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Supplementary Table 1. Percent of patients reporting one or more severe hypoglycemic
events within prior 3 months according to HbA;c in the T1D Exchange registry (10)

6-12 years old | 13-17 years old | 18-25 yearsold | 26-49 years old | =2 50 years old
N (%) N (%) N (%) N (%) N (%)
reporting reporting reporting reporting reporting
=1 event =1 event =1 event =1 event =1 event
Most recent
HbA;.
<7% (<53 50 6 29 3 72 3 215 6 120 6
mmol/mol)
710<7.5% (53 | 66 3 44 9 45 4 104 6 80 9
to <58
mmol/mol)
7.51t0<8% (58 | 105 1 76 3 75 3 100 12 80 6
to <64
mmol/mol)
810 <9% (64 to | 181 2 145 6 90 9 102 9 64 8
<75 mmol/mol)
29.0% (=75 102 2 133 5 97 8 52 13 20 10
mmol/mol)

Supplementary Table 2. Enrollment of children in Type 1 Diabetes TrialNet studies in
recently diagnosed individuals

Number Age range Number <16 | % <16 years

randomized years old old
MMF-DZB (93) 126 8-45 69 55%
Rituximab (69) 87 8-40 44 51%
GADG65-Alum (67) 145 3-45 80 55%
Abatacept (66) 112 6-45 78 70%
Canakinumab (68) 71 6-45 57 80%
Metabolic control (94) 68 6-45 54 79%
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Supplementary Table 3. Enrollment of children in type 1 diabetes prevention studies

Number Age range | Number <16 % <16
randomized years old years old

DPT-1 parenteral insulin (58) 339 4-45 228 67%
DPT-1 oral insulin (59) 372 3-45 306 82%
ENDIT (95) 552 3-40 276 50%
DIPP birth cohort (99) 224 1-5 224 100%
DIPP sibling cohort (99) 40 4-11 40 100%
TRIGR (96) 2,159 <0.5 2,159 100%
NIP (97) 123 <0.5 123 100%
Oral insulin* (TrialNet) 458 3-45 424 93%
Teplizumab* (TrialNet) 45 8-45 27 60%
Abatacept* (TrialNet) 72 6-45 42 58%

*as of 2014; enrollment ongoing
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Supplementary Figure 1. Effect of residual C-peptide on complications of type 1
diabetes. Among DCCT participants randomized to intensive therapy, those with C-peptide
>0.2 nmol/L (A) experienced less hypoglycemia and (B) less progression of retinopathy
(35,98).
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Supplementary Figure 2. Impact of age on enrollment in clinical trial of disease-
modifying therapy. Rate of enroliment into the TrialNet randomized, placebo-controlled trial
testing GADG65-alum. Initial enrollment limited to age 216. Enrollment opened to younger
subjects in January 2010, resulting in marked increase in enrollment rate per month. Figure
used with permission from Wherrett et al. (67).
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Type 1 Diabetes TrialNet Study Group
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(University of Florida), J. Sosenko (University of Miami), D. Wherrett (University of Toronto), D.
Wilson (Stanford University), W. Winter (University of Florida), A. Ziegler (Forschergruppe Diabetes);
Previous Members: C. Benoist (Joslin Diabetes Center), J. Blum (Indiana University), K. Bourcier, P.
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Hospital Los Angeles), M. Pescovitz (Indiana University), J. Peyman (National Institute of Allergy and
Infectious Disease), M. Roncarolo (San Raffaele University), P. Savage (NIDDK), O. Simell
(University of Turku), R. Sherwin (Yale University), M. Siegelman (University of Texas Southwestern),
A. Steck (Barbara Davis Center for Childhood Diabetes), J. Thomas (Vanderbilt University), M.
Trucco (University of Pittsburgh), J. Wagner (University of Minnesota).

