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SITE INVESTIGATORS BY COUNTRY

Participating Enrolling Centers: Included below are representatives from the 870 enrolling
centers in 34 participating countries. Countries are listed alphabetically. Within each country
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Clinicas de Porto Alegre, Porto Alegre; D.B. Precoma, Hospital Angelina Caron, Campina Grande
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Academy — Pleven, Pleven; D. Georgiev, Medical Center - 1 Plovdiv OOD, Plovdiv; Z. Tagarev,
MHAT Sveti Pantaleymon AD Yambol, Yambol; E. Dimitrova, MHAT Rockefeller, Petrich; M.
Vitkina, Diagnostic consultative centre Sartse i zdrave, Sofia; L. Yordanova, MHAT Sveti
Panteleimon Department of Endocrinology Pleven, Pleven; M. Temelkova, MHAT - Blagoevgrad
AD, Blagoevgrad; S. Vasileva, MHAT Lukovit, Lukovit; T. Kuneva, DCC | - Russe, Russe; M.
Zyumbyuleva, MHAT Sveti Mina, Plovdiv; |. Daskalova, MMA-MHAT Sofia, Sofia; V. Genadieva,
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MHAT Sveta Ekaterina, Dimitrovgrad; S. Krasteva, UHAT and Emergency medicine N.I. Pirogov
EAD, Sofia; A. Slavcheva, MHAT Ruse, Ruse; N. Yabroudi, DCC - Smolyan, Smolyan; N. Veleva,
Diagnostic consultative centre 12 - Sofia, Sofia; A. Zlateva, Medical Center ZARA-MED EOOD,
Stara Zagora; V. Damyanova, MC Doverie, Sofia; A. Elenkova, DCC Ascendent, Sofia; T.
Kotselova, MHAT Ivan Skenderov, Gotse Delchev; K. Genov, MHAT Avis Medika, Peven; L.
Lyubenova, 4th MHAT - Sofia, Sofia; N. Temelkova, DCC Aleksandrovska EOOD, Sofia; B.
Harizanova, Medical Centre Sveti Yoan Rilski-Sandanski, Sandanski; S. Zaharieva, USHATE Acad.
Ivan Penchev EAD, Sofia
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H. Bajaj, LMC Clinical Research, Inc. (Brampton), Brampton, ON; R. Goldenberg, LMC Clinical
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ON; D. Twum-Barima, LMC Clinical Research Inc (Oakville), Oakville, ON; R. Dumas, Centre de
recherche clinique de Laval, Laval, QC; S. Kouz, CISSSL, Saint-Charles-Borromee, QC; S.M. Kaiser,
Nova Scotia Health Authority, QEIl Health Sciences Centre, Halifax, NS; B. Ajala, LMC Clinical
Research Inc. (Calgary), Calgary, AB; J. Cha, Dr James Cha, Oshawa, ON; . Teitelbaum, JJ Dig
Research LTD, Toronto, ON; G. Chouinard, Recherche Clinique Sigma Inc., Quebec, QC; V. Woo,
Winnipeg Regional Health Authority, Winnipeg, MB; |. Dan Dattani, Prairie Clinical Research,
Saskatoon, SK; G. Mazza, Recherche GCP Research, Montreal, QC; D. Gaudet, Ecogene-21,



Chicoutimi, QC; P. Poirier, Institut universitaire de cardiologie et de pneumologie de Quebec,
Quebec, QC; J. Conway, Canadian Centre for Research on Diabetes, Smiths Falls, ON; D. Dion,
Centre intégré de santé et de services sociaux de Chaudiere-Appalaches, Site Hopital Saint-
Georges, Saint-Georges, QC; M. McKeough, Dr. Michel McKeough, Sydney Mines, NS; D.
Manyari, SMH Cardiology Clinical Trials, Inc, Surrey, BC; S. Harris, Western University - Center
for Studies in Family Medicine, London, ON; B. St-Pierre, Centre de recherche d'endocrinologie
Godin and St-Pierre, Sherbrooke, QC; J.F. Yale, McGill University Health Centre/Glen Site/Royal
Victoria Hospital, Montreal, QC; D. Landry, G.A. Research Associates Ltd., Moncton, NB; M.
Gupta, Brampton Research Associates, Brampton, ON; |. Hramiak, St. Josephs Health Care,
London, ON; D. Lau, Clinical Trials Unit, University of Calgary, Calgary, AB; M. DeGrace, Clinique
de Cardiologie de Levis, Levis, QC; R. Gallo, Montreal Heart Institute, Montreal, QC; M.
Montigny, Hopital Cite de la Sante, Laval, QC; P. Dzongowski, Milestone Research, London, ON;
J. Liutkus, Joanne F. Liutkus Medicine Professional Corp., Cambridge, ON; A. Frechette, Diex
Research Quebec, Inc., Quebec, QC; G. Gosselin, Centre Integre de sante et de services sociaux
de Lanaudiere-Hopital Pierre-Le Gardeur, Terrebonne, QC; E. Sabbah, CDRC Rive-Sud,
Longueuil, QC; M.F. Langlois, CHUS, Sherbrooke, QC; R. Rabasa-Lhoret, Institut de Recherches
Cliniques de Montreal, Montreal, QC; J. Bedard, Recherche Clinique London, Sherbrooke, QC; R.
Hart, White Hills Medical Clinic, St. John's, NL; A. Dowell, Dynamik Research Inc., Pointe-Claire,
QC; A. Pandey, Cambridge Cardiac Care Centre, Cambridge, ON; D. O'Keefe, Commonwealth
Medical Clinic, Mount Pearl, NL; L. Hill, Peel Research Associates, Brampton, ON; S.J. Weisnagel,
CHU de Québec-Université Laval, Québec, QC; N. Muirhead, LHSC University Hospital, London,
ON; R. Zimmermann, Regina General Hospital, Regina, SK; P. Galiwango, Scarborough
Cardiology Research, Scarborough, ON; L.A. Leiter, St. Michael's Hospital, Toronto, ON; S. Tobe,
Sunnybrook Health Sciences Center, Toronto, ON; B. Priestman, New Westminster Endocrine
and Diabetes Research Society, New Westminster, BC; B. Zinman, Lunenfeld Tanenbaum
Research Instititue, Mount Sinai Hospital, Toronto, ON
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J. Ma, Nanjing First Hospital, Nanjing; X. Zhao, Beijing Jishuitan Hospital, Beijing; C. Wang, Anhui
Med Univ 1st afld Hosp, Hefei; A. Zhang, The First Affiliated Hospital of Jinan University,
Guangzhou; Y. Dong, The First Affiliated Hospital Sun Yat-sen University, Guangzhou; X. Dong,
Jinan Central Hospital, Jinan; M. Luo, Shanghai Tongji Hospital, Shanghai; J. Guo, 2nd Hospital of
TJ Med Univ, Tianjin; Z. Zheng, Nanchang Univ 1st Afilatd Hosp, Nanchang; Y. Li, The First
Affiliated Hospital Sun Yat-sen University, Guangzhou; Y. Liang, 2nd Hospital of TJ Med Univ,
Tianjin; Y. Li, 3rd Hosp of Hebei Med Univ, Shijiazhuang; I. Ji, Peoples Hosp of Peking Univ,
Beijing; D. Peng, ZhongNan Univ 2nd Xiangya Hosp, Changsha
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J. Spinar, Fakultni nemocnice Brno; D. Madé&fi¢, Cerebrovaskuldrni poradna s.r.o., Ostrava-
Vitkovice; A. Smahelovd, Fakultni nemocnice Hradec Kralové; L. Spinarova, Fakultni nemocnice
U sv. Anny, Brno; L. Raclavskd, Medicentrum Beroun, spol. s.r.o.; O. Ludka, Privatni interni
ambulance, Brno; . Rihaéek, Centrum pro zdravi s.r.o., Brno; J. Karasova, Interni a
diabetologicka ordinace, Cheb; M. Pelikdnova, Polymedica Praha s.r.o.; H. Vlasakova, EUC
Klinika Prelouc a.s.; K. Urbancov3, Diabetologicka a interni ambulance s.r.o., Ostrava-Moravska



Ostrava; V. Zamrazil, IDE s.r.o., Poliklinika Repy, Praha 6; J. Hradec, Interni a diabetologicka
ordinace, Chrudim; H. VlaSicova, Diabetologickd ambulance, Zlin; E. Racickd, MUDr. Racicka
s.r.o., Poliklinika AMS, Ostrava-Kuncice; L. Okénka, Hodonin, Diabetologickda ambulance; R.
Naplava, Lunacor s.r.o., Kroméfiz; J. Skopecek, Interni a diabetologicka ambulance, Hofovice; S.
Palovd, Diabetologicka ambulance, Jilové u Prahy; T. Krystl, Interni ordinace, Plzen; Z. Pisték,
Interni a diabet. ambulance, Uherské Hradisté; M. Oznerovd, Ambulance Dia-Interna s.r.o.,
Ostrava-Bélsky les; A. Andresova, Diabetologickd ambulance, Poliklinika Lipa, Praha; R.
Sarbochova, Nemocnice Slany; P. Taborska, Privamed Healthia s.r.o., Nemocnice Rakovnik; I.
Petrova, Kardio CZ s.r.o0., Usti n. Labem; L. Stanék, Ordinace pro choroby srdce, s.r.o.,
Chomutov; P. Reichert, Aeskulab k.s., Teplice; Z. Lorenc, Kardiologicka ordinace, Plzen; M.
Szabd, Diabetes s.r.o., Poliklinika Barrandov, Praha 5 — Hlubocepy

France:

C. Petit, Centre Hospitalier Sud francilien, Corbeil-Essonnes; M. Krempf, Hopital Nord Laennec,
Nantes; S. Hadjadj, CHRU La Miletrie, Poitiers; A. Boye, Hopital Privé du Confluent, Nantes; S.
Dubois, CHU Angers, Angers; S. Clavel, Hopital Fondation Hotel-Dieu, Le Creusot; P. Gourdy,
Hopital de Rangueil, Toulouse; M. Elbaz, CHU Rangueil, Toulouse; S. Jazayeri, CHU de Dijon,
Dijon; D. Gouet, C.H. La Rochelle, La Rochelle; B. Verges, CHU Bocage Sud, Dijon; T. Couffinhal,
Hopital Haut Leveque, Pessac

Germany:

M. Sendeski, Synexus Clinical Research GmbH, Leipzig; G. Klausmann, Studienzentrum
Aschaffenburg, Aschaffenburg; K. Appel, Ambulantes Herzzentrum Kassel, Kassel; M. Pein,
Diabeteszentrum Alstertal, Hamburg; R. Thieme, DRK-Kliniken Berlin-Koepenick, Berlin; P.
Schumm-Draeger, Zentrum Innere Medizin fiinf Hofe, Minchen; S. Jacob, Praxis Prof. Dr. Jacob,
Villingen-Schwenningen; N. Toursarkissian, Practice Dr. med. Nicole Toursarkissian, Berlin; U.
Kleinecke-Pohl, Diinnwald-Praxis, Kéln, KéIn; D. Tschope, Herz-und Diabeteszentrum NRW, Bad
Oeynhausen, Bad Oeynhausen; P. Ott, Balance your Business GmbH, Dippoldiswalde; T. Haak,
Diabetes Klinik Bad Mergentheim, Bad Mergentheim; M. Nauck, Diabeteszentrum Bad
Lauterberg, Bad Lauterberg; K. Derwahl, St. Hedwig Krankenhaus, Berlin; H. Bugger,
Herzzentrum der Universitat Freiburg, Freiburg

Hong Kong:
R. Ma, Prince of Wales Hospital, Shatin; G. Hui, Tung Wah Eastern Hospital, Causeway Bay; C.
Tsang, Alice Ho Miu Ling Nethersole Hospital, Tai Po

Hungary:

Z. Zilahi, Private Health Center, Nyiregyhdza; L. Plski, Pharma Research Center Kft,
Berettydujfalu; S. Vangel, Belinus BT, Diabetoldgia Szakrendelés, Debrecen; T. Flilép, DEOEC
Kardiolégiai Intézet, Debrecen; G. Jermendy, Bajcsy-Zsilinszky Kérhaz, Budapest; K. PAll,
PETEGISZ, Kardiologia Szakrendelés, Polgar; T. Hidvégi, Petz Aladar Megyei Kérhaz, Gyér; K.
Révész, Selye Janos Korhaz, Diabetologia Szakambulancia, Komarom; L. Koranyi, DRC
Gyodgyszervizsgald Kp., Balatonflired; M. Kajetdn, Strazsahegy Medicina Bt., Budapest; Z.
Kerényi, Téth llona Egészségligyi Szolgalat, Budapest; J. Pénzes, Konszenzus Plusz Kft.,



Csongrad; B. Herczeg, Hetényi Géza Kérhdz, Kardiologia, Szolnok; A. Laszléczky, Vaszary K.
Koérhaz, Esztergom; T. Turi, Szent Gyorgy Kh, Székesfehérvar, Székesfehérvar; J. Rapi, Bugat Pal
Kérhaz, Gyongyods; Z. Péntek, Egészséghaz 2.sz. Haziorvosi rendeld, Acs; Z. Gaal, Nyirségi
Diabétesz Centrum, Nyiregyhaza; G. Winkler, Szent Janos Kérhaz, Il. Belgyégydszat, Budapest; E.
Percs, Dr. Percs és Tarsai Haziorvosi Kft, XI. Praxis, Zalaegerszeg; A. Czigany, Nyir6 Gyula Kérhaz,
Budapest, Budapest; E. Harcsa, Markhot Ferenc Oktatdkorhaz és Rl, Diabetoldgiai Szakrendelés,
Eger; M. Gurzd, Bacs-Kiskun Megyei Korhaz, Kecskemét; J. Tassaly, Tassaly és Jakab Haziorvosi
Bt., Tat; R. Horthy, Dr. Kenessey Albert Kérhaz-RendelGintézet, Balassagyarmat; G. Petro,
Kenézy Gyula Kérhaz, Diabetolégia Szakrendelés, Debrecen; K. Faragd, Lab-Med Bt., Kecskemét;
G. Miiller, Heves Megyei Onkormanyzat Markhot Ferenc Kérhaz-Rendel8intézet, Eger; I. Varju,
Szent Margit Kérhaz, Budapest; R. Kirschner, Flor Ferenc Kh., Budapest, Kistarcsa; I. Kiss,
Moravital Kft., Morahalom; J. Bakai, Soproni Oktatd Kérhaz, Sopron; S. Kancz, Gottsegen
Kardiologia Intézet, Budapest, Budapest; Z. Marton, Ceglédi Toldy Ferenc Kérhaz, Cegléd

India:

R. Kodur, Victoria Hospital, Bangalore; C. Yajnik, KEM Hospital, Pune; N. Thomas, Christian
Medical College and Hospital, Vellore; V. Ayyar, St. John’s Medical College and Hospital,
Bangalore; P. lyengar, Care Institute of Medical Sciences, Ahmedabad

Israel:

A. Bashkin, Western Galilee MC, Naharia; D. Daoud, Rambam M.C. Institute of Endocrinology,
Haifa; B. Lewis, Lady Davis Carmel M.C., Haifa; B. Itzhak, Linn Medical Center, Haifa; A. Katz,
Barzilai M.C. Cardiology Department, Ashkelon; J. Wainstein, Wolfson M.C. Diabetes unit,
Holon; A. Tsur, Clalit Health Services Diabetes clinic Jerusalem, Jerusalem; E. Nikolsky, Rambam
Health Care Campus, Haifa; S. Atar, Western Galilee Hospital, Naharya, Naharia; A. Grossman,
Beilinson Hospital Department of Internal Medicine, Petah Tikva; E. Klainman, Gefen Cardiac
Health Center, Bnei Barak; O. Mosenzon, Hadassah Ein Karem M.C., diabetes unit, Jerusalem; D.
Tsalihin, Ben Yair Community Clinic, Beer Sheva; A. Shotan, Hillel Yaffe M.C. Heart Institute,
Hadera; Y. Turgeman, Ha'Emek M.C., Cardiology Department, Afula

Italy:

