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Participating Sites (in order by country and number of participants):

AUSTRALIA (108 Participants): C. Bladin, Z. Ross, Monash University-Box Hill Hospital, Box Hill, Victoria
(30); S. Davis, Royal Melbourne Hospital, Parkville, Victoria (29); T. Wijeratne, Western Hospital
(University of Melbourne), Footscray, Victoria (16); C. Levi, M. Parsons, M. Russell, John Hunter Hospital
(University of Newcastle), New Lambton Heights, Newcastle, NSW (15); A. Brodtmann, L. Walker, Austin
Health (National Stroke Research Institute), Heidelberg Heights, Victoria (12); S. Ng, J. Archer, A. Rodda,
R. Wong, The Northern Hospital, Epping, Victoria (4); C. Delcourt, E. Ray, The George Institute for
International Health-Royal Prince Alfred Hospital, Camperdown, Sydney, NSW (2).

CANADA (543 Participants): T. R. Winder, J. Elliott, C. Walker, Center for Neurologic Research,
Lethbridge, Alberta (98); L. Berger, J. Boulanger, Hopital Charles LeMoyne, Greenfield Park, Quebec (73);
R. K. Chan, J. D. Spence, L. Fleming, K. Ford, Robarts Research Institute, London, Ontario (60); A.
Durocher, CHUM-Centre de recherche, Hopital Notre-Dame, Montreal, Quebec (52); A. Mackey, S. Dubé,
A. Hache, C. Lessard, CHU de Québec Hépital de I'Enfant-Jésus, Quebec, Quebec (51); J. Minuk, C.
Schanz, McGill University - Jewish General, Montreal, Quebec (50); A. M. Penn, L. Atkins, Vancouver
Island Health Research Centre, Victoria, British Columbia (42); A. Shuaib, Y. Gable, B Schwindt, University
of Alberta, Edmonton, Alberta (37); R. Cote, L. Wadup, McGill University - Montreal General, Montreal,
Quebec (35); D. Selchen, N. Bayer, P. Kostyrko, St. Michaels Hospital, University of Toronto, Toronto,
Ontario (29); M. Sweet, S. Malik, Intermountain Research Consultants, Thunder Bay, Ontario (12); G.
Stotts, S. Robert, Ottawa Hospital-General Campus, Ottawa, Ontario (4).

GERMANY (151 Participants): B. Griewing, H. Soda, R. Weinhardt, B. Behringer, M. Kirchner, A.
Markert, Neurologische Klinik Bad Neustadt, Bad Neustadt (27); J. Berrouschot, A. Stoll, Klinikum
Altenburger Land, Altenburg (19); O. W. Witte, Jena University Hospital, Jena (17); U. Bodechtel, I.
Dzialowski, K. Haase, J. Kepplinger, T. Siepmann, University Hospital Dresden, Dresden (13); U.
Schminke, Ernst-Moritz-Arndt-University Greifswald, Greifswald (10); C. Hobohm, Leipzig University,
Leipzig (9); A. Hetzel, J. Lambeck, U. Bergmann, Freiburg University, Freiburg (8); K. E. Wartenberg, D.
Herale, Martin-Luther-Universitaet Halle-Wittenberg, Halle (8); H. Huttner, University of Erlangen,
Erlangen (8); R. Dittrich, University Hospital Minster, Miinster (6); D. G. Nabavi, D. Seraphin, O. Crome,
Neukolln Hospital, Berlin (5); K. Gréschel, University Hospital Mainz, Mainz (5); G. Thomalla, M.
Rosenkranz, C. Beck, University Medical Center Hamburg-Eppendorf, Hamburg (5); S. Jander, B. Cullman,
Heinrich-Heine-University, Medical Faculty, Department of Neurology, Diisseldorf (4); A. Meisel, S.
Hoffmann, Charite-Universitatsmedizin Berlin, Berlin (3); A. Ludolph, K. Althaus, R. Huber, C. Adldinger,
University of Ulm, Ulm (3); M. Lorenz, .M. Dos Santos, University Hospital Frankfurt, Frankfurt am Main
(2).

ISRAEL (178 Participants): D. Tanne, O. Merzlyak, C. Sasson, Sheba Medical Center, Tel Hashomer (47);
N. M. Bornstein, L. Shopin, T. Ulanovsky-Selinger, Tel Aviv Medical Center, Tel Aviv (45); G. Telman,
Rambam Health Corporation, Haifa (29); Y. Lampl, M. Israelson, Wolfson Medical Center, Holon (26); J.
Streifler, N. Roizen, Rabin Medical Center-Golda Campus, Petach Tikva (18); B. Weller, E. Aubhanov, L.
Mazareb, A. Mahagney, O. Nicola, S. Sabetay, Bnai-Zion Medical Center, Haifa (8); G. Ifergane, Y. Wirgin,
Soroka University Medical Center, Beer-Sheva (5).

