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Raw data for Figures 1-5 have been made available in the source datafile.

No calculations for sample size were performed. Owing to limited human pancreatic slices, we optimized their number per experiments (n>3
donors/experiment and n"3 slices per donor), unless using precious tissue from diabetic donors, where we were only able to limit 3/slices per
data point owing to a very limited number of slices available. For mouse studies we utilized n=5 (individual pancreas) and for each n at least 3
slices.

Slices that were inefficiently transfected with adenovirus (low amount of red-fluorescence <5% of total slice area at day 5-10), or which

showed non-specific tagging to adenovirus (eGFP signal >3% in mouse or >0.15% in human at day 5-10, confirmed via Insulin staining) were
excluded and not analyzed. There are instances when human pancreatic slices do not get transfected efficiently with adenoviruses, possibly
due to early necrosis and slice tissue death. The analysis of such slices results in analytical bias, so a strict range of fluorescence characteristics
must be defined for any particular longitudinal regeneration experiment. We were unable to attain high transfection efficiencies with lentiviral
or adeno-associated viral constructs.

All experiments were performed independently, by non-blinded investigators. Data was reproducible for the donor slices having high viability
and appropriate transfection efficiency, at the start of the experiment. The experimental predictions were confirmed in every case, but a great
donor-to-donor variability was observed, and has been reported in our analysis. Replication was unsuccessful when low transfection efficiency
was observed. For GSIS data, experiments were completely repeated by an investigator independent of the corresponding author's lab and
were reproduced.

Allocation of slices to every experiment was completely randomized.

Blinding not possible. Due to the nature of the pancreatic samples and the dissimilar culture conditions, the investigators were aware of the

identity of the groups.

anti-human/mouse Insulin (Dako/Agilent cat# A0564), anti-human/mouse Glucagon (R&D Systems cat# MAB1249), anti-human/