Executive Committee: Jay S. Skyler, Katarzyna Bourcier, Carla J. Greenbaum, Richard Insel, Jeffrey P.
Krischer, Ellen Leschek, Lisa Rafkin, Lisa Spain. Past Members: Catherine Cowie, Mary Foulkes,
Heidi Krause- Steinrauf, John M. Lachin, Saul Malozowski, John Peyman, John Ridge, Peter Savage,
Stephanie J. Zafonte.

Chairman's Office: Jay S. Skyler, Carla J. Greenbaum , Norma S. Kenyon, Lisa Rafkin, Irene Santiago,
Jay M. Sosenko.

TrialNet Coordinating Center (University of South Florida): Jeffrey P. Krischer, Brian Bundy, Michael
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Previous Coordinating Center (George Washington University): John M. Lachin, Mary Foulkes, Pamela
Harding, Heidi Krause-Steinrauf, Susan McDonough, Paula F. McGee, Kimberly Owens Hess, Donna
Phoebus, Scott Quinlan, Erica Raiden.

NIDDK Staff: Judith Fradkin, Ellen Leschek, Lisa Spain. Past Member: Peter Savage.

Data Safety and Monitoring Board: Gerald Beck (Cleveland Clinic), Emily Blumberg (University of
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T. Arthur, H. Houser, J. Renaldi, S. Watsen; Bonita, CA- P. Wu, L. Lyons, B. House, J. Yu; Bournemouth,
UK- H. Holt, M. Nation, C. Vickers, R. Watling; Bronx, NY- R. Heptulla, J. Trast, C. Agarwal, D.J. Newell,
R. Katikaneni; Brunley, UK- C. Gardner, A. Del Rio, A. Logan, H. Collier, C. Rishton, G. Whalley, A. Ali, S.
Ramtoola; Buffalo, NY- T. Quattrin, L. Mastrandea, A.J. House, M. Ecker; Calgary, AB- C. Huang, C.
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Ruhaak; Idaho Falls, ID- D. Lilienquist, G. Browning, T. Coughenour, M.B. Sulk; lowa City, IA- E.
Tsalikan, M. Tansey, J. Cabbage; Jackson, MS- N. Dixit, S. Pasha, M. King, K. Adcock, H. Atterberry;
Jacksonville, FL- L. Fox, K. Englert, N. Mauras, J. Permuy, K. Sikes; Joliet, IL- T. Berhe, B. Guendling, L.
McLennan, L. Paganessi, C. Murphy; Kalamazoo, MI- M.B. Draznin, M. Kamboj, S. Sheppard; Kalispell,
MT- V. Lewis, L. Coates; Kansas City, MO- W. Moore, G. Babar, J. Bedard, D. Brenson-Hughes, J.
Cernich, M. Clements, R. Duprau, S. Goodman, L. Hester, L. Huerta-Saenz, A. Karmazin, T. Letjen, S.
Raman; Kingsport, TN- D. Morin, W. Bestermann, E.J. Morawski, J.L. White, A. Brockmyer, R. Bays, S.
Campbell, A. Stapleton, N. Stone, A. Donoho, H. Everett. H. Hensley, M. Johnson, C. Marshall, N.
Skirvin, P. Taylor, R. Williams, L. Ray, C. Wolverton; Knoxville, TN- D.A. Nickels, C. Dothard; Lake
Success, NY- P.W. Speiser, M. Pellizzari, L. Bokor; Las Vegas, NV- K. Izuora, S. Abdelnour, P.
Cummings, S. Paynor, M. Leahy, M. Riedl, S. Shockley, R. Saad, T. Briones; Lebanon, NH- S. Casella,