ITALY (48 Participants): A. Carolei, D. Degan, M. Mantenuto, S. Sacco, University of Laquila, L'Aquila
(10); D. Toni, M. DiMascio, University of Rome La Sapienza, Rome (9); P. Stanzione, University of Rome
Tor Vergata, Roma (7); G. Micieli, I. Canavero, A. Persico, IRCCS Fondazione Istituto Neurologico C.
Mondino, Pavia (5); G. Agnelli, V. Caso, C. D'Amore, University of Perugia, Perugia (5); C. Gandolfo, D.
Sassos, G. Sivori, Genoa University Hospital, Genoa (4); G. Comi, Hospital San Raffaele S.r.l., Milan (3); D.
Consoli, F. Galati, P. Postorino, Jazzolino Hospital, Vibo Valentia (2); M. Rasura, F. Di Lisi, A. Spalloni, S. La
Starza, University of Rome (S. Andrea Hospital), Roma (2); V. Di Lazzaro, F. Pilato, Sacred Heart Catholic
University, Rome (1).

UNITED KINGDOM (256 Participants): A. Dixit, A. Barkat, G. Ford, K. Storey, Newcastle upon Tyne,
Newcastle upon Tyne, Tyne and Wear, England (29); B. Jupp, D. Jenkinson, Royal Bournemouth &
Christchurch Hospitals, Bournemouth, England (28); L. Shaw, B. Madigan, Royal United Hospital Bath
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NHS Foundation Trust, Avon, England (28); I. Salih, D. Kelly, Torbay Hospital (South Devon Healthcare
NHS Foundation Trust), Devon, England (21); B. Esisi, Queen Elizabeth Hospital Gateshead, Sheriff Hill,
Gateshead, England (18); M. Power, D. Wilson, B. Wroath, Ulster Hospital, Dundonald, Belfast, Northern
Ireland (12); W. D. Strain, S. Elyas, S. Keenan, H. Kingwell, Royal Devon and Exeter, Exeter, England (11);
D. Manawadu, L. Kalra, K. Anderson, B. Mistry, Kings College London, London, England (10); E. O'Brien, E.
A. Warburton, E. Amis, N. Butler, J. Mitchell, Addenbrookes Foundation NHS Trust (Cambridge),
Cambridge, England (9); K. Chatterjee, S. Leason, Countess of Chester Foundation Trust, Chester,
England (9); D. R. Hargroves, L. Cowie, William Harvey Hospital, Ashford, Kent, England (9); A. Blight, C.
Peixoto, K. Pasco, Royal Surrey County Hospital, Guildford, England (8); B. Moynihan, H. Markus, S.
Trippier, Saint Georges University of London, Tooting, England (8); M. Macleod, J. Furnace, H. Gow, A.
Joyson, Aberdeen Royal Infirmary, Foresterhill, Aberdeen, Scotland (6); D. L. Broughton, L. Dixon, K.
Chapman, James Cook University Hospital, Middlesbrough, Cleveland, England (6); H. Rodgers, A. Smith,
North Tyneside General Hospital, Newcastle upon Tyne, Tyne and Wear, England (5); T. Hlaing,
University Hospital Aintree, Liverpool, England (5); S. Muir, B. Manak, L. McDonald, Western Infirmary,
Glasgow, Scotland (5); M. Sajid, R. Gascoyne, Chesterfield Hospital, Chesterfield, Derbyshire (4); P. M.
Bath, J. Clarke, K. Krishnan, University of Nottingham, Nottingham, England (4); C. Price, Wansbeck
General Hospital, Ashington, Northumberland, England (4); L. Sekaran, F. Justin, Luton and Dunstable
Hospital, Luton, England (3); D. Vahidassr, A. Thompson, Northern Trust, Co Antrim, N Ireland (3); K. W.
Muir, A. Welch, Southern General Hospital, Glasgow, Scotland (3); J. Mclimoyle, Blackpool Victoria
Hospital, Blackpool, England (2); P. K. Datta, R. Davey, G. Bateman, A. Needle, Mid Yorkshire NHS Trust
(Dewsbury), West Yorkshire, England (2); P. Langhorne, D. Stott, R. Graham, Glasgow Royal Infirmary,
Glasgow, Scotland (1); P. K. Datta, R. Davey, Mid Yorkshire NHS Trust (Pinderfields), West Yorkshire,
England (1); T. J. England, K. Muhiddin, Royal Derby Hospital, Mickleover, Derby, England (1); J. E.
O'Connell, N. Majmudar, S. Crawford, E. Osborne, Sunderland Royal Hospital, Sunderland, Tyne and
Wear, England (1).