M. Ferrario, Dipartimento di Cardiologia, Policlinico San Matteo, Pavia, Pavia; P. Merlini,
Dipartimento Cardiologico-Ospedale Niguarda Ca Granda, Milano, Milano; E. Bonora, Ospedale
Borgo Trento - UO di Endocrinologia, Verona; P. Piatti, Unita di Cardio-metabolismo e Trials
Clinici Settore G, Piano -1, Milano; L. Zenari, Div. Diabetologia, Osp. Sacro Cuore Don Calabria,
Negrar, VR, Negrar; R. Trevisan, Malattie Endocrine e Diabetologia, A.O. Papa Giovanni XXIlI,
Bergamo, Bergamo; B. Bosco, UO Cardiologia e UTIC, Osp. S.Giuseppe e Melorio, S.Maria Capua
Vetere, Santa Maria Capua Vetere; L. Di Lorenzo, Dip. Cardiologia, Ospedale San Rocco, Sessa
Aurunca (CE), Sessa Aurunca; E. Mannucci, Dip. DEA-Medicina e Chirurgia Generale e Urgenza,
AOU Careggi, Firenze, Firenze; A. Avogaro, Malattie del Metabolismo e Servizio di Diabetologia,
Padova, Padova; B. Reimers, Dip. Emodinamica e Cardiologia Interventistica, Ist Humanitas,
Rozzano, Rozzano; B. Trimarco, Dip. Medicina Interna, Policlinico Federico Il, Napoli, Napoli; O.
Silvestri, U.O. Cardiologia Riabilitativa, A.O. Cardarelli, Napoli, Napoli; A. Salvioni, Centro
Cardiologico Monzino, Milano, Milano



Japan:

H. Nakagawa, Nozaki Tokushukai Hospital, Osaka; A. Sueyoshi, Uji Tokushukai Medical Center,
Kyoto; K. Fukuda, Yao Tokushukai General Hospital, Osaka; H. Yasumoto, Kobe Tokushukai
Hospital, Hyogo; S. Matsubayashi, Fukuoka Tokusyukai Medical Center, Fukuoka; K. Kawajiri,
Matsubara Tokushukai Hospital, Osaka; Y. Togashi, Yokohama City University Hospital,
Kanagawa; T. Senokuchi, Kumamoto University Hospital, Kumamoto; Y. Ohta, Yamaguchi
University Hospital, Yamaguchi; T. Yamauchi, The University of Tokyo Hospital, Tokyo; K. Node,
Saga University Hospital, Saga

Mexico:

M. Alcocer Gamba, Centro de Estudios Clinicos de Querétaro, S.C, Querétaro; M. Herrera
Marmolejo, Unidad de Investigacién Clinica HEPA, Guadalajara; M. De los Rios Ibarra, Centro
para el Desarrollo de la Medicina y de Asistencia Médica Especializada, S.C., Culiacén; G.
Gonzdlez Galvez, Instituto Jalisciense de Investigacion en Diabetes y Obesidad, S.C.,
Guadalajara; E. Garcia Cantu, Cardiolink Clin Trials, Monterrey; A. Leguizamo Dimas, Centro de
Investigacidn Clinica del Pacifico, Acapulco; R. Luna Ceballos, Centro Especializado en Diabetes y
Metabolismo, Veracruz; C. Medina Pech, Medical Care & Research, Mérida; C. Stobschinski de
Alba, Centro de Investigacion Médica Integral, Guadalajara; J. Gonzdlez Gonzdlez, Hospital
Universitario Dr. José Eleuterio Gonzalez, Monterrey; F. Padilla Padilla, Consultorio Privado Dr.
Francisco Padilla, Guadalajara; G. Fanghanel Salmdn, Clinica Integral del Paciente Diabético y
Obeso, Ciudad de México; F. Robles Torres, Consultorio Privado Dr. Francisco Robles,
Guadalajara; E. Lopez Rosas, Hospital Angeles Xalapa, Xalapa; E. Pelayo Orozco, Centro de
Investigacion Médica de Occidente, Zapopan; R. Banda Elizondo, Unidad Médica para la Salud
Integral, Monterrey; A. Escalona Caamano, ARKE Estudios Clinicos, Ciudad de México; P. Frenk
Baron, Ultimate Médica, Ciudad de México; C. Aguilar Salinas, Instituto Nacional de Nutrition,
Ciudad de México; C. Mustieles Rocha, Investigacion Biomédica Aplicada de Hidalgo, Pachuca;
M. Vidrio Velazquez, Unidad de Investigacion Clinica UNICAMO, Guadalajara; |. Rodriguez
Briones, Cardioarritmias e Investigacion, SC, San Luis Potosi; M. Saldate Alonso, Centro de
Investigacidn del Noroeste S.C, Tijuana; R. Velasco Sanchez, Hospital Dr. Angel Leafio, Zapopan

Netherlands:

A. Kooy, Bethesda Diabetes Research Center, Hoogeveen; B. Groenemeijer, Gelre Ziekenhuizen,
locatie Apeldoorn, Apeldoorn; E. Ronner, Reinier de Graaf Gasthuis, Delft; A. Kuijper, Spaarne
Ziekenhuis, Haarlem; S. Strikwerda, Amphia Ziekenhuis, Breda; W. Van Kempen, Andromed
Rotterdam, Rotterdam; S. Gijsbers, M. Nierman, S. Schipperen, Andromed Amsterdam,
Amsterdam; A. Oude Ophuis, Canisius Wilhelmina Ziekenhuis, Nijmegen; H. Swart, Antonius
Ziekenhuis, Sneek; K. Hoogenberg, Martini Ziekenhuis, Groningen; M. Hovens, Rijnstate
Ziekenhuis, Arnhem; M. van Hessen, Groene Hart Ziekenhuis, locatie Bleuland, Gouda; J.
Westerink, University Medical Center Utrecht, Utrecht; J. Kragten, Zuyderland Medisch
Centrum, Heerlen; P. Nierop, Sint Franciscus Gasthuis, Rotterdam; W. Bax, Medisch Centrum
Alkmaar, Alkmaar; S. Hartong, Albert Schweitzer Ziekenhuis, locatie Sliedrecht, Sliedrecht; M.
Nieuwdorp, Academisch Medisch Centrum, Amsterdam; F. Gonkel, Saxenburgh Groep, R6pcke-
Zweers Ziekenhuis, Hardenberg; N. Al Windy, Gelre Ziekenhuizen, lokatie Zutphen, Zutphen; R.



Troquay, Viecuri Medisch Centrum, Venlo; H. Schaafsma, Ziekenhuis Gelderse Vallei, Ede; A.
Lieverse, Maxima Medisch Centrum, Eindhoven; N. Knufman, Bronovo Ziekenhuis Den Haag,
Den Haag; M. Hovens, Rijnstate Ziekenhuis, lokatie Arnhem, Arnhem

Philippines:

L. Tirador, St. Paul's Hospital, lloilo City; M. Guenon, Riverside Hospital, Bacolod, Bacolod; A.
Ferrolino, Veterans Memorial Medical Center, Quezon City; R. Sy, Ospital ng Makati, Makati; A.
Atilano, Perpetual Succor Hospital, Manila, Manila; M. Aportadera, Aportadera Clinic, lloilo City;
M. Que, East Avenue Medical Center, Quezon City; M. Denopol, Vicente Sotto Memorial
Medical Center, Cebu City; M. Tolentino, Perpetual Succour Hospital, Cebu, Cebu City; C.
Jimeno, San Juan De Dios Hospital, Pasay City; J. Wee, Metropolitan Medical Center, Manila; R.
Mirasol, Manila Doctors Hospital, Manila; A. Panelo, Institute for Studies on Diabetes
Foundation, Marikina City; D. Roxas, Victor R. Potenciano Medical Center, Mandaluyong City;
M. Abola, Philippine Heart Center, Quezon City; P. Palmes, Health Partners Condo Clinic, lloilo
City; A. Silva, De La Salle Health Sciences Institute, Dasmarinas City; D. Salvador, De La Salle
Health Sciences Institute, Dasmarinas City; R. Rosita, Mary Mediatrix Medical Center, Lipa City;
L. Maravilla, Daniel Mercado Medical Center, Tanauan City; G. Rogelio, St Luke's Medical
Center, Quezon City; E. Pacheco, The Medical City, Pasig; L. Tin Hay, Chinese General Hospital
and Medical Center, Manila; J. Prado, The Medical City, Pasig City

Poland:

E. Krzyzagdrska, Praktyka Lekarska Ewa Krzyzagdrska, Poznan; R. Witek, Poradnia Choréb
Metabolicznych w Wierzchostawicach, Wierzchostawice; B. Miktaszewicz, CARDIAMED, Legnica;
W. Sudnik, Centrum Medyczne Dr Sudnik, Sokotka; W. Pomiecko, Indywidualna Praktyka
Lekarska, Lekarz Rodzinny Witold W. Pomieéko, Mraggowo; A. Bochenek, Centrum Badawcze
Wspéiczesnej Terapii, Prywatny Gabinet Lekarski, Warszawa; I. Fares, Przychodnia
Specjalistyczna z Poradnig Lekarza Rodzinnego, Nakto nad Notecig; M. Wujkowski,
Specjalistyczne Gabinety Lekarskie Medicor Plus Jerzy Kopaczewski, Wioctawek; M. Korol,
Osrodek Medycyny Rodzinej Sp. z 0.0., Sobdtka; S. Powierza, 4 Wojskowy Szpital Kliniczny z
Poliklinikg SPZOZ, Wroctaw; K. Strojek, Wojewddzka Poradnia dla Chorych na Cukrzyce, Zabrze;
A. Goch, 10 Wojskowy Szpital Kliniczny z Poliklinikg SPZOZ, Bydgoszcz; P. Miekus, NZOZ PRO
CORDIS Sopockie Centrum Badan Kardiologicznych, Gdynia; A. Siegel, Centrum Medyczne Pratia
Katowice, Katowice; J. Skierkowska, NZOZ Eskulap, Biata Rawska; P. Romanczuk, Gdarnska
Poradnia Cukrzycowa Sp. z 0.0., Gdansk; J. Cygler, NZOZ MEDICA Poradnia Kardiologiczna,
Gizycko; K. tanda, LANDA, Krakéw; E. Szyprowska, CenterMed Lublin Sp. z 0.0., Lublin; P.
Stachlewski, NZOZ Eskulap s.c., Koluszki; T. Czerski, Szpital Miejski w Wegrowie, Oddziat
Internistyczno-Kardiologiczny, Wegréow; L. Pawtowicz, Praktyka Lekarska Lidia Pawtowicz,
Torun; D. Sowinski, Wojewddzki Zespdt Specjalistycznej Opieki Zdrowotnej, Wroctaw; L.
Romanowski, DIABET Centrum Medyczne S.C., Chrzandw; H. Rudzki, NZOZ Przychodnia
Specjalistyczna Andrzej Wittek, Henryk Rudzki s.c., Ruda Slaska; M. Skérski, SPZOZ w tecznej,
Oddziat Choréb Wewnetrznych, teczna; H. Jasiel-Wojculewicz, Klinika Nadci$nienia Tetniczego i
Diabetologii Uniwersyteckie Centrum Kliniczne, Gdansk; A. Stasiewski, NZOZ NEURO-KARD
Ilkowski i Partnerzy Spdtka Partnerska Lekarzy, Poznan; A. Budaj, SNZOZ Fundacji PROCLINICA,
Warsaw; G. Kania, NZOZ Przychodnia Zdrowia Zadebie, Skierniewice; E. Mirek-Bryniarska,
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Szpital Specjalistyczny im. J. Dietla w Krakowie, Krakéw; £. Wojnowski, Lecznice Citomed Sp. z
0.0., Torun; R. Korzeniak, NZOZ Specjalistyczna Przychodnia Lekarska MEDIKARD, Ptock

Republic of Korea:

T. Oh, Chungbuk University Hospital, Cheongjusi, Chungbuk; K. Park, Seoul National University
Hospital, Seoul; M. Lee, Samsung Medical Center, Seoul; K. Lee, Ajou University Hospital,
Suwon, Gyeonggi-do; H. Jang, Seoul National University Bundang Hospital, Seongnam,
Gyeonggi-do; S. Kim, Korea University Anam Hospital, Seoul; B. Ku, Chungnam National
University Hopital, Daejeon; B. Cha, Severance Hospital, Yonsei University Health System, Seoul;
H. Son, The Catholic University of Korea, Uijeongbu St. Mary's Hospital, Uijeongbu-si, Gyeonggi-
do; I. Lee, Kyungpook National University Hospital, Daegu; J. Park, Inje University Busan Paik
Hospital, Busan; S. Yu, Hanyang University Guri Hospital, Guri; J. Park, Asan medical center,
Seoul; H. Shon, Daegu Catholic University Medical Center, Daegu; E. Rhee, Kangbuk Samsung
Medical Center, Seoul; S. Kim, The Catholic University of Korea Bucheon St. Mary's Hospital,
Bucheon, Kyunggi-do; J. Cho, The Catholic University of Korea Seoul St. Mary's Hospital, Seoul;
T. Park, Chonbuk National University Hospital, Jeonju-si, Jeollabuk-do; J. Nam, National Health
Insurance Corporation llsan Hospital, Goyang-si, Gyeonggi-do

Romania:

E. Pintilei, Consultmed SRL, lasi; A. Popescu, Diabmed DR. Popescu Alexandrina SRL, Ploiesti; V.
Nafornita, Minimed SRL, Bacau; O. Gutu, Olimpia Med SRL, lasi; A. Dumitrescu, Centrul Medical
Sanatatea Ta SRL, Bucuresti; C. Bala, Spitalul Clinic Judetean de Urgenta Cluj-Napoca, Cabinet
Dr. Bala, Cluj-Napoca; E. Caceaune, Institutul National de Diabet N. Paulescu, Cabinet Dr.
Caceaune, Bucuresti; N. Mindrescu, Nicodiab SRL, Bucuresti; M. Morosanu, SC DIAMED OBESITY
SRL, Galati; O. Bradescu, Institutul National de Diabet N. Paulescu, Cabinet Dr. Bradescu,
Bucuresti; M. Munteanu, Centrul Medical Sfantul Stefan, Timisoara; M. Voitec, Institutul
National de Diabet N. Paulescu, Cabinet Dr. Voitec, Bucuresti; M. Vlaiculescu, SC Clinica
Diabnutrimed SRL, Bucuresti; N. Hancu, Centrul Medical Unirea Cluj SRL, Cluj Napoca; M.
Diaconu Sotropa, SC Cabinet Diaconu Sotropa Michaela SRL, lasi; S. Lupu, SC CARDIOMED SRL,
lasi; S. Cernea, Spitalul Clinic Judetean de Urgenta Tirgu Mures, Tirgu Mures; A. Mateescu,
Mateescu S. Ana-Maria — Cabinet Medical Individual, Constanta; L. Carlan, Spitalul Judetean de
Urgenta Bacau, Cabinet dr. Carlan, Bacau; R. Marton, GLUCODIAB SRL, Tirgu Mures; D.
Lupusoru, Spitalul Judetean de Urgenta Bacau, Cabinet Dr. Lupusoru, Bacau; A. Mot, Gensan
SRL, Policlinica Astra, Sibiu; A. Coman, Institutul National de Diabet N. Paulescu, Cabinet Dr.
Coman, Bucuresti; D. Zaharie, Spitalul Judetean de Urgenta Zalau, Zalau

Russian Federation:

