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Supplementary Figure 1. A and B: GK is present in all islets of case 3. Panel A: GK immunostaining is 
positive in hypofunctional islets localized in a lobule where all islets were found negative for HK-1. 
Panel B: GK immunostaining is also positive in hyperfunctional islets localized in a lobule where all 
islets were found positive for HK-1. C and D: Foxa2 is present in HK-containing β-cells of case 3. The 
same islet is shown after immunofluorescence detection of HK-1 (panel C) and Foxa2 immunodetection 
(panel D). All nuclei of islet cells are positive as are nuclei of exocrine cells. Scale bars = 100 µm.  
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Supplementary Figure 2.  HK-I is not detectable by immunostaining in β-cells from patients with KATP 
channel-related CHI. A: Section through a focal lesion. Small ducts and vessels are positive whereas β-
cells are negative. B: Section through pancreas outside a focal lesion. Two unstained islets are pointed 
by arrows. Acinar cells are faintly labeled and a strong staining is visible in duct cells (upper right 
corner), a small vessel (between and below the two islets), and centro-acinar cells. C: Section through 
pancreas of a patient with a diffuse pathology. One unstained islet is shown by three arrows. The big 
nucleus in the islet (left arrow) is typical of this form of the pathology. Again positivity for HK-I is seen 
only outside the endocrine tissue. All these cases are taken from our previous study (Henquin et al, J 
Clin Invest 2011;121: 3932-3942) where they can be identified as follows: A = FoCHI 3 , B = FoCHI 5 
and C = DiCHI 1. Scale bars = 100µm. 
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Supplementary Figure 3. Effects of stepwise increases in glucose concentration on insulin secretion 
from pancreatic fragments of patients with KATP channel-related CHI. The concentration of glucose (G 
in mM) was increased as indicated at the top of the figure. The experiments were performed in the 
presence of 1µM forskolin (Fk) throughout. A-D: In four cases with a focal form of the disease (FoCHI), 

insulin secretion secretion was measured in the focal lesion (o) and the normal adjacent pancreas (●). E-

F:  In cases with a diffuse form of the disease (DiCHI), only pathological tissue was available. The 
individual data shown here were obtained in the frame of a previous study, in which they were included 
in mean values of a larger group (Figure 3A and B in Henquin et al, J Clin Invest 2011;121: 3932-3942). 
The cases are identified by the same code.  

 