UNITED STATES (2592 Participants): J. Schindler, N. Finch, W. Kernan B. Mendes, K. Shrauger, Yale
University, New Haven, CT (339); W. M. Clark, J. Foley, Oregon Health & Science University, Portland, OR
(201); P. Sethi, S. Hammonds, D. Parker, Guilford Neurologic Associates, Greensboro, NC (123); G.
Rordorf, M. Amatangelo, Massachusetts General Hospital/General Hospital Corp, Boston, MA (106); D.
O. Kleindorfer, A. Hodge, J. Osborne, E. Goodall, University of Cincinnati, Cincinnati, OH (100); S. L.
Silliman, Y. Shabbir, M. Varghese, University of Florida, Jacksonville, FL (96); M. Gorman, C. Gregory, S.
Kenney, University of Vermont, Burlington, VT (89); M. A. Kelly, L. Singleton, M. Ohprecio, John H.
Stroger, Jr. Hospital of Cook County, Chicago, IL (73); B. C. Meyer, C. Jackson, R. Chavez, N. Kelly, K.
Rapp, University of California, San Diego, San Diego, CA (70); J. Walker, A. Ehtisham, H. Goodpasture, D.
Collie, S. Miller, Via Christi Regional Medical Center, Wichita, KS (65); D. Wang, J. Beck, A. Bogner, OSF
Saint Francis Medical Center, Peoria, IL (63); P. Fayad, A. Colburn, M. Phillips, University of Nebraska,
Omaha, NE (49); S. Cordina, D. Naritoku, R. Backlin, University of South Alabama, Mobile, AL (42); D.
Chiu, Methodist Hospital Research Institute, Houston, TX (41); T. Lukovits, R. Goddeau, R. Clark-
Arbogast, E. Clough, M. Notestine, D. Sherman, Dartmouth, Lebanon, NH (40); R. Leigh, R. J. Wityk, S.
Rice, Johns Hopkins University, Baltimore, MD (40); L. Pettigrew, D. Taylor, University of Kentucky,
Lexington, KY (40); A. H. Tayal, M. Tian, Allegheny Singer Research Institute, Pittsburgh, PA (36); G. H.
Friday, J. Brown, A. Whittington-Gordon, Lankenau Institute for Medical Research, Wynnewood, PA (36);
S. Sen, J. Burdine, H. Kowalczyk, R. Sumner, University of South Carolina, Columbia, SC (36); A. S. Kim, J.
S. Elkins, S. C. Johnston, T. Yi, P. Buekea, K. Fukuda, A. Teng, T. Yi, University of California, San Francisco,
San Francisco, CA (34); A. M. Barrett, J. Feriod, J. R. Masmela, K. Sandefur, Kessler Foundation, West
Orange, NJ (33); E. C. Leira, H. Olalde, J. Sieren, University of lowa, lowa City, IA (33); A. Kelly, S. Burgin,
D. Rempe, H. Finley, J. Zentner, University of Rochester, Rochester, NY (31); M. R. Jacoby, B. Hughes,
Ruan Neuroscience Center/Mercy Medical Center, Des Moines, IA (30); J. Majersik, E. J. Skalabrin, J.
Austin, S. Niu, University of Utah, Salt Lake City, UT (28); J. Lee, J. Naylor, J. Newgent, R. Sargent,
Washington University, St. Louis, MO (28); S. Sundararajan, D. Korosec, Case Western Reserve
University, Cleveland, OH (26); A. Slivka, A. Green, P. Notestine, C. Heckman, Ohio State University,
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Columbus, OH (26); A. Minagar, LSU Health Sciences Center, Shreveport, LA (25); R. Alicic, M. Geraghty,
R. Franks, K. Worrell, Providence Medical Research Center, Spokane, WA (24); C. S. Kase, H. Lau, V.
Babikian, Boston Medical Center Corp, Boston, MA (21); M. Lansberg, G. Albers, M. Garcia, Stanford
University, Stanford, CA (21); D. W. Dietrich, L. Armstrong, Advanced Neurology Specialists, Great Falls,
MT (20); J. P. Hanna, D. Cook, Metrohealth Medical Center, Cleveland, OH (20); N. T. Gentile, H. Reimer,
Temple University, Philadelphia, PA (20); F. Santiago, P. Fuste, University of Puerto Rico, San Juan,
Puerto Rico (20); I. Katzan, A. Richmond, L. Strozniak, Cleveland Clinic Foundation, Cleveland, OH (19);
M. Ching, A. Crumlish, D. Holler, Research Foundation SUNY, University of Buffalo, Buffalo, NY (18); T.
Warwick, R. Garcia, UCSF (Fresno), Fresno, CA (18); E. Yilmaz, D. Lawrence, Ingalls Memorial Hospital,
Harvey, IL (17); L. Pedelty, M. Hillman, University of lllinois, Chicago, Chicago, IL (17); M. J. Schneck, T.
Lynch, J. Ray, Loyola University Chicago, Maywood, IL (15); B. M. Coull, N. Malekniazi, University of