A. Rebrov, Regional clinical hospital Saratov, Saratov; E. Shutemova, Regional Budgetary
Healthcare Institution Cardiological Dispensary, lvanovo; L. Bolieva, North Ossetian State
Medical University, Vladikavkaz; Y. Khalimov, Military Medical Academy, Saint Petersburg; M.
Statsenko, Volgograd State Medical University, Volgograd; A. Galyavich, Kazan State Medical
University, Kazan; N. Koziolova, Perm Regional Hospital for war veterans, Perm; Y. Shapovalova,
Chelyabinsk Dorozhnaya Clinical Hospital, Chelyabinsk; E. Pavlysh, St.Petersburg Out-patient
hospital #25, Saint Petersburg; L. Strongin, City Clinical Hospital #13, Nizhny Novgorod; A.
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Vertkin, Medico-stomatology university named after Evdokimov, City hospital #50, Moscow; E.
Vishneva, City Clinical Hospital #14, Yekaterinburg; M. Pavlova, The first Moscow State medical
university n.a. Sechenov, Moscow; N. Khasanov, Kazan State Medical University, Kazan; M.
Antsiferov, Moscow Endocrinology Dispensary, Moscow; |. Gavrisheva, LLC AVA-Peter, Saint
Petersburg; N. Sokolova, Chelabinsk Regional Clinical Hospital #3, Chelyabinsk; S. Vorobyev,
Rostov State Medical University, Rostov-on-Don; T. Morugova, Bashkir State Medical University,
Ufa; I. Sinitsina, Central Clinical Hospital of Grazhdanskaya Aviatsiya, Moscow; A. Ezhov, Izhevsk
City Clinical Hospital Ne 9, Izhevsk; Z. Kobalava, City Clinical Hospital #64, Moscow; D. Belenkiy,
City Clinical Emergency Care Hospital # 2, Novosibirsk; T. Supryadkina, The First City Clinical
Hospital n.a. E.E. Volosevich, Arkhangelsk; Y. Kazakov, Tver Regional Clinical Hospital, Tver; E.
Oschepkova, Russian Cardiology Research and Production Complex, Moscow; A. Dreval,
Moscow regional research clinical institute n.a. Vladimirskiy, Moscow; T. Novikova, Pokrovskaya
city hospital, Saint Petersburg; A. Vishnevsky, Pokrovskaya city hospital, Saint Petersburg; D.
Chizhov, City out patient hospiatal #106, Saint Petersburg; E. Akatova, City clinical hospital #40,
Moscow; N. Vorokhobina, City Hospital of Saint Martyr Elizaveta, Saint Petersburg; I. lvanov,
City hospital of St. Martyr Georgy, Saint Petersburg; E. Dudinskaya, State Scientific Research
Center of Prophylactic Medicine, Moscow; V. Konstantinov, City Hospital 23, Saint Petersburg

Slovakia:

D. Kanderkovda, MUDr. Kanderkova s.r.o., Namestovo; L. Pavlik, Diamedico, s.r.o., Sala; K.
Raslovd, Metabolické centrum K.Raslovej, Bratislava; V. Paulovic, ProDia, s.r.o., Povaiska
Bystrica; J. Babikova, OLIVER-MED, s.r.o., Rimavska Sobota; K. BeleSovd, LUMEDIC, s.r.o., KoSice;
M. Merciakovd, MEDI-DIA, s.r.o., Sabinov; J. Truban, Endiamed, s.r.o., Dolny Kubin; A. Vargova,
DIA-KONTROL, s.r.o., Levice; L. Fabryova, Metabol KLINIK, s.r.o., Bratislava; |. Tka¢, AGTO s.r.o.,
KosSice; M. Slovenska, Interna a diabetologickd amb, KoSice; R. PIasil, IRIDIA, s.r.o., Vrutky; L.
Tomasova, IN-DIA, s.r.o., Lucenec; D. Kolldrova, DKORTOPEDIA, s.r.o., Nové Zamky; D.
Spodniakovd, DIASTYLE, s.r.o., Banska Bystrica; M. KoSikovd, DIAKOM, s.r.o., Poprad; J.
DZuponova, Dia-Clarus, s.r.o0., Prievidza; |. Kuréova, DIA ZILINA, s.r.o., Zilina; D. Skripova,
Areteus, s.r.o., TrebiSov; A. GabriSova, Diabetes Centrum, s.r.o., Trencin; S. Kalinovd, MEDIKALS,
s.r.o., Piestany

South Africa:

N. Ranjith, Nash Ranjith Research Centre, Merebank; L. Burgess, TREAD Research cc, Parow; I.
Mitha, Worthwhile Clinical Trials, Benoni; M. Conradie, Tygerberg Hospital, Tygerberg; L.
Distiller, Centre for Diabetes & Endocrinology, Houghton; P. Pillai, Greenbury Medical Centre,
Greenbury; S. Pillay, Dr SR Pillay, Parkgate; A. Horak, Vincent Pallotti Hospital, Pinelands; R.
Nethononda, Chris Hani Baragwanath Hosp, Soweto; E. van den Berg, Dr EC Van Den Berg,
Muckleneuk; H. Nortje, Dr H Nortje Clinical Trials, Goodwood; J. Bayat, Durban Medical Centre,
Durban; C. Corbett, Panorama Medi-Clinic, Panorama; M. Abelson, Medi-Clinic Vergelegen,
Somerset West; L. van Zyl, Clinical Projects Research SA, Worcester; T. Pillay, Dr Mohamed,
Dawood & Pillay, Pinelands; J. Wing, Charlotte Maxeke, Parktown; A. Dalby, Milpark Hospital,
Parktown West; C. Kapp, Union Hospital, Alberton
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Spain:

R. Hidalgo Urbano, Hospital Virgen Macarena, Sevilla; J. Gonzalez Juanatey, Hospital Clinico de
Santiago, Santiago de Compostela; J. Blanco Coronado, Hospital Virgen del Mar de Almeria,
Almeria; J. Bruguera Cortada, Hospital del Mar, Barcelona; J. Ferreiro Gutierrez, Hospital
Universitario de Bellvitge, Barcelona; M. Quesada Simon, Hospital Universitario de La Paz,
Madrid; A. Castro, Hospital de Cantoblanco, Madrid; E. Delgado Alvarez, Hospital Universitario
Central de Asturias, Oviedo; R. Freixa, Hospital San Joan Despi Moises Brogi, Barcelona; A.
Boada, C.A.P. Maragall, Barcelona

Sweden:

H. Larnefeldt, Dalecarlia Clinical Research Center, Rittvik; T. Mooe, Ostersunds Hospital,
Ostersund; P. Koskinen, Pharmasite, Malmo; P. Lagerbick, Stockholm Clinical Trial Center
(Avonova), Jarfélla; C. Linderfalk, Kasernens Lakarservice AB, Eksjo; B. Liu, Clinical research
centers, Vallingby, Villingby; K. Berndtsson Blom, Ladulaas Kliniska Studier, Boras; B. Tengmark,
Citydiabetes Akardo Medsite, Stockholm; C. Lindholm, Capio Citykliniken Hjartmottagningen
Lund, Lund; C. Ostgren, Ekholmens Vardcentral, Linkdping; M. Oweling, Finspang HC, Finspang;
P. Albertsson, Kardiologens Forskningsenhet Sahlgrenska Universitetssjukhuset, Gothenburg;
M. Alvarsson, Akademiskt specialistcentrum, Stockholm; S. Fant, Helsa Vardcentral Hornstull,
Stockholm; O. Berglund, Alidhems HC, Ume3; M. Dellborg, Ostra University Hospital,
Gothenburg

Taiwan:

C. Hsia, Changhua Christian Hospital, Changhua City; C. Chiang, Taipei Veterans General
Hospital, Taipei; C. Fang, Chang Gung Medical Foundation-Kaohsiung Branch, Kaohsiung; K.
Ueng, Chung Shan Medical University Hospital, Taichung; K. Wang, Taichung Veterans General
Hospital, Taichung; W. Lai, Kaohsiung Medical University Chung-Ho Memorial Hospital,
Kaohsiung

Thailand:

S. Mamanasiri, Ratchaburi Hospital, Ratchaburi; C. Deerochanawong, Rajavithi Hospital,
Bangkok; C. Wongvipaporn, Srinagarind Hospital, KhonKaen; S. Kuanprasert, Maharajnakorn
Chiangmai Hospital, Chiang Mai; T. Thongsri, Buddhachinaraj Hospital, Phitsanulok; S.
Srimahachota, King Chulalongkorn Memorial Hospital, Bangkok; A. Boonyavarakul,
Phramongkutklao Hospital, Bangkok; S. Suwanwalaikorn, King Chulalongkorn Memorial
Hospital, Bangkok; P. Tantiwong, Maharat Nakhon Ratchasima Hospital, Nakhon Ratchasima; P.
Sritara, Ramathibodi Hospital, Bangkok; A. Sriwijitkamol, Siriraj Hospital, Bangkok; S.
Sanguanwong, Phramongkutklao Hospital, Bangkok; C. Chotinaiwattarakul, Siriraj Hospital,
Bangkok; D. Piyayotai, Thammasat University Hospital, Pathumthani

Turkey:

M. Balci, Akdeniz Univ. Endocrinology, Antalya; E. Orbay, Kartal Research and Training Hospital,
Family Physician Clinic, Istanbul; I. Satman, Istanbul University Istanbul Faculty of Medicine
Endocrinology Dept., Istanbul; F. Saygili, Ege University Medical Faculty, Department of
Endocrinology, Izmir; A. Oguz, Goztepe Research and Training Hospital, Endocrinology
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Department, Istanbul; Y. Altuntas, Sisli Etfal Research and Training Hospital, Endocrinology
Department, Istanbul; A. Comlekci, Dokuz Eylul University Medical Faculty, Department of
Endocrinology, Izmir

Ukraine:

0. Karpenko, City Clinical Hospital #1, Department of Emergency Cardiology, Kyiv; S. Tkach, SI
IEM n.a. V.P.Komisarenko of AMS of Ukraine Diabetology Dept, Kyiv; M. Vlasenko, Vinnytsa
Reg.Clin.Endocrin.Disp.,VSMU n.a. M.I.Pirogov, Endocrin dept., Vinnytsia; I. Fushtey,
Zaporizhzhya Centr Hosp of Voznesenovsky district. Zaporizhzhya MAPE, Zaporizhzhya; T.
Pertseva, ISSClinica of medical academy of SEDnepropetrovsk Med.Acad. of MOH, Dnipro; D.
Reshotko, Kyiv Oleksandrivska Clinical Hospital, Dept of Myocard. Infarction #1, Kyiv; Y.
Mostovoy, Private Small-Scale Enterprise, Medical Center Pulse, Vinnytsia; V. Vizir, Ml
Zaporizhzhya City Hospital #7, Dept of Cardiology, Zaporizhzhya; I. Kraiz, Kharkiv Centr. Clin.
Hospital of Ukrzaliznitsia, Cardiological Dept, Kharkiv; K. Amosova, Kyiv Oleksandrivska Clinical
Hospital, Dept of rehabilitation, Kyiv; V. Batushkin, Kyiv Municipal Clin. Hosp. #5, Myocard.
Infarct. and Intens. Care Unit, Kyiv; V. Tseluyko, Kharkiv Municipal Clin. Hosp. #8, Dept of
Cardiology and Funct. Diagn., Kharkiv; O. Koval, Dnipro Municipal Joint Emergency Hospital,
Cardiology Dept PMI, Dnipro

United Kingdom:

C. Strang, Mortimer Surgery, Mortimer; B. Bodalia, The Gables Medical Centre, Coventry; R.
Pieters, Estuary View Medical Centre, Whitstable; W. Turner, Burbage Surgery, Leicester; N.
Asamoah-Owusu, Crouch Oak Family Practice, Addlestone; C. White, Westongrove Research
Centre, Aylesbury; J. Calvert, Waterloo Medical Centre, Blackpool; D. McNally, Ormeau Clinical
Trials Limited, Belfast; N. Jones, St Chad's Surgery, Radstock; G. McKaig, The McGlone Practice,
Glasgow; J. Thompson, Cossington House Surgery, Canterbury; S. Mohr, The Porch Surgery,
Corsham; H. Simpson, Townhead Surgery, Irvine; P. Conn, Ballygomartin Group Practice,
Belfast; A. McCoye, Ecclesfield Group Practice, Sheffield

United States:

O. Rivero, Global Research Solutions Corp., Miami, FL; S. Yazdani, Carient Heart & Vascular,
Manassas, VA; C. Ince, Maryland Cardiovascular Specialists, Baltimore, MD; J. Zeitlin, InterMed,
PA, Portland, ME; T. Wharton, Team Medical Research, Inc., Miami, FL; G. Platt, George E. Platt
MD, PLLC, Green Cove Springs, FL; R.J. Anderson, VA- Nebraska Western lowa Healthcare
System, Omaha, NE; E. Angueira-Serrano, Med Research of Florida, LLC, Miami, FL; M. Lillestol,
Lillestol Research, LLC, Fargo, ND; B. Hanlon, Alpine Medical Group, Salt Lake City, UT; J. Soufer,
Chase Medical Research, LLC, Waterbury, CT; B. Garcia, Invesclinic, Fort Lauderdale, FL; B. Iteld,
Louisiana Heart Center, Slidell, LA; C. Venugopal, Cardiology Partners Clinical Research Institute,
Wellington, FL; A. Ahmed, Apex Medical Research, AMR, Inc., Chicago, IL; Y. Duardo-Guerra, LCC
Medical Research Institute, LLC, Miami, FL; P. Jetty, Community Clinical Research Center,
Anderson, IN; A. Miranda, Medical Research Center, Miami, FL; J. Wahlen, Advanced Research
Institute, South Ogden, UT; S. Lederman, Altus Research, Inc., Lake Worth, FL; K. Cohen, New
West Physicians, PC, Golden, CO; L. Lake, Great Falls Clinic, LLP, Great Falls, MT; W.J. French, Los
Angeles Biomedical Research Institute at Harbor-UCLA Medical Center, Torrance, CA; N.

14



Tahirkheli, South Oklahoma Heart Research, LLC, Oklahoma city, OK; S. Baker, G&G Research,
Vero Beach, FL; R. Stoltz, Deaconess Clinic, Inc., Newburgh, IN; J. Wilson, PMG Research of
Winston-Salem, Winston-Salem, NC; V. Nadar, Capital Area Research, LLC, Camp Hill, PA; J.
Brown, Nebraska Medicine - Internal Medical Associates, Grand Island, NE; G. Larrain, Aspirus
Research Institute, Wausau, WI; A. Wiseman, EMMC Northeast Cardiology Associates, Bangor,
ME; G. Ruoff, Westside Family Medical Center, PC, Kalamazoo, MI; M. Williams, The Polyclinic,
Seattle, WA; A. Tan, West Coast Research, LLC, San Ramon, CA; |. Hartman, DCT-MHR, LLC dba
Discovery Clinical Trials, Arlington, TX; N. Singh, Atlanta Heart Specialists LLC, Cumming, GA; R.
Graf, MultiCare Institute for Research & Innovation, Tacoma, WA; P. Wakefield, PMG Research
of Knoxville, Knoxville, TN; R. McNeill, PMG Research of Salisbury, LLC, Salisbury, NC; W. Byars,
Mountain View Clinical Research, Greer, SC; R. Reyes Almodovar, Bandera Family Healthcare,
San Antonio, TX; S. Jones, Cardiovascular Associates of the Southeast, LLC, Birmingham, AL; L.
Kantaros, Hudson Valley Cardiovascular Practice, PC, Poughkeepsie, NY; N. Hegedosh, Global
Research Solutions Corp, Hollywood, FI; M. Graves, Deaconess Clinic Downtown, Evansville, IN;
M. Bernstein, Louisiana Heart Center, Hammond, LA; S. Falkowski, Southeast Clinical Research,
LLC, Chiefland, FL; M. Bialow, Meridien Research, Spring Hill, FL; A. Paraschos, Kernodle Clinic
Department of the Private Diagnostic Clinic, PLLC, Burlington, NC; G. Dagher, A. Camp, BayCare
Medical Group, New Port Richey, FL; A. Arif, Apex Medical Research, MI, Inc., Flint, Ml; J.
Condit, American Health Network, Muncie, IN; L. Chaykin, Meridien Research, Bradenton, FL; B.
Grunstra, PMG Research of Bristol, Bristol, TN; J. Earl, PMG Research of Hickory, LLC, Hickory,
NC; D. Unks, Asheville Cardiology Associates, Asheville, NC; S. Srivastava, Pentucket Medical
Associates, Haverhill, MA; M. Benson, American Health Network of IN LLC, Avon, IN; C.
Huffman, Meridien Research, Tampa, FL; G. Miller, Clinical Research Works, Bristol, CT; J. Willis,
San Gabriel Clinical Research, LLC, Georgetown, TX; K. Bender, DBC Research, Tamarac, FL; E.
Martin, Martin Diagnostic Clinic, Tomball, TX; R. Blackmore, HMG Clinical Research at SOFHA,
Johnson City, TN; K. Rohr, Maine Research Associates, Lewiston, ME; S. Chilka, Midland Clinical
Research Center, Midland, TX; G. Gadowski, McLaren Northern Michigan, Petoskey, Ml; D. Fitz-
Patrick, East-West Medical Research Institute, Honolulu, HI; S. Benjamin, Universal Research
Group, LLC, Tacoma, WA; D. Morin, Holston Medical Group, Kingsport, TN; A. Zias Dilena,
Northport VAMC, Northport, NY; R. Acosta, Biol Clinical Research, Miami Beach, Fl; D. Claassen,
IICR, Inc., Ozark, AL; F. Miranda, New Horizon Research Center, Miami, FL; G. Raad, PMG
Research of Charlotte, Charlotte, NC; A. Inzerello, Clinical Research Advantage, Inc. / Family
Medicine Associates, Evansville, IN; J. Porter, Healthscan Clinical Trials L.L.C., Montgomery, AL;
A. Bhattacharya, Medex Healthcare Research Inc., St. Louis, MO; J. Gutmann, Deaconess Clinic
Mt. Pleasant, Evansville, IN; D. Korpas, Nebraska Heart Institute, Lincoln, NE; M. Syed,
Endocrinology Associates of Armstrong County, Kittanning, PA; F. Zieve, McGuire VA Medical
Center, Richmond, VA; A. Raisinghani, University of California San Diego, San Diego, CA; S. Alam,
Valley Heart Consultants, McAllen, TX; A. Bartkowiak, Blair Medical Associates, Inc., Altoona,
PA; F. Boccalandro, Permian Research Foundation, Odessa, TX; J. Talano, Southwest Florida
Research, LLC, Naples, FL; A. Mercado, Stewart Medical Group, Alhambra, CA; P. Krichmar,
Research Physicians Network Alliance, Pembroke Pines, FL; C. Oldfield, Fellows Research
Alliance, Inc., Savannah, GA; K. Adams, Baptist Heart Specialists, Jacksonville, FL; T. Gorman,
Great Lakes Medical Research, Westfield, NY; D. Lewis, UnityPoint Health Meriter Heart and
Vascular Institute, Madison, WI; R. Shah, Clinical Trial Network, Houston, TX; G. Shockey,

