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January, 1922: 
one of the first diabetes patients 
treated with insulin starts 
“climbing the walls” …. symptoms 
caused by  low blood sugar 
(Dr. JB Collip)

100 Years Ago 

Hypoglycemia First Discovered



75 Years Ago 

Discovery of “Idiopathic 
Hypoglycemia of Infancy”

1. Risk of irreparable brain damage 
a) Delayed diagnosis 
b) Inadequate (early) therapy 

2. Cause unknown! 
3. Possibly Genetic? 
4. Treatment options:  

Pancreatectomy or Cortisone



65 Years Ago 

Discovery of Insulin 
Radioimmunoassay

First demonstration that plasma insulin 
levels are elevated in infants with 
“Idiopathic Hypoglycemia of Infancy”.   

LEUCINE-SENSITIVE 
HYPOGLYCEMIA

(Berson & Yalow, J Clin Invest, 1960)



60 Years Ago 

Discovery of diazoxide (Proglycem) 
as a treatment for hyperinsulinism



Adv Pediatr 1976

50 Years Ago 

“Idiopathic Hypoglycemia of 
Infancy” becomes “Congenital 
Hyperinsulinism” 
 (CHI or HI for short) 

Other names (best forgotten) 
o Idiopathic hypoglycemia 
o Leucine-sensitive hypoglycemia 
o PHHI (Persistent Hyperinsulinemic 

Hypoglycemia of Infancy) 
o Nesidioblastosis
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30 Years Ago 

Genetic Causes of HI 
      (39 genes now known)



Types of Congenital HI 

1. Genetic: 
• Diffuse vs. Focal 
• Recessive vs. Dominant Inheritance 
• Sporadic 

2. Non-Genetic: 
• Transient Neonatal (“perinatal stress HI”)

25 Years Ago 

Genetic Testing



18F-DOPA PET scan localization of focal 
adenomatosis HI lesion, 5 wk old neonate

Focal lesion



Mutations in 705 Children with Congenital HI (1997-2014)
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Current Treatments for 
Hyperinsulinism

1. Surgery 
a) Sub-total pancreatectomy (1950s onward) 
b) Curative excision of focal lesion (1990s onward) 

2. Medical 
a) Diazoxide (1964 onward) 
b) Octreotide (1980s onward)

Now 



The Future 

Wish List 

1) New and better HI treatment(s) 
(5+ potential therapies for HI now in clinical trails) 

2) Universal newborn screening to detect HI earlier 
and prevent brain injury 

3) Universal entry of all HI children in the HI Global 
Registry (HIGR) 

  



“…the future is bright…”
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