SUPPLEMENTARY DATA

Type 1 Diabetes TrialNet Anti-CD20 Study Group

Steering Committee: Jay S. Skyler (University of Miami Diabetes Research Institute), Chairman; Mark
Anderson (University of California San Francisco), Mark Atkinson (University of Florida), Katarzyna
Bourcier (NIAID), Dorothy Becker (University of Pittsburgh), Penelope Bingley (University of Bristol),
Janice Blum (Indiana University), Emanuele Bosi (San Raffaele Hospital), Jane Buckner (Benaroya
Research Institute), H. Peter Chase (University of Colorado Barbara Davis Center for Childhood
Diabetes), Michael Clare-Salzler (University of Florida), Peter Colman (Walter and Eliza Hall Institute of
Medical Research), Linda DiMeglio (Indiana University), George S. Eisenbarth T (University of Colorado
Barbara Davis Center for Childhood Diabetes), C. Garrison Fathman (Stanford University), Stephen
Gitelman (University of California San Francisco), Robin Goland (Columbia University), Peter Gottlieb
(University of Colorado Barbara Davis Center for Childhood Diabetes), Gilman Grave (NICHD), Carla
Greenbaum (Benaroya Research Institute), Bernhard Hering (University of Minnesota), Kevan Herold
(Yale University), Richard Insel (Juvenile Diabetes Research Foundation), Jeffrey P. Krischer (University
of South Florida), Jennifer Marks (University of Miami Diabetes Research Institute), Antoinette Moran
(University of Minnesota), Jerry P. Palmer (University of Washington), Mark Peakman (Guy’s, King's,
and St. Thomas’ School of Medicine), Alberto Pugliese (University of Miami Diabetes Research
Institute), Philip Raskin (University of Texas Southwestern Medical School), Maria Grazia Roncarolo
(San Raffaele Scientific Institute), William Russell (Vanderbilt University), Peter Savage (NIDDK),
Desmond Schatz (University of Florida), Robert Sherwin (Yale University), Mark Siegelman (University
of Texas Southwestern Medical School), Olli Simell (Hospital District of Southwest Finland), James
Thomas (Vanderbilt University), Massimo Trucco (University of Pittsburgh), John Wentworth (Walter
and Eliza Hall Institute of Medical Research), Diane Wherrett (University of Toronto), Darrell M. Wilson
(Stanford University), William Winter (University of Florida), Judith Fradkin (NIDDK, ex-officio), Ellen
Leschek (NIDDK, ex-officio), Lisa Spain (NIDDK, ex-officio).

Past Members: Christophe Benoist (Joslin Diabetes Center), Jeffrey Bluestone (University of California
San Francisco), David Brown (University of Minnesota), Catherine Cowie (NIDDK), Leonard Harrison
(Walter and Eliza Hall Institute of Medical Research), Stanley Jordan (Cedars-Sinai Medical Center),
Francine R. Kaufman (Childrens Hospital Los Angeles), John M. Lachin (George Washington University),
Jeffrey Mahon (University of Western Ontario), Kirsti Nanto-Salonen (Hospital District of Southwest
Finland), Gerald Nepom (Benaroya Research Institute), Tihamer Orban (Joslin Diabetes Center),
Robertson Parkman (Childrens Hospital Los Angeles), Mark Pescovitz t (Indiana University), John
Peyman (NIAID), John Ridge (NIAID), Henry Rodriguez (Indiana University), John Wagner (University of
Minnesota), Anette Ziegler (Institut fur Diabetesforschung).

Executive Committee: Jay S. Skyler, Katarzyna Bourcier, Carla J. Greenbaum, Jeffrey P. Krischer, Ellen
Leschek, Lisa Rafkin (University of Miami Diabetes Research Institute), Peter Savage, Lisa Spain.

Past Members: Catherine Cowie, Mary Foulkes (George Washington University), Heidi Krause-
Steinrauf (George Washington University), John M. Lachin, Saul Malozowski (NIDDK), John Peyman,
John Ridge, Stephanie J. Zafonte (George Washington University).

For the Anti-CD20 Rituximab Study, the following individuals were involved:

Chairman's Office: Jay S. Skyler, Carla J. Greenbaum, Norma S. Kenyon, Lisa Rafkin, Irene Santiago, Jay
M. Sosenko. TrialNet Coordinating Center Coordinating Center (at the time of the initial study, George
Washington University): John M. Lachin, Heidi Krause-Steinrauf, Paula F. McGee, Kimberly Owens Hess,
Erica Raiden.
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TrialNet Coordinating Center Coordinating Center (at the time of data analysis for this report,
University of South Florida): Jeffrey P. Krischer, Brian Bundy, Yazandra Parrimon, Kate Paulus, Craig
Beam, Julie Ford, Ryan O’Donnell, Audrey Shor, Kelly Sadler.