Arizona, Tucson, AZ (15); N. J. Solenski, K. Johnston, C. Harman, University of Virginia, Charlottesville, VA
(15); V. Lee, S. Prabhakaran, T. Cole, S. Dahl, Rush University, Chicago, IL (14); M. D. Johnson, J.
Cameron-Watts, J. Wright, University of Texas, Southwestern, Dallas, TX (14); I. E. Silverman, M.
Ahlquist, Hartford Hospital, Hartford, CT (13); M. W. Salgado, R. Birkhahn, New York Methodist Hospital,
Brooklyn, NY (13); R. Strawsburg, Associates in Neurology, P.C., Valparaiso, IN (12); I. Altafullah,
Minneapolis Clinic of Neurology, Golden Valley, MN (12); D. A. Cohen, R. Zweifler, S. Bright, P. Hollsten,
Sentara Neurology Specialists, Norfolk, VA (12); P. Lee Kwen, N. Kamuda, Southtowns Neurology of
WNY, P.C., West Seneca, NY (12); M. D. Hammer, J. Oakley, University of Pittsburgh, Pittsburgh, PA (12);
G. E. Tietjen, A. Korsnack, University of Toledo, Toledo, OH (11); E. Albakri, I. Antonek, Florida
Neurovascular Institute, Tampa, FL (10); B. K. Dandapani, B. Anthony, G. Tirschner, Health First
Physicians, Inc., Melbourne, FL (10); G. Jickling, P. Verro, UC-Davis Medical Center, Sacramento, CA (10);
M. J. Roller, R. Hendrickson, R. Sperle, Altru Health System, Grand Forks, ND (9); R. L. Hughes, J.
Simpson, Denver Health and Hospital Authority, Denver, CO (9); T. R. Vidic, M. Quakenbush, K. Stanley,
Indiana Medical Research, Elkhart, IN (9); S. Lash, B. Sigsbee, J. Sigsbee, Penobscot Bay Neurology,
Rockport, ME (9); D. Rosenbaum, S. Cherian, L. Thomas, SUNY Downstate, Brooklyn, NY (9); P. Fonzetti,
D. Zondorak, Burke Medical Research Institute, White Plains, NY (8); J. D. Fleck, S. Guingrich, Indiana
University, Indianapolis, IN (8); A. J. Goldszmidt, Sinai Hospital of Baltimore, Baltimore, MD (8); A. V.
Alexandrov, J. H. Halsey, M. Taylor, University of Alabama, Birmingham, AL (8); R. Hart, L. Moreno,
University of Texas, San Antonio, San Antonio, TX (8); J. A. Sattin, A. Harris, University of Wisconsin,
Madison, WI (8); S. Kumar, Beth Israel Deaconess, Boston, MA (7); D. Book, M. Torbey, B. Blaney,
Medical College of Wisconsin, Milwaukee, WI (7); J. J. Poock, P. Trenkamp, Northeast lowa Medical
Education Foundation, Waterloo, IA (7); M. K. King, G. D. Graham, J. Harnar, University of New Mexico,
Albuquerque, NM (7); G. Y. Sung, M. Fernandez, University of Southern California, Los Angeles, CA (6); T.
Mirsen, C. Hackmyer, Cooper University Hospital, Camden, NJ (5); A. W. Dromerick, M. Giannetti, L.
Priestley, National Rehabilitation Hospital, Washington, DC (5); A. D. Runheim, Salem Neurological
Center, Winston-Salem, NC (5); C. M. Jackson, S. Abel, G. Moore, C. Sanchez, Scripps Clinic, La Jolla, CA
(5); E. Feen, C. Morefield, St. Louis University, St.Louis, MO (5); R. K. Reichwein, K. Hitz, Penn State-
Hershey Medical Center, Hershey, PA (4); M. F. Waters, E. Brooks, University of Florida, Gainesville,
Gainesville, FL (4); C. Amory, G. L. Bernardini, S. Rauch, Albany Medical Center, Albany, NY (3); R. D. Bell,
Thomas Jefferson University, Philadelphia, PA (2); B. Diamond, Abington Memorial Hospital, Abington,
PA (1); D. M. Rosenbaum, Albert Einstein, Bronx, NY (1); D. Palestrant, Cedars-Sinai Medical Center, Los
Angeles, CA (1); A. Z. Segal, Cornell University, New York, NY (1); K. Burger, George Washington
University, Washington, DC (1); R. L. Schwartz, Hattiesburg Clinic, Hattiesburg, MS (1); P. Mitsias, B.
Stalling, Henry Ford Health Sciences Center, Detroit, Ml (1); J. Kramer, Jeffrey Kramer, MDSC (formerly
Kramer/Mercy), Chicago, IL (1); D. Robbins, Pines Neurological Associates, Pembroke Pines, FL (1); B.
Silver, J.D. Easton, E. Feldmann, Rhode Island Hospital, Providence, Rl (1); M. M. Rymer, J. Mclntire, St.
Lukes Brain and Stroke Institute, Kansas City, MO (1); L. Ali, B. Ovbiagele, G. Avila, S. Pineda, University
of California, Los Angeles, Los Angeles, CA (1); H. S. Kirshner, D. Brown, Vanderbilt University, Nashville,
TN (2).



