” diagnosis for neonatal cholestasis in the 1960s was fairly simple, consisting of 3 main categories:
(1) biliary atresia, which constituted roughly 25% of cases; (2) viral induced injury—toxoplasmosis, other, rubella,
cytomegalovirus, and herpes simplex virus (TORCH)-—infections, which were identified in less than 10%; and
(3) “neonatal hepatitis,” a misleading term referring to infants whose histologic findings included giant cell transfor-
mation of unknown etiology that served as a wastebasket diagnosis for roughly 65% of the infants who presented with
elevated liver enzymes and jaundice. “Neonatal hepatitis” was idiopathic and often classified as sporadic or familial

depending on the history.

Today, the landscape of neonatal cholestasis is much more defined. Alpha-1 antitrypsin deficiency, metabolic dis-
eases, progressive familial intrahepatic cholestasis, bile acid synthetic defects, and Alagille syndrome are only a few of
the now well-described processes that have reduced the percentage of infants with idiopathic neonatal cholestasis to
about 10% of cases. This exponential expansion of knowledge that has culminated in the current understanding of the
biologic basis of neonatal cholestatic syndromes paralleled the growth and development of the new subspecialty of

pediatric hepatology.'

Although the precise etiology of biliary atresia remains unknown, it has not been documented to reoccur in a family
member subsequently. Therefore, re-visiting Krauss’ report today, one cannot help but consider an alternative diag-
nosis. A leading candidate would be Alagille syndrome given the cardiac and renal abnormalities identified in the pub-
lication. Unfortunately for the brothers in Krauss” report, Daniel Allagille’s seminal article describing the autosomal
dominant, multisystem disorder that now carries his name would not be published for another 5 years.”

Despite the advances, looking forward to the next 50 years it is clear that there is work to be done. As noted, up to
10% of infants presenting today with jaundice and elevated liver biochemistries will be diagnosed with “idiopathic
neonatal hepatitis.” Understanding that the best therapeutic interventions are those that target key mechanisms of
injury, it is paramount to continue to investigate the biological, molecular, genetic, and cellular contributions to
this devastating disease to enable better treatment strategies that will change the outcome for affected children.
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