Baseline predictors of glycemic worsening in youth and adults with impaired glucose tolerance
or recently-diagnosed type 2 diabetes in the Restoring Insulin Secretion (RISE) Study
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Supplementary Table S1. Baseline characteristics of study participants

Adult Pediatric p-value
N 267 91
Age at randomization (years) 53.9+8.9 144421 <0.001
Age Category (years) <0.001
<=14 0 (0.0%) 48 (52.7%)
15-19 0 (0.0%) 43 (47.3%)
20-39 22 (12.3%) 0 (0.0%)
40-49 48 (26.8%) 0 (0.0%)
50-65 109 (60.9%) 0 (0.0%)
Sex <0.001
Female 114 (42.7%) 65 (71.4%)
Male 153 (57.3%) 26 (28.6%)
Race/Ethnicity <0.001
White 141 (52.8%) 25 (27.5%)
Black 81 (30.3%) 23 (25.3%)
Hispanic (any) 28 (10.5%) 34 (37.4%)
All other 17 (6.4%) 9 (9.9%)
Weight (kg) 102.1 +19.8 99.8+24.4 0.410
BMI (kg/m?) 35.0+5.7 36.7+6.4 0.024
Diabetes status at screening 0.014
IGT 197 (73.8%) 54 (59.3%)
Diabetes 70 (26.2%) 37 (40.7%)
Laboratory values at baseline
OGTT
HbAlc (%) 5.75+0.39 5.71+0.58 0.556
HbA1c (mol/mmol) 39.30+4.24 38.87 +6.37 0.556
Fasting glucose (mmol/L) 6.15+ 0.63 6.01 +0.95 0.198
Fasting insulin (pmol/L) 105.3 [34.3, 323.8] 229.9 [74.9, 705.8] <0.001
Fasting C-Peptide (nmol/L) 1.245 £+ 0.507 1.711 + 0.607 <0.001
2-hour glucose (mmol/L) 10.07 £ 2.29 10.20 + 2.62 0.670
2-hour insulin (pmol/L) 790.1 [234.2, 2665.8] 1369.1 [346.6, 5407.9] <0.001
1/Fasting insulin x 1073 11.1+6.6 5.2+3.6 <0.001
(1/(pmol/L))
IGI (0-30m I/G) (pmol/mmol) 113.1 [27.2, 469.7] 226.5 [45.8, 1120.5] <0.001
CPGI (0-30m CP/G) 0.464 + 0.280 0.741 +0.430 <0.001
(nmol/mmol)
Values during baseline
hyperglycemic clamp
ACPRg (nmol/L) 1.75 [0.99, 3.11] 2.35 [0.87, 6.35] <0.001
SSCP (nmol/L) 3.95 [1.96, 7.98] 5.15 [2.39, 11.13] <0.001
ACPRmax (nmol/L) 4.89 [2.03, 11.78] 7.72 [3.35,17.77] <0.001
M/l x 10 3.064 [0.724, 12.965] 1.572 [0.353, 6.997] <0.001




Supplementary Figure S1: CONSORT Diagram, RISE Pediatric Medication Study with OGTT data
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$4 participants in the metformin group decompensated at Months 15 and 18. No further visits were

completed.

*2 participants in the glargine followed by metformin group decompensated between months 9 and 12, and
1 participant decompensated at M18. No further visits were completed.




Supplementary Figure S2: CONSORT Diagram: RISE Adult Medication Study with OGTT data
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*1 participant in the placebo group decompensated at M12; No further visits were completed
$1 participant in the metformin group and 1 participant in the glargine followed by metformin group were put on metformin

by their primary care provider after the M15 visit. No further visits were completed.



Supplementary Figure S3: RISE Medication Studies Visit and Assessment Timeline
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