C. Herz, K. Walsh; Leichester, UK- J. Greening, F. Hay, S. Hunt, N. Sikotra, L. Simons; Lexington, KY-
D.G. Karounos, R. Oremus, L. Dye, L. Myers, D. Ballard, W. Miers, R. Sparks; Little Rock, AR- K.M.
Thraikill, K. Edwards, J. Fowlkes, S. Kemp, A. Morales, L. Holland, L. Johnson; Liverpool, UK- P. Paul, A.
Ghatak, K. Phelen, H. Leyland, T. Henderson; Livingston, NJ- D. Brenner, E. Oppenheimer, I. Mamkin, C.
Moniz; London, ON- C. Clarson, M. Lovell; Los Angeles, CA- A. Peters, V. Ruelas, D. Borut, D. Burt, M.
Jordan, S. Castilla, P. Flores, M. Ruiz, L. Hanson, J. Green-Blair, R.J. Sheridan; Lousiville, KY- K.A.
Wintergerst, G. Pierce, A. Omoruyi, M. Foster, S. Kingery; Lubbock, TX- A. Lunsford, I. Cervantes, T.
Parker, P. Price, J. Urben; Manchester, UK- I. Doughty, H. Haydock, V. Parker; Melbourne, Australia- P.
Bergman, S. Duncum, C. Rodda; Memphis, TN- A.D. Thomas, R. Ferry, D. McCommon, J. Cockroft;
Mesa, AZ- A. Perelman, R. Calendo; Miami, FL- C. Barrera, E. Arce-Nunez, Y. Martinez, M. De la Portilla,
I. Cardenas, L. Garrido, M. Villar; Milan, Italy- R. Lorini, E. Calandra, G. D’Annuzio, K. Perri, N. Minuto, C.
Rebora, R. Callegari; Milwaukee, WI- O. Ali, J. Kramer, B. Auble, S. Cabrera, P. Donohoue, R. Fiallo-
Scharer, M. Hessner, P. Wolfgram, A. Kansra, N. Bettin, R. McCuller, A. Miller; Mineola, NY- S. Accacha,
J. Corrigan, E. Fiore, R.L. Levine, T.A. Mahoney; Montreal, QC- C. Polychronakos, V. Gagne; Morristown,
NJ- H. Starkman, M. Fox, D. Chin, F. Melchionne, L.A. Silverman; New Brunswick, NJ- |. Marshall, L.
Cerracchio, J. Cruz, A. Viswanathan, J. Wilson; New Orleans, LA- S. Chalew, S. Valley, S. Layburn, A.
Lala, P. Clesi, M. Genet, G. Uwaifo, A. Charron, T. Allerton, W. Cefalu, L. Melendez-Ramirez, R.
Richards, C. Alleyn, E. Gustafson, M. Lizanna; New Port Richey, FL- J. Wahlen, S. Aleiwe, M. Hansen, H.
Wahlen; New York, NY- C.J. Levy, A. Bonaccorso, R. Rapaport, Y. Tomer, D. Chia, M. Goldis, L. lazzetti,
M. Klein, C. Levister, L. Waldman, E. Wallach, M.O. Regelmann, Z. Antal, M. Aranda, C. Reynholds;
Newcastle Upon Tyne, UK- N. Leech, D. Wake, C. Owens, M. Burns, J. Wotherspoon, A. Murray, K.
Short, G. Curry, S. Kelsey, J. Lawson, J. Porter, S. Stevens, E. Thomson, S. Winship, L. Wynn; Newton,
NZ- E. Wiltshire, J. Krebs, P. Cresswell, H. Faherty, C. Ross; Norfolk, VA- A. Vinik, P. Barlow, M.
Bourcier, M.L. Nevoret; North Adelaide, Australia- J. Couper, S. Beresford; Norwich, UK- N. Thalagne, H.
Roper, J. Gibbons, J. Hill, S. Balleaut, C. Brennan, J. Ellis-Gage, L. Fear, T. Gray, L. Jones, C.
McNerney, L. Pointer, N. Price, K. Few, D. Tomlinson; Nottingham, UK- L. Denvir, J. Drew, T. Randell, P.
Mansell, S.A Bell, S. Butler, Y. Hooton, H. Navarra, A. Roper, G. Babington, L. Crate, H. Cripps, A. Ledlie,