15



Clinical Research Advantage, Inc./Desert Clinical Research, LLC, Mesa, AZ; G. Lefebvre, Meridien
Research, St. Petersburg, FL; N. Andrawis, Manassas Clinical Research Center, Manassas, VA; L.
Tami, Research Physicians Network Alliance, Hollywood, FL; N. Bittar, Gemini Scientific, Inc.,
Madison, WI; Mohammed S. Khan, Apex Medical Research, Inc., Springfield, OH; L. Rink, Indiana
University Health Bloomington, Inc, Bloomington, IN; E. Hendrix, North Alabama Research
Center, LLC, Athens, AL; J. Wood, Texas Health Physicians Group, Richardson, TX; J. Robinson,
University of lowa, College of Public Health, lowa City, IA; H. Pavon, Internal Medicine Kidney
and Hypertension Center, Norfolk, VA; M. Irfan, DM Clinical Research, Tomball, TX; E. Gonzalez,
Eastside Clinical Research Associates, Los Angeles, CA; R. Singal, Holy Cross Medical Group,
Coral Springs, FL; K. Shore, Medical Clinic of North Texas, Plano, TX; F. Saba, Professional Health
Care of Pinellas, St Petersburg, FL; J. Bianco, Essentia Institute of Rural Health, Duluth, MN; B.
Erickson, CentraCare Heart and Vascular Center, St. Cloud, MN; D. Gorson, Southwestern VT
Medical Center, Bennington, VT; S. Puri, Trinity Medical Center, Rock Island, IL; Carlos Arauz-
Pacheco, Texas Health Physicians Group, Dallas, TX; S. Forman, Los Alamitos Cardiovascular, Los
Alamitos, CA; A. Akyea-Djamson, Metropolitan Cardiovascular Consultants, LLC, Beltsville, MD;
. Lieber, Texas Cardiology Research Center, PLLC, Kingwood, TX; B. Barker, Delaware Research
Group, LLC, Delaware, OH; P. Desai, Clinical Trials of America-NC, LLC, Cary, NC; C. Sotolongo,
Baptist Heart Specialists, Jacksonville Beach, FL; J. Steinhoff, Heart Institute at Largo, Largo, FL;
R. Hill, Kootenai Heart Clinics, LLC, Spokane, WA; M. Radin, Radin Cardiovascular Medical
Associates, Newport Beach, CA; R. Patel, Endocrine and Psychiatry Center, Houston, TX; S.
Lieberman, Cardiovascular Associates of East TX, Tyler, TX; H. Wenocur, Founders Research
Corporation, Philadelphia, PA; S. Dagogo-Jack, University of Tennessee Health Science Center,
Memphis, TN; S. Lupovitch, Northwest Heart Clinical Research, LLC, Arlington Heights, IL; R.
Ison, Community Health Care, Inc., Canal Fulton, OH; J. Michael Bacharach, North Central Heart
Institute, Sioux Falls, SD; J. Diogo, NECCR Internal Medicine and Cardiology Associates, LLC, Fall
River, MA; Marco Mazzella, Kansas City Cardiology, Lee’s Summit, MO; J. Greenwald, Medex
Healthcare Research Inc., New York, NY; M. Quadrel, Rutgers New Jersey Medical School,
Newark, NJ; N. Mayer, Ventura Cardiology Consultants Medical Group, Inc., Ventura, CA; J.
Datu, Atlantic Clinical Trials, LLC, Watertown, MA; M. McCartney, ActivMed Practices and
Research, Methuen, MA; T. Bruce, Clinical Research Advantage, Inc. / Central Arizona Medical
Associates, PC, Mesa, AZ; D. Singal, Cardio Metabolic Institute, Somerset, NJ; J. Turner, Cardiac
Wellness Consultants, SC, Chicago, IL; B. Videau, Cardiology Consultants, Pensacola, FL; R. Fritz,
Kootenai Heart Clinics, LLC, Coeur d' Alene, ID; D. Fox, Eastwick Primary Care, Philadelphia, PA;
G. Calatayud, Del Rosario Medical Clinic, Inc., Huntington Park, CA; W. Sheldon, North Ohio
Heart Center, Sandusky, OH; D. Kereiakes, The Lindner Center for Research and Education at
The Christ Hospital, Cincinnati, OH; J. Thomas, Medical University of SC, Charleston, SC; A.
Salacata, Endeavor Medical Research, Alpena, MI; K. McCullum, York Hospital, York, PA; B.
Harris, Integrative Research Associates, Inc., Fort Lauderdale, FL; J. de Souza, Glacier View
Research Institute - Endocrinology, Kalispell, MT; A. Rahman, VA Pittsburgh Healthcare System,
Pittsburgh, PA; S. Blumenthal, Zablocki VAMC, Milwaukee, WI; P. Narayan, Clinical Research
Institute of Northern Virginia, Inc, Burke, VA; M. Bloch, Renown Institute for Heart and Vascular
Health, Reno, NV; C. Augenbraun, Cardiology Associates of Fairfield County, P.C., Norwalk, CT;
R. Bernstein, Marin Endocrine Care and Research, Inc., Greenbrae, CA; R. Perlman, Lourdes
Cardiology Services, Voorhees, NJ; J. Berman, Cardiology Associates of Fairfield County, P.C.,
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Trumbull, CT; L. LaBryer, Oklahoma Heart Institute, Tulsa, OK; A. Wynne, Cotton-O'Neil Clinical
Research Center, Diabetes & Endocrinology, Topeka, KS; J. Fish, Jobst Vascular Institute at
ProMedica Toledo Hospital, Toledo, OH; S. Zarich, Bridgeport Hospital, Bridgeport, CT; R. Shah,
Comprehensive Cardiology Consultants, Langhorne, PA; N. Gabra, Burke Internal Medicine and
Research, Burke, VA; L. Popeil, Magnolia Research Group, Inc., Ocala, FL; P. Hermany, Grand
View - Lehigh Valley Health Services, Buxmont Cardiology Division, Sellersville, PA; A. Barreto,
Memorial Clinical Research, Oklahoma City, OK; D. Pomposini, Danville Internal Medicine, Inc.,
Danville, VA; J.M. Gonzalez-Campoy, MNCOME, Eagan, MN; M. Langer, North Ohio Heart
Center, Elyria, OH; C. Bayron, Interventional Cardiac Consultants, PLC, Trinity, FL; R. Suneja,
Cardiology Center of Houston, PA, Katy, TX; J. Kamlet, IMIC Research, Miami Beach, FL; C. Fang,
Huntington Medical Foundation, San Marino, CA; K. Wheeler, Laureate Medical Group at
Northside, LLC, Atlanta, GA; S. Hurley, Rowan Research, Inc., Spokane, WA; S. Sharma, Central
Cardiology Medical Clinic, Bakersfield, CA; F. Wefald, Clinical Trials of America Inc., Smithfield,
NC; K. Hershon, North Shore Diabetes and Endocrine Associates, New Hyde Park, NY; T.
O'Connor, American Health Network of IN LLC, Greenfield, IN; G. Pueblitz, George Pueblitz,
M.D., Johnstown, PA; J. Laguerre, Southern Piedmont Primary Care, Monroe, NC; M. Amin,
BMG Jefford's Cardiology, Clearwater, FL; V. Nadar, Capital Area Research, LLC, Newport, PA; T.
Alfonso, United Clinical Research Corp., Miami, FL; N. Jaffrani, Alexandria Cardiology Clinic,
Alexandria, LA; S. Isserman, Clinical Trials of America, Inc., Hickory, NC; E. Portnay, Cardiology
Associates of Fairfield County, P.C., Stamford, CT; A. Vlastaris, Cleveland Cardiovascular
Research Foundation, Fairview, OH; J. Dy, Clinical Trials of America, Inc., Lenoir, NC; M. Hagan,
Montana Health Research Institute, Inc., Billings, MT; H. Noveck, Raritan Bay Cardiology Group,
Edison, NJ; P. Kraft, Beaumont Health, Troy, MI; J. Andersen, Meridien Research, Lakeland, FL;
B. Foley, Advanced Cardiovascular, LLC, Alexander City, AL; K. Carr, Kenneth W. Carr, MD,
Oceanside, CA; J. Gelormini, Trinity Medical WNY, PC, Buffalo, NY; T. Williams, Texas Health
Physicians Group, Irving, TX; C. Landau, PriMed Physicians, Member of Northeast Medical
Group, Yale New Haven Health, Trumbull, CT; R. Richwine, Texas Health Physicians Group, Fort
Worth, TX; M. Thakkar, Boice Willis Clinic, Rocky Mount, NC; A. Karim, Angiocardiac Care of
Texas, PA, Houston, TX; Z. Madhun, Center for Thyroid Disease and Endocrinology, Parma Hts.,
OH; D. Francyk, Family Practice Specialists, Phoenix, AZ; J. Lamantia, Joseph Lamantia, DO,
Indiana, PA; B. Baker, Baker Family Medicine, P.C., Bismarck, ND; W. Zhang, Cardiovascular
Solutions, LLC., Shreveport, LA; V. Lev, MultiCare Institute for Research and Innovation,
Puyallup, WA; M. Hasan, Research Physicians Network Alliance, Hollywood, FL; A. Captain,
Global Research Partners & Consultants, Inc., Calhoun, GA; W. Herzog, K. Friedman, Johns
Hopkins University, Columbia, MD; W. Lawson, Stony Brook Medicine, Stony Brook, NY; V.
Desai, Charles River Medical Associates, Natick, MA; C. Ow, UCHealth Internal Medicine Clinic,
Fort Collins, CO; R. Simons, Nanticoke Cardiology P.A., Seaford, DE; M. Mandviwala, Northwest
Heart Center, Tomball, TX; T. Le, Virginia Commonwealth University, Richmond, VA; T. Hack,
Primary Care Cardiology Research, Ayer, MA; J. Zebrack, Heart Center at St. Marks, Salt Lake
City, UT; D. Henderson, Cardiology Research Associates, Daytona Beach, FL; J. Delulia, Tyrone
Medical Associates, Tyrone, PA; R. Mehta, Rajendra H. Mehta, MD, PC, Jackson, MI; S. Reza,
Southern Maine Health Care/Maine Medical Center Research Institute, Biddeford, ME; R.
Poonawala, Family Practice Centre South, Austin, TX; A. Awad, Clinical Research Consultants,
LLC, Kansas City, MO; M. Velasquez, The George Washington University Medical Faculty
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Associates, Washington, DC; S. Mohiuddin, Creighton University, Omaha, NE; M. Salazar
Sharma, Albuquerque Clinical Trials, Inc., Albuquerque, NM; G. Myrick, Horizon Research
Partners, LLC, Mobile, AL; D. Gottlieb, Daniel W. Gottlieb, MD, PS, Burien, WA; F. Ovalle,
University of Alabama at Birmingham, Birmingham, AL; A. Alfieri, Alfieri Cardiology, Wilmington,
DE; S. Ahmed, MclLaren Flint, Flint, MI; E. Bohula, Brigham and Women's Hospital, Boston, MA,;
S.M. Donahoe, Northwell Health Physician Partners Cardiology, Southampton, NY; K. Longshaw,
Texas Health Physicians Group, Dallas, TX; S. Eshaghian, Beverly Hills Cardiology, Los Angeles,
CA; J. Lash, Norton Heart Specialists, Louisville, KY; Ronald K. Goldberg, La Mesa Cardiac Center,
La Mesa, CA; B. Fox, Liberty Family Practice, Erie, PA; E. Mostel, Palm Beach Gardens Research
Center, Palm Beach Gardens, FL; David Dobies, Genesys Regional Medical Center, Grand Blanc,
MI; H. Ward, Clinical Research Works, Southington, CT; J. Burbano, Texas Health Physicians
Group, Carrollton, TX; P. Puleo, St. Lukes University Health Network, Bethlehem, PA; M. James
Lenhard, Christiana Care Health Services, Newark, DE; D. Korn, David Korn MD, Fort Lauderdale,
FL; U. Thadani, VA Medical Center, Oklahoma City, OK; A. Bradley lll, Advanced Clinical Research
Group, Stuart, FL; James Kmetzo, Doylestown Health Cardiology - CBC, a Division of Doylestown
Health Physicians, Doylestown, PA; E. Heasley, Eric C. Heasley, MD, Indiana, PA; M. Raikhel,
Torrance Clinical Research Institute, Inc, Lomita, CA; N. Mahr, St. Alexius Medical Center,
Bismarck, ND; G. Bittar, MedStar Medical Group Cardiology at Union Memorial, Baltimore, MD;
F. Fuentes, The University of Texas Health Science Center at Houston, Houston, TX; P. Raghu,
Endocrine and Psychiatry Center, Katy, TX

Vietnam:

T.T.B. Diep, University Medical Center, Ho Chi Minh City; Q.K. Tran, Nguyen Tri Phuong Hospital,
Ho Chi Minh City; N. Tran, 115 People's Hospital, Ho Chi Minh City; D. Nguyen, Cho Ray
Hospital, Ho Chi Minh City; V. Nguyén, Bach Mai Hospital, Hanoi
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Section B - SUPPLEMENTARY METHODS

ADDITIONAL STATISTICAL METHODS - Update to analysis and effect on statistical
power

The trial was initially sized and powered for a single primary efficacy endpoint of MACE. The
main manuscript provides extensive discussion of the timing and rationale of the change in
primary endpoint. At the time of the change, the trial was fully enrolled, and it was elected to
not update the sample size. Since the primary safety objective was unchanged there was no
effect on the power for this outcome. As reported in the design paper, we calculated that
approximately 770 CVD/HHF events would correspond to the planned 1390 MACE events.
These 770 events with the alpha split would provide 80% power for a 20% RRR in CVD/HHF.
For a 15% reduction in MACE, the power without alpha recycling the power was approximately
78%, but with alpha recycling increased to >85%.