Operations Committee: W. Kernan (chair), L. Brass (deceased), K. Furie (principal neurologist), M.
Gorman (research neurologist), A. Lovejoy (principal coordinator), R. Horwitz (2004-2011), S. Inzucchi
(principal endocrinologist), C. Viscoli (principal epidemiologist), L. Young (principal cardiologist); Steering
Committee: Members of the Operations Committee plus H. Adams, A. Carolei, W. Clark, B. Coull, G.
Ford, P. Guarino, M. Parsons, P. Peduzzi, P. Ringleb, G. Schwartz, J. Spence, D. Tanne; Scientific Advisory
Committee: P. Gorelick (chair), E. Barrett, M. Dyken, R. Nesto, W. Longstreth, Jr., D. Richardson;
Statistical Center: P. Guarino, J. O’Leary, P. Peduzzi, B. Zhou; Central Pharmacist: O. Abdelghany, Sandra
Alfano (2004-2005); Medical Safety Monitor: L. Golden, D. Lorber (2004-2006); Cancer Reviewer: E.
Hofstatter; Cardiology Review Committee: F. Ling (chair), J. Abbott, J. Curtis, J. Foody, D. Jacoby, D.
Kolansky, S. Pfau, J. Lasala (2004-2007); Endocrinology Review Committee: M. Korytkowski (chair), S.
Engel (2004-2005), F. Ismail-Beigi, D. McCulloch, R. Pratley, P. Berhanu (2006-2007), E. Caballero (2004-
2008), S. Dagogo-Jack (2006-2007), M. Schutta (2007); Fracture Review Committee: A. Haims, K.
Insogna, D. Lindskog; Macular Edema Reviewer: R. Adelman; Neurology Review Committee: S. Kasner
(chair), J. Broderick, R. Cote, C. Kase, M. Alberts (2004-2006); Data Safety and Monitoring Board: M.
Walker (chair), J. Buse, L. Chambless, D. Faxon, J. Pary; Funding Agency: R. Conwit (Project Scientist);
C.S. Moy (Program Official); L.S. Janis (DSMB Liaison); L. Gutmann (Program Official), B. Radziszewska
(Program Official) National Institutes of Health/National Institute of Neurological Disorders and Stroke
(NIH/NINDS), Bethesda, MD, USA.