C. Moulds, R. Norton, B. Petrova, O. Silkstone, C. Smith; Oak Lawn, IL- K. Ghai, M. Murray, V.
Viswanathan, M. Henegan, O. Kawadry; Oakland, CA- J.A. Olson, L. Patterson, T. Ahmad, B. Flores;
Oklahoma City, OK- D. Domek, S. Domek, K. Copeland, M. George, J. Less, T. Davis, M. Short; Olympia
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Fields, IL- A. Dwarakanathan, P. O'Donnell; Omaha, NE- B. Boerner, L. Larson, M. Phillips, M. Rendell,
K. Larson, C. Smith, K. Zebrowski, L. Kuechenmeister, M. Thevarayapillai; Orange, CA- M. Daniels, H.
Speer, N. Forghani, R. Quintana, C. Reh, A. Bhangoo; Orlando, FL- P. Desrosiers, L. Ireland, T. Misla, C.
Torres, S. Wells, J. Villar, M. Yu, D. Berry, D. Cook, J. Soder, A. Powell; Ormskirk, UK- M. Ng, M.
Morrison, Z. Haslam; Ottawa, ON- M. Lawson, B. Bradley, J. Courtney, C. Richardson, C. Watson, E.
Keely, D. DeCurtis; Palm Beach Gardens, FL- M. Vaccarcello-Cruz, Z. Torres, K. Sandberg; Pensacola,
FL- H. Hsiang, B. Joy, D. McCormick, A. Powell, H. Jones, J. Bell, S. Hargadon, S. Hudson, M. Kummer;
Peoria, IL- S. Sauder, E. Sutton, K. Gensel, R. Aguirre-Castaneda, V. Benavides Lopez, D. Hemp, S.
Allen, J. Stear; Perth, Australia- E. Davis, T. Jones, A. Roberts, J.A Dart, N. Paramalingam; Philadelphia,
PA- L.E. Levitt Katz, N. Chaudhary; K.M. Murphy, S.M. Willi, B. Schwartzman; Phoenix, AZ- C. Kapadia,
D. Larson, D. McClellan, G. Shaibai, L.A. Kelley, G. Villa, C. Kelley, R. Diamond, M. Kabbani, T. Dajani,
F. Hoekstra, M. Magorno; Pittsburgh, PA- J. Holst, V. Chauhan, N. Wilson, P. Bononi, M. Sperl; Plymouth,
UK- A. Millward, M. Eaton, L. Dean; Portland, ME- J. Olshan, H. Renna, C. Milliard; Portland, OR- D.
Snyder, S. Beaman, K. Burch, J. Chester, A. Ahmann, B. Wollam, D. DeFrang, R. Fitch, K. Jahnke, K.
Hanavan, B. Klopfenstein, L. Nicol, R.W. Bergstrom, T. Noland; Poughkeepsie, NY- J. Brodksy, L. Bacon;
Providence, RI- J.B. Quintos, L.S. Topor, S. Bialo, B. Bancroft, A.G. Soto; Raleigh, NC- W. Lagarde, H.
Lockemer, T. Vanderploeg; Rancho Cucamonga, CA- M.A lbrahim, M. Huie, V. Sanchez; Rapid City, SD-
R. Edelen, R. Marchiando, J. Palmer, T. Repas, M. Wasson, P. Auker, J. Culbertson, T. Kieffer, D.
Voorhees, T. Borgwardt, L. DeRaad; Reno, NV- K. Eckert; Richland, WA- E. Isaacson, H. Kuhn, A.
Carroll, M. Schubert; Richmond, VA- G. Francis, S. Hagan, T. Le, M. Penn, E. Wickham; Rio Piedras, PR-
C. Leyva, K. Rivera, J. Padilla, I. Rodriguez; Rochester, NY- N. Jospe, J. Czyzyk, B. Johnson;
Sacramento, CA- U. Nadgir, N. Marlen, G. Prakasam, C. Rieger, N. Glaser, E.C. Heiser, B. Harris; Salt