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

Data Safety and Monitoring Board: Emily Blumberg (University of Pennsylvania), Chair; Jonathan Braun
(University of California Los Angeles), Lori Laffel (Joslin Diabetes Center), Ali Naji (University of
Pennsylvania), Jorn Nerup (University of Copenhagen), Trevor Orchard (University of Pittsburgh),
Anastasios Tsiatis (North Carolina State University), Robert Veatch (Georgetown University), Dennis
Wallace (Research Triangle Institute). Past Members: Ake Lernmark (Lund University), Bernard Lo
(University of California San Francisco), Herman Mitchell (Rho Inc.), Michael Steffes (University of
Minnesota), Bernard Zinman (University of Toronto).

Infectious Disease Safety Committee: Brett Loechelt (Children's National Medical Center) (Medical
Monitor), Lindsey Baden (Harvard University), Michael Green (University of Pittsburgh), Adriana
Weinberg (University of Colorado).

Laboratory Directors: Sunanda Babu (University of Colorado Barbara Davis Center for Childhood
Diabetes), George S. Eisenbarth T, Santica Marcovina (University of Washington), Jerry P. Palmer,
Adriana Weinberg, William Winter, Liping Yu (University of Colorado Barbara Davis Center for
Childhood Diabetes).

PhiX Sub-Study: Hans D Ochs (University of Washington), Troy R Torgerson (University of Washington),
Elizabeth Ocheltree (University of Washington).

Neurological Consultants: Joseph Berger (University of Kentucky), Igor Koralnik (Harvard University),
Kenneth Tyler (University of Colorado), Richard T. Leschek (Frederick, MD).

Protocol Advisory Committee: Mark D. Pescovitz T (Chair), Bruce Buckingham, C. Garrison Fathman,
Stephen Gitelman, Kevan Herold, Norma Kenyon, Heidi Krause-Steinrauf, John Looney (University of
Rochester), Joan Lunney (USDA), David Ng (University of California San Francisco), Henry Rodriguez,
Lisa Spain; Ex-officio: Carla Greenbaum, John M. Lachin, Ellen Leschek, Jay S. Skyler; Kim Owens Hess
(liaison).

Clinical Center Staff involved in this Protocol:

Benaroya Research Institute, Seattle, Washington: Carla Greenbaum, Jennifer Bollyky, Srinath Sanda,
Marli McCulloch-Olson, Deborah Hefty, Christine Webber, Kristen Kuhns, Carynn Murphy.

Columbia University, New York: Robin Goland, Ellen Greenberg, Mary Pat Gallagher, Jeniece Trast,
Mary Chan.

Indiana University, Indianapolis: Mark Pescovitz t, Henry Rodriguez, Lyla Christner, Maria Nicholson,
Martha Mendez. Stanford University, California: Darrell M. Wilson, Bruce A. Buckingham, Tandy Aye,
Trudy Esrey, Adriana Soto, Jennifer Perry, Bonita Baker, Alison Rigby, Kristin Riley, Maya Chatav,
Barbara Berry.

University of California San Francisco: Stephen E. Gitelman, Stephen M. Rosenthal, Mark Anderson,
Saleh Adi, Kathleen Breen, Celia Hamilton.

University of Colorado Barbara Davis Center for Childhood Diabetes, Aurora, Colorado: Peter Gottlieb,
H. Peter Chase, Melissa Rawley-Payne, Susan George, Laurie Weiner.

University of Florida, Gainesville, FL: Desmond Schatz, Michael Haller, Michael Clare-Salzler, Roberta
Cook, Diane Mancini, Annie Abraham, Elena Hicks, Gloria Cole.

University of Miami Diabetes Research Institute, Miami, Florida: Jennifer B. Marks, Alberto Pugliese,
Della Matheson, Carlos Blaschke, Luz Arazo, Mario Cisneros.

University of Minnesota, Minneapolis: Antoinette Moran, John Wagner, Brandon Nathan, Mary Ann
Boes.
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University of Pittsburgh, Pennsylvania: Dorothy Becker, Frederico Toledo, Karen Riley, Kelly Delallo,
Kym Smith.

University of Texas Southwestern Medical School: Philip Raskin, Perrin White, Bryan Dickson, Soumya
Adhikari, Mark Siegelman, Marilyn Alford, Nenita Torres, Tauri Harden, Lourdes Pruneda, Erica
Cordova.

University of Toronto: Diane Wherrett, Lesley A. Eisel, Brenda Ahenkorah, Natasha Razack, Mithula
Sriskandarajah.

t - deceased

Supplementary Table 1. Baseline demographic and laboratory characteristics of participants.