Timeline of decision making and actions regarding change in analysis:

e EMPA-REG reporting date: Results presented at EASD 2015, Stockholm, Sweden: 17
September 2015

e Executive committee (EC) teleconference meeting to discuss results and implications of
results from EMPA-REG for DECLARE: 9 October 2015.

e Memo informed investigators of the results of EMPA-REG and included a white paper: 2
December 2015

e EC teleconference meeting to review and confirm plan for endpoint change: 10
December 2015

e Date of revised protocol for update of primary endpoint: amendment 5, revised draft CSP
version 5: 18 December 2015

e Date of update of clinicaltrials.gov to reflect the change in PEP: 21 December 2016

e Revised Protocol and SAP version 6 sent to FDA: 23 December 2015

e DMC chairman was informed of planned change: 21 January 2016 (included a copy of
the draft protocol submitted to the FDA)

e First DMC MACE review (33% of planned events) — 8 February 2016
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ADDITIONAL STUDY PROCEDURES - Safety Data Collection

Serious adverse events (SAE) and adverse events leading to discontinuation of study drug (DAE)
were collected comprehensively. Case record forms for clarifying questions were used to
analyze specific safety events including all neoplasms (except non-melanoma skin cancers),
major hypoglycemia and hepatic events. In addition, prespecified AEs of special interest were
fractures, symptoms of volume depletion, renal events (including acute kidney injury) and
SAE/DAE of genital infections, urinary infections and hypersensitivity reactions. Due to external
events during the trial, both amputations and events of potential diabetic ketoacidosis were
collected retro- and prospectively with specific case record forms introduced during the study to
collect additional relevant information. Study sites were asked to review all subjects for events
occurring prior to initiation of the collection forms and report those events. The TIMI clinical
events committee, consisting of content experts in the medical area of interest and whose
members were unaware of treatment assignment, adjudicated all primary and key components of
other safety and efficacy outcomes including MACE, CVD/HHF, malignancies, and diabetic
ketoacidosis. Hepatic events were adjudicated with evaluation of causality to study drug and
reported events are those adjudicated. Analyses were performed using the on-treatment analysis
set; patients who had a safety outcome while they were on treatment or within 7 days (AEs) or
30 days (SAEs) after discontinuation of the drug or placebo, except for amputation, fracture and
malignancies outcomes, which included all events after first dose in all patients who underwent
randomization and received at least one dose of dapagliflozin or placebo and have any data
observed after first dose. Additional details can be found in the clinical study protocol, section
6.4.4.

For Table 2 in the main paper, the data source for the events listed is:

e CEC Adjudicated: Diabetic ketoacidosis (definite or probable) and neoplasm adjudicated
to be malignancy

e Hepatic events that were triggered for adjudication for evaluation of causality to study
drug

e Major hypoglycemia defined as symptomatic events requiring external assistance due to
severe impairment of conciseness with prompt recovery after glucose or glucagon
administration

e MedDRA preferred terms (PT) for AE/SAE : Acute kidney injury and pre-defined PT-
lists for AE/SAE of symptoms of volume depletion and fractures

e MedDRA PT-lists for SAE/DAE: Genital infections, urinary tract infections and
hypersensitivity reactions
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Section C - STUDY ELIGIBILITY CRITERIA

INCLUSION CRITERIA
1. Provision of informed consent prior to any study specific procedures (including run-in)
2. Female or male aged 2 40 years
3. Diagnosed with T2DM, defined as:
e Prior documentation of type 2 diabetes AND/OR
e Treatment with anti-hyperglycemic medications and/or diet AND/OR
e ADA criteria: fasting >126 mg/dl (7.0 mmol/L) or HbA1C >6.5% or 2-h plasma
glucose>200 mg/dl (11.1 mmol/L) during an oral glucose tolerance test, or a
random plasma glucose = 200 mg/dL (11.1 mmol/L) in patients with classic
symptoms of hyperglycemia or hyperglycemic crisis. In the absence of unequival
hyperglycemia, results should be confirmed by repeat testing.
4. High Risk for CV event defined as having either established CV disease and/or multiple
risk factors:
e Established CV Disease, defined as any of the following:
o Ischemic heart disease (any of the following):
- Documented Myocardial Infarction
— Percutaneous Coronary Intervention
— Coronary Artery Bypass Grafting
- Objective Findings of Coronary Stenosis (> 50%) in at least 2
coronary artery territories (ie, left anterior descending, ramus
intermedius, left circumflex, right coronary artery) involving the
main vessel, a major branch, or a bypass graft
o Cerebrovascular disease (any of the following):
- Documented ischemic Stroke
(Known transient ischemic attack, primary intracerebral
haemorrhage or sub-arachnoid hemorrhage do not qualify.)
— Carotid stenting or endarterectomy
o Peripheral Arterial Disease (any of the following):
— peripheral arterial intervention, stenting or surgical
revascularization
- lower extremity amputation as a result of peripheral arterial
obstructive disease
— Current symptoms of intermittent claudication AND
ankle/brachial index (ABI) < 0.90 documented within last 12
months
OR
e No known cardiovascular disease AND at least two cardiovascular risk factors in
addition to T2DM, defined as:
o Age > 55 years in men and 2 60 in women
AND
o presence of at least 1 of the following additional risk factors
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— Dyslipidemia (at least one of the following)
= Low-density lipoprotein cholesterol (LDL-C) >130 mg/dI
(3.36 mmol/L) within last 12 months
= On lipid lowering therapy prescribed by a physician for
hypercholesterolemia (ie LDL-C > 130 mg/dl (3.36
mmol/L)) for greater than 12 months. This should be
verified by documentation of lab value LDL-C > 130 mg/dl
(3.36 mmol/L).
- Hypertension (at least one of the following)
=  BP >140/90 mm/Hg at enrollment visit. The patient must
have both an elevated systolic BP (> 140 mmHg) and an
elevated diastolic BP (> 90 mmHg) on both measurements
= On anti-hypertensive therapy prescribed by a physician for
blood pressure lowering
- Current Tobacco use (5 cigarettes/day or more for at least 1 year
at randomization)
5. WOCBP must take precautions to avoid pregnancy throughout the study and for 4
weeks after intake of the last dose.

e WOCBP must have a negative urine pregnancy test. WOCBP include any female
who has experienced menarche and who has not undergone successful surgical
sterilization (hysterectomy, bilateral tubal ligation or bilateral oophorectomy) or
is not postmenopausal.

e WOCBP must be willing to use a medically accepted method of contraception
that is considered reliable in the judgment of the Investigator.

EXCLUSION CRITERIA
1. Use of the following excluded medications:
e Current or recent (within 24 months) treatment with pioglitazone and/or use of
pioglitazone for a total of 2 years or more during lifetime
e Current or recent (within 12 months) treatment with rosiglitazone
e Previous treatment with any SGLT2 inhibitor
e Any patient currently receiving chronic (>30 consecutive days) treatment with an
oral steroid at a dose equivalent to oral prednisolone 210 mg (e.g.,
betamethasone 21.2 mg, dexamethasone 21.5 mg, hydrocortisone 240 mg) per
day
2. Acute cardiovascular event [e.g., acute coronary syndrome (ACS), transient ischemic
attack (TIA), stroke, any revascularization, decompensated HF, sustained ventricular
tachycardia <8 weeks prior to randomization. Patients with acute cardiovascular events
can be enrolled in the run-in period as long as randomization does not occur within 8
weeks of the event.
3. Systolic BP >180 or diastolic BP >100 mmHg at randomization. Patient should be
excluded if either the systolic BP is elevated (> 180 mmHg) or the diastolic BP is elevated
(> 100 mmHg) on both measurements
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N

10.

11.
12.
13.

14.

15.
16.
17.

18.

Diagnosis of Type 1 diabetes mellitus, MODY, or secondary diabetes mellitus

History of bladder cancer or history of radiation therapy to the lower abdomen or pelvis
at any time

History of any other malignancy within 5 years (with the exception of successfully
treated non-melanoma skin cancers)

Chronic cystitis and/or recurrent urinary tract infections (3 or more in the last year)

Any conditions that, in the opinion of the Investigator, may render the patient unable to
complete the study including but not limited to cardiovascular (NYHA class IV CHF,
recurrent ventricular arrhythmias) or non-cardiovascular disease (e.g., active malignancy
with the exception of basal cell carcinoma, cirrhosis, chronic lung disease, severe
autoimmune disease) and/or a likely fatal outcome within 5 years

Pregnant or breast-feeding patients

Involvement in the planning and/or conduct of the study or other dapagliflozin studies
(applies to AZ, BMS, Hadassah and Thrombolysis in Myocardial Infarction [TIMI] or
representative staff and/or staff at the study site)

Previous enrollment or randomization in the present study

Active participation in another clinical study with IP and/or investigational device
Individuals at risk for poor protocol or medication compliance during run-in period
(reasonable compliance defined as 80 — 120%, unless a reason for non-compliance is
judged acceptable by the Investigator). If for any reason, the Investigator believes that
the patient will not tolerate or be compliant with IP or study procedures, the patient
should not be randomized and considered a run-in failure.

HbAlc 212% or HbA1c<6.5% from the central laboratory (nb, the proportion of subjects
with an HbAlc between 6.5 % and < 7.0 % will be capped at approximately 5 % of the
study)

AST or ALT >3x ULN or Total bilirubin >2.5 x ULN

CrCl < 60 ml/min (based on the Cockroft-Gault equation)

Hematuria (confirmed by microscopy at Visit 1) with no explanation as judged by the
Investigator up to randomization. If bladder cancer is identified, patients are not eligible
to participate.

Any reason the Investigator believes the patient is not likely to be compliant with the
study medication and protocol.
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Section D - ENDPOINT AND EVENT DEFINITIONS

PRIMARY AND SECONDARY ENDPOINT DEFINITIONS

CARDIOVASCULAR DEATH

Cardiovascular death includes death resulting from an acute myocardial infarction (Ml),
sudden cardiac death, death due to heart failure (HF), death due to stroke, death due to
cardiovascular (CV) procedures, death due to CV hemorrhage, and death due to other CV
causes.

1. Death due to Acute Myocardial Infarction refers to a death by any cardiovascular
mechanism (e.g., arrhythmia, sudden death, heart failure, stroke, pulmonary embolus,
peripheral arterial disease) < 30 days (the 30 day cut-off is arbitrary) after a Ml related to
the immediate consequences of the MI, such as progressive HF or recalcitrant arrhythmia.
There may be assessable mechanisms of cardiovascular death during this time period, but
for simplicity, if the cardiovascular death occurs < 30 days of the MI, it will be considered a
death due to myocardial infarction.

Acute Ml should be verified to the extent possible by the diagnostic criteria outlined for
acute Ml or by autopsy findings showing recent Ml or recent coronary thrombosis.

Death resulting from a procedure to treat a Ml (percutaneous coronary intervention (PCl),
coronary artery bypass graft surgery (CABG)), or to treat a complication resulting from M,
should also be considered death due to acute MI.

2. Sudden Cardiac Death refers to a death that occurs unexpectedly, not following an acute
Ml, and includes the following deaths:

a. Death witnessed and occurring without new or worsening symptoms

b. Death witnessed within 60 minutes of the onset of new or worsening cardiac
symptoms, unless the symptoms suggest acute Ml

c. Death witnessed and attributed to an identified arrhythmia (e.g., captured on an
electrocardiographic (ECG) recording, witnessed on a monitor, or unwitnessed but
found on implantable cardioverter-defibrillator review)

d. Death after unsuccessful resuscitation from cardiac arrest

e. Death 30 days after successful resuscitation from cardiac arrest and without
identification of a specific cardiac or non-cardiac etiology

f. Unwitnessed death in a subject seen alive and clinically stable < 24 hours prior to
being found dead without any evidence supporting a specific non-cardiovascular
cause of death (information regarding the patient’s clinical status preceding death
should be provided, if available)
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General Considerations

o Unless additional information suggests an alternate specific cause of death (e.g., Death
due to Other Cardiovascular Causes), if a patient is seen alive < 24 hours of being found
dead, sudden cardiac death (criterion 2f) should be recorded. For patients who were
not observed alive within 24 hours of death, undetermined cause of death should be
recorded (e.g., a subject found dead in bed, but who had not been seen by family for
several days).

3. Death due to Heart Failure refers to a death in association with clinically worsening
symptoms and/or signs of heart failure regardless of HF etiology (see Heart Failure Event
Definition). Deaths due to heart failure can have various etiologies, including single or
recurrent myocardial infarctions (unless <30 days after an Ml, see definition for Death due
to Acute Ml above), ischemic or non-ischemic cardiomyopathy, hypertension, or valvular
disease.

4. Death due to Stroke refers to death after a stroke that is either a direct consequence of the
stroke or a complication of the stroke. Acute stroke should be verified to the extent
possible by the diagnostic criteria outlined for stroke (see Cerebrovascular Event Definition).

5. Death due to Cardiovascular Procedures refers to death caused by the immediate
complications of a cardiac procedure unless procedure is to treat a myocardial infarction.

6. Death due to Cardiovascular Hemorrhage refers to death related to hemorrhage such as a
non-stroke intracranial hemorrhage (see Cerebrovascular Event Definition), non-procedural
or non-traumatic vascular rupture (e.g., aortic aneurysm), or hemorrhage causing cardiac
tamponade.

7. Death due to Other Cardiovascular Causes refers to a CV death not included in the above
categories but with a specific, known cause (e.g., pulmonary embolism or peripheral arterial
disease).

NON-CARDIOVASCULAR DEATH

Non-cardiovascular Death is defined as any death without a specific cause that is not thought
to be cardiovascular in nature. The following is a suggested list of non-CV causes of death:

e Pulmonary

e Renal - defined as death occurring after a patient refuses or a physician withholds renal
replacement therapy (i.e., initiation of chronic dialysis or renal transplantation) or in
cases where dialysis is unavailable. Deaths due to another primary process and/or when
another cause is adjudicated (e.g., sepsis, end-stage heart failure, malignancy) will be
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adjudicated as death resulting from the primary process and will not be considered renal
death.

Gastrointestinal

Hepatobiliary

Pancreatic

Infection (includes sepsis)

Inflammatory (e.g. Systemic Inflammatory Response Syndrome (SIRS)/Immune
(including autoimmune)

Hemorrhage that is neither cardiovascular bleeding nor a stroke

Non-CV procedure or surgery

Trauma

Suicide

Non-prescription drug reaction or overdose

Prescription drug reaction or overdose

Neurological (non-cardiovascular)

Malignancy

Other non-CV, specify:

UNDETERMINED CAUSE OF DEATH

Undetermined Cause of Death refers to a death not attributable to one of the above categories
of CV death or to a non-CV cause. Inability to classify the cause of death may be due to lack of
information (e.g., the only available information is “patient died”) or when there is insufficient
supporting information or detail to assign the cause of death. In general, most deaths should
be classifiable as CV or non-CV.

CARDIAC ISCHEMIC / ACUTE CORONARY SYNDROMES
1. General Considerations
The term myocardial infarction (Ml) should be used when there is evidence of myocardial
necrosis in a clinical setting consistent with myocardial ischemia.
In general, the diagnosis of Ml requires the combination of:
e Evidence of myocardial necrosis (either changes in cardiac biomarkers or post-mortem
pathological findings); and
e Supporting information derived from the clinical presentation, electrocardiographic
changes, or the results of myocardial or coronary artery imaging
The totality of the clinical, electrocardiographic, and cardiac biomarker information should

be considered to determine whether or not a Ml has occurred. Specifically, timing and
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trends in cardiac biomarkers and electrocardiographic information require careful analysis.
The adjudication of Ml should also take into account the clinical setting in which the event
occurs. Ml may be adjudicated for an event that has characteristics of a Ml but which does
not meet the strict definition because biomarker or electrocardiographic results are not
available.

The term acute myocardial infarction should be used when there is evidence of myocardial
necrosis in a clinical setting consistent with acute myocardial ischemia. Under these
conditions any one of the following criteria meets the diagnosis for Ml:

e Detection of a rise and/or fall of cardiac biomarker values [preferably cardiac troponin
(cTn)] with at least one value above the 99 percentile upper reference limit (URL) and
with at least one of the following:

¢+ Symptoms of ischemia

+ New or presumed new significant ST-segment-T wave (ST-T) changes or new
left bundle branch block (LBBB).

+ Development of pathological Q waves in the ECG.

+ Imaging evidence of new loss of viable myocardium or new regional wall
motion abnormality.