Lake City, UT C. Foster, H. Slater, K. Wheeler, D.L Donaldson, M. Murray; San Antonio, TX- D.E. Hale,
R. Tragus, D.R. Word, J. Lynch, L. Pankratz, W. Rogers; San Diego, CA- R. Newfield, S. Holland, M.
Hashiguchi, M. Gottschalk, A. Philis-Tsimikas, R. Rosal, S. Franklin, S.M. Guardado; San Francisco, CA-
N. Bohannon, M. Garcia; San Jose, CA- T. Aguinaldo, J. Phan, V. Barraza, D. Cohen; Santa Barbara,
CA- J. Pinsker, U. Khan, J. Wiley, L. Jovanovic; Santa Clara, CA- P. Misra, M. Wright, D. Cohen, K.
Huang; Scottsbluff, NE- M. Skiles, S. Maxcy; Seattle, WA- C. Pihoker, K. Cochrane, J. Fosse, S. Kearns,
M. Klingsheim; Sheffield, UK- N. Wright, L. Viles, H. Smith, S. Heller, M. Cunningham, A. Daniels, L.
Zeiden, J. Field, R. Walker; Sioux Falls, SD- K.J. Griffin, L. Bartholow, C. Erickson, J. Howard, B.
Krabbenhoft, C. Sandman, A. Vanveldhuizen, J. Wurlger, A. Zimmerman, K. Hanisch, L. Davis-Keppen;
South Brisbane, Australia- A. Cotterill, J. Kirby, M. Harris, A. Schmidt; WA- C. Kishiyama, C. Flores, J.
Milton, W. Martin, C. Whysham, A. Yerka, T. Freels, J.M. Hassing, J. Webster; Springdfield, IL- R. Green,
P. Carter, J. Galloway, D. Hoelzer, S. Roberts, S. Said, P. Sullivan; Springfield, MA- H.F. Allen, E. Reiter,
E. Feinberg, C. Johnson; St. John's, NL- L.A. Newhook, D. Hagerty; St. Louis, MO- N.H. White, L.
Levandoski; St. Paul, MN- J. Kyllo, M. Johnson, C. Benoit; St. Petersburg, FL- P. lyer, F. Diamond, H.
Hosono, S. Jackman, L. Barette, P. Jones; Syracuse, NY- I. Sills, S. Bzdick, J. Bulger, R. Weinstock;
Taunton, UK- I. Douek, R. Andrews, G. Modgill, G. Gyorffy, L. Robin, N. Vaidya, S. Crouch, K. O'Brien, C.
Thompson, N. Thorne; Toledo, OH- J. Blumer, J. Kalic, L. Klepek, J. Paulett, B. Rosolowski, J. Horner,
M. Watkins; Topeka, KS- J.L Casey, K. Carpenter, C. Burns, J. Horton, C. Pritchard, D. Soetaert, A.G.
Wynne; Torrance, CA-K. Kaiserman, M. Halvorson; Tucson, AZ- C. Chin, O.Y. Molina, C. Patel, R.
Senguttuvan, M. Wheeler, O. Furet, C. Steuhm; Tulsa, OK- D.H Jelley, S. Goudeau, L. Chalmers, D.
Greer; Vancouver, B.C- C. Panagiotopoulos, D.L. Metzger, D. Nguyen, M. Horowitz; Walnut Creek, CA-
M.P. Christiansen,. E. Glades, C. Morimoto, M. Macarewich, R. Norman, K. Patin, C. Vargas, A.
Barbanica, A. Yu; Washington D.C- P. Vaidyanathan, W. Osborne, R. Mehra; Wenatchee, WA- S. Kaster,
S. Neace, J. Horner; Wilmington, DE- G. Reeves, C. Cordrey, L. Marrs, T. Miller, S. Dowshen, D. Doyle;
Winnipeg, Manitoba- S. Walker, D. Catte, H. Dean; Winston-Salem, NC- M. Drury-Brown, B. Hackman;
Worcester, MA- M.M.C Lee, S. Malkani, K. Cullen, K. Johnson; Yuma, AZ- P. Hampton, M. McCatrrell, C.
Curtis, E. Paul, Y. Zambrano.
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