7634 Consented to Participation
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Total Person-Years of Follow-up=7951

Median follow-up: 4.8 years
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1937 Included in Analysis

110 withdrew consent
41 lost to follow-up

Total Person-Years of Follow-up=7952

Median follow-up: 4.7 years

Figure S1. Randomization and Follow-up of Study Participants. Participants were assessed for eligibility

before consenting to be tested for insulin resistance, but the number of patients assessed is unknown

because screening logs were not maintained. *Includes 30 participants (19 in pioglitazone group and 11

in placebo group) who were randomized in error (i.e., did not meet entry criteria); these participants
were retained in follow-up and are included in analysis.
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Figure S2. Selected Measures over time by Treatment Group (Pioglitazone €; Placebo B ).

Least square means with 95% confidence intervals are from a repeated measures covariance pattern
model assuming missing at random at follow-up time points and for overall estimate. Overall p values

are for the treatment effect for years 1 to 4 adjusted for baseline (for lipids) and for years 1to 5
adjusted for baseline (for glucose and systolic blood pressure). For diastolic blood pressure, p-values are
shown separately for each follow-up year because of a significant treatment by year effect.




Table S1. Features of Baseline Stroke and TIA Events by Treatment

Group
Pioglitazone Placebo
Subtype N % N %
Lacunar 584 30% 559 29%
Embolic 147 8% 137 7%
Large vessel 500 26% 504 26%
Uncertain 697 36% 730 38%
NA (not eligible stroke/TIA) 11 1% 7 0%
Distribution
Left Anterior/Carotid 665 34% 659 34%
Right Anterior/Carotid 601 31% 604 31%
Vertebral/Basilar 470 24% 469 24%
Multiple 55 3% 45 2%
Uncertain 137 7% 153 8%
NA (not eligible stroke/TIA) 11 1% 7 0%
Modified Rankin Scale
0 761 39% 774 40%
1 653 34% 679 35%
2 345 18% 322 17%
3 125 6% 118 6%
4 4 2% 36 2%
Unknown 0 0% 1 0%
NA (not eligible stroke/TIA) 11 1% 7 0%
Stroke Severity (NIH Stroke Scale)
Mild impairment (<5) 1835 95% 1843 95%
Moderately severe impairment (5-14) 92 5% 84 4%
Severe impairment (15-24) 0 0% 2 0%
Very severe impairment (>25) 0 0% 0 0%
Unknown 1 0% 1 0%
NA (not eligible stroke/TIA) 11 1% 7 0%




Table S2. Baseline Metabolic Characteristics by Treatment Group

Pioglitazone Placebo

Characteristic (N=1939) (N=1937)
Fasting glucose, no (%)

<100 mg/dL 1126 (58.1) 1137 (58.7)

100-109 mg/dL 546 (28.2) 543 (28.0)

110-125 mg/dL 267 (13.8) 257 (13.3)
Insulin (uU/mL), median (Q25,Q75) 19 (16,26) 19 (16,25)
HOMA-IR, median (Q25,Q75) 4.7 (3.8,6.2) 4.6 (3.7,6.2)
HbA, no (%)

<5.7% 672 (34.7) 690 (35.6)

5.7-6.4% 1150 (59.3) 1118 (57.7)

6.5-6.9% 116 (6.0) 129 (6.7)
Diabetes Status’, no (%)

Euglycemia 457 (23.6) 473 (24.4)

Pre-diabetes 1366 (70.4) 1335 (68.9)

Diabetes 116 (6.0) 129 (6.7)

YAccording to ADA 2010 criteria: Euglycemia: Fasting Glucose <100 mg/dL and HbAlc
<5.7%; Pre-diabetes: Fasting Glucose 100-125 mg/dL or HbA1lc 5.7-6.4%; Diabetes:

HbA1lc 6.5-6.9%




Table S3. Achievement of Selected Secondary Stroke Prevention Goals by Year of Participation and
Treatment Group

Prevention Goal Pioglitazone Placebo
No. No. Pts. % Pts. No. No. Pts. % Pts.
Pts. in missing Achieving Pts. in missing Achieving
Trial * data’ Goal’ Trial * data’ Goal®
Blood Pressure <140/90 Baseline | 1939 6 66 1937 6 67
Year 1 1894 183 71 1881 140 69
Year 2 1834 265 73 1838 243 70
Year 3 1684 307 74 1679 276 71
Year 4 1422 312 73 1396 270 72
Year 5 1021 219 75 1008 218 73
On Anti-Thrombotics' Baseline | 1939 2 99 1937 1 99
Year 1 1894 128 97 1881 99 97
Year 2 1834 159 97 1838 130 97
Year 3 1684 177 97 1679 154 96
Year 4 1422 166 95 1396 143 96
Year 5 1021 106 95 1008 112 95
On Statin Baseline | 1939 7 83 1937 5 82
Year 1 1894 128 79 1881 103 80
Year 2 1834 161 80 1838 135 80
Year 3 1684 176 79 1679 151 78
Year 4 1422 172 79 1396 144 79
Year 5 1021 108 77 1008 112 77
Non-Smoker Baseline | 1939 2 83 1937 1 85
Year 1 1894 120 83 1881 93 84
Year 2 1834 156 83 1838 130 84
Year 3 1684 166 84 1679 148 85
Year 4 1422 161 85 1396 143 85
Year 5 1021 104 85 1008 108 86

“Number of participants in trial (excludes participants who had died, withdrawn consent or completed the final follow-up
interview before beginning of year).

YNumber of participants with missing data on prevention goal.

