Figure S1

Figure S1: Hematoxylin and eosin staining of tissue sections from 12-month-old control and LIRKO mice
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Figure S2

Figure S2: Weekly monitoring of body weight and blood glucose in parabionts
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Figure S3

Figure S3: Blood glucose and insulin assays in parabiont pairs pre- and post-surgery
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Figure S4

Figure S4: Quantification of pHH3+ insulin+ cells in parabiosis experiments. Single and parabiont animals were
sacrificed and pancreases were dissected and immunostained with insulin, pHH3 and DAPI, ** p<0.01 n=5-6
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Figure S5

Figure S5: Quantification of Ki67+ insulin+ cells in serum-stimulated mouse Islets. Islets were incubated for 24 or
48h with serum (diluted 1:10) from 3-month-old control or LIRKO animals. * p<0.05 n=4-5
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Figure S6

Figure S6: Glucose and insulin assays in culture media
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Table S1

Table $1: Assays of circulating growth factors, hormones, cytokines and chemokines in young
vs. old Control and LIRKO mice,
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Table S2

Table S2: Histological characteristics of Control and LIRKO mice

mild pancreatitis very mild pancreatitis

severe stealosis no steatosis + focal dysplasia+ hyperplastic nodules
normal normal

severe lymphocyte infiltration mild lymphocyte infiltration

normal normal
normal normal
normal normal
normal normal
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Table S3

XHU114

ale

Table S3: Islet-donor characteristics

White

" stimulation with serum

1 55 20.1 No
XHV125 2 Male White 23 2586 No stimulation with serum
XHW271 3 Female White 18 26.4 No stimulation with serum
XJW381 4 Male Hispanic/Latino 25 29.3 No stimulation with serum
XFK479 5 Male Hispanic/Latino 50 26.5 No stimuiation with serum
XKJ390 6 Unkown Unkown 64 30 No stimulation with serum
XLT243 7 Female | African american 41 42 No stimuiation with serum
YD3485 8 Male White 54 19.5 No stimulation with serum
YEC248 9 Male African american 20 31.3 No stimulation with serum
XLK052 10 Male Unknown 53 31 T20 stimulation with serum
XHK168A 1 Female White 38 378 T2D on metformin stimulation with serum
YALOS54 12 Unknown Unknown 65 31 No stimulation with LECM
YAJ498A 13 Unknown Unknown 54 34 T2D stimulation with LECM
YBG327 14 Male White 52 50 12D stimulation with HCM
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