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Therapy of Hemolytic Uremic Syndrome, a 50-Year Update

Kaplan BS, Katz J, Krawitz S, Lurie A, Path F. An Analysis of the Results of Therapy in 67 Cases of the Hemolytic-Uremic Syndrome.
J Pediatr 1971;78:420-5.

An unknown syndrome of microangiopathy characterized by a triad of hemolytic anemia, thrombocytopenia, and
acute kidney injury was described for the first time by Gasser et al in 1955, named the “hemolytic-uremic syn-

drome” (HUS). In the 1970s, the etiology and pathogenesis remained unclear. A postulated mechanism of renal injury
was a consumption coagulopathy, suggesting that heparin could be useful, although it had no apparent effect on
immediate survival and is no longer advised. Survival was better in patients treated with early peritoneal dialysis
and now is seldom required because its indications are similar to other forms of acute kidney injury.1

In 1983, Karmali et al identified the etiologic toxin produced by the Escherichia coli serotype O157:H7, a critical
discovery for future therapy, owing to the growing knowledge regarding its pathogenesis and complement interaction.
Approximately 90% of cases in children are produced by the Shiga toxin-producing E coli, associated with a prodrome
of diarrhea known as “hemorrhagic colitis.” This toxin damages the cellular glycosphingolipid, increasing thrombin
and fibrin levels, activating an inflammatory response responsible of extensive microangiopathic intravascular
thrombosis and multiorgan failure particularly targeting the kidneys. The toxin has a high affinity for the membrane
receptor in the glomerular endothelium and tubular cells, making dialysis a needed therapy in 50%-70% of cases.2

Antibiotic use for this disorder is controversial. Current recommendations suggest against antibiotic use, owing to a
paradoxical increase in Shiga toxin production. The cornerstone of management for HUS is supportive care such as
fluids and blood transfusion, including platelets when active bleeding takes place. Eculizumab, a humanized
monoclonal antibody, blocks factor C5 activation and has a promising effect in complement-associated HUS.3

HUS is one of themost common causes of acute kidney injury in children. Overall mortality has decreased from 60%
to less than 5% in the last half-century. Its proper identification is still essential to provide prompt supportive care.
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