+ ldentification of an intracoronary thrombus by angiography or autopsy

2. Criteria for Myocardial Infarction

a. Clinical Presentation
The clinical presentation should be consistent with diagnosis of myocardial ischemia and
infarction. Other findings that might support the diagnosis of Ml should be taken into
account because a number of conditions are associated with elevations in cardiac
biomarkers (e.g., trauma, surgery, pacing, ablation, heart failure, hypertrophic
cardiomyopathy, pulmonary embolism, severe pulmonary hypertension, stroke or
subarachnoid hemorrhage, infiltrative and inflammatory disorders of cardiac muscle,
drug toxicity, burns, critical illness, extreme exertion, and chronic kidney disease).
Supporting information can also be considered from myocardial imaging and coronary
imaging. The totality of the data may help differentiate acute Ml from the background
disease process.

b. Biomarker Elevations
For cardiac biomarkers, laboratories should report an upper reference limit (URL). If the
99th percentile of the upper reference limit (URL) from the respective laboratory
performing the assay is not available, then the URL for myocardial necrosis from the
laboratory should be used. If the 99th percentile of the URL or the URL for myocardial
necrosis is not available, the Ml decision limit for the particular laboratory should be
used as the URL. Laboratories can also report both the 99th percentile of the upper
reference limit and the Ml decision limit. Reference limits from the laboratory
performing the assay are preferred over the manufacturer’s listed reference limits in an
assay’s instructions for use. In general, troponins are preferred. CK-MB should be used if
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troponins are not available, and total CK may be used in the absence of CK-MB and
troponin.

For Ml subtypes, different biomarker elevations for CK, CK-MB, or troponin will be
required. The specific criteria will be referenced to the URL.

c. Electrocardiogram (ECG) Changes
Electrocardiographic changes can be used to support or confirm a diagnosis of MI.

Supporting evidence may be ischemic changes and confirmatory information may be
new Q waves.

e ECG manifestations of acute myocardial ischemia (in absence of left ventricular
hypertrophy (LVH) and left bundle branch block (LBBB)):

o ST elevation
New ST elevation at the J point in two contiguous leads with the cut-points: > 0.1
mV in all leads other than leads V2-V3 where the following cut-points apply: =
0.2 mV in men 240 years (2 0.25 mV in men < 40 years) or 2 0.15 mV in women.

o ST depression and T-wave changes
New horizontal or down-sloping ST depression = 0.05 mV in two contiguous

leads and/or new T inversion = 0.1 mV in two contiguous leads with prominent R
wave or R/S ratio > 1.

The above ECG criteria illustrate patterns consistent with myocardial ischemia. In
patients with abnormal biomarkers, it is recognized that lesser ECG abnormalities may

represent an ischemic response and may be accepted under the category of abnormal
ECG findings.

e Criteria for pathological Q-wave
o Any Q-wave in leads V2-V3 > 0.02 seconds or QS complex in leads V2 and V3
o Q-wave 2 0.03 seconds and =2 0.1 mV deep or QS complex in leads |, I, aVL, aVF,
or V4-V6 in any two leads of a contiguous lead grouping (I, aVL; V1-V6; I, Ill, and
aVF)?

aThe same criteria are used for supplemental leads V7-V9, and for the Cabrera
frontal plane lead grouping.

e ECG changes associated with prior myocardial infarction
o Pathological Q-waves, as defined above

o R-wave > 0.04 seconds in V1-V2 and R/S 2 1 with a concordant positive T-wave in
the absence of a conduction defect
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e Criteria for prior myocardial infarction
Any one of the following criteria meets the diagnosis for prior Ml:
o Pathological Q waves with or without symptoms in the absence of non-ischemic
causes
o Imaging evidence of a region of loss of viable myocardium that is thinned and
fails to contract, in the absence of a non-ischemic cause
o Pathological findings of a prior myocardial infarction

Criteria for universal classification of myocardial infarction

Type 1: Spontaneous myocardial infarction

Spontaneous myocardial infarction related to atherosclerotic plaque rupture, ulceration,
fissuring, erosion, or dissection with resulting intraluminal thrombus in one or more of
the coronary arteries leading to decreased myocardial blood flow or distal platelet
emboli with ensuing myocyte necrosis. The patient may have underlying severe CAD but
on occasion non-obstructive or no CAD.

Type 2: Myocardial infarction secondary to an ischemic imbalance

In instances of myocardial injury with necrosis where a condition other than CAD
contributes to an imbalance between myocardial oxygen supply and/or demand, e.g.
coronary endothelial dysfunction, coronary artery spasm, coronary embolism, tachy-
/brady-arrhythmias, anaemia, respiratory failure, hypotension, and hypertension with or
without LVH.

Type 3: Myocardial infarction resulting in death when biomarker values are
unavailable

Cardiac death with symptoms suggestive of myocardial ischemia and presumed new
ischemic ECG changes or new LBBB, but death occurring before blood samples could be
obtained, before cardiac biomarker could rise, or in rare cases cardiac biomarkers were
not collected.

Type 4a: Myocardial infarction related to percutaneous coronary intervention (PCl)
Myocardial infarction associated with PCl is arbitrarily defined by elevation of cTn values
>5 x 99th percentile URL in patients with normal baseline values (<99 percentile URL)
or a rise of cTn values >20% if the baseline values are elevated and are stable or falling.
In addition, either (i) symptoms suggestive of myocardial ischemia, or (ii) new ischemic
ECG changes or new LBBB, or (iii) angiographic loss of patency of a major coronary
artery or a side branch or persistent slow or no-flow or embolization, or (iv) imaging
demonstration of new loss of viable myocardium or new regional wall motion
abnormality are required.

Type 4b: Myocardial infarction related to stent thrombosis
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Myocardial infarction associated with stent thrombosis is detected by coronary
angiography or autopsy in the setting of myocardial ischemia and with a rise and/or fall
of cardiac biomarkers values with at least one value above the 99th percentile URL.

Type 4c: Myocardial infarction related to restenosis

Restenosis is defined as 250% stenosis at coronary angiography or a complex lesion
associated with a rise and/or fall of cTn values .99th percentile URL and no other
significant obstructive CAD of greater severity following: (i) initially successful stent
deployment or (ii) dilatation of a coronary artery stenosis with balloon angioplasty
(<50%).

Type 5: Myocardial infarction related to coronary artery bypass grafting (CABG)
Myocardial infarction associated with CABG is arbitrarily defined by elevation of cardiac
biomarker values >10 x 99th percentile URL in patients with normal baseline cTn values
(299th percentile URL). In addition, either (i) new pathological Q waves or new LBBB, or
(ii) angiographic documented new graft or new native coronary artery occlusion, or (iii)
imaging evidence of new loss of viable myocardium or new regional wall motion
abnormality.

Note: As noted in criterion 2b, although language states troponin, CKMB can be used
with similar cut points.

ST-Segment Elevation Ml versus Non-ST-segment Elevation Mi
All events meeting criteria for M| will also be classified as either ST-segment elevation Ml
(STEMI), non-ST-segment elevation MI (NSTEMI), or unknown.

e STEMI - To be classified as a STEMI the event must meet all of the above criteria for
myocardial infarction and one of the four criteria below.

o New ST segment elevation at the J point in >2 contiguous leads, defined as: > 0.2
mV in men (> 0.25 mV in men < 40 years) or 2 0.15 mV in women in leads V2-V3
and/or 2 0.1 mV in other leads. Subjects must have an interpretable ECG (i.e.,
without evidence of left ventricular hypertrophy or pre-existing left bundle
branch block), or

o New left bundle branch block

e NSTEMI —To be classified as a NSTEMI the event must meet all of the above criteria for
myocardial infarction and not meet criteria for classification as STEMI. In order to be
classified as NSTEMI there must be adequate interpretable ECG documentation
associated with the event.
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e Unknown — Events which meet criteria as specified above for Ml but do not meet
criteria for STEMI or NSTEMI. All cases where ECG documentation of the acute event is
missing, inadequate, or uninterpretable should be classified as Unknown.

Note: All events adjudicated as Ml will be classified as STEMI, NSTEMI, or Unknown;
however, it is acknowledged that a significant proportion of peri-procedural (PCl or
CABG) events may have missing, inadequate or uninterpretable ECG documentation.

Categorization of Ml

Categorization of Ml will include measures of Ml size and severity including biomarker values,
Ml type, and post-Ml cardiac function.

HOSPITALIZATION FOR UNSTABLE ANGINA

Unstable angina requiring hospitalization is defined as:
1. Ischemic discomfort (angina, or symptoms thought to be equivalent) > 10 minutes in
duration occurring
e atrest, or
e in an accelerating pattern with frequent episodes associated with progressively
decreased exercise capacity.
AND

2. Prompting an unscheduled hospitalization within 24 hours of the most recent symptoms.
Hospitalization is defined as an admission to an inpatient unit or a visit to an emergency
department that results in at least a 24 hour stay (or a change in calendar date if the
hospital admission or discharge times are not available).

AND
3. At least one of the following:

a. New or worsening ST or T wave changes on resting ECG (in the absence of
confounders, such as LBBB or LVH)
e Transient ST elevation (duration <20 minutes)
New ST elevation at the J point in two contiguous leads with the cut-points: 2
0.1 mV in all leads other than leads V2-V3 where the following cut-points apply:
> 0.2 mVin men 240 years (2 0.25 mV in men < 40 years) or
2 0.15 mV in women.
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AND

e ST depression and T-wave changes
New horizontal or down-sloping ST depression = 0.05 mV in two contiguous
leads; and/or new T inversion = 0.3 mV in two contiguous leads with prominent
R wave or R/S ratio > 1.

Definite evidence of inducible myocardial ischemia as demonstrated by:

e an early positive exercise stress test, defined as ST elevation or 22 mm ST
depression prior to 5 mets

OR

e stress echocardiography (reversible wall motion abnormality) OR

e myocardial scintigraphy (reversible perfusion defect), OR

e MRI (myocardial perfusion deficit under pharmacologic stress).
and believed to be responsible for the myocardial ischemic symptoms/signs.

Angiographic evidence of new or worse > 70% lesion and/or thrombus in an
epicardial coronary artery that is believed to be responsible for the myocardial
ischemic symptoms/signs.

Need for coronary revascularization procedure (PCl or CABG) for the presumed
culprit lesion(s). This criterion would be fulfilled if revascularization was undertaken
during the unscheduled hospitalization, or subsequent to transfer to another
institution without interceding home discharge.

4. Negative cardiac biomarkers and no evidence of acute Ml

General Considerations

1. Escalation of pharmacotherapy for ischemia, such as intravenous nitrates or increasing

dosages of B-blockers, should be considered supportive but not diagnostic of unstable
angina. However, a typical presentation and admission to the hospital with escalation
of pharmacotherapy, without any of the additional findings listed under category 3,
would be insufficient to support classification as hospitalization for unstable angina.

If subjects are admitted with suspected unstable angina, and subsequent testing reveals
a non-cardiac or non-ischemic etiology, this event should not be recorded as
hospitalization for unstable angina. Potential ischemic events meeting the criteria for
myocardial infarction should not be adjudicated as unstable angina.
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3. Planned hospitalization or rehospitalization for performance of an elective
revascularization in patients who do not fulfill the criteria for unstable angina should not
be considered a hospitalization for unstable angina. For example,

e Hospitalization of a patient with stable exertional angina for coronary
angiography and PCl that is prompted by a positive outpatient stress test should
not be considered hospitalization for unstable angina.

e Rehospitalization of a patient meeting the criteria for unstable angina who was
stabilized, discharged, and subsequently readmitted for revascularization, does
not constitute a second hospitalization for unstable angina.

4. A patient who undergoes an elective catheterization where incidental coronary artery
disease is found and who subsequently undergoes coronary revascularization will not be
considered as meeting the hospitalization for unstable angina end point.

CEREBROVASCULAR EVENTS

The distinction between a Transient Ischemic Attack and an Ischemic Stroke is the presence of
infarction. Persistence of symptoms is an acceptable indicator of acute infarction.

Transient Ischemic Attack
Transient ischemic attack (TIA) is defined as a transient episode of focal neurological
dysfunction caused by brain, spinal cord, or retinal ischemia, without acute infarction.

Stroke
Stroke is defined as an acute episode of focal or global neurological dysfunction caused by
brain, spinal cord, or retinal vascular injury as a result of hemorrhage or infarction.

e infarction may be documented by brain imaging or,

e persistence of symptoms beyond 24 hours

Classification:

A. Ischemic Stroke is defined as an acute episode of focal cerebral, spinal, or retinal
dysfunction caused by infarction of central nervous system tissue.

Hemorrhage may be a consequence of ischemic stroke. In this situation, the stroke
is an ischemic stroke with hemorrhagic transformation and not a hemorrhagic
stroke.

B. Hemorrhagic Stroke is defined as an acute episode of focal or global cerebral or

spinal dysfunction caused by intraparenchymal, intraventricular, or subarachnoid
hemorrhage.
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C. Undetermined Stroke is defined as an acute episode of focal or global neurological
dysfunction caused by presumed brain, spinal cord, or retinal vascular injury as a
result of hemorrhage or infarction but with insufficient information to allow
categorization as A or B.

General Considerations

1. Evidence of vascular central nervous system injury without recognized neurological
dysfunction including microhemorrhage, silent infarction, and silent hemorrhage, if
appropriate, will not be adjudicated as cerebrovascular events in this trial.

Subdural hematomas are intracranial hemorrhagic events and not strokes.

HEART FAILURE

A Heart Failure Event includes hospitalization for heart failure and may include urgent
outpatient visits. HF hospitalizations should remain delineated from urgent visits.

A Heart Failure Hospitalization is defined as an event that meets ALL of the following criteria:
1. The patient is admitted to the hospital with a primary diagnosis of HF

2. The patient’s length-of-stay in hospital extends for at least 24 hours (or a change in
calendar date if the hospital admission and discharge times are unavailable)

3. The patient exhibits documented new or worsening symptoms due to HF on
presentation, including at least ONE of the following:

a. Dyspnea (dyspnea with exertion, dyspnea at rest, orthopnea, paroxysmal
nocturnal dyspnea)
Decreased exercise tolerance

c. Fatigue

d. Other symptoms of worsened end-organ perfusion or volume overload

4. The patient has objective evidence of new or worsening HF, consisting of at least TWO
physical examination findings OR one physical examination finding and at least ONE
laboratory criterion), including:

a) Physical examination findings considered to be due to heart failure, including
new or worsened:
i. Peripheral edema
ii. Increasing abdominal distention or ascites (in the absence of primary
hepatic disease)
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iii.  Pulmonary rales/crackles/crepitations

iv.  Increased jugular venous pressure and/or hepatojugular reflux

v. Ssgallop

vi.  Clinically significant or rapid weight gain thought to be related to fluid
retention

b) Laboratory evidence of new or worsening HF, if obtained within 24 hours of
presentation, including:
i Increased B-type natriuretic peptide (BNP)/ N-terminal pro-BNP (NT-
proBNP) concentrations consistent with decompensation of heart failure
(such as BNP > 500 pg/mL or NT-proBNP > 2,000 pg/mL). In patients with
chronically elevated natriuretic peptides, a significant increase should be
noted above baseline.
ii. Radiological evidence of pulmonary congestion
iii. Non-invasive or invasive diagnostic evidence of clinically significant
elevated left- or right-sided ventricular filling pressure or low cardiac
output. For example, echocardiographic criteria could include: E/e’ > 15
or D-dominant pulmonary venous inflow pattern, plethoric inferior vena
cava with minimal collapse on inspiration
OR
iv. Invasive diagnostic evidence with right heart catheterization showing a
pulmonary capillary wedge pressure (pulmonary artery occlusion
pressure) 2 18 mmHg, central venous pressure 2 12 mmHg, or a cardiac
index < 2.2 L/min/m?

5. The patient receives initiation or intensification of treatment specifically for HF,
including at least ONE of the following:

a. Augmentation in oral diuretic therapy
b. Intravenous diuretic, inotrope, or vasodilator therapy
c. Mechanical or surgical intervention, including:
i. Mechanical circulatory support (e.g., intra-aortic balloon pump, ventricular
assist device)
ii. Mechanical fluid removal (e.g., ultrafiltration, hemofiltration, dialysis)

Using available information, Heart Failure will be categorized based on the following:
1) Left ventricular ejection fraction (LVEF)
2) Type
3) Etiology

An Urgent Heart Failure Visit is defined as an event that meets all of the following:

1) The patient has an urgent, unscheduled office/practice or emergency department visit
for a primary diagnosis of HF, but not meeting the criteria for a HF hospitalization.
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2) All signs and symptoms for HF hospitalization (i.e., 3) symptoms; 4) physical examination
findings/laboratory evidence of new or worsening HF, as indicated above) must be met

3) The patient receives initiation or intensification of treatment specifically for HF, as
detailed in the above section with the exception of oral diuretic therapy, which will not
be sufficient.