®Percent of participants in trial who met prevention goal (denominator is number of participants in trial minus number
participants missing data).

*Taking an anti-platelet or anti-coagulant medication.




Table S4. Study Drug Adherence by Year of Participation and at Exit by Treatment Group

Study Drug Status at End of Year (%)

Adherence by Pill Counts by Year

Off
Drug
for %Maximum  %Pts with
No. Removed Other 15 30 45 Mgs/day, Dose?®, Good
Pts. byISCt Reason mgs/day’ mgs/day mgs/day | median mean Adherence’
Pioglitazone
Year 1 1894 2% 22% 5% 1% 67% 37 73 61
Year 2 1834 4% 26% 5% 1% 61% 40 65 55
Year3 1684 5% 29% 6% 4% 56% 38 61 52
Year4 1422 7% 32% 6% 3% 51% 35 56 49
Year5 1021 9% 31% 6% 3% 50% 38 61 52
Exit 1692 8% 32% 7% 3% 49% 29 61 47
Placebo
Year1l 1881 1% 14% 2% 2% 81% 39 81 75
Year2 1838 3% 19% 3% 2% 73% 43 75 69
Year 3 1679 4% 24% 3% 1% 68% 42 71 64
Year 4 1396 6% 27% 4% 1% 61% 42 66 61
Year 5 1008 7% 29% 4% 1% 59% 42 68 62
Exit 1689 6% 27% 4% 2% 61% 37 71 60

°Number of participants in trial (excludes participants who had died, withdrawn consent or completed the final follow-up interview before
beginning of year). Participants who were unable to be located were classified as off study drug.
tParticipants were only classified as removed if they had been instructed to stop taking the study drug by the IRIS Internal Safety

Committee.
¥Includes participants on less than 15mg/day dosing regimen.

*%Maximum dose= (mg consumed per day as estimated by pill countbacks)/(maximum mg as stipulated by protocol if dose is never

adjusted and treatment is not interrupted for any reason).
*Good Adherence=taking 280% of maximum dose as stipulated by protocol.
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Table S5. Features of Primary and Secondary Stroke Outcome Events by Treatment Group

Stroke Events in Primary

Stroke Events in Secondary

Feature Outcome (Stroke or Ml) Outcome (Stroke alone)
Pioglitazone Placebo Pioglitazone Placebo
N % N % N % N %
Number 123 150 127 154
Stroke Type
Ischemic 109 89% 136 91% 112 88% 140 91%
Non-fatal 104 85% 129 86% 107 84% 132 86%
Fatal 5 4% 7 5% 5 4% 8 5%
Hemorrhagic 13 11% 14 9% 14 11% 14 9%
Non-fatal 10 8% 8 5% 10 8% 8 5%
Fatal 2% 6 4% 4 3% 6 4%
Uncertain (fatal) 1 1% 0 0% 1 1% 0 0%
Ischemic Stroke Subtype
Lacunar 9 8% 17 13% 9 8% 17 12%
Embolic 15 14% 19 14% 16 14% 20 14%
Large vessel 17 16% 22 16% 17 15% 22 16%
Uncertain 68 62% 78 57% 70  63% 81 58%
Ischemic Stroke Distribution
Carotid 72 66% 92 68% 74 66% 93 66%
Vertebral/Basilar 17 16% 31 23% 18 16% 32 23%
Multiple 7 6% 2 1% 7 6% 3 2%
Uncertain 13 12% 11 8% 13 12% 12 9%
NIH Stroke Scale
0-4 82 67% 88  59% 84  66% 89 58%
5-14 26 21% 36 24% 27 21% 37 24%
15-41 3 2% 6 4% 3 2% 7 5%
42 (fatal) 9 7% 13 9% 10 8% 14 9%
Missing 3 2% 7 5% 3 2% 7 5%
Mean (SD) 6.8 (10.9) 7.9 (11.7) 6.9 (11.1) 8.2 (12.0)
Mean change from Baseline
All strokes 5.5 (10.8) 6.4 (11.7) 5.7 +11.1 6.8 +12.0
Non-fatal strokes 2.6(4.2) 3.0(4.7) 2.6+4.1 3.2+5.1
Days to NIHSS (median) 15 17 16 17
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Table S6. Changes in Selected Measures from Baseline to Year 1 by Treatment Group