‘Abatacept (n=77)‘PIacebo (n=35)
Age
Mean (years) 13.9 (6:9) 13.7 (5-3)
Median (years) 12 (6—-36) 14 (7-34)
Males 41 (53%) 25 (71%)
Race’
White 71 (93%) 32 (91%)
Ethnic origin
Non-hispanic 67 (87%) 31 (89%)
Number of diabetes-related autoantibodies’
1 9 (12%) 4 (11%)
2 26 (34%) 9 (26%)
3 26 (34%) 15 (43%)
4 16 (21%) 7 (20%)
Number of days from diagnosis to first infusion®(87.9 (14.1) 83.2(17.8)
Weight (kg) 52.6 (21.9) 53.0(19.7)
Body-mass index (kg/m?) 21.0 (4.5) 20.5 (3.9)
Mean AUC for C-peptide (nmol/L) 0.743 (0.42) 0.745 (0.31)
HbA,. at baseline” (%) 6.31% (0.80) 6.74% (0.94)
Total daily insulin dose at baseline” (U/kg) 0.385 (0.24) 0.339(0.22)
Ketoacidosis at diagnosis 25 (32%) 8 (23%)
Diabetes-associated HLA alleles present’
DR3 and DR4 25 (34%) 16 (49%)
DR3 only 11 (15%) 5 (15%)
DR4 only 30 (41%) 10 (30%)
Neither 8 (11%) 2 (6%)

Data are n (%), mean (SD), or median (range). AUC=area under the curve.

*Excludes participants with data missing for indicated variable (number missing: race, 1; HbAlc, 2;
insulin use, 1; HLA allele status, 4).

tIslet-cell autoantibodies by immunofluorescence not tested on 16 patients (considered negative for
count).

fRange 51-108 for abatacept group and 38-107 for placebo.
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Supplementary Table 2. The number of subjects by worst grade of adverse effects and number of
events and subjects by adverse events type. Worst grade by treatment group was not statistically
different using a Wilcoxon Rank Sum Test. Adverse effect category by treatment group was tested
using a one-sided (alternative of higher frequency in Abatacept Group) Fisher’s Exact Test; only
Constitutional Symptoms was significant (p = 0.049).

Treatment Group
Grade Abatacept Placebo
No. of subjects (%*) No. of subjects (%*)
0 12(15.6) 7 (20.0)
1 1(1.3) 1(2.9)
2 45 (58.4) 19 (54.3)
3 13 (16.9) 6(17.1)
4 5(6.5) 2(5.7)
5k 1(1.3) 0(0.0)
Total 77 (100.0) 35 (100.0)
Adverse Effect Category No. of events No. of subjects No. of events No. of subjects
(%*) (%*)
Allergy/Immunology 4 3(3.9) 0 0(0)
Auditory/Ear 5 5(6.5) 0 0 (0.0)
Blood/Bone Marrow 17 12 (15.6) 18 6(17.1)
Cardiac Arrhythmia 1 1(1.3) 1 1(2.9)
Cardiac General 4 4(5.2) 0 0(0.0)
Constitutional Symptoms 19 15 (19.5) 2 2(5.7)
Death** 1 1(1.3) 0 0(0.0)
Dermatology/Skin 17 15 (19.5) 6 5(14.3)
Endocrine 4 4(5.2) 2 2(5.7)
Gastrointestinal 33 20 (26.0) 12 8(22.9)
Hemorrhage/Bleeding 2 1(1.3) 0 0(0)
Infection 67 33 (42.9) 31 15 (42.9)
Hypoglycemia 8 5(6.5) 2 1(2.9)
Metabolic/Laboratory+ 8 7(9.1) 4 2 (5.7)
MusculoskeletaI/Soft 17 13 (16.9) 3 6(17.1)
Tissue
Neurology 14 10 (13.0) 3 2(5.7)
Ocular/Visual 3 3(3.9) 1 1(2.9)
Pain 7 6(7.8) 7 5(14.3)
Pulmonary/Upper 20 10 (13.0) 7 4(11.4)
Respiratory
Renal/Genitourinary 0 0(0.0) 2 2 (5.7)
Secondary Malignancy 1 1(1.3) 0 0(0.0)
Sexua'I/Reproductlve 1 1(1.3) 0 0(0.0)
Function
Su.rgery/lntra-Operatlve 3 3(3.9) 0 0(0.0)
Injury
Syndromes 10 9(11.7) 5 5(14.3)
Total 266 - 111 --

* Denominator in percent calculation is number in respective treatment groups
** Accidental death, unrelated to study
¢ Other than hypoglycemia
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