INTERVENTIONAL CARDIOLOGY
1. Percutaneous Coronary Intervention (PCl) Status:

a. Elective: The procedure can be performed on an outpatient basis or during a subsequent
hospitalization without significant risk of myocardial infarction (Ml) or death. For stable in-

patients, the procedure is being performed during this hospitalization for convenience and

ease of scheduling and NOT because the patient's clinical situation demands the procedure
prior to discharge.

b. Urgent: The procedure should be performed on an inpatient basis and prior to discharge
because of significant concerns that there is risk of myocardial ischemia, MlI, and/or death.
Patients who are outpatients or in the emergency department at the time that the cardiac
catheterization is requested would warrant hospital admission based on their clinical
presentation.

c. Emergency: The procedure should be performed as soon as possible because of
substantial concerns that ongoing myocardial ischemia and/or Ml could lead to death. "As
soon as possible" refers to a patient who is of sufficient acuity that one would cancel a
scheduled case to perform this procedure immediately in the next available room during
business hours, or one would activate the on-call team were this to occur during off-hours.

d. Salvage: The procedure is a last resort. The patient is in cardiogenic shock when the PCI
begins (i.e., the time at which the first guide wire or intracoronary device is introduced into
a coronary artery or bypass graft for the purpose of mechanical revascularization) OR within
the last ten minutes prior to the start of the case or during the diagnostic portion of the
case, the patient has also received chest compressions or has been on unanticipated
circulatory support (e.g., intra-aortic balloon pump, extracorporeal mechanical oxygenation,
or cardiopulmonary support).

2. Percutaneous Coronary Intervention (PCI): Placement of an angioplasty guide wire,
balloon, or other device (e.g., stent, atherectomy catheter, brachytherapy delivery device,
or thrombectomy catheter) into a native coronary artery or coronary artery bypass graft for
the purpose of mechanical coronary revascularization. In the assessment of the severity of
coronary lesions with the use of intravascular ultrasound, CFR, or FFR, insertion of a guide
wire will NOT be considered PCI.
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PERIPHERAL (NON-CORONARY) VASCULAR INTERVENTION

1. Peripheral Vascular Intervention (PVI): Peripheral vascular intervention is a catheter-based
or open surgical procedure designed to improve peripheral arterial or venous blood flow or
otherwise modify or revise vascular conduits. Procedures may include, but are not limited
to, balloon angioplasty, stent placement, thrombectomy, embolectomy, atherectomy,
dissection repair, aneurysm exclusion, treatment of dialysis conduits, placement of various
devices, intravascular thrombolysis or other pharmacotherapies, and open surgical bypass
or revision.

In general, the intention to perform percutaneous peripheral vascular intervention is
denoted by the insertion of a guide wire into a peripheral artery or vein.

The target vessel(s) and the type of revascularization procedure (e.g., surgical bypass,
thrombectomy, endarterectomy, percutaneous angioplasty, stent placement,
thromboembolectomy, and thrombolysis) should be specified and recorded. For the sake of
simplicity, this definition applies to the extracranial carotid artery and other non-cardiac
arteries and veins and excludes the intracranial vessels and lymphatics.

2. Procedural Status: Non-Elective and Elective:

a. Non-Elective: Non-elective procedures include emergent and urgent procedures. A non-
elective procedure is a procedure that is performed without delay, because there is
clinical consensus that the procedure should occur imminently. Non-elective procedures
imply a degree of instability of the patient, urgency of the medical condition, or
instability of the threatening lesion.

e Emergent: A procedure that is performed immediately because of the acute nature
of the medical condition (e.g., acute limb ischemia, acute aortic dissection), and the
increased morbidity or mortality associated with a temporal delay in treatment.

e Urgent: An urgent procedure is one that is not emergent but required to be
performed on a timely basis (< 24 hrs) (e.g., a patient who has been stabilized
following initial treatment of acute limb ischemia, and there is clinical consensus
that a definitive procedure should occur within the next 24 hours).

b. Elective: An elective procedure is one that is scheduled and is performed on a patient

with stable disease, or in whom there is no urgency and/or increased morbidity or
mortality associated with a planned procedure.
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MALIGNANCIES

All reported neoplasms, with the exception of those confirmed as benign and non-melanoma
skin cancers that are diagnosed after randomization or that were present prior to
randomization and then worsened or recurred post randomization will be reviewed and
classified as follows using pathology data as the primary source of classification.
e Malignant neoplasm - an abnormal mass of tissue that can invade and destroy
nearby tissue, and that may spread (metastasize) to other parts of the body.
e Benign neoplasm —an abnormal mass of tissue that cannot invade/destroy nearby
tissue or metastasize.
¢ Not a neoplasm — neither of the above.

In addition, the CEC will determine the following:
1. Timing of malignancy
e (linically evident at time of randomization
e Diagnosed after randomization

2. Site of malignancy

e Bladder

e Bowel

e Brain

e Breast

e Esophageal
e Genital

e Leukemia

e Lip, oral, pharynx
e Liver, gall bladder
e Lung

e Lymphoma

e Pancreatic

e Prostate
e Renal

e Skin

e Stomach
e Thyroid
e Uterine
e Other

3. Extent of malignancy
e Solid Neoplasm
o Local disease only, no spread beyond the primary organ
o Spread to contiguous organs
o Metastatic
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e Leukemia, lymphoma and other blood malignancy
o Acute
o Chronic
o Unknown

HEPATIC EVENTS

Event triggers can be found in the trial Data Management Plan. Each event will be assessed for
causality, severity and patterns of liver injury.

Causality Scale

When completing the adjudication forms, the HAC members will express their opinions
regarding the probability of Drug-Induced Liver Injury (DILI) using the five-point likelihood
causality scale described by Rockey et al. in the table below. This includes both numerical and
descriptive terms to grade cases as definitely, highly likely, probable, possibly, or unlikely
related to DILI below.

e Definite: Causality should be considered to be definite if attribution of the study drug to
the liver injury is believed to exceed 95% likelihood with an association beyond a
reasonable doubt.

e Highly Likely: The designation highly likely should be applied when there is an estimated
75% to 95% likelihood of an association and a clear and convincing evidence for the
association.

e Probable: Cases should be considered probable when the likelihood of an association is
considered to be between 50% and 75%, with an indication that the association is
supported by the predominance of the evidence. Although appearing to show an
association, such cases should not be graded higher because of an atypical course, the
absence of essential clinical information, or the presence of another possible
explanation or diagnosis.

e Possible: Cases should be considered to be possible if they are believed to have a 25% to
50% likelihood of an association because, although it was still possibly related, the
involvement by the study drug is equivocal and not supported by the preponderance of
the evidence.

e Unlikely: Cases should be ranked as unlikely if they are regarded to have less than a 25%

likelihood of resulting from the medication, and another etiology is considered to be
responsible.
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Table: Clinical Assessment of Causality Scale:

Causal Relationship | Likelihood | Description

Definite > 95% The evidence for the study drug causing the
injury is beyond a reasonable doubt

Highly Likely 75 -95% The evidence for the study drug causing the
injury is clear and convincing but not definite

Probable 50-74% The preponderance of the evidence supports the
link between the study drug and the liver injury

Possible 25-49% The evidence for the study drug causing the
injury is equivocal but present

Unlikely <25% There is evidence that an etiological factor other
than the study drug caused the injury is clear

Rockey D.C., et al. for the US Drug-Induced Liver Injury Network. Causality Assessment in Drug-
Induced Liver Injury Using a Structured Expert Opinion Process: Comparison to the Roussel-
Uclaf Causality Assessment Method. HEPATOLOGY 2010;51:2117-2126

For cases that do not meet any of the above description, two additional likelihood causality
scale terms will be included, as described below:

Excluded: Cases should be ranked as excluded if there is a definite and documented alternative
cause for the abnormality.

Not Assessable: Cases should be ranked as not assessable if critical data is missing that
interferes with a fair assessment.

Only one option can be selected for each case.

Severity Scale

For each case, the HAC members will also express their opinions regarding the severity using
the scoring system described below, which has been used by the Food and Drug Administration
in the past, including as part of the dabigatran Advisory Committee.

Table: Severity Scale

Scale | Definition

1 ALT or AST > 3X ULN, usually transient and reversible by adaptation (mild)

2 Also TB > 2X ULN, after or concurrent, indicating early functional loss (Hy’s Law Case)

3 Serious, meaning disabling, requiring or prolonging hospitalization because of liver
dysfunction

4 Acute liver failure, with secondary failure of brain or kidney function due to liver
injury

5 Fatal, or requiring liver transplantation due to liver failure
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In addition to the above scale, the option “not applicable and/or no liver injury” will be
available for cases where options 1 to 5 do not apply. Only one option can be selected for
each case for options 1 to 5, however, the option “not applicable and/or no liver injury”

can be selected in conjunction with one option from 1 to 5.

Patterns of Liver Injury

For each case, the pattern of liver injury will be assessed and reported on the adjudication
form in accordance with the below definitions, as described by Farrell G, Schiff’s
Diseases of the Liver, 11th edition (in press).

Table: Definition of Patterns of Liver Injury

Hepatocellular Cholestatic Mixed
ALT >2-3 XULN and ALT >2 XULN ALT >2-3 XULN and ALP >2
Normal ALP OR XULN
OR ALT/AP ratio < 22 OR
ALT/ALP ratio > 52 ALT/ALP ratio between 2 and
53

2 The ALT and SAP values are expressed as multiples of the upper limit of normal

For cases that do not meet any of the above description, 2 additional patterns of liver

injury terms will be included:

Other Type: Pattern of liver injury not meeting any of above definitions.

Not Applicable: For cases where there is no liver injury noted.

Only one option can be selected for each case.

For each case, the adjudicators will also indicate whether the pattern of liver injury

n u

involves hepatic adaptation by selecting “yes”, “no” or “possible” for hepatic adaptation.
Hepatic adaptation has been defined as abnormal liver test results without symptoms or
biochemical evidence of significant liver disease.
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Section E - SUPPLEMENTAL RESULTS

SUPPLEMENTAL FIGURES

Supplemental Figure 1: CONSORT Diagram

Did not start run-in medication (n=137)
Run-in Failure (n=8,401, 32.9%)

« Laboratory exclusion criteria (n=6513)

* Subject decision (n=705)

* Inclusion/Exclusion criteria not met (n=458)
* Investigator decision (n=270)

« Study drug non-compliance (n=190)

* Bladder cancer not excluded (n=180)

« Other clinical or adverse events (n=85)

25,698* Patients assessed for eligibility
during run-in

Randomized (n=17,160%)
Established CVD n = 6,974
No established CVD n = 10,186

! }

Randomized to Dapagliflozin (n=8,582) Randomized to Placebo (n=8,578)
* Received at least 1 dose (n=8,574 >99%) * Received at least 1 dose (n=8,569, >99%)
* Never received a dose (n=8) « Never received a dose (n=9)
' !
Premature permanent drug discontinuation (n=1,811, 21.1%) Premature permanent drug discontinuation (n=2151, 25.1%)
* Due to adverse event (n=671) « Due to adverse event (n=548)
* Due to subject decision (n= 830) « Due to subject decision (n=1,094)
* Due to physician’s decision (n= 49) « Due to physician’s decision (n=68)
* Due to protocol criteria (n= 128) « Due to protocol criteria (n=266)
* Due to site closure (n= 20) * Due to site closure (n=36)
« Other (n=113) « Other (n=139)
] ]
Died during follow up (n=529, 6.2%) Died during follow up (n=570, 6.6%)
Withdrew Consent (n=97, 1.1%) Withdrew Consent (n=127, 1.5%)
« Vital Status known (n=61) « Vital Status known (n=81)
« Vital Status searched and not listed as dead (n=29) « Vital Status searched and not listed as dead (n=39)
« Vital Status not searched (n=7) « Vital Status not searched (n=7)
Lost to Follow-up (n=12, 0.1%) Lost to Follow-up (n=18, 0.2%)
{ ]
Included in Primary Efficacy Analysis (n=8,582) Included in Primary Efficacy Analysis (n=8,578)
Included in Primary Safety Analysis (n=8,574) Included in Primary Safety Analysis (n=8,569)
* Excluded because never received study drug (n=8) « Excluded because never received study drug (n=9)

* Does not include 52 subjects excluded from a single site due to GCP violation in another trial
(22 patients during run-in and 30 patients after randomization).
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Supplemental Figure 2: Adjusted Mean HbA1lc, weight, systolic blood pressure (SBP), and

diastolic blood pressure (DBP) over time by randomized treatment group. Expressed are values

for HbAlc (%), weight in kg, SBP and DBP in mm/Hg.
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Supplemental Figure 3: Additional Subgroups of the primary efficacy outcomes

N=Number of subjects in treatment group, n=number of subjects with event, Cl = confidence
interval, CVD = cardiovascular death, HHF = hospitalization for heart failure, MACE = major
adverse cardiovascular events, the composite of cv death, myocardial infarction or ischemic
stroke, BMI = body mass index, ASCVD = atherosclerotic cardiovascular disease.
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Supplemental Figure 4: Key Outcomes by Enrollment Stratum (Composites and Components)

N=Number of subjects in treatment group, n=number of subjects with event, Cl = confidence
interval, CV = cardiovascular, HHF = hospitalization for heart failure, ASCVD = atherosclerotic CV
disease, MRF = multiple risk factors, eGFR = estimated glomerular filtration rate, ESRD = end
stage renal disease.

Dapagliflozin Placebo Hazard Ratio P value for
Outcomes n/N n/N (95% ClI) interaction
CV death/HHF 417/8582  496/8578 0.83 (0.73-0.95) — 0.99
ASCVD 272/3474 325/3500 0.83 (0.71-0.98) —eo—
MRF 145/5108 171/5078 0.84 (0.67-1.04) —e—
MACE 756/8582  803/8578 0.93 (0.84-1.03) - 0.25
ASCVD 483/3474 537/3500 0.90 (0.79-1.02) —o—
MRF 273/5108 266/5078 1.01 (0.86-1.20) —e—
40% decrease in eGFR, ESRD, or renal or CV death 370/8582 480/8578 0.76 (0.67-0.87) - 0.67
ASCVD 216/3474 275/3500 0.79 (0.66-0.94) —eo—
MRF 154/5108 205/5078 0.74 (0.60-0.91) —e—
All-cause death 529/8582  570/8578 0.93 (0.82-1.04) - 0.87
ASCVD 299/3474 327/3500 0.92 (0.79-1.08) —e—
MRF 230/5108  243/5078 0.94 (0.78-1.12) e
HHF 212/8582 286/8578 0.73 (0.61-0.88) ——— 0.30
ASCVD 151/3474 192/3500 0.78 (0.63-0.97) —e—
MRF 61/5108 94/5078 0.64 (0.46-0.88) —e—A
Myocardial infarction 393/8582 441/8578 0.89 (0.77-1.01) —— 0.62
ASCVD 279/3474 321/3500 0.87 (0.74-1.02) —o—
MRF 114/5108 120/5078 0.94 (0.73-1.21) e
Ischemic Stroke 235/8582  231/8578 1.01 (0.84-1.21) ——— 0.53
ASCVD 137/3474 142/3500 0.97 (0.76-1.22) —e—
MRF 98/5108 89/5078 1.09 (0.82-1.45) —r—
CV death 245/8582  249/8578 0.98 (0.82-1.17) ——— 0.53
ASCVD 153/3474 163/3500 0.94 (0.76-1.18) —er+—
MRF 92/5108 86/5078 1.06 (0.79-1.42) —T—
Non-CV death 211/8582  238/8578 0.88 (0.73-1.06) D 0.57
ASCVD 100/3474 120/3500 0.84 (0.64-1.09) —e—
MRF 111/5108 118/5078 0.93 (0.72-1.21) e
40% decrease in eGFR, ESRD, or renal death 127/8582 238/8578 0.53 (0.43-0.66) —— 0.72
ASCVD 65/3474 118/3500 0.55 (0.41-0.75) —e—
MRF 62/5108 120/5078 0.51(0.37-0.69) H—®—
T T 1
0.35 0.50 1.0 1.5

Favors Dapagliflozin « 'a Favors Placebo

45



Supplemental Figure 5: Key outcomes by baseline HF status

N=Number of subjects in treatment group, n=number of subjects with event, Cl = confidence
interval, CV = cardiovascular, HHF = hospitalization for heart failure, HF = heart failure, eGFR =
estimated glomerular filtration rate, ESRD = end stage renal disease.