Pioglitazone Placebo P-value for
Measure Baseline  Year1l Change | Baseline Yearl Change | mean changeY
HOMA
(N) (1440) (1458)
Mean 5.4 4.1 -1.3 5.3 5.7 0.4 <.0001
SD 2.7 2.8 3.1 2.6 6.6 6.5
Median 4.6 3.4 -1.3 4.5 4.4 -0.3
IQR 2.4 2.1 2.2 2.5 3.0 2.5
Insulin, uU/mL
(N) (1449) (1460)
Mean 22.3 17.2 -5.1 22.0 22.5 0.5 <.0001
SD 10.2 9.9 11.2 9.7 17.8 17.0
Median 19 15 -5 19 18 -1
IQR 9 9 8 9 11 10
Fasting Glucose, mg/dL
(N) (1659) (1709)
Mean 98.2 95.1 -3.0 98.3 99.7 14 <.0001
SD 10.0 11.0 10.5 9.9 16.6 15.0
Median 97 94 -3 98 97 0
IQR 14 13 12 14 14 12
C-Reactive Protein, mg/L
(N) (1628) (1665)
Mean 4.5 3.3 -1.2 4.7 4.4 -0.3 0.02
SD 8.9 7.5 10.5 8.8 9.8 11.8
Median 2.1 1.3 -0.4 2.3 2.0 -0.2
IQR 3.7 2.6 2.1 3.7 3.4 2.0

¥P-value from T-test for comparison of mean change from baseline to year 1 between treatment groups.
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Table S7. All Adverse Events Potentially Related to Pioglitazone by Treatment Group

Pioglitazone Placebo
Event (N=1939) (N=1937) P-value
Weight Gain
> 10 Ibs (4.5 kgs)" 1013 (52.2) 653 (33.7) <.001
>30 Ibs (13.5 kgs) " 221 (11.4) 88 (4.5) <.001
At Year 1, mean 3.91bs (1.8 kgs) -0.7 lbs (-0.3 kgs) <.001
At Year 4, mean 5.8 Ibs (2.6 kgs)  -1.2 |bs (-0.5 kgs) <.001
Edema®
Any 691 (35.6) 483 (24.9) <.001
Severe 348 (17.9) 235 (12.1) <.001
Myalgiax
Any 676 (34.9) 650 (33.6) 0.39
Severe 76 (3.9) 74 (3.8) 0.87
Shortness of Breath® 342 (17.6) 292 (15.1) 0.03
Bone Fracture"
Any 218 (11.2) 145 (7.5) <.0001
Serious 99 (5.1) 62 (3.2) 0.003
Incident Cancer
Any 133 (6.9) 150 (7.7) 0.29
Non-melanoma skin 21(1.1) 32 (1.6) 0.13
Prostate 28 (1.4) 25 (1.3) 0.68
Breast 10 (0.5) 16 (0.8) 0.24
Lung 13 (0.7) 11 (0.6) 0.68
Bladder 12 (0.6) 8 (0.4) 0.37
Colon and Rectum 7 (0.4) 8(0.4) 0.79
Melanoma 8(0.4) 5(0.3) 0.41
Kidney 3(0.2) 8 (0.4) 0.13
Lymphoma 5(0.3) 4(0.2) 0.74
Uncertain 3(0.2) 4(0.2) 0.70
Other (types with n<6) 29 (1.5) 33(1.7) 0.61
Heart Failure*
Any 74 (3.8) 71 (3.7) 0.80
Serious 51(2.6) 42 (2.2) 0.35
Alanine aminotransferase
>upper limit of normal 26 (1.3) 59 (3.0) <.001
>2.5 upper limit of normal 7 (0.4) 14 (0.7) 0.13
Macular Edema® 3(0.2) 2(0.1) 0.66
Other Symptoms and Complaints’
Tooth problems 555 (28.6) 601 (31.0) 0.10
Frequent headaches 395 (20.4) 410 (21.2) 0.54
Sinus infection 229 (11.8) 241 (12.4) 0.55
Throat infection 120 (6.2) 133 (6.9) 0.39

YWeight change from baseline at any time in trial.

“Self-report at quarterly interview of new or worse swelling of feet or lower legs; severe=persisting after leg elevation or
associated with discomfort, redness, skin breakdown or difficulty getting shoes on feet.
“Self-report at quarterly interview of new or worse muscle aches; severe=diffuse muscle aches associated with limitation in

mobility or substantial discomfort.

®Self-report at quarterly interview of new or worse shortness of breath or difficulty breathing.

POther types of cancer with frequency < 6.

“Adjudicated bone fracture; serious=fracture resulting in hospitalization, surgery or procedure.
“Adjudicated heart failure; serious=heart failure causing or prolonging hospitalization or causing death.

Adjudicated episode of macular edema.

YSymptoms/complaints by self-report at annual interview: Tooth problems, infections requiring a visit to a dentist/doctor.
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