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Supplementary Figure 1. Overview of human islet-engrafted mouse studies. (A) Summary of three 
experiments. (B) Survival of mice in each of the three experiments. Experiment 1: n = 5, mock-infected, 
n = 7, CVB4-infected. One infected, non-diabetic mouse required euthanasia at 21 dpi. Experiment 2: n 
= 7, mock-infected, n = 7, CVB4-infected. Three infected mice required euthanasia between 23 and 27 
dpi due to severe fight wounds. Experiment 3: n = 5, mock-infected, n = 9, CVB4-infected. Four mice 
died prematurely between 15-35 dpi. (C) Average weight loss of mice in each of the three experiments. 
Body weight is expressed as the percent difference from the body weight of baseline. Experiment 1: n = 
5, mock-infected, n = 7, CVB4-infected. Experiment 2: n = 7, mock-infected, n = 7, CVB4-infected. 
Experiment 3: n = 5, mock-infected, n = 9, CVB4-infected. For Experiment 1, only mice that survived 
beyond 21 dpi were included for further analysis. For Experiments 2 and 3, only mice that survived 
beyond 35 dpi were included for further analysis. 
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Supplementary Figure 2. Histology of human islet grafts from CVB4-infected mice, including a 
normoglycemic mouse and one that ultimately became diabetic. Histological sections from mice in 
Experiment 3 are shown here. H&E staining is shown at either 40x magnification (top row) or 200x 
magnification (second row). Immunohistochemical staining for either insulin (third row) or glucagon 
(bottom row) are also shown at 100x magnification. Findings in this experiment were similar to those 
described for Experiment 2 in Figure 2. 
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Supplementary Figure 3. EGFP-CVB3 infects beta cells of cultured human islets. Dispersed human 

islets were infected with EGFP-CVB3 (1 x 106 PFU/100 IEQ). A subset of the virally infected cells is 
insulin positive by immunofluorescent staining (arrowheads). EGFP-CVB3 is green, insulin is red, DAPI 
is blue. Co-localization of CVB3 and insulin is yellow. Scale bar represents 75 μm. 
                Cultured islets were treated with TrypLE (Life Technologies) diluted 1:3 in PBS for 5 min at 
37°C. Islet culture medium was added to stop the reaction, and cells were pelleted, resuspended in fresh 
medium, then allowed to attach to coverslips. Cells were cultured in the presence of virus or media 
control for 16 h, after which cells were washed, fixed with 3.7% paraformaldehyde, then permeabilized 
and blocked. Guinea pig antibody to insulin was added, followed by Alexa Fluor-594 goat antibody to 
guinea pig IgG. Coverslips were mounted with ProLong Gold Antifade Reagent with DAPI. Confocal 
images were acquired using a Leica TCS SP8 DNI6000 confocal microscope using Leica image 
acquisition software LAS AF Version 3.1.0 build 8578. 
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Supplementary Table 1. Demographic characteristics of human islet donors 
	

 
 
Abbreviations: BMI, body mass index; n.r., not recorded. *Refers to the amount of time that the human 
islets were cultured following isolation until shipment to our laboratory. 
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Supplementary Table 2. Normalized gene copy numbers in islet grafts for genes with significant 
increases or decreases in expression (CVB4-infected versus mock-infected) when data from three 
experiments were combined; mean values are shown for each experiment. 
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Supplementary Table 3. Mean normalized  gene copy numbers in ex vivo cultured  islets for genes 
with >2.5 fold increases or decreases in expression (CVB4-infected versus mock-infected). 
 

  

 
A Supplementary Spreadsheet is also available. This includes sequences for the NanoString human 
gene CodeSet, normalized gene expression values from grafts from in vivo and ex vivo experiments, 
and body weights and glucose values for all mice. 
	