Dapagliflozin Placebo Hazard Ratio P value for
Outcomes n/N n/N (95% Cl) interaction
CV death/HHF 417/8582  496/8578 0.83 (0.73-0.95) - 0.60
Prior HF 142/852 172/872 0.79 (0.63-0.99) —e—|
No HF 275/7730 324/7706 0.84 (0.72-0.99) —e—
MACE 756/8582  803/8578 0.93 (0.84-1.03) - 0.46
Prior HF 153/852 151/872 1.01 (0.81-1.27) —o—
No HF 603/7730  652/7706 0.92 (0.82-1.02) o
40% decrease in eGFR, ESRD, or renal or CV death 370/8582 480/8578 0.76 (0.67-0.87) - 0.45
Prior HF 100/852 118/872 0.84 (0.64-1.10) —e—
No HF 270/7730 362/7706 0.74 (0.63-0.87) o
All-cause death 529/8582  570/8578 0.93 (0.82-1.04) - 0.61
Prior HF 115/852 131/872 0.87 (0.68-1.12) —e—
No HF 414/7730 439/7706 0.94 (0.82-1.07) -eH
HHF 212/8582  286/8578 0.73 (0.61-0.88) — 0.92
Prior HF 87/852 115/872 0.73 (0.55-0.96) —e—I
No HF 125/7730 171/77086 0.73 (0.58-0.92) —eo—
Myocardial infarction 393/8582  441/8578 0.89 (0.77-1.01) - 0.79
Prior HF 66/852 76/872 0.85 (0.61-1.18) —e—
No HF 327/7730 365/7706 0.89 (0.77-1.04) o
Ischemic Stroke 235/8582  231/8578 1.01 (0.84-1.21) — 0.46
Prior HF 40/852 34/872 1.21 (0.77-1.91) ———
No HF 195/7730 197/7706 0.98 (0.80-1.20) —a—
CV death 245/8582  249/8578 0.98 (0.82-1.17) —— 0.86
Prior HF 75/852 74/872 1.01 (0.73-1.39) ——
No HF 170/7730 175/7706 0.97 (0.78-1.20) —e—
Non-CV death 211/8582  238/8578 0.88 (0.73-1.06) — 0.03
Prior HF 20/852 39/872 0.50 (0.29-0.86) ————
No HF 191/7730 199/7706 0.96 (0.78-1.17) o
40% decrease in eGFR, ESRD, or renal death 127/8582 238/8578 0.53 (0.43-0.66) ——— 0.78
Prior HF 27/852 48/872 0.58 (0.36-0.92) —e—-
No HF 100/7730 190/77086 0.52 (0.41-0.66) —eo—
I T 1
0.25 0.50 1.0 2.0
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Supplemental Figure 6: Key trial outcomes by baseline renal function (CKD-EPI)

N=Number of subjects in treatment group, n=number of subjects with event, Cl = confidence
interval, CV = cardiovascular, HHF = hospitalization for heart failure, HF = heart failure, eGFR =
estimated glomerular filtration rate, ESRD = end stage renal disease. CKD-EPI = Chronic Kidney
Disease Epidemiology Collaboration equation®.

Dapagliflozin Placebo Hazard Ratio P value for
Outcomes n/N n/N (95% CI) interaction
CV death/HHF 417/8582  496/8578 0.83 (0.73-0.95) - 0.37
<60 mL/min/1.73m2 55/606 81/659 0.78 (0.55-1.09) —e—r
60 to <90 mL/min/1.73m2 199/3838 252/3894 0.79 (0.66-0.95) —o—
>=90 mL/min/1.73m2 163/4137 163/4025 0.96 (0.77-1.19) —o—i
MACE 756/8582 803/8578 0.93 (0.84-1.03) - 0.99
<60 mL/min/1.73m2 85/606 104/659 0.92 (0.69-1.23) —eot—
60 to <90 mL/min/1.73m2 367/3838 390/3894 0.95 (0.82-1.09) o
>=90 mL/min/1.73m2 304/4137 309/4025 0.94 (0.80-1.10) o
40% decrease in eGFR, ESRD, or renal or CV death 370/8582 480/8578 0.76 (0.67-0.87) - 0.97
<60 mL/min/1.73m2 53/606 76/659 0.77 (0.54-1.09) —e—
60 to <90 mL/min/1.73m2 182/3838 240/3894 0.76 (0.63-0.93) —o—
>=90 mL/min/1.73m2 135/4137 164/4025 0.79 (0.63-0.99) —e—
All-cause death 529/8582 570/8578 0.93 (0.82-1.04) - 0.61
<60 mL/min/1.73m2 71/606 87/659 0.91 (0.67-1.25) —e+—
60 to <90 mL/min/1.73m2 252/3838 286/3894 0.89 (0.75-1.05) o
>=90 mL/min/1.73m2 206/4137 197/4025 1.01(0.83-1.23) —o—
HHF 212/8582  286/8578 0.73 (0.61-0.88) —~— 0.19
<60 mL/min/1.73m2 29/606 48/659 0.70 (0.44-1.12) ———1
60 to <90 mL/min/1.73m2 99/3838 152/3894 0.65 (0.51-0.84) —e—
>=90 mL/min/1.73m2 84/4137 86/4025 0.94 (0.69-1.26) —o—
Myocardial infarction 393/8582  441/8578 0.89 (0.77-1.01) - 0.69
<60 mL/min/1.73m2 40/606 52/659 0.88 (0.58-1.33) —e—I
60 to <90 mL/min/1.73m2 198/3838 212/3894 0.95 (0.78-1.15) —o—
>=90 mL/min/1.73m2 155/4137 17714025 0.83 (0.67-1.03) —o—
Ischemic Stroke 235/8582  231/8578 1.01 (0.84-1.21) — 0.46
<60 mL/min/1.73m2 26/606 24/659 1.23 (0.70-2.14) —T—
60 to <90 mL/min/1.73m2 110/3838 122/3894 0.91(0.70-1.18) —e+
>=90 mL/min/1.73m2 99/4137 85/4025 1.12 (0.84-1.50) —reo—i
CV death 245/8582 249/8578 0.98 (0.82-1.17) — 0.79
<60 mL/min/1.73m2 32/606 40/659 0.90 (0.57-1.44) ——et—
60 to <90 mL/min/1.73m2 118/3838 124/3894 0.96 (0.75-1.24) —e—
>=90 mL/min/1.73m2 95/4137 85/4025 1.08 (0.80-1.44) —1o—
Non-CV death 211/8582  238/8578 0.88 (0.73-1.06) - 0.37
<60 mL/min/1.73m2 29/606 35/659 0.92 (0.56-1.51) —e—
60 to <90 mL/min/1.73m2 95/3838 122/3894 0.78 (0.60-1.02) —e—i
>=90 mL/min/1.73m2 87/4137 81/4025 1.05 (0.78-1.42) F——
40% decrease in eGFR, ESRD, or renal death 127/8582 238/8578 0.53 (0.43-0.66) — 0.87
<60 mL/min/1.73m2 21/606 38/659 0.60 (0.35-1.02) ——e—
60 to <90 mL/min/1.73m2 65/3838 121/3894 0.54 (0.40-0.73) —e—
>=90 mL/min/1.73m2 41/4137 79/4025 0.50 (0.34-0.73) —e—
| R
0.25 0.50 10 1
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Supplemental Table 1: Demographic characteristics of patients randomized vs entered into
run-in but not randomized.

Randomized (%) n Not Randomized (%) n
N 17160 8538
Age >= 65 years 46.1 7907 55.9 4770
Age >=75 years 6.4 1096 14.4 1229
Female 374 6422 41.8 3571
Male 62.6 10738 58.2 4967
Race
White 79.6 13653 74.8 6388
Black or African American 35 603 6.9 591
Asian 134 2303 14.3 1218
American Indian or Alaska Native 0.6 104 0.6 54
Native Hawaiian/Pacific Islander 0.1 22 0.2 15
Other 2.8 475 3.2 272
Ethnicity Hispanic or Latino 15.0 2568 15.6 1336
Region
North America 31.9 5468 39.2 3348
Europe 44.5 7629 37.6 3213
Latin America 10.9 1877 10.5 895
Asia Pacific 12.7 2186 12.7 1082
Strata (actual): Established CV
Disease 40.6 6974 42.4 3595
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Supplemental Table 2: Sensitivity Analyses of the Primary Endpoints

Competing Risk: A pre-specified sensitivity analysis for the co-primary efficacy endpoints was
performed to account for the competing risks of non-CV and undetermined death based on Fine
and Gray model. Per Protocol: An additional sensitivity analysis was performed excluding
subjects with important protocol deviations as described in the statistical analysis plan, section
2.2. MACE = Major adverse cardiovascular events = the composite of cardiovascular death, MI
or ischemic stroke. CVD/HHF = cardiovascular death or hospitalization for heart failure,

NI = non-inferiority

Endpoint Primary Pre-specified | Competing Risk Per Protocol
N=17160 N=17160 N=15083
MACE 0.93 [0.84-1.03] 0.93 [0.85-1.03] 0.94 [0.85-1.05]
p=0.17 p=0.18 p=0.29
p(NI)<0.001 p(NI)<0.001 p(ND)<0.001
CVD/HHF 0.83[0.73-0.95] 0.83[0.73-0.95] 0.83 [0.72-0.95]
p=0.005 p=0.006 p=0.008
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Supplemental Table 3: Serious Adverse Events (SAE) by preferred term.

Listed are terms with a frequency > 0.2% in either treatment arm.

Patients with events in more than 1 category are counted in each category. Patients with
multiple events in the same category are counted only once in that category.

Dataset includes SAEs that occurred after the first dose of study drug to the earlier of 30 days
after last dose of study drug or the Closing Visit. SAE coded using Medical Dictionary for
Regulatory Activities (MedDRA) version 21.0. This table represents preferred terms reported by
investigators, was not used for efficacy assessments and does not correspond directly to safety
or efficacy outcomes adjudicated or refuted by the independent clinical events committee.

Preferred term Number (%) of patients

Dapa 10 mg Placebo

(N=8574) (N=8569)

Patients with at least 1 SAE 2925 (34.1) 3100 (36.2)

Angina unstable 243 (2.8) 238 (2.8)
Acute myocardial infarction 228 (2.7) 195 (2.3)
Pneumonia 163 (1.9) 183 (2.1)
Angina pectoris 138 (1.6) 146 (1.7)
Cardiac failure 120 (1.4) 165 (1.9)
Cardiac failure congestive 89 (1.0) 122 (1.4)
Atrial fibrillation 94 (1.1) 121 (1.4)
Coronary artery disease 94 (1.1) 69 (0.8)
Osteoarthritis 91 (1.1) 76 (0.9)
Cerebrovascular accident 89 (1.0) 71 (0.8)
Ischaemic stroke 85 (1.0) 79 (0.9)
Myocardial infarction 84 (1.0) 96 (1.1)
Acute kidney injury 67 (0.8) 101 (1.2)
Non-cardiac chest pain 82 (1.0) 85 (1.0)
Cellulitis 76 (0.9) 80 (0.9)
Death 40 (0.5) 43 (0.5)
Sepsis 53 (0.6) 49 (0.6)
Hypoglycaemia 61 (0.7) 73 (0.9)
Prostate cancer 62 (0.7) 53 (0.6)
Transient ischaemic attack 63 (0.7) 46 (0.5)
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Preferred term

Number (%) of patients

Dapa 10 mg Placebo

(N=8574) (N=8569)
Chronic obstructive pulmonary disease 45 (0.5) 48 (0.6)
Urinary tract infection 37(0.4) 51(.6)
Myocardial ischaemia 37(0.4) 51(0.6)
Peripheral arterial occlusive disease 41 (0.5) 47 (0.5)
Acute respiratory failure 26 (0.3) 34 (0.4)
Diabetic foot 33(0.4) 27(0.3)
Hyperglycaemia 27(0.3) 46 (0.5)
Syncope 28(0.3) 30(0.4)
Basal cell carcinoma 29 (0.3) 26 (0.3)
Peripheral vascular disorder 31(0.4) 16 (0.2)
Cardiac arrest 24 (0.3) 19 (0.2)
Peripheral ischaemia 28 (0.3) 26 (0.3)
Chest pain 27(0.3) 15(0.2)
Respiratory failure 25(0.3) 18 (0.2)
Benign prostatic hyperplasia 26 (0.3) 29 (0.3)
Cataract 26 (0.3) 25(0.3)
Hypotension 26 (0.3) 11 (0.1)
Carotid artery stenosis 24 (0.3) 20 (0.2)
Diabetic ketoacidosis 22 (0.3) 17 (0.2)
Hypertension 23(0.3) 25(0.3)
Cholelithiasis 24 (0.3) 34 (0.4)
Gastroenteritis 23(0.3) 23(0.3)
Osteomyelitis 21(0.2) 30(0.4)
Pulmonary embolism 23(0.3) 19 (0.2)
Cholecystitis acute 19 (0.2) 16 (0.2)
Cerebral infarction 21(0.2) 26 (0.3)
Intervertebral disc protrusion 21(0.2) 14 (0.2)
Skin ulcer 22 (0.3) 21(0.2)
Peripheral artery stenosis 21(0.2) 17 (0.2)
Aortic stenosis 18 (0.2) 16 (0.2)
Cardiac failure acute 16 (0.2) 26 (0.3)
Gangrene 18 (0.2) 24 (0.3)
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Preferred term

Number (%) of patients

Dapa 10 mg Placebo

(N=8574) (N=8569)

Urosepsis 20 (0.2) 22 (0.3)
Atrial flutter 18 (0.2) 28 (0.3)
Septic shock 16 (0.2) 20 (0.2)
Sudden death 19 (0.2) 17 (0.2)
Adenocarcinoma of colon 17 (0.2) 17 (0.2)
Anaemia 16 (0.2) 21(0.2)
Dehydration 15(0.2) 13(0.2)
Diverticulitis 17 (0.2) 16 (0.2)
Ankle fracture 16 (0.2) 10 (0.1)
Atrioventricular block complete 15(0.2) 11(0.1)
Breast cancer female 15(0.2) 16 (0.2)
Cardiogenic shock 13(0.2) 13(0.2)
Ventricular tachycardia 19 (0.2) 11(0.1)
Cholecystitis 14 (0.2) 19 (0.2)
Pneumonia aspiration 12 (0.1) 5(<0.1)
Acute coronary syndrome 14 (0.2) 27(0.3)
Diabetic metabolic decompensation 12 (0.1) 24 (0.3)
Gastrointestinal haemorrhage 16 (0.2) 12 (0.1)
Bradycardia 11(0.1) 16 (0.2)
Femur fracture 14 (0.2) 18 (0.2)
Bronchitis 13(0.2) 32(0.4)
Diabetes mellitus inadequate control 11(0.1) 24 (0.3)
Fall 11 (0.1) 19 (0.2)
Hypertensive crisis 12 (0.1) 23(0.3)
Lumbar spinal stenosis 13(0.2) 16 (0.2)
Nephrolithiasis 12 (0.1) 16 (0.2)
Gastritis 12 (0.1) 17 (0.2)
Bladder cancer 11(0.1) 23(0.3)
Cardiac failure chronic 12 (0.1) 19 (0.2)
Coronary artery stenosis 10 (0.1) 18 (0.2)
Iron deficiency anaemia 11(0.1) 14 (0.2)
Lung neoplasm malignant 10 (0.1) 14 (0.2)
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Preferred term

Number (%) of patients

Dapa 10 mg Placebo

(N=8574) (N=8569)

Musculoskeletal chest pain 11 (0.1) 17 (0.2)
Humerus fracture 9(0.1) 15 (0.2)
Ischaemic cardiomyopathy 8 (<0.1) 14 (0.2)
Asthma 5(<0.1) 16 (0.2)
Dyspnoea 4 (<0.1) 15 (0.2)
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