March 2021

35.

Hawkins D. Social Determinants of COVID-19 in Massachusetts, United
States: an ecological study. ] Prev Med Public Health 2020;53:220-7.

ORIGINAL ARTICLES

cents in Europe: a multinational, multicentre cohort study. Lancet Child
Adolesc Health 2020;4:653-61.

36. Maroko AR, Nash D, Pavilonis BT. COVID-19 and inequity: a compar- 41. Goyal P, Choi JJ, Pinheiro LC, Schenck EJ, Chen R, Jabri A, et al. Clinical
ative spatial analysis of New York City and Chicago hot spots. ] Urban characteristics of Covid-19 in New York City. N Engl ] Med 2020;382:
Health 2020;97:461-70. 2372-4.

37. Andrist E, Riley CL, Brokamp C, Taylor S, Beck AF. Neighborhood 42. Yonker LM, Neilan AM, Bartsch Y, Patel AB, Regan J, Arya P, et al. Pe-
Poverty and pediatric intensive care use. Pediatrics 2019;144. diatric SARS-CoV-2: clinical presentation, infectivity, and immune re-

38. Hajifathalian K, Kumar S, Newberry C, Shah S, Fortune B, Krisko T, et al. sponses. ] Pediatr 2020;227:42-52.

Obesity is associated with worse outcomes in COVID-19: analysis of early 43. Beigel JH, Tomashek KM, Dodd LE. Remdesivir for the Treatment
data from New York City. Obesity (Silver Spring) 2020;28:1606-12. of Covid-19—Preliminary Report. Reply. N Engl ] Med 2020;

39. Kim L, Whitaker M, O’Halloran A, Kambhampati A, Chai §J, 383.

Reingold A, et al. Hospitalization rates and characteristics of children 44. WangY, Zhang D, Du G, Du R, Zhao J, Jin Y, et al. Remdesivir in adults
aged <18 years hospitalized with laboratory-confirmed COVID-19 - with severe COVID-19: a randomised, double-blind, placebo-controlled,
COVID-NET, 14 states, March 1-July 25, 2020. MMWR Morb Mortal multicentre trial. Lancet 2020;395:1569-78.

WKkly Rep 2020;69:1081-8. 45. ARDS Definition Task Force Ranieri VM, Rubenfeld GD, Thompson BT,

40.

Gotzinger F, Santiago-Garcia B, Noguera-Julian A, Lanaspa M,
Lancella L, Calo Carducci FI, et al. COVID-19 in children and adoles-

Ferguson ND, Caldwell E, et al. Acute respiratory distress syndrome: the
Berlin definition. JAMA 2012;307:2526-33.

50 Years Ago in THE JOURNAL OF PEDIATRICS

Diazoxide-Induced Hyperosmolar Nonketotic Coma: Contemporary

Genetic Insights

Balsam MJ, Baker L, Kaye R. Hyperosmolar nonketotic coma associated with diazoxide therapy for hypoglycemia. J Pediatr

1971;78:523-5.

D iazoxide has been used for the treatment of hypoglycemia since the 1960s." In 1971, Balsam et al published this
case report, noting the rare association of a child receiving treatment with diazoxide for hyperinsulinemic

hypoglycemia and the development of nonketotic hyperosmolar coma in the setting of Hemophilus influenza
bacteremia.” Nearly 35 years later, Pearson et al examined birth weight and hypoglycemia in infants born to families
with mutations in the maturity-onset diabetes of the young (MODY) genes: HNF4A and HNF1A/TCF1. In addition,
they studied pancreatic beta-cell deletion of HNF4A in mice that developed hyperinsulinemia in utero and
hyperinsulinemic hypoglycemia at birth. They discovered HNF4A to be a cause of neonatal hypoglycemia.’ Based
on this novel observation, Flanagan et al further explored the HNF4A mutations in a large cohort of patients with
diazoxide-responsive hyperinsulinemic hypoglycemia, not just those with family history of the MODY gene mutation.
The team found HNF4A mutations to be commonly associated with diazoxide responsiveness in the treatment of
hyperinsulinemic hypoglycemia. Taking this correlation a step further, Arya et al reported that the HNF4A mutation
is associated with exceptional sensitivity to diazoxide therapy and thus serves as a risk factor for the development of
nonketotic hyperosmolar coma. Their group suggests lower doses of diazoxide (1.5 mg/kg/d), instead of traditional
dosing (5 mg/kg/d), in patients with this mutation to prevent this rare complication.” It is now worth considering
screening for HNF4A mutations before initiating diazoxide treatment. Kudos to Balsam et al, who identified a rare
but serious complication of diazoxide treatment that may now be preventable.

Lauren E. Boudreau, DO

James F. Padbury, MD

Division of Neonatal-Perinatal Medicine
Women and Infant’s Hospital of Rhode Island
Providence, Rhode Island
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